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)1 JIWJLJIMA SHJ] KOMITAHM (US) Apenes B2
(57) HanHoe M300peTeHHE OTHOCHTCA K PeXKMMaM J03UPOBaHMs M crocobam uenonbzoBanus LY3154207,

TaKke omuchiBaeMoro kaxk 2-(2,6-muxnopdennn)-1-[(1S,3R)-3-(ruapoxcumernin)-5-(3-ruapokcu-3-
MeTHnOyTIn)- 1 -metni-3,4-muruaponzoxunonud-2(1H)-un|sranon, wwmmm ero  QapMmaneBTHUECKUX
KOMIIO3UIMK Ui JIedeHHsl J0(aMHHEPrHYeCKHX HapyIIeHHH IEHTPAJIbHONH HEPBHOW CHCTEMBI.
Hodamunepruueckue Hapymenus [THC npu ncrnonb3oBaHuM TaHHBIX CIIOCOOOB PEKUMOB JJO3UPOBAHUS
BKITIOUaloT Oose3Hs [lapkuucoHa, 6ome3Hp Amnblreiimepa, Oonesns muddysaeix tenen Jlesn (BATIL,
LBD), cocymucryio nemennuto, mmsodpennto, CABI' (ADHD), nempeccuro, ayTu3M, XpOHHYECKYIO
CKEJIETHO-MBIIIEYHY0 0011b, (GPHOPOMHUAIITHIO, KOTHUTUBHBIE HAPYLICHHsI, HAPYIICHHS CHA, N30BITOYHYIO
JHEBHYIO COHJIMBOCTB, HAPKOJICTICHIO, HAapYIIEHHUE CHA IIPH CMEHHON paboTe, 4eperHO-MO3TOBYIO TPABMY,
XPOHHYECKYIO TpPaBMaTHYECKyl0 SHIE(aJONaTHio, OXMPEHHE W HapyUIeHUs PETYJSIHU amleTHTa,
paccTpoiCcTBa HACTPOEHHMS, JIETAPTHIO, allaTHIO U aJUIMKTHBHBIC PAacCTPONCTBA.
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OIIUCAHUE U30BPETEHUA
2420-569601EA/032
PEXUMBI T1O3UPOBAHUSA UIAA HCIIOJIB30OBAHUA LY3154207 ITPU JIEYEHUN
JTOPAMHUHEPTHUECKHUX HAPYIIEHAN ITHC

B naHHOM M300peTeHUH MPEaIOKEeHbI PEXKUMbI JO3UPOBAHUS M CIIOCOOBI HCIIOIb30BAHHS
LY3154207, Takske onucbiBaeMoro kak 2-(2,6-nuxnopdenn)-1-[(1S,3R)-3-(runpokcumeTin)-5-
(3-ruppoxcu-3-mMeTunoyTin)- 1 -metun-3,4-nurupon3ox uHoauH-2( 1 H)-un|sraHoH, w/unm  ero
(apMaleBTHUECKUX KOMITO3ULUH ISl JIeYeHHUsT JOPaMHUHEPTUYECKUX HAPYIICHUH LEHTPaJbHOM
HepBHOW cucrembl. Jlodpamunepruueckue Hapymenuss ITHC npu wcmonb3oBaHWM JaHHBIX
CrOCO0OB PEKUMOB JTO3UPOBAHMs BKIIOYAOT Oose3Hb IlapkuHcoHa, Oone3Hb Aublreiimepa,
oonesub quddysupix Tenen Jlesu (bBATJI, LBD), cocymuctyio nemennuro, muzoppenuro, CJABI
(ADHD), nempeccuro, ayTu3M, XPOHHYECKYI CKEJIETHO-MBIIICYHYIO O0Jb, (hubOpomuanruro,
KOTHUTHBHBIE HAPYIICHUS, HAPYLICHHUS CHA, M30bITOYHYIO THEBHYIO COHJIMBOCTD, HAPKOJIETICHIO,
HApyLUIeHHWEe CHAa TpPUH CMEHHOW paloTe, UEpernHO-MO3TOBYID TPaBMy, XPOHHYECKYHO
TPAaBMATHUYECKYIO  SHLE(AIONATHIO, OXHPEHHE W HAPYLICHUS PeryJsilud  amIeTHTa,

paccTpoiicTBa HACTPOEHUS, JIETAPTHUIO, AMATHIO U aITUKTUBHBIE PACCTPOIHCTBA.
bonesus muddysaex Temen Jlesu (BATJI) mpencrasmser coOoil mporpeccupyromiee
3a0o0neBaHNe TOJIOBHOIO MO3ra, MPU KOTOPOM Tenblia JleBn (aHOMajbHBIE OTIIOXKEHHs anbga-
CHHYKJIEMHA) HAKaIUIMBAIOTCA B OONACTSIX MO3ra, KOTOpPblE pPEryJUPYIOT IOBEACHHUE,
KorHutHBHbIE PyHKUMHU U aArokeHue. b/ITJI sBnsiercs oOumM TepMHUHOM, KOTOPBIH OXBATHIBAET
IBa POICTBEHHBIX 3a0oneBanus: AeMeHuuo npu 6onesnu [lapkuncona (BIT) u nemeHmuio ¢
tenbuamu Jlesu (JATJI). ¥V moneit ¢ BJATJI Moxer ObIThb 3aTPOHYT LEJNBIA psA NPU3HAKOB,
BKJIFOYasl KOTHUTUBHBbIE (DYHKLIMHU, ABIDKEHHE, COH, HACTPOEHHUE, MOBEIEHHE M BEreTaTUBHYIO
muchynkumo. bonesnp ITapkuucona (BIT) mpencraensier coOoii XOpOIIO M3BECTHBIN MPUMEP
nopamuneprudeckoro Hapymenus [[HC, BosHuKkaromiero B pesyjbTare AUCHYHKLUUH H/UIH
norepu A0(paMUHEPrHUECKHX HEHPOHOB, W B pe3yJbTaTe 4Yero MNPOUCXOAUT HapylIeHUe
HOpMaJIbHOW Tmiepenmaun curHaioB nodamuna. BII mpexncrasniser cobOoli mporpeccupyroiiee
HeMpoJereHepaTUBHOE IBUraTeIbHOE PACCTPOHCTBO M3-3a JEreHepauuu AohaMUHEPTHYECKHX
HEHPOHOB B OOJIACTH YEpHOH CyOCTaHLIMU TOJIOBHOTO MO3ra W oOpasoBaHus Teier JIeBu, 4to
NPUBOJUT K CHH)KEHHUIO YPOBHs nodamuHa B ctpuaryme. bI1 nposiBnsiercst TpeMopoM Hapsiiy ¢
APYTUMH MOTOPHBIMH CHMIOTOMAaMH (HampuMep, akuHe3ned u OpaauKuHe3ueH, HapylIeHHeM
CIIOCOOHOCTH ~ COXpaHATh PABHOBECHE) H  HEMOTOPHBIMU CHUMIOTOMamMH  (Hampumep,
KOTHUTHBHBIMH HAPYIICHUSIMH, HAPYIIEHUSIMH CHA, armaTuel u nenpeccueii). McnomHuTenbHOE
(YHKIMOHHPOBAHUE, 3PUTEIBHO-NIPOCTPAHCTBEHHOE pACMO3HABAaHUE, Ne(PUIUT BHUMAHHA, a
TaK)Ke HApPYLUICHWs MaMATH W PEeUd SBIIOTCS HAnOoJiee YacTO OMUCHIBAEMBIMH JIOMEHAMH
KOTHUTHBHBIX (PYHKLUH, KOTOPBIE CUUTAIOTCS CBSI3aHHBIMHU C (PPOHTOCTPUAPHOI 10(HaMHUHOBOI
HEIOCTATOYHOCTBIO, TMPH 3TOM paHHME Npu3HakKu HaOmonparorcs y 15-20% cyOwpexToB Ha
MOMEHT MocTaHoBkH auarHo3a bII1. Jlemennus, cesizanHas ¢ BI1, Bctpeuaercst y 30% cyObekToB
¢ BIl, u ee pacipoCcTpaHEHHOCTh YBEIMUUBAETCS 110 Mepe MPOTrpecCupoBaHus 3a00eBaHus, IPH
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uHruouropos  anerwixonunscrepasbl  (AChEI), Takux Kak pHUBACTUIMHH, KOTOpbIE
o0ecreunBarOT KIMHUYECKYIO MOJIb3Y B MOATPYIINE CYOBEKTOB C yMepeHHOH 3()(EeKTHBHOCTEIO,
HO MOTYT OBITh CBSI3aHbI C MOOOYHBIMH MOTOPHBIMH 3((pekTamMu. PUBaCTUrMUH B TaHHOE BpeMs
ABJIIETCS €IMHCTBEHHBIM OJJOOPEHHBIM MpEenapaToM I JIEUSHUs IeMEHLNU JIETKOH U CpefHei
CTETIEHU  TSKECTH, CBSI3aHHOMU c 00e3HbI0 ITapxuHCOHA. CrnenoBaTenbHO,
yCOBEpIIEHCTBOBAHHBIE CIIOCOOBI JieueHus: bI1 u korHuTuBHBIX HapymeHui u3-3a JIBI1, kotopsie
ABISIIOTCS. 3 (PeKkTUBHBIMY, 0€30MaCHBIMM M KJIMHUYECKH XOPOIIO NMEePEeHOCHMbIMHU, OCTAKTCS
HEYIOBJIETBOPEHHON MEIULIMHCKOMN MOTPEOHOCTHIO.

Henocratounocts nodamMuHa Takke HaOmomaercss y CyOBeKTOB ¢ OOJIE3HBIO
Anbureiimepa (bBA). BA npeacrasisier co0oli BO3pacTHOE HEWpOAEreHepaTHBHOE 3a00JIeBaHME,
KOTOpOE MPHUBOAWT K MEIJICHHOMY CHI)KEHHIO KOTHUTHUBHBIX M TOBEIEHUYECKUX (PYHKLUHH C
XapaKTEePHBIM MPHU3HAKOM MOTEPHU MaMAITH Yy CyOBbeKTOB. JIOCTYIHBIE B TaHHOE BPEMsI CIIOCOOBI
JeyeHnss BA HMEIOT YMEpPEeHHYI TOJb3y JJIsl JIeYeHUS KOTHUTHUBHBIX HApyIIEHHH U
OrPaHUYEHHYIO IOJIb3Y FUIK OTCYTCTBHE MOJIb3bl B OTHOIIEHUH JPYTUX CUMIITOMOB V TAIIHEHTOB
¢ BA nerkoli u cpemHell CTENEHU TSIKECTH, TAKUX KaK OECCOHHUIA, CHUMIITOMBI JEMPECCHUH,
OompcTBOBaHME B JIHEBHOE BpEMs, amaTHs, HApPYLUIEHWE CHA, VXYALICHHE IIaMsTH,
UCTIONIHUTENbHBIE (YHKIMH (TUTAHUPOBAHHE/BBITIOIHEHUE 3a/1a4) U TAJUTIOLMHALUHN. Y TyqIIeHHe
neuyeHnss BA W CBs3aHHBIX C HHM KOTHUTHBHBIX HApyIIEHWH, KOTOpPbIE SIBISOTCS
3¢ ¢dexkTuBHBIMH, O€30MacHBIMH U KIWHHYECKH XOPOIIO MEPEHOCHMBIMH, TAaKXe OCTAITCA
HEYJOBJIETBOPEHHON MEIULIMHCKOHN MOTPEOHOCTHIO.

ITontun nodammuoBoro peuentopa D1 (D1) mnpencraBaser coboit Hambomee
pacmpocTpaHeHHbIH perentop nodgamMuHa B LEHTPAIbHOW HEPBHOM CHCTEME U UIPAET BAKHYIO
posnb Bo MHorux ¢yskuusx [THC, Bkitodast ABUraTeNbHYI0 aKTUBHOCTD, YIOBJIETBOPEHHOCTh U
korHutuBHble (yHkunu. Penentopsr D1 B mpedpoHTambHOI KOpe BaKHBI Ui KOTHUTHUBHBIX
¢ynkumii. Penenrropst D1 onocpenyor BeICBOOOXKIEHNE AllETHIIXOJINHA B PA3JIMYHBIX 00JIaCTIX
MO3ra, B YaCTHOCTH, B THUINOKamIe, ¥ peuentopbl D1 Ha NEHAPUTHBIX LIUIMHUKAX KOPKOBBIX
HEMPOHOB HMMEIOT pelIalolnee 3HAuYeHUe JUIi HOPMaibHOH pabouell maMsaTH, BHUMAHUS |
UCTIOJIHUTENbHBIX (YHKIMHA. B TeueHHe MHOIMX JIeT MbITAJIHCh MOAYJUPOBATH Mepenady
curHaioB nodamuHa mpu nodamuHeprudeckux Hapymenusx [HHC ¢ momommpro mpsiMbIx
aroHucToB peuenropa D1, HO pasnauuHble aroHucTel peuentopa D1 gocTurinm He CIUIIKOM
00JBIIOrO ycmexa, MOCKOJNbKY OTCYTCTBHE 3(()EKTHUBHOCTH, O€30MaCHOCTH, MEPEHOCHMOCTH,
BKJIFOYAsl KpailHe HempUeMIIEeMble HEKeNaTeNbHbIe SIBJICHUS, OrPAaHMYHUBAIA MPUMEHUMOCTb
Takux areHToB. Kpome Toro, aronuctsl D1 UMEOT KOJIOKOIOOOpa3Hble KPHUBBIE 3aBHCUMOCTH
OTBE€TAa OT JO03bl i KOHEYHBIX TOYEK Ui KOTHUTHUBHBIX (DYHKIUH, YTO YCIOXKHAET H
3aTPYAHSAET KIMHUYECKOE UCIONb30BaHUEe. TakuM 00pa3oMm, NpPEAIEecTBYIOIINE IOMBITKH
pa3paboTaTh KJIMHHYECKH TNPUMEHHMbIE IIpsIMble aroHUCThl penenrtopa D1 Obumn B
3HAYUTENBHONH  CTermeHW  Oe3yCHeUIHBIMH  U3-32  JECEHCHOMIM3alMUd  PelenTopa,
HeOnaronpusTHeix cBoiictTe BPMB/®K (ADME/PK) u orpaHnumMBarommx a03y MOOOYHBIX
3¢ deKToB, TaKNX Kak rHrnoTeH3us. DPpPekTUBHOCTb 10PaMUHOBON Tepanuu MpsMOro AeHCTBUS
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703, PUCKAa CYIOPOT W Pa3BUTHSA TOJIEPAHTHOCTH. TakuMm 0Opa3oM, OCTAaeTCs 3HAYMTENbHAsS
HEY/I0BJIETBOPEHHAs MOTPEOHOCTh B 0€30MacHbIX, 3PPEeKTUBHBIX U KINHIUYECKH MEPEHOCHUMBIX
crniocobax jeuenus: bone3nu [lapkuncona n apyrux nodpamuneprudeckux Hapyuenuii [LITHC.
LY3154207 mpencrasusier coboii IlonoxkurtenbHbiil Asoctepuueckuii  Monpynstop
nodamunosoro peuentopa D1 (ITAM D1, D1 PAM) u npencrasnsier coOoil MOTEHHATBHOE
nepBO€ B CBOEM KJIACCE CPEACTBO Ul JICYCHUS NEMEHLMHU U JIPYyrux Ao(paMUHEepPruuecKux
Hapywennii [THC. LY3154207 (peructpaumonnsiii Homep CAS 1638667-79-4) xumuuecku
MOXHO ommcath Kak 2-(2,6-puxnopdenmn)-1-[(1S,3R)-3-(rugpoxcumern)-5-(3-runpokcu-3-
MeTHIOYTU)- | -MeTHII-3,4- iurunpou3oxuHoMH-2(1H)-uin]sTaHoH, U MOXeT ObITh CTPYKTYPHO
NPEACTABJICH KakK:
OH

Cl

© Cl

ITonesnbie Qopmbr LY3154207 BrimowaroT KpucTaminueckyro ¢opmy (cu. WO
2017/070068) u cokpucramumdeckyro Gopmy, comepxamyro 2-(2,6-auxnopdennn)-1-[(1S,3R)-
3-(ruppoxcumeTin)-5-(3-runpokcu-3-meTuinOyTui)- 1 -metni-3,4- muruapon3oxuHonuH-2( 1 H)-
WI|3TaHOH M 4-rHUapoKcuOeH30iHyI0 KucnoTy (peructpauuonsbiii Homep CAS 1638669-32-5)
(cm. WO 2014/193781). Kak mONOXKUTENbHBIH aJIOCTEPHUECKUN MOIYJIATOP, TaKXkKe
Ha3bIBa€MbIll «ycuiureaem» noaruna podpammuuHosBoro peuentopa D1, LY3154207 ssnsercs
BBICOKOCEJIEKTUBHBIM 1O oTHOwmeHnto k D1. LY3154207 nposiBisier oueHb ciaaOblii mpsMON
aroHnsMm pernenrtopa D1, akTuBeH TOJBKO B NPHCYTCTBHM AO(PAMUHA U CUUTAETCS, YTO OH
3aBHCHT OT HJOT'€HHOI'O TOHYCA U MOJUICKUT HOPMAJIBHOM PEryJsiLus 10 TUIy OOPaTHOM CBSI3H.
Taxum obpazom, LY3154207 npencrasnsier coO0M WHHOBALMOHHBIN (hPapMaKOJIOTUYECKUN areHT
U moaxod K Monyisinuu  nytedl mepemaun curHanmoB D1 mpu BII, BA u  gpyrux
noamunepruueckux Hapyiienuss [THC, npu kotopeix mepemada curHajoB D1 moskeT ObITh
HEIOCTATOYHOM.

LY3154207 wumeer MexaHuU3M JAEWUCTBUS, KOTOPBIM OTAMYAETC OT APYIUX
noaMUHEPrHYeCKHX areHTOB, TaKMX Kak NpsMble aroHUCThl penentopa D1. LY3154207
CBSI3BIBAECTCS. C HENABHO OOHApPY)KEHHBIM aJUIOCTEPUYECKMM CaWTOM CBSI3BIBAHHSI Ha
BHYTPUKJIETOYHOH neTyie 2 peuentopa D1, nmpu 3Tom oH yBennuuBaet aphUHHOCTD fodaMUHA K
peuenropy D1. Ilouck nureparypbl Ha CETOAHSIIHUN JE€Hb IIOKa3bIBAET, YTO HE OBLIO
ONyOJMKOBAHO NAHHBIX O KJIIMHUYECKUX HCCIIEAOBAHMSX C YYaCTHUEM JIFOAEH sl KaKUX-THOO
arenToB IIAM D1. H13-3a cnoxxHOCTH A0haMUHEPrHYeCKON Nepefayd CUTHAJIOB B HOPMAJIbHOM
(u3nONOrNK U MPHU KIMHUYECKOM MPOSIBIICHUH 3a00JI€BaHMs, & TAK)KE OTCYTCTBUS KIMHUYECKUX
(hapMaKoJIIOTUYECKNX PEKOMEHIAIMH CO CTOPOHBI OPTOCTEepHUECKUX aroHuCToB D1 ocraercs

Ba)KHAsl HEYJIOBJIETBOPEHHAsI MOTPEOHOCTh B KJIIMHUYECKUX pexxumax nosuposanus [IAM D1. B



YaCTHOCTH, OCTAETCsl HEYOBJIETBOPEHHON MOTPEOHOCTh B KIMHUYECKUX PEKUMAX JO3HPOBAHUS
LY3154207, xotopblie obecreunBaroT KOMOMHUPOBaHHBIN npoduib 3¢ PekTuBHBIX, Oe30macHbIX
U KJIMHUYECKU NIEPEHOCUMBIX (hapMakonorndeckux 3h(exkTos, 11t NCIOIb30BaAHUS MPH JICUEHUH
BIL, BA u npyrux nogpamunepruueckux Hapyuenuii LIHC.

B nanHOM wm300peTeHMM TNPEUIOKEHBl KIMHUYECKHE TEePaleBTUYECKUE PEXKHMBI
AO3UpOBaHUS M crocoObl  ucrmonb3oBaHust LY3154207 w/mummu  ero  ¢apmaneBTHYECKUX
KOMITO3MLIMI I NIPUMEHEHHs NpU JIeYeHUU NOo(QaMHHEPrHYeCKUX HAPYLIEHWH LEeHTPaJbHON
HepBHOW cuctembl. JlopamMuHEepriuuecKoe HapylIeHHe LEHTPAJIbHOW HEPBHOM CHCTEMBI, Kak
OINHKCAHO B JAHHOM JIOKYMEHTE, BBIOPAHO M3 TPYIIIbL, BKIOYaromeil 6one3Hb qudQy3HbIX Temer
Jesu (BJATJI), Oonesnp IlapkunHcoHa, Oone3Hb AunbLrefiMepa, COCYAUCTYIO IEMEHIIHIO,
mmzodppenuro, CJIBI, nempeccuro, ayTH3M, XPOHHYECKYK) CKEJIETHO-MBIIIEYHYIO OOJIb,
¢ubpoMuanruro, KOTHUTHBHBIC HAPYLICHUs, HApPyIIEHWs CHA, W30BITOUYHYIO JIHEBHYIO
COHJIMBOCTb, HAPKOJIETICUIO, HAPYIIEHHE CHA NMPH CMEHHOH paboTe, YepernHO-MO3TOBYIO TPaBMY,
XPOHHYECKYI) TPAaBMATHYECKYIO JHIE(ANONaTHIO, OXHUPEHHEe U HAPYLICHUS PeryJsiLuu
ammeTuTa, PacCTPOMCTBA HACTPOEHHMs, JICTAPTHIO, alaTHIO M aAJUKTUBHBIE pacCcTpoiicTBa. B
peKUMax [O3UPOBAHUS MO [AHHOMY H300pETEHHI0O W B KOHTEKCTE IOAaHHOTO IOKYMEHTa,
LY3154207 npencraBnsier coboii 2- (2,6-muxnopdenwn)-1-[(1S,3R)-3-(runpokcumernn)-5-(3-
THIPOKCH-3-MeTHIOyTHN)- 1 -MeTmi-3,4- nuruaponsoxunonuH-2(1H)-un|sranon B moboii popme
U BKJIOYAET €ro KpHUCTAUIMYECKHE U  COKpHUCTAUIM4ecKkne (OpMbl, B YaCTHOCTH
COKPHCTAJUTNYECKYI0 (opMy OEH30MHON KHCIOTHI, W/wid (papMaleBTHYECKHUE KOMIO3ULIH
cofiep Kallfie JaHHble areHThl. B maHHOM H300peTeHuH NpenjIokKeH CHOoCo0 HCIIONb30BaHHS
LY3154207 npu neueHnn nopaMUHEPTUUECKOr0 HapYLIEHNs LIEHTPAIbHON HEPBHOM CUCTEMBI Y
NALUEeHTa, BKJIOYAKOLINI BBEIEHUE YKAa3aHHOMY MaLUEeHTY A03bl OT okoiyo 0,5 mr go oxono 75
M, BIUIOTb [0 MAaKCHUMaJbHOH CyMMapHOH pA03pl 75 Mr B geHb LY3154207 unmu ero
¢dapmaneBTHYECKOI KOMITO3MIMHU. B naHHOM M300peTeHNH TOMOIHUTENBHO MPEIJIOKEH CIIOco0
ucnionb3oBanusi LY3154207 mpu neveHnn A0(paMHUHEPTUYECKOrO HAPYIICHHUS LEHTPAJbHOM
HEPBHOH CHCTEMBbI y MalMeHTa, BKIOYAOIINNI BBeIEHHE YKA3aHHOMY MAaIlUeHTy O3Bl OT OKOJIO
0,5 mMr 10 okoji0 15 Mr, BILJIOTh O MaKCUMaIbHON CyMMapHOM 103bl 15 mr B nenbp LY3154207
WK ero (papMaleBTHIECKON KOMIO3HLIUH.

LY3154207 u poncreennoe IIAM D1 coeaunenue, Ha3plBaeMO€ B JAHHOM JIOKYMEHTE
DPTQ, Obutn M3y4eHbl Ha NpuUMaTax W/wim JEOAsX B ¢a3e | KIMHHUECKOro MCCiIeqoBaHus Ha
310poBBIX AoOpoBoibuax W manueHtax ¢ BIL, m LY3154207 Bomen B ¢a3y Il xamHMYIeckoro
uccnenoBanus nemMeHuuu npu OonesHu IlapkuncoHa (mmenyemoit kak «I[IPUCYTCTBUE»
(PRESENCE), NCT03305809). MccnenoBanusi, Bkrouas Te, uyro onucansl B [Ipumepe 1 (Paza |
Kmmanueckux Mccnenosanuii LY3154207) u Ilpumepe 2 (IlpocrpanctenHas Pabouas [Tamsate
y Bsapocnbix Makak-Pe3ycos), mpusenu k koHHenuuu, 9410 LY3154207 npu HCMONB30BAHUU B
COOTBETCTBHH CO CXEMaMH [O3MPOBAHUS 10 JAHHOMY H300PETEHUIO MOXKET BBI3BIBATH
HEOXXKHJAHHO 3aMETHOE YJIyUIIeHHE MTPU3HAKOB M CHMIITOMOB A0(aMUHEPTUYECKIX HapyIIeHHUI
IMHC, Takmx xak snedenue aemeHuuu npu BII mnm BA, ynyuineHne KOrHUTHBHBIX (yHKIMH

u/vnu peryiupoBaHHu€ CHA WJIN alllICTUTA. Takum o6pa30M, pHu UCTI0JIb30BaHNUU B COOTBETCTBUU



C MPeNJIOKEHHbIMU cxeMamu fo3uposanus LY3154207 obecnieunBaer CpencTsa 1uisl yIIydIIeHHs
nepenayn curHaioB podammHa D1 crmocoboMm, KOTOpBIM, Kak NOJararoT, oOecrnednBaeT
3¢ ¢exkTuBHBIN, O€30macHbi U KJIWHUYECKH IEPEHOCHUMBII TEepaneBTUUECKUN peXUM Ipu
pa3nu4HbIX fodpamuHeprudeckux HapymeHusx [THC.

PexxuMbl TO3UPOBAaHHUSI MO AAHHOMY H300pPETEHHIO BKIOYAIOT CHOCOOBI, KOTOpBIE
o0ecreunBalOT HEOXKUAAHHBIE M HENpenCcKa3yeMble IperMyLiecTBa. B 4acTHOCTH, MalMeHThl ¢
nopamuneprudeckuM HapyenueMm [IHC noymkHel n30erath 3HAUNTEIBHONW CTENIEHU WIIN PHCKA
pa3BUTH OECCOHHMLBL, TPEBOKHOTO BO30OYKACHUS W/WIM HEKENATeNbHbIX CEepAeYHO-
COCYIUCTBIX SIBJIEHUHM, TAKMX KaK IOBBIIICHUE IMYJIbCa W apTEPUAIBbHOIO OABJEHUS, B TO K€
BpeMsl HYXJasiCh B MPEUMYILECTBaX Moje3HbIx nerctBuil LY3154207, Takux kak KOHLEHTpaLus
BHUMAHUSI, PETyJISLIUS ANMETHTa W/WJIN MPOKOIHUTUBHBIA 3()(EKT MM peryssiuuss MOTOPHKH.
HeoxxupnanHo OpUIO OOHAPYKEHO, YTO KIMHUYECKH TIOJNE3HbIE W JKeJaTelbHble 3(PQeKTh
LY3154207 mpu nodpamunepruuecknx Hapymenusx I[[HC, Takue kak NPOKOTHUTHUBHBIE
3¢ deKThl, BOCCTAHOBJIEHHE JABHraTeIbHOH (YHKIHMM, CHI)KEHHE amleTuTa, a TaKxke
KOHLIEHTPALUs] BHUMAaHUS WK OOAPOCTh, (PAKTHUECKH MOTYT OBbITh OTHENEHbI OT HEKOTOPBIX
HEXKEJATENIbHBIX SIBJIEHUI C MOMOIIBIO UCIONB30BAHUS KIMHUYECKUX PEKUMOB JO3UPOBAHHUS IO
JaHHOMY H300PETEHHIO.

Takum o0Opa3oM, B TaHHOM H300pETEHHM MPEIJIOKEHBI OINpPENeNeHHbIe KIMHUYECKHE
PEeXUMBI TO3UPOBaHUsA s exeaHeBHOro BeBeAaeHus LY3154207, takue, 4TO y mauueHTa ¢
nopaMUHEPrUYeCKMM HapyIIeHHEM IEHTPAJbHOH HEPBHOM cucTeMbl Oyaer HaOmomaThes
yIy4IIeHHe COCTOSHUS IPHU3HAKOB M CHMITOMOB €ro J0()aMHUHEPrHYecKOro HapyIleHUs
LIEHTPAJIbHON HEPBHOH cucTeMbl, u3beras npu 3ToM apyrux sosaerictsuii IIAM D1, xoropeie
MOTJIH OBl BBITECHUTH TH KJIMHUYECKHE MpeuMylnecTBa. Kpome TOro, B JaHHOM H300peTeHuH
MPEeNJIOKEHO JUINTENIbHOE exkenHeBHOoe BBeneHue LY3154207, Ttak dYro mamueHT C
nohaMUHEPrHYeCKUM HApYLIEHHEM LEeHTPAJIbHONH HEPBHOH CHCTEMbI MOKET JOMOJHHUTEIBHO
UCTIONB30BaTh OO0 Oosiee HU3kue, b0 Oonee Bbicokue n03bl LY3154207 B paMkax peskuMoB
N0 JaHHOMY H300peTeHHs, TaK YTO JJIi KOHKPETHOrO TalueHTa OyaeT JOCTHraThCs
3¢ (eKTUBHOEe yMEHbIIEHHEe CHUMITOMOB, U TPU 3TOM OyAayT H30eratbCs HEKeNaTelIbHbIe
SIBJICHUSL.

Hanpumep, mauueHTsl MOTYT MOJYYUTH MOJB3Y OT PEXHUMA AO3UPOBAHMS MO AAHHOMY
u300peTeHn0, B KOTOPOM 3(dexThl OOmpOCTH W/WJIM CHIDKEHUS amnmeTHTa MOTYT OBbITh
MaKCHMU3HPOBAHBI 32 CYET MPUMEHEHHs OoJiee BBICOKMX 1103, 10 75 mr LY3154207 B neub. B
APYroM BapHaHTE pPeaTM3alliyl JaHHOTO M300pPETeHUs PEKUM JO3MPOBAHUS C HU3KOH JT030M 10
15 mr LY3154207 B neHb mpeaocTaBisieT MALMEHTAM BO3MOXXHOCTb MOJIYYUTh MOJB3Y OT
3¢ ¢deKToB yaydIeHns] KOTHUTUBHBIX (YHKIHH, U B TO JK€ BPEMS HE HCIBITHIBATH YPE3MEPHOTO
CTHMYJIUPOBaHHUA OOAPCTBOBAHUS, TPEBOKHOTO BO3OYKISHHMS W/WIINM HEXENATEeIbHOH IMOTEepH
anmeruta. Kak mpaBmio, peXUMbl TO3UPOBAHUS IO JaHHOMY H300pPETEHHIO MPEAOCTABISIOT
MalMeHTaM CpPeACTBa Ui TOJyYeHUs! Mmojib3bl OoT akTuBHOCTH [IAM D1, m3berass mpu >TOoM
HEKOTOPBIX HEXKEJATENbHbIX HEONArONpUATHBIX CEPAEYHO-COCYIUCTBIX BO3AEHCTBUN, KOTOPBIE

Ha6moz[am/1c1> KIIMHUYCCKHU, U MOT'YT MPEACTABJIATH MULLICHDb Q)apMaKonomquKoro BO3JI€HCTBUS



st ITAM D1 xak kiacca. Kpome Toro, peskumbl JO3UPOBAHUS MO JaHHOMY H300PETEHHIO
NPEAOCTABISIOT CPEACTBA JUIA JIUEHUS MAIMEHTOB C NO0()aMUHEPrMYECKUMH HAPYIIEHUSMH
ITHC, B TO )€ BpeMsi CHUIKasi PUCK JIEKapCTBEHHOTO B3auMozaeicTsus ¢ uaruonropamu Cyp3A4.

COOTBETCTBEHHO, B JaHHOM M300pPETEHUHU TMPEUIOKEHbl PEKUMBI JTO3UPOBAHUS IS
[IEPOPAIBLHOTO €KETHEBHOT'O BBEIICHUS LY3154207 MaLyeHTy, CcTpajaroueMy
no(haMUHEPIHYeCKUM HApYIIEHHEeM LEeHTPAJIBbHOI HEpBHOH CHCTEMbI, C HCIIOJIb30BAHUEM
OIIpeAeNeHHbIX KOHKPEeTHBIX 103 LY3154207, xoTophie mOAPOOHO OMMCAHbI HIKE.

B opHOM BapwaHTe peanM3alMM JAHHOTO HW300peTeHus MPEeNJIokKEeH Crocod
ucnionb3oBanusi LY3154207 mpu neueHnn A0(paMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJbHOM
HEPBHOM CHCTEMBI Y NALMEHTA, BKIOYAIOINNA BBEICHUE YKA3aHHOMY NALMEHTYy AO03bI OT OKOJIO
0,5 mr 1o okos0 75 Mr, BIUJIOTH A0 MaKCHUMAaJIbHOM CYMMapHO# 1036l 75 Mr B neHb, LY3154207
WK ero (papMaLeBTHIECKON KOMIIO3HLIUY.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs MPEeNJIONKEeH Crocod
ucnionb3oBaHust LY3154207 nmpu neveHnn aopaMHUHEPTUYECKOTO HAPYIIEHHUs! LEHTPAJIbHON
HEPBHOM CHCTEMBI Y NALMEHTa, BKIOYAOINNA BBEICHHE YKA3aHHOMY NALMEHTy AO03bI OT OKOJIO
0,5 mr o okoso 15 mr, BIJIOTh A0 MAKCUMAJIBHOM CYMMapHOH 1036l 15 Mr B nenp, LY3154207
WY ero (papMaLeBTHIECKON KOMIIO3HLINY.

B omHOM BapmaHTe peanM3alMM JAHHOTO H300pPETeHHs TPEIJIOKEH CIoco0
ucnionb3oBanust LY3154207 mpu neveHnn nohaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBI y NALUEHTA, BKIKOYAIOLUN BBEICHNE YKa3aHHOMY NMALUEHTy CYyTOYHOHN JO3BbI
BbIOpaHHOM U3 rpymmbl, coctosimedt u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 wr,
50 mr u 75 mr LY3154207 unu ero papmaneBTH4eCKON KOMIO3ULIUH,

B omHOM BapuaHTe peanu3alMM  JAHHOTO HW300peTeHUs] MPEmJIoNKEeH Crocod
ucnionp3oBanust LY3154207 mpu nevernn nopaMHHEPrHMYECKOrO0 HApyIIEHHs LEHTPaJIbHON
HEPBHOM CHCTEMBbI Y MAL[MEHTAa, BKJIIOYAKOLIUI JJIUTENBbHOE €KEAHEBHOE BBEIEHUE YKA3aHHOMY
MALUEHTy 103bl OT 0KOJO 0,5 Mr 10 OKOJIO 75 Mr, BIUIOTh A0 MAaKCUMAJIbHOW CyMMapHOU JO3BI
75 mr B nenb, LY3154207 wnu ero papmaneBTHUECKOH KOMITO3UIIMHU, TIPY 3TOM MALUEHTa Jieyat
B TEUEHHUE, MO MeHbLIEH Mepe, 21 nHs noapsia.

B omHOM BapwaHTe peanM3alMU JAHHOTO HW300pEeTEeHUs MPEeNJIONKEeH Crocod
ucnionb3oBanusi LY3154207 mpu neueHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CUCTEMBI y MALUEHTA, BKJIIOYAIOUINMI JUIMTEIbHOE €KEJHEBHOE BBEICHUE YKA3aHHOMY
MAaLUEHTy 103kl OT 0K0J0 0,5 Mr 10 okono 15 mr, BIJIOTH 0 MAKCUMAJbHOW CYMMApHOW O3bI
15 mr B menb, LY3154207 wnu ero QapmarneBTH4ecKOH KOMIIO3WULUH, MPU 3TOM MAIHEHT
MPOXOJUT JIEYEHUE B TEUCHUE, IO MEHbILIEHN Mepe, 21 aHsA moapsa.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs] TPENJIOKEH Crocod
ucnionb3oBanust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CUCTEMBI y MALUEHTA, BKJIIOYAOLUIUN JJIUTEIbHOE €KEJHEBHOE BBEICHUE YKA3aHHOMY
MAIMEHTy CYTOYHOH J103bl, BRIOPAHHOM U3 rpymIibl, cocTosmeit u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr,
10 mr, 15 wmr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 unu ero ¢apmaneBTHUECKON

KOMIO3uLuy, IMpu 3TOM HNAOUCHT NPOXOAUT JICUCHUEC B TCUCHUEC, IO MEHBIIIEH MEpeE, 21 JHS



MOAPSAL.

B omHOM BapmaHTe peanM3alMK  JAHHOTO H300peTEeHUs] MPEeNJIoNKEeH Crocod
ucnionb3oBanust LY3154207 npu neueHnn noaMUHEPrHYECKOro HAPYIICHUS LEHTPaJbHON
HEPBHOM CHUCTEMbl Yy TMALMEHTa, BKJIOYAKOIIUNM BBEACHUE YKA3aHHOMY IALUEHTy O3Bl
LY3154207 unu ero gapmanieBTUYECKON KOMIO3UIMU OT 0K0JIo 0,5 Mr 10 OKOJIO 75 Mr, BILUIOTH
70 MaKCUMAaJIbHOW CyMMAapHOM J103bl 75 MT B J€Hb, IIPU 3TOM yKa3aHHOE NO(haMHUHEPrHIeCKOoe
HapylleHHe LEeHTPAJIbHONW HEPBHOH CHCTEMBbl BBIOPAHO M3 TPYIIBL, COCTOAIIEH M3 OoJje3HH
muddysubix tenen Jlesu (BATJI), Oonesnu [lapkuHcoHa, Gone3Hn AnbLreriMepa, COCYIUCTON
nemennuy, mmzodpenun, CJBI, nenpeccuu, ayTu3Ma, XPOHUYECKOW CKEJETHO-MBIIIEYHOMN
O6omn, (uOpoMHaNTUK, KOTHUTHBHBIX HApyIIEHUH, W30BITOYHON JTHEBHOW COHJIMBOCTH,
HAPKOJICTICHH, HAPYLIEHHsI CHA MPU CMEHHOH paboTe, YepenHO-MO3TOBOH TPABMbI, XPOHHYECKOH
TPaBMaTUYECKOH SHIE(ATONATHH, OKUPEHUS M HAPYIIEHUs PETyJISLUY alleTHTa, PACCTPONCTBA
HACTPOEHUs], JIETAPTUH, allaTUU U aAJUKTUBHBIX PACCTPONUCTB.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTeHUs MPENJIOKEH Crocod
ucnionb3oBanust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHCTEMBI Y NALMEHTa, BKIIOYAOIINNA BBEICHNE YKA3aHHOMY MALUEHTy 03Bl OT OKOJIO
0,5 mr 1o okoso 15 mr, BIJIOTh A0 MAKCHUMAJIBHOM CYMMapHOH 1036l 15 Mr B nenp, LY3154207
wii  ero (apMaleBTUUECKOW KOMIO3ULIUK, TpPHU 3TOM YKa3aHHOE J0(paMHHEPTHYECKOe
HAapyLIeHHe LEHTPAJIbHOW HEPBHOW CHUCTEMbI BBIOPAHO W3 TPYIIBL, COCTOSMIEH U3 OOJe3HH
muddysnbix tenen Jlesu (BTJI), Oonesnn IlapkuHcoHa, GonesHn AnbLreliMepa, COCyIUCTON
nemennny, mm3oppenun, CJBI, nempeccuu, ayTusma, XpPOHHYECKOW CKEJIETHO-MBIIIEYHON
O6omu, ¢QuOpomMHanTuy, KOTHUTUBHBIX HApyIIEeHUH, W30BITOYHON JHEBHOW COHJIMBOCTH,
HApKOJICTICHH, HApYLIEHHsI CHA NPU CMEHHOH paboTe, YepernHo-MO3rOBON TPABMbI, XPOHUYECKON
TPaBMAaTUYECKON SHLE(ATONATHH, OKUPEHHS U HAPYIIEHHs PEryJILIH alleTUTa, PacCTPOHCTBA
HACTPOEHMs], JIETAPTUH, allaTUH U aAJJUKTUBHBIX PACCTPONUCTB.

B omHOM BapwaHTe peanM3alMM JAHHOTO H300pPETeHUs TPEMJIONKEH Crocod
ucnonb3oBanusi LY3154207 mpu neveHnn A0paMHUHEPTUYECKOrO HAPYIIEHUS LEHTPaJbHOM
HEPBHOM CUCTEMBI y MALUEHTA, BKJIIOYAIOLINI JJIMTEIbHOE €KEJHEBHOE BBEICHUE YKA3aHHOMY
NALUEHTy 103bl OT 0KOJO 0,5 Mr 10 OKOJIO 75 Mr, BIUIOTH A0 MAaKCUMAJIbHOW CyMMapHOW AO3BI
75 mr B menb, LY3154207 wnu ero ¢apmManeBTHUECKONW KOMIIO3HMLIUH, TPU 3TOM YKa3aHHOE
noaMUHEprudeckoe HapyLIeHHe LEeHTPAJIbHOH HEPBHOW CHUCTEMbl BBIOPAHO W3 TPYIIIHL,
cocrositieir u3 Oonesnu auddysueix Tenen Jlesu (BATJI), Oonesnm IlapkunacoHa, Oone3HH
Anbureiimepa, cocygucroil nmemeHumu, mwuszodppenun, CJBI, pempeccun, aytusma,
XPOHHYECKONW CKEJNETHO-MBIIEYHOH Oonn, QuOpoMuanruy, KOTHUTHUBHBIX HApPyIIEHHH,
M30BITOYHON JHEBHOW COHJIMBOCTH, HApPKOJICTICHM, HAPYLIEHWUsS CHA TNPH CMEHHOH padore,
YEepPEITHO-MO3IOBOM TPaBMbl, XPOHMYECKOW TPaBMATHUECKOW SHLE(DANONAaTHH, OXUPEHUS HU
HapyLIEHUs peryjsilUM AanmneTuTa, pPacCTPONCTBA HACTPOCHMs, JIETapruy, amnaTud W
aAAVKTUBHBIX PAaCCTPOMCTB, MPH 3TOM MALMEHT MPOXOAUT JICUEHHE B TEYEHWUH, MO MEHbLIEH
mepe, 21 nHs noapsia.

B omgHOM BapuaHTe peanusalud  JAHHOTO H300peTEHUs] MpPEAJIOKEH CIocod



ucnionb3oBaHust LY3154207 nmpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHCTEMBI Y MALUEHTa, BKIOYAOIUNA BBEICHUE YKA3aHHOMY NALUEHTy AO3bI OT OKOJIO
0,5 Mr 10 okoJio 15 Mr, BILUIOTh 1O MAKCUMAJIBHOW CyMMapHOW A03bI 15 mr B nenp, LY3154207
wii ero (papMaLeBTUUECKOW KOMIO3MLUHU, MPU 3TOM YKa3aHHOE J0(paMHHEPrUYecKoe
HapylleHHe LEeHTPAJIbHOW HEPBHOH CHUCTEMBbl BBIOPAHO M3 TPYIIBL, COCTOAIIEH M3 OOJe3HH
nuddysabx Tenen Jlesu (BATJI), Gonesnu [lapkuncoHa, Oone3Hu Ajbureiimepa, cOCyIUCTOH
nemenuuy, musoppennn, CIABI, nempeccuy, ayTusma, XPOHUUYECKOH CKEJIETHO-MbIIIEYHOM
Oomu, (uOpoMHANTUK, KOTHUTHBHBIX HApyIIEHWH, W30BITOYHON JTHEBHOW COHJIMBOCTH,
HAPKOJIECTICHH, HAPYLIEHHsI CHA MPU CMEHHOH paboTe, YepernHO-MO3TOBOH TPABMbI, XPOHHYECKON
TPaBMATHYECKOH SHIE(ATONATHH, OKUPEHUS 1 HAPYIICHUS PEryJ UK aleTuTa, pacCTpoiCcTBa
HACTPOEHMs], JIETAPIUM, anaTUU U aAAMKTUBHBIX PACCTPOMCTB, MPU 3TOM MALMEHT MPOXOAUT
JIeYeHUEe B TEUCHUH, IO MEHbIIEHN Mepe, 21 AHA noapsia.

B omHOM BapuaHTe peamu3alMU  JAHHOTO H300pETEHUs] MpPEmJIoKEH CIocod
ucnions3oBanust LY3154207 mpu nedeHun nopaMUHEPTHYECKOrO HAPYIICHUS LEHTPaJbHON
HEPBHOM CUCTEMBI y MALUEHTA, BKJIKYAOIUN BBEICHUE YKA3aHHOMY MalueHty Ao3bl 0,5 mr B
nerb LY3154207 unu ero gpapmMareBTHIeCKONH KOMITO3ULIUH.

B omHOM BapuaHTe peanu3alMUd  JAHHOTO H300pETEHUs] MpPEmJIoKEH CIoco0
ucnionb3oBaHust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHCTEMBI y MAlMEHTA, BKIIOYAKOLIUN BBEICHUE YKA3aHHOMY IALMEHTy O03bl 1 Mr B
nerb LY3154207 unm ero gpapmaneBTHIeCKON KOMITO3ULUH.

B omgHOM BapuaHTe peanu3alMd JAHHOTO U300pETeHUs MPEIJIOKeH CHoco0
ucnionb3oBanust LY3154207 nmpu neueHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBI y MALMEHTA, BKIHOYAKOLIUN BBEACHUE YKA3aHHOMY IALMEHTY IO3bl 2 ML B
nenb LY3154207 nnu ero gapmaneBTH4ecKOi KOMITO3HLIUH.

B omHOM BapuaHTe peamu3alMy  JAHHOTO H300pETeHHs TPEUIOKeH Crocod
ucnionb3oBanusi LY3154207 npu neveHnn A0(paMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJbHOM
HEPBHOM CHCTEMBI y MAalMEeHTA, BKIIOYAKOLIUN BBEIEHUE YKA3aHHOMY IALMEHTy 03bl 3 ML B
nerb LY3154207 wiu ero ¢papmMarieBTH4eCKONH KOMITO3ULIMH.

B omHOM BapuaHTe peanu3alMM JAHHOTO H300pETeHMs MpPEIJIOKeH CIocod
ucnionb3oBanusi LY3154207 mpu neueHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHCTE€MBl y MAalMEHTA, BKIIOYAKOLIUN BBEICHUE YKA3aHHOMY IALMEHTy O3Bl 5 ML B
nerb LY3154207 unm ero ¢papManieBTUIECKONH KOMITO3ULIH.

B omgHOM BapuaHTe peamu3alMM  JAHHOTO H300pETEHUs] MpPE;JIoKEH Crocod
ucnionb3oBaHust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBI Y MALMEHTA, BKIIOYAOUIMN BBEICHHE YKa3aHHOMY MaLMEHTy A03bl 10 Mr B
nerb LY3154207 unm ero gpapmarneBTHIeCKONH KOMITO3ULIHH.

B omgHOM BapuaHTe peanu3aluyd JAHHOTO H300peTeHUs] MpPE;JIoKEH Crocod
ucnionb3oBaHust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBI Y MALMEHTA, BKIIOYAOUIUN BBEICHUE YKa3aHHOMY MALUEHTy AO03bI 15 Mr B

nerb LY3154207 unmu ero gpapmMareBTHIECKONH KOMITO3ULIMH.



B opmHOM BapmaHTe peanM3alMKd  JAHHOTO HW300pEeTEeHUs] MPENJIOKEH CIocod
ucnionb3oBaHust LY3154207 nmpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBbI Y MALMEHTA, BKIIOYAIOUIMN BBEICHUE YKA3aHHOMY MALMUEHTy A03bl 20 Mr B
nerb LY3154207 unu ero gpapmareBTHIeCKONH KOMITO3ULIMH.

B omHOM BapuaHTe peanu3alMy  JAHHOTO HW300pETeHUs] MPEmJIONKEeH Crocod
ucnionp3oBanust LY3154207 mpu nevennn nopaMHHEPrHYECKOTO HApYIIEHHs LEHTPaJIbHON
HEPBHOI CHUCTEMBI Y MALMEHTA, BKJIIOYAIOUINI BBECHUE YKA3aHHOMY MalMeHTy A03bl 30 Mr B
nerb LY3154207 unu ero ¢papmarieBTU4eCKONH KOMITO3ULIMH.

B omHOM BapwaHTe peanM3alMM  JAHHOTO HW300peTeHus MPEeNJIOkKEeH Crocod
ucnionb3oBanusi LY3154207 mpu neueHnn Ao0paMHUHEPTUYECKOrO HAPYIIEHUS LEHTPaJIbHOM
HEPBHOM CHUCTEMBI y MALMEHTA, BKIKOYAKOIIUN BBEACHUE YKA3aHHOMY MalMeHTy 103bl 5O Mr B
nerb LY3154207 unu ero ¢papmMarieBTHIeCKONH KOMITO3ULIHH.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs MPEeNJIONKEeH Crocod
ucnionb3oBaHust LY3154207 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJIbHOM
HEPBHOM CHUCTEMBI Y MALMEHTa, BKIIOYAOUIMN BBEICHUE YKa3aHHOMY MALMEHTy AO03bI 75 MI B
nerb LY3154207 unu ero gpapmMareBTHIeCKONH KOMITO3ULIUH.

B opmHOM BapmaHTe peanM3alMK  JAHHOTO HW300pEeTEeHUs] MPENJIOKEH CIocod
ucnionb3oBanust LY3154207 npu nedennn Oone3Hu [lapkuHCOHA y ManueHTa, BKIIFOYAROIINN
BBEJCHUE YKAa3aHHOMY MAalMEHTy 103bl OT okono 0,5 Mr ao okojgo 75 Mr, BIUIOTH [0
MaKCHUMaJIbHON CyMMmapHOW no3bl 75 mr B neHb, LY3154207 unm ero ¢apmaneBTHUECKOi
KOMITO3HULIUH.

B opHOM BapmaHTe peanM3alMd  JAHHOTO H300pEeTEeHUs] MPEeNJIOkKEeH Crocod
ucnonp3oBanust LY3154207 nmpu nedenun OonesHu ITapkMHCOHA y MalMeHTa, BKJIFOYAIOLIMN
BBEJICHHE YKA3aHHOMY NALMEHTy A03bl OT okojo 0,5 mMr go okomno 15 wmr, BmIoTh 10
MaKCUMaJIbHON CcyMmapHO# 103kl 15 mr B nmenb, LY3154207 unu ero ¢apmaueBTHUECKOI
KOMITO3ULINH.

B omHOM BapwaHTe pealM3alMM  JAHHOTO HM300pETeHUsT TPEMJIOKEH Crocod
ucnionb3oBanust LY3154207 npu neyennu OomnesHu [lapkuHCOHA y ManueHTa, BKIFOYAROLIUIA
BBEJICHHE YKA3aHHOMY MALUEHTY CYTOYHOH 103bI, BRIOPAHHOW U3 TPYIIbL, cocTosimei u3 0,5 mr,
1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 unu ero
(apManeBTHIECKONH KOMITO3ULIHH.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs TPENJIONKEH Crocod
ucnionb3oBanust LY3154207 npu neuennu GonesHu [lapkuHCOHA y ManueHTa, BKIFOYAROLIUI
BBEJEHUE YKa3aHHOMY MalMEHTy 103bl OT okono 0,5 Mr ao okono 75 Mr, BIUIOTH A0
MaKCHUMaJIbHOH CyMMapHOW no3bl 75 mr B neHb, LY3154207 unm ero ¢apmaueBTHUecKOit
KOMIIO3UIIMY, TPU O5TOM TMALUEHT COOTBETCTBYET IEepeCMOTpPeHHBIM Kkpurepusim MDS
(Movement Disorder Society, MexayHapogHoe OOIIECTBO M3Y4YEHHUs] JIBUTATEIbHBIX
paccrpoiictB) mist BIl u nemeHmMHM OT Jerkoil A0 CpenHed CTeneHH, YTO OIpenessieTcs
CHIDKEHHEM KOTHUTHBHOH (yHKmHu ¢ onenkon mo MoCA ot 10 o 23.

B omgHOM BapuaHTe peanusalud  JAHHOTO H300peTEHUs] MpPEAJIOKEH CIocod
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ucnionb3oBanust LY3154207 npu neyennu GonesHu [lapkuHCOHA y manueHTa, BKIFOYAIOLIUI
JIJIMTEJIbHOE €KEHEBHOE BBEICHUE YKAa3aHHOMY MALMEHTY 03Bl OT 0KOJo 0,5 Mr a0 okojio 75
MI, BIUIOTH 1O MAaKCHUMAaJbHOH CyMMapHOW pno3bl 75 Mmr B naenb, LY3154207 wmm ero
dapmarieBTHUECKOH KOMIO3HMLIMK, TPU 3TOM MALHEHT MPOXOAUT JIEYeHHE B TEYEHHE, IO
MeHblIel Mepe, 21 nHs noapsa.

B omHOM BapuaHTe peamu3alMyd  JAHHOTO HW300pETeHUs] MPEJIONKEeH Crocod
ucnonp3oBanust LY3154207 npu nevennn OonesHn AjpureliMepa y MalUeHTa, BKIIOYAROLIHH
BBEJICHHE YKA3aHHOMY NALMEHTy A03bl OT okojgo 0,5 mMr go okono 75 wr, BIJIOTH [0
MaKCUMaJIbHOH CyMMapHO#W 103kl 75 mr B neHb, LY3154207 unm ero ¢apmaueBTHUECKOI
KOMITO3ULINH.

B opHOM BapmaHTe peanM3alMU JAHHOTO H300pPETeHUs TPEIJIOKEH CIocod
ucnonp3oBanusi LY3154207 npu neueHun OonesHu AjblrefiMepa y MalueHTa, BKITFOYAOLIUA
BBEICHHE YKA3aHHOMY NALUEHTy A03bl OT okojgo 0,5 mMr go okono 15 wmr, BOIOTH 10
MaKCUMaJIbHON cyMMmapHO#W no3bl 15 mr B nmenb, LY3154207 unm ero ¢apmaueBTHUeCcKOit
KOMITO3ULINH.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs MPENJIOKEeH Crocod
ucnosp3oBanusi LY3154207 npu neueHun OonesHu AnblrefiMepa y MalueHTa, BKITFOUYAFOLIHMA
BBEJIEHUE YKa3aHHOMY MAIMEeHTY CYyTOYHOU O3Bl BBHIOPAHHOW M3 rpymIbL, cocTosimei u3 0,5 mr,
1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 unu ero
(bapmareBTHIECKONH KOMITO3ULIH.

B opmHOM BapmaHTe peanM3alMKd  JAHHOTO H300pEeTEeHUs] MPENJIOKEeH CHocod
ucnosp3oBanusi LY3154207 npu neuenun OonesHu AnblrefiMepa y HalMeHTa, BKIIFOYAOLIUIA
JJIUTENbHOE €KEHEBHOE BBEIEHNE YKa3aHHOMY MALIMEHTy A03bl OT 0Koso 0,5 Mr 1o okono 75
M, BIUIOTb A0 MAaKCHUMaJbHOW CyMMapHOW ao3el 75 mr B genb, LY3154207 umm ero
(apmaLeBTHYECKOI KOMIO3MIMM, NPU 3TOM MALHMEHT MPOXOAUT JIeYeHHe B TEUeHHE, II0
MeHblIel Mepe, 21 nHs noapsa.

B omHOM BapwaHTe peajM3alMMd  JAHHOTO HW300pPETeHUs TMPENJIOKEH Crocod
ucnionb3oBanusg LY3154207 pansg CcTUMynIMpOBaHMS CHMJKEHHMs MAacChbl Tejla MALUEHTa,
BKJIFOUAIOIIMH BBEICHUE YKA3aHHOMY MAIIMEHTY 103bl OT 0koyio 0,5 Mr 10 OkoJio 75 Mr, BIUIOTh
0 MaKCHUMAJIbHOM CyMMapHO# n03bl 75 mr B menb, LY3154207 wiu ero ¢apmarneBTudeckoi
KOMITO3ULIVH.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs TPENJIONKEH Crocod
ucrionb3oBaHuss LY3154207 pansg CcTUMynMpOBaHMsS CHHXKEHHMs MAacChbl Teja MAlUEeHTa,
BKJIFOYAIOUIMI BBEICHUE YKA3aHHOMY MAIIMEHTY 03Bl OT OKoJso 0,5 mMr a0 okoJio 15 mr, BIIOTH
0 MaKCHMaJIbHOM CyMMapHO# no3bl 15 mr B menb, LY3154207 unun ero ¢apmauneBTudeckoit
KOMITO3ULINH.

B opmHOM BapmaHTe peanM3alMK  JAHHOTO HW300pEeTEeHUs] MPENJIONKEH Crocod
ucrionb3oBaHuss LY3154207 pansg CcTUMynMpOBaHMsST CHUJKEHHMs MAacChbl Teja MALUEeHTa,
BKJIFOUAIOLMI BBEJEHHE YKA3aHHOMY ITaLIMEHTy CYTOYHON JM03bl, BBHIOPAHHOM W3 TPYIIIbI,

cocrosimen u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mMr u 75 mr
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LY3154207 nmm ero ¢papmareBTHUECKOW KOMIIO3ULIUY.

B omHOM M3 BapMaHTOB OCYLIECTBJIEHUs HAacTOsIIee N300peTeHne 00ecTieunBaeT Crocoo
ucrionb3oBaHuss LY3154207 pansg  CcTUMynMpOBaHMs CHUJKEHHMs MAacChbl Tejla MALUEeHTa,
BKJIFOYAIOLIUHN JUIMTEIbHOE €KEJHEBHOE BBEIECHUE YKAa3aHHOMY IALUEHTy N03bl OT NPUMEPHO
0,5 Mr 10 mpuMepHO 75 MT, BIUIOTH A0 MaKCHUMaJIbHOH o01ieit 1o3bl 75 mr Ha nenb LY 3154207
i ero (apMareBTHUECKOH KOMITO3MLIMH, MPU 3TOM IAIMEHTa Je4aT B TEYSHHE IO MEHbIIeH
Mmepe 21 aus noapsn.

B opHOM BapwaHTe peanM3alMM JAHHOTO HW300peTeHus MPEeNJIokKEeH Crocod
ucnionb3oBanusi LY3151944 nmpu neueHnn A0paMHUHEPTUYECKOrO HAPYIIEHUS LEHTPAJbHOM
HEPBHOM CHCTEMBI Y MALMEHTa, BKJIIOYAIOIINNI BBEICHUE YKA3aHHOMY NALMEHTY O3Bl OT OKOJIO
0,5 Mr 1o okoJio 75 MT, BILUIOTh 10 MAaKCUMAJIbHOW CyMMapHOW A03bI 75 Mr B ieHb, LY3151944
WY ero (papMaleBTHIECKON KOMIIO3HLIUY.

B opmHOM BapmaHTe peanM3alMK JAHHOTO HW300pEeTEeHUs MPEeNJIONKEeH Crocod
ucnionb3oBanust LY3151944 mpu neveHnn nopaMHUHEPTUYECKOrO HAPYIICHUS LEHTPAJbHOM
HEPBHOM CHCTEMBI Y NALMEHTa, BKIOYAOINNA BBEICHHE YKA3aHHOMY NALMEHTy AO03bI OT OKOJIO
0,5 Mr 1o okoJsio 15 Mr, BILUIOTh 10 MAKCUMAJIbHOW CyMMapHOW A03bI 15 mr B neHb, LY3151944
WK ero (hapMaLeBTHIECKON KOMIO3HLIUH.

B onHOM BapmaHTe peanuzanuu JaHHOTO H300pereHMs npemyoskeHbl LY3154207 nmm
ero (apMarneBTHYECKasi KOMIIO3HLMS U1 MCIIONIb30BAHMS NPU JIEUeHHH N0(PaMUHEPTHIECKOTO
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBbl Yy MAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE
yKa3aHHOMY MAIMEeHTy OJHON miu Ooee 103 oT okoso 0,5 Mr 10 okoso 75 Mr B A€Hb, BIUIOTH 10
MaKCHUMaJIbHON cyMMmapHOW no3bl 75 mr B neHb, LY3154207 unm ero ¢apmaneBTuuecKoil
KOMITO3HULIUH.

B mnpenmodTuTeNbHOM BapHAHTE peaTM3aLUN JAHHOTO H300pEeTeHMs MpPEeASIOKEHBI
LY3154207 unu ero ¢apmaueBTHUeCKass KOMIO3ULMS JUIS HCHOJb30BAHUS IPU JICYCHUH
n0(haMHUHEPrHYeCKOr0 HApYIIEHUs LEHTPAJIbHOW HEPBHOW CHUCTEMbl y MALMEHTa, KOTOpOe
BKJIFOYAET BBEACHUE YKa3aHHOMY MAalHEeHTy OXHOHN miu Oosee 103 ot okojo 0,5 mr 1o okoso 15
MI B JI€Hb, BIUIOTb A0 MaKCHUMaJIbHOW CyMMapHOW no3bl 15 mr B aenb, LY3154207 unu ero
(bapMareBTHIECKONH KOMITO3ULIHH.

B mnpeamouTuTeNnsHOM BapHaHTE peaNM3alMH JAHHOTO H300pPETeHUs] MpPEeIIOKEHBI
LY3154207 wunu ero ¢apmaneBTUyYecKass KOMIO3WLMS Ui WCIOJNBb30BAHUS TMPHU JICUEHUU
n0(haMUHEPrHYeCKOro HApYIIEHUS LEHTPAJIbHOW HEPBHOW CHUCTEMBl Yy TALUEHTa, KOTOpOe
BKJIFOUAET BBEICHUE YKa3aHHOMY MAaLlEHTY CYTOYHOH 103bI BBIOPAHHOHN M3 TPYIIIBI, COCTOSLICH
u3 0,5 mr, 1 mr, 2 mr, 3 mr, S mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mru 75 mr LY3154207 unu ero
(apmareBTHIECKONH KOMITO3ULIIH.

B npeamouTuTensHOM BapHaHTE peaNHM3alMHM JAHHOTO H300pPETeHUs MpPEeIIOKEHBI
LY3154207 wnu ero ¢apmameBTHyecKass KOMMO3ULMS Ui HWCIOJb30BAHUS TMPHU JICUCHUU
n0(haMUHEPrUYeCKOro HapyIIEeHUs LEHTPAJIbHOW HEPBHONW CHUCTEMbl Y MALMEHTa, KOTOpOe
BKJIIOYAET JUIUTEIHbHOE BBEICHNE YKA3aHHOMY MAIlMeHTy OXHON WUiu OoJiee 103 oT okojio 0,5 mr

710 OKOJIO 75 MT B JI€Hb, BIUIOTh O MaKCUMAJILHONH CyMMapHOU A03bl 75 mr B neHb, LY3154207
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WK ero papMareBTHYECKONH KOMIIO3UIMH, ITPH 3TOM MAIEHT MPOXOIUT JIEYEHHE B TEUEHHE, IO
MeHbLIeN Mepe, 21 THA noapsia.

B npeamoutuTensHOM BapHaHTE peaNH3alMM JAHHOTO H300pPETeHUs MpPEeIIOKEHBbI
LY3154207 unu ero ¢apmarieBTHyecKass KOMIO3ULINSA AJIsT MCIIONB30BAaHUSA B COOTBETCTBHU C
NPUBEACHHBIMU BbIIIE BapUAHTAMM pealn3alliid JaHHOIO M300pETEeHHUs, BKIHOYAIOLINIM
JUTUTENIbHOE BBEEHHE YKa3aHHOMY MAlUeHTy OAHOM mim Oonee 103 ot okoio 0,5 Mr 1o okojo
15 Mr B eHb, BIUIOTh 10 MAaKCUMAaJIbHOW CymMMapHO# n03bl 15 mr B aenb, LY3154207 unu ero
(apManeBTHYECKONH KOMITO3ULIHH.

B npeamouTuTeNnsHOM BapHaHTE peaNH3alMH JAHHOTO H300pPETeHUs MPEeIJIOKEHbI
LY3154207 wnu ero ¢apmaneBTHYECKasi KOMIO3ULIMS AJISI MCIIOJB30BAHUS B COOTBETCTBHH C
NPUBEACHHbIMUA BBIIIE BapHAHTAMH pEATM3alUU JaHHOTO H300pPETeHHUs, BKIFOYAKOLIIM
JUIUTENIbHOE BBEIEHHE YKA3aHHOMY IALIMEHTy CYTOYHOW JO3bl, BBIOPAHHOW W3 TPYIIIbI,
cocrosimei u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mMr u 75 mr
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUH.

B npeamouTuTensHOM BapHaHTE peaNM3alMH JAHHOTO H300pPETeHUs MPEeIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHYeCcKass KOMIO3UIUS AJIsT MCIIOJB30BAHUSA B COOTBETCTBHH C
NPUBEACHHBIMU BBIIIE BapHAHTAMH PEATH3ALUN TaHHOTO HM300PETEHHs], NMPH 3TOM YKa3aHHOE
noaMuHEprudeckoe HapyLIeHHe LEeHTPAJIbHON HEPBHOW CHUCTEMbl BBIOPAHO W3 TPYIIIHL,
cocrositieir u3 Oonesnu auddysueix Tenen Jlesu (BATJI), Oonesnm IlapkunacoHa, Oose3HH
AnprrefiMepa, cocymuctoi gemenuuw, wmusodppennu, CJIBI, nempeccun, aytusma,
XPOHMYECKOH CKENETHO-MBIEYHOH Oonn, ¢QuOpoMuanruy, KOTHUTUBHBIX HapyIIEHHH,
M30BITOYHON JHEBHOW COHJIMBOCTH, HApKOJICTICHM, HAPYLIEHWs CHA TNPH CMEHHOH pabdore,
YEepPEerHO-MO3IOBOM TpaBMbl, XPOHMYECKOW TPaBMATHUECKOH 5HUe(paNonaTuu, OXUPEHUs u
HapyLICHUs peryJsLlMM  alleTuTa, pacCTpOiCTBA HACTPOEHHUs, JIETapruM, AamaTuu W
aAUKTUBHBIX PACCTPOUCTB.

B npeamouTuTeNnbHOM BapHAHTE peaNH3alMH JAHHOTO H300pPETeHUs] MpPEeIyIOKEHbI
LY3154207 wnu ero ¢apmaneBTHYeCKasi KOMIO3HULUS JJIsl MCIIOJB30BAaHUS B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALIH JAHHOTO U300PETEeHNS, BKJIFOYAIOIUM BBEICHUE
yKazaHHOMYy manueHty ao3bl 0,5 mr B geHp LY3154207 wnm ero ¢apmarneBTU4ecKon
KOMITO3ULINH.

B npeamouTuTeNnsHOM BapHaHTE peaNH3AlMH JAHHOTO H300pPETeHUs MPEeIIOKEHBI
LY3154207 nnu ero ¢apmarneBTHYecKasi KOMIO3UIMSA JJISI MCIIOJIB30BAHUSA B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATH3ALIH JAHHOTO N300PETEeHNs, BKIIIOYAIOIUM BBEICHUE
YKa3aHHOMY ManueHTy 1036l 1 Mr B neHb LY3154207 unu ero papMarieBTHIeCKONH KOMIO3UIIHH.

B npeamoutuTensHOM BapHaHTE peaNH3alUN JAHHOTO H300peTeHHs MPENJIOKEHBI
LY3154207 nnu ero ¢apmaneBTHyecKass KOMIO3UIUS AJIsT MCIIOJB30BAHNUS B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALIH JAHHOTO N300PETEeHNs, BKIIIOYAIOINUM BBEICHUE
yKa3aHHOMY MalueHTy 10361 2 Mr B 1eHb LY3154207 unu ero apmaneBTHIECKON KOMITO3UINH.

B npeamoutuTensHOM BapHaHTE peaNH3alMM JAHHOTO H300pETeHUs MpPEeIsIOKEHbI

LY3154207 nnu ero ¢apmareBTHUecKass KOMIO3ULNS AJsT MCIIONB30BaHUSA B COOTBETCTBHU C
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NPUBEACHHBIMHU BBILIE BAPHAHTAMH PeATU3aLH JAHHOTO U300PETEeHNs, BKIIFOYAIOIIUM BBEICHNE
yKa3aHHOMY MalMeHTy 10361 3 Mr B 1eHb LY3154207 unu ero apmaneBTHUECKOH KOMITO3ULIUH.

B npeamouTuTensHOM BapHaHTE peaH3alMM JAHHOTO H300pETeHUs MpPEeIIOKEHbI
LY3154207 unu ero ¢apmarieBTHyecKass KOMIO3ULINSA AJIsT MCIIONB30BAaHUSA B COOTBETCTBHU C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PeATU3aLH JAHHOTO U300PETEeHNs, BKJIIIOYAIOIUM BBEICHUE
YKa3aHHOMY MalMeHTy 103bl S Mr B ieHb LY 3154207 mu ero papmanieBTH4eCKONH KOMIO3HLIMH.

B mpenmodTuTeNbHOM BapHAHTE peaTM3ALUN JAHHOTO M300pEeTeHMs MPEeASIOKEHBI
LY3154207 wnu ero ¢apmaneBTHYeCKasi KOMIIO3ULMS AJIST HCIIOJIb30BaHKSI B COOTBETCTBUH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALMH JAHHOTO U300PETEeHNs], BKIIIOYAIOIIUM BBEICHUE
yKazaHHOMYy manueHty no3bl 10 mr B gerp LY3154207 wnm ero QapmareBTHYeCKON
KOMITO3ULINH.

B npeamouTuTensHOM BapHaHTE peaNH3alMH JAHHOTO HM300PETeHHs IPENJIOKEHBI
LY3154207 wnu ero ¢apmarneBTHYeCKass KOMIO3HUIUS JJIsT MCIIOJIB30BAaHUS B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALIH JAHHOTO NU300PETEeHNs, BKIIIOYAIOIUM BBEICHUE
yKa3aHHOMY manueHTy no3el 15 mr B gerp LY3154207 wnm ero QapmaneBTUdecKon
KOMITO3ULINH.

B npeamouTuTensHOM BapHaHTE peaNM3AlMM JAHHOTO H300pPETeHUs MPEeIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHyecKass KOMIO3UIUS JJIsT MCIIOJB30BAaHUS B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3aLIH JAHHOTO N300PETEHNs, BKIIIOYAIOINUM BBEICHUE
yKazaHHOMYy mnanueHTy no3el 20 mr B genb LY3154207 wnm ero ¢QapmauneBTudeckoi
KOMITO3HULIUH.

B npeamouTuTensHOM BapHaHTE peaH3alMM JAHHOTO H300pETeHUs MpPEeIsIoKEHbI
LY3154207 unu ero ¢apmareBTuyeckass KOMIO3ULNS AJsT MCIIOJNB30BaHUSA B COOTBETCTBHU C
NPUBEIEHHBIMHU BBIIIE BAPHAHTAMH PEATH3aLUH JAHHOTO H300pEeTEeH s, BKIIOYAIOLINM BBEICHUE
yKazaHHOMY manueHty no03bl 30 mr B gerb LY3154207 wnm ero QapmareBTHYeCKOH
KOMITO3ULINH.

B npeamouTuTeNnsHOM BapHAaHTE peaNH3alMH JAHHOTO H300pPETeHUs] MPEeIJIOKEHbBI
LY3154207 wnu ero ¢apmaneBTHYECKass KOMIO3UIUS Il UCTIONb30BAHHSI B COOTBETCTBUH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALIH JAHHOTO U300PETEeHNs, BKIIIOYAIOIUM BBEICHUE
yKazaHHOMY manueHty no3el 50 mr B gerp LY3154207 wnm ero ¢apmarneBTHYecKon
KOMITO3ULIVH.

B npeamouTuTenpHOM BapHaHTE peANM3ALMHM JAHHOTO H300pPETeHUs MPEIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHyecKass KOMIO3UIUS JJIsT MCIIOJNB30BAHUS B COOTBETCTBHH C
NPUBEACHHBIMHU BBILIE BAPHAHTAMH PEATU3ALMH JAHHOTO N300PETEeHNs, BKIIIOYAIOIUM BBEICHUE
YKa3aHHOMY TanMeHTy no03el 75 Mr B gerb LY3154207 wmm ero QapmaneBTHdecKoi
KOMITO3ULIVH.

B npeamouTuTensHOM BapHaHTE peaNHM3alMM JAHHOTO H300pPETeHUs MPEeIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHyecKass KOMIO3HUIUS AJsT MCIIOJNB30BAaHUSA B COOTBETCTBHH C
NPUBEACHHBIMU BBILIE BApUAHTAMHU pEANN3alUU JTaHHOTO M300pETeHHs], MPU 3TOM YKa3aHHOE

noaMuHEepruuecKoe HapyueHHe HeHTPATbHON HEPBHOM CUCTEMBI IIPECTaBIsieT COO0H 00e3Hb
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ITapkunCOHa.

B npeamouTuTensHOM BapHaHTE peaNM3alMM JAHHOTO H300pETeHUs MpPEeIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHyecKass KOMIO3ULINS AJsT MCIIOJNB30BAaHUSA B COOTBETCTBHU C
NPUBEACHHBIMU BBIIIE BapUAaHTAMU pPeAJM3alMU IAHHOTO HM300peTeHMs, NPU 3TOM MALUEHT
COOTBETCTBYET nepecMoTpeHHbIM kputepusiM MDS nns BII u nemenuun ot nerkoi 1o cpennei
CTEINEHH, YTO ONPENeNAeTCs CHIKEHNEM KOTHUTUBHON (GyHKIMHU ¢ oneHkol no mkane MoCA ot
10 no 23.

B npeamouTuTensHOM BapHaHTE peaNU3alUM JAHHOTO H300peTeHHs MPeIIOKEHbI
LY3154207 wnu ero ¢apmaneBTHYecKasi KOMIO3HULUS AJIsl MCIIOJB30BAaHUS B COOTBETCTBHH C
NPUBEACHHBIMU BBILIE BAPUAHTAMHU PEATU3ALUU TAaHHOTO M300peTeHHs], MPU 3TOM YKa3aHHOE
nohaMUHEPruIecKoe HapyIIeHNe LIEHTPAJIbHONH HEPBHOIN CHCTEMBI IPEACTaBIIsIET COO0H O0e3Hb
Aunbureiimepa.

B npeamouTuTeNnsHOM BapHaHTE peaNHM3AlMHM JAHHOTO H300pPETeHUs MpPEeIIOKEHBI
LY3154207 nnu ero ¢apmaneBTHYeCKass KOMIO3UIUS JJIsT MCIIOJIB30BAHUS B COOTBETCTBHH C
NPUBEACHHBIMU BBIIIE BAPHAHTAMH PEANN3aALUN JAHHOTO M300pEeTEeHUs], MPHU 3TOM yKa3aHHOE
nodaMuHEprudeckoe HapylleHHe LeHTPaJbHOH HEPBHOH CHCTEMBI MpPEACTaBIseT CoOOH
O’KMpEHUE.

B onHOM BapmaHTe peanuszanuu JaHHOTO H300pereHHs npemyoskeHbl LY3154207 wmm
ero (apMarneBTHYECKasi KOMIIO3HLMS U1 MCIIONIb30BAHMS NPU JIEUeHHH N0(PaMUHEPTHIECKOTO
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBbl Yy MALUEHTa, KOTOPOE BKJKYAET BBEICHUE
YKa3aHHOMY MalMEHTy 103bl OT OKOJo 0,5 Mr a0 okoyio 15 Mr, BIJOTh 10 MakKCUMaJbHOU
CyMMapHoO# 103bI 15 Mr B nenb, LY3154207 unu ero papmanieBTHUECKON KOMIIO3ULIUH.

B onHOM BapuaHTe peanu3aluu JaHHOTO H300pereHus npeasokeHsl LY3154207 umum
ero QapmaneBTUYeCKasi KOMIIO3ULMS Il UCTIOJIb30BAHUS MPH JICUEHUH AO(PaMHHEPTUIECKOTO
HApyLICHHUs LEHTPAJIbHOW HEPBHOM CHCTEMBbl y MAlLUEHTAa, KOTOPOE€ BKJYAECT BBEICHUE
YKa3aHHOMY TMalMEeHTy CyTOYHOM 103l BHIOPAHHOHN M3 TIpymmbl, cocTosimei u3 0,5 mr, 1 mr, 2
mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 wnu ero
(apManeBTHYECKONH KOMITO3ULIHH.

B onHOM BapmaHTe peanu3zaluu JAaHHOTO n300pereHus npemyoskeHbl LY3154207 wmm
ero (apMarneBTHYECKasi KOMIO3HLMS U MCIIOJIb30BAHMS NPU JICUEHHH J0(GaMHUHEPTHIECKOTO
HapyLIEHUs] LIEHTPAJIbHOM HEPBHON CHUCTEMBbI y NALMEHTa, KOTOPOE BKJOYAET JIMTENBHOE
€KE€THEBHOE BBEICHUE YKA3aHHOMY MALMEeHTY A03bl OT OKOJO0 0,5 Mr 10 0K0J10 75 MT, BILUIOTh 10
MaKCUMaJIbHOH CyMMapHOW no3bl 75 mr B neHb, LY3154207 unm ero ¢dapmaueBTHUECKOit
KOMITO3ULIMY, MPU 3TOM MALUEHT NPOXOAMUT JICUEHUE B TEUEHHE, 110 MEHbIUeH mepe, 21 anHs
MOAPSAN.

B onHOM BapmaHTe peanuzalnuu JaHHOTO H300peTeHHs npemyokeHbl LY3154207 wumm
ero (apMareBTHYECKasi KOMIO3HLMS U MCIIONIb30BAHMS NPU JIEUeHHH N0(PaMUHEPTHIECKOTO
HapyLIEHUs LEHTPAJIbHOM HEPBHOH CHUCTEMBl y NALUEHTA, KOTOPOE BKJIKOYAET IJIUTEIbHOE
€KETHEBHOE BBEIEHNE YKA3aHHOMY MAaLUEHTy 103kl OT 0KOJI0 0,5 Mr 10 0k0i10 15 Mr, BILIIOTH 10

MaKCHUMaJIbHON cyMmapHOW no3bl 15 mr B nenb, LY3154207 unm ero ¢apmaneBTuueckoit
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KOMITO3ULIMY, MPU 5TOM MNALUEHT NMPOXOAMUT JICUEHUE B TEUEHHE, 110 MEHbIUEeH mepe, 21 nHA
MOAPSAL.

B onHOM BapmaHTe peanu3aluu TaHHOTO H300pereHHs mnpemtokeHbl LY3154207 unm
ero (apmareBTHYECKasi KOMIIO3ULIUS I MCIIONBb30BaHMS NPU JIeYeHUH N0(paMUHEPTrHIeCKOro
HapyIIEeHUs LEHTPaJbHONW HEPBHON CHCTE€Mbl y MalMEHTa, KOTOPOE BKIIOYAET IJIUTENIBHOE
€KeJIHEBHOE BBEICHHE YKA3aHHOMY MALMEeHTy CYTOYHOH MAO3bI, BBIOPAHHOW W3 TPYIIIBL,
cocrostmeit u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr
LY3154207 unu ero hapmManeBTHUECKOW KOMITO3UIIMHU, TIPU STOM MALIMEHT MPOXOIUT JIEYCHHE B
TEUeHHE, N0 MeHbLIel Mepe, 21 nHs noapsia.

B onHOM BapmaHTe peanuszaluu JAaHHOTO n300pereHHs npemioskeHbl LY3154207 wmm
ero (apManeBTHYECKasi KOMIO3HLMS U MCIIOJIb30BAHMS NPU JICUYEHHH J0(GaMUHEPTHIECKOTO
HapylLIEHUs] LEHTPAJbHON HEPBHOM CHUCTEMbl Yy MAaLMEHTa, KOTOPOE BKJKYAET BBEICHUE
YKa3aHHOMY MalMEHTy 03bl OT OK0j0 0,5 Mr g0 OKoJio 75 Mr, BIUJIOTh 10 MAaKCHUMAaJIbHOM
CyMMapHO# 1036l 75 mr B aeHb, LY3154207 unu ero ¢gapmMarneBTHYeCKOH KOMITO3ULIUHU, TIPH
5TOM yKa3aHHOE No(haMUHEPrHiecKoe HapyIleHHe [eHTPaJIbHONH HEPBHOW CHCTEMBI BBIOPAHO U3
rpymmel, cocrosmei n3 Oonesnu auddysueix tenen Jlesu (BATJI), Oomesnn IlapkumnCOHA,
Oone3nn AunblLrelimMepa, cocyaucToi aemeHnmu, muzodppenun, CIBI, nenpeccun, ayTusma,
XPOHHYECKOH CKEJNETHO-MBIIIEYHOH Oonn, QuOpoMuanruy, KOTHUTHUBHBIX HapyIIEHHH,
M30BITOYHON JHEBHOW COHJIMBOCTH, HAPKOJICTICHM, HAPYLIEHWs CHA TNPH CMEHHOH palore,
YEepPEITHO-MO3IOBOM TpPaBMbl, XPOHMYECKOW TPaBMATHUECKOH SHUe(pANIONaTuH, OXKUPEHUs u
HapyLIEHUs peryJjsilUM amnmneTuTa, pacCTPOMCTBA HACTPOCHMsI, JIETApruM, amnaTUd W
aAMKTUBHBIX PACCTPOUCTB.

B onHOM BapuaHTe peanuzaluu JaHHOrO M300pereHus npeasoskeHsl LY3154207 umum
ero (apmaneBTU4YeCKass KOMIIO3ULMS ISl UCTIOJIb30BAHUS MPU JIEYSHUH N0(aMUHEPruIecKoro
HAapyIIE€HUs LEHTPAJbHOM HEPBHOM CHCTEMbl y MNALUEHTA, KOTOPOE BKJKYAIOET BBEACHUE
YKa3aHHOMY TMalMEeHTy J03bl OT okojio 0,5 Mr Ao okojo 15 Mr, BIJIOTH A0 MakKCHUMAaJbHOM
cyMMapHoO# 1036l 15 mMr B menb, LY3154207 unu ero ¢apManeBTHYECKOW KOMITO3ULMH, TPU
5TOM yKa3aHHOe N0(haMUHEPrHYecKoe HapyIIeHHe [eHTPAIbHONH HEPBHOW CHCTEMBI BHIOPAHO U3
rpymmel, cocrosmeid u3 Oonesnu auddysueix tenen Jlesu (BJTJI), Gonesnu IlapkuHCOHa,
Oonesnn AusburerimMepa, cocyaucroi aemeHuuu, mmzodppenun, CJBI, mempeccun, aytusma,
XPOHHYECKOW CKEJNIETHO-MBIIEYHOH Oomn, QuOpoMuanruy, KOTHUTHUBHBIX HApPYyIIEHHH,
U30BITOYHON JHEBHOW COHJIMBOCTH, HApPKOJICTICHM, HAPYLIEHWUsS CHA TNPH CMEHHOH pabore,
YEepPEITHO-MO3IOBOM TPaBMbl, XPOHUYECKOW TpPaBMATHUECKOW SHLE(ANONaTUH, OXUPEHUS U
HapyLIeHUs1 peryjsiluM anmneTuTa, pacCTPONCTBA HACTPOCHMs, JIEeTapruy, amnaTud W
aAVKTUBHBIX PACCTPOUCTB.

B onmHOM BapmaHTe peanuszanuu JaHHOTO H300peTeHMs npemsoskeHbl LY3154207 wumm
ero (apManeBTHYECKasi KOMIO3HLMS Ul UCIIOJIb30BaHMS NPU JIEUeHUH 0P aMUHEPTUIECKOro
HapyLIEHUs LEHTPAJIbHOM HEPBHOH CHUCTEMBl y NALUEHTA, KOTOPOE BKJIKOYAET IJIUTEIbHOE
€KETHEBHOE BBEICHUE YKA3aHHOMY MAaLMEHTY A03bl OT 0KOJ0 0,5 Mr 10 0K0J10 75 Mr, BILUIOTH 10

MaKCHUMaJIbHON CyMMapHOW no3el 75 mr B neHb, LY3154207 umm ero ¢QapmaueBTudeckoi
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KOMITO3UIIMH, TP 3TOM YKa3aHHOE NO(paMHUHEPruuecKoe HapyLIeHHe LEeHTPAIbHOH HEPBHOM
CHCTEMBbl BBIOPaHO W3 Ipymmbl, cocrosimeil u3 Oonesnn nuddysnsx tenen Jlesu (BATJI),
6one3nu Ilapkuncona, Oonesnu Aunblreiimepa, cocyaucroi aemenuuy, musoppennn, CIABI,
JEenpecCHy, ayTH3Ma, XPOHUYECKON CKeJIETHO-MbIIeYHON 00mH, pruOpoMuanrum, KOrHUTHBHBIX
HapyIIeHHH, N30BITOUHON AHEBHOIH COHJIMBOCTH, HAPKOJENCUH, HAPYLICHUs] CHA NPU CMEHHOH
paboTe, dYepemHO-MO3rOBOW TpPaBMbl, XPOHHYECKOH TpaBMAaTHYECKOH 3HLedasonaTuy,
OKUPEHMsI U HApYLIEHUs PEryJsALIMM anmeTUTa, pacCTPONCTBA HACTPOEHHUs], JETAPIUU, allaTUU U
aAMKTUBHBIX PAaCCTPOMCTB, MPHU 3TOM MALMEHT MPOXOAUT JIEUCHHE B TEUEHHH, MO MEHbLIECH
Mepe, 21 nHs noapsa.

B onmHOM BapmaHTe peanu3zanuu JaHHOTO n300pereHms npemyoskeHbl LY3154207 wmm
ero (apManeBTHYECKasi KOMIIO3HLMS U MUCIIOJIb30BAHUS MPU JICUEHUH 1O(PaMHHEPTHIECKOTO
HapylLIEHUs] LEHTPAJbHON HEPBHOM CHUCTEMbl Yy MAaLMEHTa, KOTOPOE BKJKYAET BBEICHUE
YKa3aHHOMY MalMEHTy 103bl OT Ookojio 0,5 Mr Ao okojo 15 mr, BIJIOTH OO0 MakCHUMAaJbHOMU
cyMMapHO# m03bl 15 mr B menb, LY3154207 unu ero ¢apMarneBTHUECKOW KOMIIO3ULUH, TPU
5TOM yKa3aHHOE No(haMUHEPrHiecKoe HapyIleHHe [eHTPaJIbHONH HEPBHOW CHCTEMBI BBIOPAHO U3
rpymmel, cocrosmeid u3 Oonesnu auddysueix tenen Jlesm (BTJI), Gonesnu IlapkuHCOHa,
Oone3nn AunbureriMepa, cocyamcTo aemeHunw, muzodppenuu, CIBI, nempeccuu, ayTtusma,
XPOHHYECKOH CKEJNETHO-MBIIIEYHOH Oonn, QuOpoMuanruy, KOTHUTHUBHBIX HapyIIEHHH,
M30BITOYHON JTHEBHOW COHJIMBOCTH, HAPKOJICTICHM, HAPYLIEHUs CHA TNPH CMEHHOH pabore,
YEepPEITHO-MO3IOBOM TpPaBMbl, XPOHMYECKOW TPaBMATHUECKOH SHUe(pANIONaTuH, OXKUPEHUs u
HapyLIEHUs peryJsiliMM amnmneTuTa, pacCTPOMCTBA HACTPOCHMs, JIETAPTUM, alaTUd W
aAAVKTUBHBIX PAaCCTPOMCTB, MPH 3TOM MALMEHT MPOXOAUT JIEUYEHHE B TEYEHWUH, MO MEHbLIEH
mepe, 21 s noapsia.

B omHOM BapmaHTe peanusalyu JAHHOTO n3o0pereHus: npemtokeHbl LY3154207 umm
ero (apmaneBTHYeCKass KOMIIO3UIUS U1 UCTIOJIb30BAHUS MPU JIEYEHUH N0(aMUHEPruIecKoro
HapyLIEHUs] LEHTPAJbHON HEPBHON CHUCTEMbl Yy MAaLMEHTa, KOTOPOE BKJKOYAET BBEICHHE
yKazaHHOMYy manueHty a03bl 0,5 mr B neHb LY3154207 wiu ero ¢apManeBTHYECKOU
KOMITO3ULINH.

B onHOM BapmaHTe peanuszaluu JAaHHOTO n300pereHms npemyoskeHbl LY3154207 wmm
ero (apMarneBTHYECKasi KOMIO3HLMS U MCIIOJIb30BAHMS NPU JICUEHHH J0(GaMHUHEPTHIECKOTO
HapyLIEHUs] LIEHTPAJbHON HEPBHOM CHUCTEMBbl Yy MAalUEHTa, KOTOPOE BKJKOYAET BBEACHHE
yYKa3aHHOMY ManueHTy 1036l 1 mMr B neHb LY3154207 unu ero GapMarieBTHIECKONH KOMIO3UIIHH.

B onmHOM BapmaHTe peanu3zaluu JaHHOTO H300peTeHms npemytoskeHbl LY3154207 wmm
ero (apManeBTHYECKas] KOMIO3HLMS I MCIIOJIb30BAHMS NPU JieUeHHH 10(aMUHEPTUIECKOrO
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBbl Yy MAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE
YKa3aHHOMY MaIUeHTy 1036l 2 Mr B 1eHb LY3154207 unmu ero papMarieBTHIeCKONH KOMIO3ULIHH.

B onHOM BapmaHTe peanu3zalnuu JaHHOTO M300pereHMs npemsoskeHsl LY3154207 umm
ero (apmareBTHYECKasi KOMIIO3HLIUS Il UCIIOJIb30BAHMS NPU JIEUeHHH 10(paMUHEPTHIECKOTO
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBl Yy TMAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE

yKa3aHHOMY MalMeHTy 10361 3 Mr B 1eHb LY3154207 unu ero apmaneBTHUECKOH KOMITO3ULIUH.
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B onHOM BapmaHTe peanuzaluu TaHHOTO H300pereHHs mnpemtokeHbl LY3154207 unm
ero (apmareBTHYECKasi KOMIO3HLIMS I MCIIONIb30BAHMS NPU JIEUYeHHH J0(PaMUHEPTHIECKOTO
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBbl Yy TMAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE
yKa3aHHOMY MarueHTy 10361 5 Mr B eHb LY3154207 nnu ero papmaneBTHIeckoil KOMIO3HLNH.

B onHOM BapuaHTe peannzanuu JaHHOrO M3o0pereHus npeasokeHbl LY3154207 umum
ero (apmaneBTUYeCKass KOMIIO3ULMS U1 UCTIOJIb30BAHUS MPU JIEYCHUH N0(aMUHEPruuecKoro
HApyLICHUs LEHTPAJIbHOM HEPBHOM CHCTEMbl y MALUEHTAa, KOTOPOE BKJIOYAET BBEACHHE
yKazaHHOMYy manueHty no3bl 10 mr B gerb LY3154207 wnm ero ¢apmareBTHYeCKOn
KOMITO3ULINH.

B onmHOM BapmaHTe peanu3zanuu JaHHOTO M300pereHus npemyokeHbl LY3154207 wmm
ero (apManeBTHYECKasi KOMIO3HLMS U MCIIOJIb30BAHMS NPU JICUYEHHH J0(GaMUHEPTHIECKOTO
HapylLIEHUs LEHTPAJbHON HEPBHOM CHUCTEMbl Yy MAaLUEHTa, KOTOPOE BKJKOYAET BBEICHUE
yKa3aHHOMY mamueHTy no3el 15 mr B gerp LY3154207 wim ero QapmarneBTHdecKoi
KOMITO3ULINH.

B onHOM BapmaHTe peanu3zaluu JaHHOTO H300peTeHHs npemytoskeHbl LY3154207 wmm
ero (apMarneBTHYECKasi KOMIIO3HLIUS U MCIIOJIb30BAHUS MPU JICUEHUH 1O(PaMHHEPTHIECKOTO
HapyLIEHUs LEHTPAJbHON HEPBHOM CHUCTEMBl Yy MAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE
yKazaHHOMYy mnanueHty no3el 20 mr B gerp LY3154207 wnm ero QapmaneBTHdecKoi
KOMITO3ULIVH.

B onHOM BapmaHTe peanuzanuu JaHHOTO u300pereHus npenioxkensl LY3154207 wmm
ero (apmMareBTHYeCKasi KOMIIO3ULIUS I MCIIONBb30BaHMS NPU JIeUeHUH N0(paMUHEPTrHIeCKOro
HapyLIEHUs LEHTPAJbHOM HEPBHOM CHUCTEMBbl Yy TMAaLUEHTa, KOTOPOE BKJKYAET BBEICHUE
yKazaHHOMYy mnanueHTty no03el 30 mr B geHb LY3154207 wnu ero QapmaneBTHUECKON
KOMITO3ULIUH.

B omHOM BapmaHTe peanusalMy JAHHOTO n3o0pereHus npemtokeHbl LY3154207 umm
ero (apMaleBTHYECKasi KOMIO3HLUS I MCIIOJIb30BAHMS TPU JIeYeHHH JO(GaMUHEPTHYECKOTO
HapylLIEHUs1 LEHTPAJbHON HEPBHON CHUCTEMbl Yy MAaLMEHTa, KOTOPOE BKJKOYAET BBEICHHE
yKa3aHHOMY manueHty no3bl S0 mr B gerp LY3154207 wnm ero ¢apmarieBTHYeCKON
KOMITO3ULINH.

B onHOM BapmaHTe peanu3zaluu JAaHHOTO n300pereHus npemtoskeHbl LY3154207 wmm
ero (apMarneBTHYECKasi KOMIIO3HLMS U MCIIOJIb30BAHMS NPU JICUEHHH J0(PaMUHEPTHIECKOTO
HapylLIEHUs] LEHTPAJbHON HEPBHOH CHUCTEMbl Yy TMALUEHTa, KOTOPOE BKJKYAET BBEACHUE
YKa3aHHOMY TalueHTy 1o3bl 75 mr B gaenb LY3154207 wumm ero ¢apmaneBTHYECKOM
KOMITO3ULINH.

B onmHOM BapmaHTe peanuzanuu JaHHOTO H300peTeHHs npemyokeHbl LY3154207 wmm
ero papmMareBTHYeCKasi KOMITO3ULIUS U1 UCITOJIb30BAHMS MPH JieueHnn Oone3Hu IlapkuHcoHa y
MALUEHTa, KOTOPOEe BKJIKOYAET BBEICHUE YKA3aHHOMY MaLMEHTY A03bl OT 0KOJ0 0,5 Mr 10 OKOJIO
75 Mr, BIJIOTb A0 MakCUMAJBbHOW CyYMMapHOM 103bl 75 Mr B aenb, LY3154207 wumm ero
bapmareBTHUECKONH KOMITO3ULIIH.

B onHOM BapmaHTe peanusanui AaHHOro n3o0pereHus npeanoskeHsl LY3154207 unm
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ero ¢apmMarieBTHIeCKasi KOMITO3ULIUS AJIs1 UCIIOIBb30BaHUS MPH JiedeHnu Oose3Hn [lapkuHcoHa y
MALUEHTa, KOTOPOEe BKJIKOYAET BBEICHUE YKaA3aHHOMY MAaLUEHTy A03blI OT OKOJIO 0,5 Mr 10 OKOJIO
15 Mr, BOIOTH A0 MakCHUMaJbHOW CyMMapHOH n03bl 15 mMr B genb, LY3154207 umu ero
(bapmMareBTHUECKONH KOMITO3ULIIH.

B onHOM BapuaHTe peannzanuu JaHHOrO M3o0pereHus npeasokeHbl LY3154207 umum
ero (apmaneBTHYeCKasi KOMIIO3ULUS AJIs1 UCTIONIB30BAHUS NpH JiedeHuH Oone3Hu [lapkuHcoHa y
NaLMEeHTa, KOTOPOEe BKJIIOYAET BBEACHUE YKA3aHHOMY IALMEHTY CYTOYHOMN J103bI BHIOPAHHOH U3
rpymnbl, cocrositen u3 0,5 mr, 1 mr, 2 mr, 3 mr, S mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mMr u 75 mr
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUY.

B onHOM BapmaHTe peanu3zauuu JAaHHOTO M300peTeHus npemnokeHbl LY3154207 umm
ero ¢apMareBTHYeCKasi KOMITO3ULIUS JJIs1 UCTIOJBb30BAHUS MPH JiedeHnu Oose3Hu [lapkuHCoHa y
NALUEHTa, KOTOPOEe BKJIKOYAET BBEICHUE YKA3aHHOMY MAaLMEHTy A03bI OT OKOJO 0,5 Mr 10 OKOJIO
75 Mr, BIJIOTb A0 MaKCHUMaJbHOW CyMMapHON no3bl 75 Mr B aenb, LY3154207 umu ero
dapManeBTHUECKOW KOMITO3WIMH, TPH 3TOM IALHUEHT COOTBETCTBYET IEPECMOTPEHHBIM
kputepusMm MDS nna BIl u nemeHUMH OT Jierkod O cCpelHEN CTeNeHH, 4YTO OIpenensercs
CHIDKEHHEM KOTHUTHBHOH (QyHKIMH ¢ oneHkol no mkaine MoCA ot 10 mo 23.

B onHOM BapmaHTe peanuzanuu JAaHHOTO U300pereHHs npemioxkeHbl LY3154207 wmm
ero apMareBTHIeCKasi KOMITO3ULIHS JJIsT UCIIOJBb30BAHUS MPH JiedeHnu Oose3Hn [lapkuHcoHa y
MALUEHTa, KOTOPOE BKJIOYAET MAJIUTEIBbHOE €KEJHEBHOE BBEACHUE YKA3aHHOMY MALIMEHTY AO3BI
ot okosio 0,5 Mr 10 OkoJIO 75 MI, BIUIOTH O MAaKCHUMAaJbHON CyMMAapHOW O3bl 75 MI' B J€Hb,
LY3154207 unu ero papmaneBTHUECKON KOMITO3UIMHY, IIPU 3TOM IMALMEHT MPOXOIUT JIEYEHHE B
TE€YeHUe, N0 MEeHbLIeH Mepe, 21 aHs noapsa.

B onHOM BapuaHTe peanuzaluu JaHHOrO M300pereHus npeasoskeHsl LY3154207 umum
ero (papManeBTHYECKast KOMITO3HLINS JUIsl HCIIOJb30BAHMS NPH JieueHnH OoJie3HN AubLreiimepa y
NALUEeHTa, KOTOPOe BKIKYAET BBEACHNUE YKA3aHHOMY MAaLIUEHTY A03bI OT 0K0sO 0,5 Mr 10 OKOJIO
75 Mr, BIJIOTb A0 MAaKCUMAJbHOW CyMMapHON n03bl 75 Mr B aeHb, LY3154207 umm ero
(apManeBTHYECKONH KOMITO3ULIHH.

B onHOM BapmaHTe peanu3zaluu JAaHHOTO n300pereHms npemyokeHbl LY3154207 wmm
ero (hapmaneBTHUECKasT KOMITO3ULIHSI TSI UCTIONB30BAHUS MIPH JieueHHH Ooe3Hn AsbLreiiMepa y
NALUEHTa, KOTOPOEe BKJIKOYAET BBEICHUE YKA3aHHOMY MAaLMEHTY A03bI OT OKOJO 0,5 Mr 10 OKOJIO
15 Mr, BOIOTH A0 MakCHUMaJbHOW CyMMapHOH no3bl 15 mMr B genp, LY3154207 umm ero
(apMareBTHUECKONH KOMITO3ULIIH.

B onmHOM BapmaHTe peanu3zaluu JaHHOTO H300peTeHms npemytoskeHbl LY3154207 wmm
ero (hapmaneBTHUECKasT KOMITO3ULHSI [UIL UCTIONB30BAHUS MIPH JIeUeHNH OONe3Hn AJbLreiMepa y
MAIMEHTa, KOTOPOe BKIIFOYAET BBEJEHHE YKa3aHHOMY MAallMEHTy CYTOYHOH 03Bl BBIOPAHHOH M3
rpynmnel, cocrosmen u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr
LY3154207 wmm ero ¢papMareBTHUECKOW KOMIIO3UIIUH.

B onmHOM BapmaHTe peanuzanuu JaHHOTO u300pereHHs mnpenitoxkeHbl LY3154207 wmm
ero (hapmaneBTHUECKask KOMITO3ULIMS [Tl MCTIONIBb30BAHUS MPH JieueHNH Oone3Hn AsbLreiiMepa y

NnanueHTa, KOTOPOE BKIIIOYACT JIUTCIIBHOC C€KCAHCBHOC BBCACHUC YKA3aHHOMY IMALUCHTY JO3bl
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ot okosio 0,5 Mr 10 OkoJO 75 MI, BIUIOTH O MAaKCUMAJbHON CyMMapHOW O3bl 75 MI' B J€HB,
LY3154207 unu ero papmManeBTHUECKON KOMITO3UIHMH, IIPU 3TOM MALMEHT MPOXOIUT JIEYEHHE B
TEUEeHHE, IO MeHbLIEH Mepe, 21 nHs noapsia.

B onHOM BapmaHTe peannsanuu JaHHOTO M300pereHMs npeasokeHsl LY3154207 wmm
ero (QapmareBTHyeckass KOMIIO3ULUS AJIi WUCIOJBb30BAHUS IPU CTUMYJIHPOBAHUU CHIDKEHHS
MaccChl Tejla MAlUeHTa, KOTOPOe BKIIKOYAET BBEJEHUE YKA3aHHOMY NAlMEeHTy A03bl OT 0KoJo 0,5
MT 10 OKOJIO 75 MT, BIUIOTh A0 MaKCUMAJIbHON CyMMapHOW 1036l 75 Mr B AeHb, LY3154207 unu
ero papMaLeBTUIECKON KOMITO3ULIUH.

B oxgHOM BapumaHTe peanu3alui JaHHOTO H300peTeHus npemnoxkeHsl LY3154207 unm
ero apManeBTHYECKass KOMIIO3ULUS JJISi UCIOJIBb30BAHUS MPU CTUMYJIHPOBAHUU CHIDKEHHS
MaccChl Tejla MalMeHTa, KOTOPOe BKIIIOYAET BBEAECHNUE YKa3aHHOMY MalMEeHTy 103kl OT okouso 0,5
MT 10 OKOJIO 15 Mr, BILUTOTh 1O MaKCUMAaJbHON CyMMapHOU 1036l 15 mr B nens, LY3154207 unu
ero apMaleBTHIECKON KOMITO3ULIUU.

B onmHOM BapmaHTe peanu3zaluu JaHHOTO m300pereHms npemytoskeHbl LY3154207 wumm
ero QapManeBTHYECKass KOMITO3ULUS JJISi WCIOJNB30BAHUS MPU CTUMYJIHPOBAHUU CHIDKEHHS
MacChl TeJla MAalUeHTa, KOTOPOEe BKJIKOYAET BBEICHHE YKAa3aHHOMY MALUEHTYy CYTOYHOH AO3BI
BbIOpaHHOM U3 rpymmbl, coctosimed u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr,
50 mr u 75 mr LY3154207 unu ero papmManeBTH4ECKON KOMITO3HLIUH.

B onmHOM BapmaHTe peanusalvu JAHHOTO H300peTeHHs mnpemtokeHbl LY3154207 umm
ero QapmMareBTHYeCKass KOMITO3ULUS JJISi UCIOJNb30BAHUS NMPU CTUMYJIMPOBAHUU CHIDKEHHS
MacChl Tejla MALUeHTa, KOTOPOE BKIOYAET AJIUTENBHOE €KEAHEBHOE BBEICHHE YKA3aHHOMY
MALUEHTy 103bl OT 0KOJIO 0,5 Mr 10 OKOJIO 75 Mr, BIJIOTh 4O MAKCUMAJIbHONM CYMMapHOH 03bl
75 mr B nenb, LY3154207 wnu ero QapmaneBTUdeckOl KOMIIO3ULUM, NMPU 3TOM MAIlUEHT
MIPOXOJUT JIEYEHUE B TEUCHUE, 110 MeHbLIeH Mepe, 21 nHs noapsina.

B omHOM BapmaHTe peanusalMy JAHHOTO n3o0pereHus: npemiokeHbl LY3154207 umm
ero (apmaueBTuueckass KOMIIO3ULUS JUIsI TMPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIb30BAHUSI TIPU  JIEYeHUU JO(PaAMHUHEPTUYECKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CHUCTEMBI y MALUEHTa, KOTOPOEe BKJIIOYAET BBEACHUE YKA3aHHOMY MALMEHTy N03bI OT 0Koso 0,5
M 1O OKOJIO 75 M, BILUIOTh JO MAaKCUMAaJbHOW CyMMapHOU 1036l 75 Mr B aeHb LY3154207 nnn
ero apMaleBTHIECKON KOMITO3ULIUU.

B onHOM BapmaHTe peanu3zaluu JaHHOTO H300pereHms npemyoskeHbl LY3154207 wmm
ero (apmaueBTuUeckass KOMIIO3ULUS JUIsI TPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONB30BAHUSI TIPU JIEYeHUH A0(PaMHUHEPTUYECKOr0 HAPYLICHHWsS LEHTPAIbHOH HEPBHOH
CHUCTEMBI y MALUEHTa, KOTOPOEe BKIJIIOYAET BBEACHUE YKA3aHHOMY MAaLMEHTy A03bI OT 0kouo 0,5
ML O OKOJIO 15 Mr, BIJIOTE O MaKCUMAJIBbHOW CyMMapHOH 1036l 15 mr B nenb LY3154207 unu
ero (apMaleBTUIECKON KOMITO3UIHH.

B onHOM BapmaHTe peanu3zalnuu JaHHOTO M300pereHMs npemsoskeHsl LY3154207 umm
ero (apmaueBTuueckass KOMIIO3ULUS [Tl IPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONb30BAHUST TIPU JIEYEHUU JO(PaMHHEPTUYEeCKOr0 HAPYLIEHUs LEHTPAJbHOW HEPBHOM

CUCTEMbI y IMallMCHTA, KOTOPOC BKIIOYACT BBCACHHUEC YKA3aHHOMY IMAIIUCHTY CyTO‘{HOﬁ JO3bI
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BbIOpaHHOM U3 rpynmbl, coctosimed u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr,
50 mr u 75 mr LY3154207 unu ero papmaneBTH4eCKON KOMIIO3ULIUH,

B onHOM BapmaHTe peannzanuu JAaHHOTO M300pereHus npemiokeHbl LY3154207 unm
ero (apmaueBTuueckas KOMIIO3ULUS [Tl IPOM3BOJACTBA JIEKAPCTBEHHOI'O CPENCTBA IS
UCITIONBb30BAHUST TIPU  JIEYEHUU J0(PaMHUHEPTUYeCKOr0 HapyLIEHUs LEHTPAIbHOW HEPBHOM
CUCTEMBI y IMAalLMEeHTa, KOTOPOE BKIIIOYAET JJIMTEIbHOE €KEAHEBHOE BBEIACHUE YKa3aHHOMY
MALUEHTy 103bl OT 0KOJO 0,5 Mr 10 OKOJIO 75 Mr, BIUIOTh A0 MAaKCUMAJIbHOW CyMMapHOU JO3BI
75 mr B nenb, LY3154207 wnu ero QapmaneBTHYeCKOH KOMIIO3ULUM, MPU 3TOM MAIHEHT
MPOXOJUT JIEYEHUE B TEUCHUE, TIO MEHbILEHN Mepe, 21 AHs nmoapsia.

B onHOM BapmaHTe peanuszauuu TaHHOTO u300pereHus npemioxkensl LY3154207 wmm
ero (apmaueBTuUeckas KOMIIO3ULUS JUIsI TPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIB30BAHUSI TIPU JIEYEHUU JO(PaMHUHEPTUYECKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CHUCTEMBI y MAalMEeHTa, KOTOPOE€ BKIIIOYAET MJIMTEJIBbHOE €KEAHEBHOE BBEACHUE YKa3aHHOMY
MALUEHTy 1036l OT 0K0JO 0,5 Mr 10 0k0i0 15 Mr, BIUIOTH 1O MAKCUMAJIbHOW CYMMapHON AO3BI
15 mr B menb, LY3154207 wnu ero QapmaneBTHYecKOH KOMIIO3WULUH, MPU 3TOM MAIHEHT
MPOXOJUT JIEYEHNUE B TEUCHHUE, IO MEHbIIEN Mepe, 21 AHA noapsa.

B onHOM BapmaHTe peanuszanuu NAaHHOTO H300peTeHHs npemiokeHbl LY3154207 umm
ero (apmaueBTuUecKas KOMIIO3WLUS [UIsI IPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIb30BAHUST TIPU JIEYEHUU JO(PaMHUHEPTHYECKOrO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CUCTEMBI y MAalLMEeHTa, KOTOPOE BKJIIOYAET IJIMTEIbHOE €XEIHEBHOE BBEIACHUE YKA3aHHOMY
MAaIUEeHTy CYTOYHOH J103bl, BBIOPAHHOM U3 rpymiibl, cocTosmeit u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr,
10 mr, 15 wmr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 unmu ero ¢apmamneBTHYECKOM
KOMITO3ULIUM, MPU 5TOM MNALUEHT NPOXOAUT JIEUEHUE B TEUEHHE, 110 MEHblIen Mmepe, 21 ans
MOAPSAN.

B omHOM BapmaHTe peanusalMy JAHHOTO n3o0pereHus: npemiokeHbl LY3154207 umm
ero (apmaueBTuueckass KOMIIO3ULUS JUJIsl TMPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIb30BAHUSI TIPU  JIEYeHUU JO(PaAMHUHEPTUYECKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CHUCTEMBI y MALUEHTa, KOTOPOE BKJIIOYAET BBEACHUE YKA3aHHOMY MALMEHTy N03bI OT 0Koso 0,5
MT 10 OKOJIO 75 MT, BILUIOTh O MAKCUMAJIbHON CyMMapHOW 11036l 75 Mr B AeHb, LY3154207 unu
ero (papmManeBTHYECKON KOMITO3ULIMY, TPU 3TOM YyKa3aHHOE NO(aMHUHEPTrHYeCKOe HapyIIeHHe
LIEHTPAJIbHOW HEPBHON CHUCTEMBI BBIOPAHO W3 TIPYMIBIL, COCTOsALer u3 OonesHn nudQy3HbIX
tenen Jleeu (BJITJI), 6onesnu IlapkuHcoHa, Oone3sHu AubirefiMepa, COCyIHCTON JEMEHIINH,
mm3odppennn, CJIBI, nemnpeccun, ayTu3Ma, XpPOHMYECKOH CKEJIETHO-MBIIIEYHOH 0oy,
¢ubpoMuanruy, KOTHUTUBHBIX HAPYIICHUH, N30BITOYHON THEBHOW COHIMBOCTH, HAPKOJIETICHH,
HApyIIEeHWss CHAa TPH CMEHHOW paboTe, YepernHO-MO3TOBOH TpPaBMbl, XPOHHYECKOH
TPaBMaTUYECKOH SHIE(PATONATHH, OKUPEHUS  HAPYIIEHUs PETyJISLUH alleTHUTa, PACCTPONCTBA
HACTPOEHUs], JIETAPTUHU, AllaTUU U aAJUKTUBHBIX PACCTPOUCTB.

B onHOM BapmaHTe peanuzanuu JaHHOTO M300pereHMs npemsokeHsl LY3154207 wmm
ero (apmaueBTuueckass KOMIIO3ULUS JUJIsI IPOM3BOACTBA JIEKAPCTBEHHOI'O CPENCTBA IS

UCTIONB30BAHUST TIPU  JIEYeHUU JA0(PaMHUHEPTUYeCKOr0 HApYLIEHUs LEHTPAJbHOW HEPBHOM
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CHUCTEMBI y MALUEHTa, KOTOPOE BKIIIOYAET BBEACHUE YKA3aHHOMY MAaLUEHTy N03bl OT 0K0J0 0,5
MT 0 OKOJIO 15 Mr, BIUTOTh 4O MaKCUMAaJIbHOM CyMMapHOU 1036l 15 mr B gens, LY3154207 unu
ero (papmaneBTHUECKON KOMITO3ULIMY, NPU 3TOM YyKa3aHHOE NO(aMHUHEPrHuecKoe HapylleHHe
LIEHTPAJIbHOH HEPBHON CHUCTEMbI BBIOPAHO M3 TIPyMIbl, cocrosmeil u3 Oonesnu naudys3HbIX
tenen Jlesu (BJATJI), Gonesnu Ilapkuncona, Gonesnu AjbureiimMepa, COCYIUCTON JEMEHIIHH,
muzodppennn, CJBI, nenpeccun, ayTu3ma, XPOHMYECKOH CKEJETHO-MBIIIEUHOW 0oy,
¢ubpomuanruy, KOTHUTUBHBIX HAPYIIEHUH, N30BITOYHON AHEBHON COHJIMBOCTH, HApPKOJIEIICHH,
HApyLUIeHHss CHa TPH CMEHHOW paboTe, YepernHO-MO3rOBOW TpaBMbl, XPOHHYECKOH
TPaBMATUYECKOH SHIE(ATONATHH, OKUPEHUS M HAPYIIEHUS PETyJISLUY alleTHTa, PACCTPONCTBA
HACTPOEHMs], JIETAPTUHU, allaTUH U aTUKTUBHBIX PaCCTPONCTB.

B onHOM BapmaHTe peanuszaluu NAaHHOTO H300peTeHHs npemiokeHbl LY3154207 umm
ero (apmaueBTHUecKas KOMIIO3ULUS ISl TPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONIb30BAHUSI TIPU JIEYCHUU JO(PaMHUHEPTHYECKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CHUCTEMBI y MAalMEeHTa, KOTOPOE BKIIIOYAET JIMTEIbHOE €KEAHEBHOE BBEAEHUE YKA3aHHOMY
MALUEHTy 103bl OT 0KOJO 0,5 Mr 10 OKOJIO 75 Mr, BIUIOTH A0 MAaKCUMAJIbHOW CYyMMapHOU AO3BI
75 mr B nenb, LY3154207 wnu ero ¢gapmManeBTHUECKOH KOMIIO3HMLIMH, TPU 3TOM YKa3aHHOE
noaMUHEprudeckoe HapyLUIeHHe LEeHTPAJIbHOH HEPBHOW CHUCTEMbl BBIOPAHO W3 TPYIIIIEL
cocrositieir u3 Oonesnu auddysueix Tenen Jlesu (BATJI), Oonesnm IlapkuuacoHa, Oone3HH
AnprrefiMepa, cocymuctoi gemennum, musodpennu, CJBI, nmempeccun, aytusma,
XPOHHYECKONW CKENEeTHO-MBIIEYHOH Oonn, QuOpoMuanruy, KOTHUTHUBHBIX HapyIIEHHH,
M30BITOYHON JHEBHOW COHJIMBOCTH, HApPKOJICTICHH, HApyLIEeHWs CHA TP CMEHHOW palbore,
YEepPEITHO-MO3IOBOM TpaBMbl, XPOHMYECKOW TPaBMAaTHUECKOH 5SHUe(pANIONnaTuu, OXUPEHUs u
HapyLIEHUs peryJsiLlMM  alleTUuTa, pacCTpOiiCTBA HACTPOEHHUs, JIETapruM, AamaTuu W
aAJUKTUBHBIX PACCTPOMCTB, NMPHU 3TOM MNALUEHT MNPOXOAUT JICUEHUE B TEUEHUH, MO MEHbLIEH
Mmepe, 21 1 noapsa.

B onHOM BapuwaHTe peanu3aluu JaHHOTO n300pereHms npemnoskeHbl LY3154207 wmm
ero (apmaueBTuueckass KOMIIO3ULUSI JUIsI TMPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIb30BAHUST TIPU JIEYCHUH JO(PAMHHEPTUYECKOTO HAPYLICHUs LEHTPaJbHON HEPBHON
CHUCTEMBI y MALUEHTa, KOTOPOE BKIJIIOYAET BBEACHUE YKA3aHHOMY MALMEHTy 03Bl OT 0Kkouo 0,5
MT 10 OKOJIO 15 Mr, BILUTOTH 1O MaKCUMAJIbHON CyMMapHOU 1036l 15 mr B aens, LY3154207 unu
ero (papmManeBTUYECKON KOMITO3UIMH, TPH 3TOM YyKa3aHHOE NOpaMHHEPTrHYeCKOe HapyLICHHE
LIEHTPAJIbHOH HEPBHOW CHUCTEMbI BBIOPAHO M3 TPYMIbI, COCTOsALIeH u3 Oone3Hn nudQy3HbIX
tenen Jlesu (BJITJI), 6onesnu IlapkuHcoHa, Oone3Hu AunbireliMepa, COCyIHCTON JEMEHIINH,
mm3odppennn, CJIIBI, nempeccun, ayTu3Ma, XPOHMYECKOH CKEJIETHO-MBIIIEYHOH 0oy,
¢ubpoMuanruy, KOTHUTUBHBIX HAPYIIEHUH, M30BITOYHON THEBHOW COHJIMBOCTH, HAPKOJETICHH,
HApyIIeHUss CHa TPH CMEHHOW paboTe, YepernHO-MO3TOBOH TpPaBMbl, XPOHHYECKOH
TPaBMaTUYECKOH SHIE(PATONATHH, OKUPEHUS M HAPYIIEHUs PEryJIALUY alleTUTa, PACCTPONCTBA
HACTPOEHMs], JIETapruy, anaTuM U aAJAUKTHBHBIX PAacCTPOMCTB, MPHU 3TOM MALMEHT MPOXOAUT
JIe4YeHUEe B TEUEHUH, IO MEHbIIEN Mepe, 21 aHa noapsia.

B onHOM BapmaHTe peanusanuu JaHHOTO M300pereHMs npeasokeHsl LY3154207 wmm



22

ero (apmaueBTuUeckas KOMIIO3WULUS JUIsI IPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONb30BAHUST TIPU JIEYEHUU JO0(PaMHUHEPTHYEeCKOr0 HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CUCTEMBI y MAaLUEHTa, KOTOPOE BKJIKOYAET BBEJEHUE YKA3aHHOMY MalMeHTy A03bl 0,5 Mr B €Hb
LY3154207 nnu ero ¢papmarieBTHUECKOH KOMIIO3UIIUY.

B onHOM BapuaHTe peanuzanuu JaHHOTO M300pereHus npemiokeHbl LY3154207 unm
ero (apmaueBTHYECKas KOMIIO3MLUS JJIi TNPOM3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA MJIS
UCIIOJIB30BAHUSI TIPHU  JIYEHHH AO(PaMUHEPIHYeCKOro HApYLIEHHs LEHTPAIbHOH HEpBHON
CHUCTEMBI y MalleHTa, KOTOPOe BKJIOYAeT BBEICHHE YKA3aHHOMY MallMEeHTy J03bl 1| Mr B JIeHb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUY.

B onmHOM BapmaHTe peanu3zanuu JaHHOTO n300pereHms npemyoskeHbl LY3154207 wmm
ero (apmaueBTHYeCKass KOMIIO3MLUS I TPOM3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA IS
UCTIONIB30BAHUST TIPU JIEYEHUH JO(PaMHUHEPTUYECKOTO HAPYLICHUs LEeHTPAJbHOH HEPBHON
CHUCTEMBbI y MalleHTa, KOTOPOe BKJIOYAaeT BBEJCHHE YKAa3aHHOMY MAallMEeHTy J03bl 2 MI B JIeHb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUH.

B onHOM BapmaHTe peanuszaluu JaHHOTO H300pereHms npemyoskeHbl LY3154207 wmm
ero (apmaueBTHYECKass KOMIO3MLUS Ui ITIPOU3BOJACTBA JIEKAPCTBEHHOTO CPEACTBA IS
UCTIONB30BAHUST TIPU JIEYEHUU JO(PaMHUHEPTHYECKOr0 HAPYLICHUS LEHTPAIbHOW HEPBHOM
CUCTEMBI y MalleHTa, KOTOPOe BKJIOYaeT BBEACHHE YKA3aHHOMY MAllMEHTy J03bl 3 MI B JI€Hb
LY3154207 wmm ero ¢papMareBTHUECKOW KOMIIO3ULIUY.

B onHOM BapmaHTe peanuzanuu JaHHOTO M300pereHMs mnpemsoskeHbl LY3154207 wmm
ero (apmaueBTuueckass KOMIIO3ULUS [UJIsI IPOM3BOJACTBA JIEKAPCTBEHHOI'O CPENCTBA IS
UCTIONIb30BAHUST TIPU  JIEYeHUU J0(PaMHHEPTUYeCKOr0 HApYLIEHUs LEHTPAIbHOW HEPBHOM
CUCTEMBI Y MAlMEeHTa, KOTOPOe BKJIKYAET BBEACHHE YKa3aHHOMY NALMEHTy A03bl 5 MI' B JCHb
LY3154207 nmu ero papMarieBTH4ECKONH KOMITO3ULIUH.

B omHOM BapmaHTe peanusalMy JAHHOTO n3o0pereHus: npemiokeHbl LY3154207 umm
ero (apmaueBTuueckass KOMIIO3ULUS JUJIsl TMPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIb30BAHUSI TIPU JIEYeHUU AO(PaMUHEPTUYEeCKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CHUCTEMBI y MAlleHTa, KOTOPOe BKJIOYAeT BBEIEHNE YKa3aHHOMY MalUeHTy A03bl 10 Mr B 1eHb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUY.

B onHOM BapmaHTe peanu3zanuu JaHHOTO M300peTeHms npemtokeHsl LY3154207 umm
ero ¢apmaueBTHYeCKass KOMIO3MLUSI MJII TPOM3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA IS
UCTIONIB30BAHUST TIPU JIEYCHUU JO(PaMHUHEPTHYECKOTO HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CUCTEMBbI y MalleHTa, KOTOPOe BKJIOYAeT BBEJEHNUE YKa3aHHOMY MalLMEHTy A03bl 15 Mr B eHb
LY3154207 umm ero ¢papMarieBTHIECKONH KOMITO3ULIHH.

B onmHOM BapmaHTe peanusanuu JaHHOTO H300pereHms npemsoskeHbl LY3154207 wmm
ero (apmaueBTHUeCKas KOMIO3MLUS MJIi TPOH3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA MJIS
UCTIONIb30BAHUST TIPU JIEYEHUU JOPAMHHEPTUYECKOr0 HAPYLICHUS LEHTPAJbHOW HEpPBHON
CUCTEMBI y NAleHTa, KOTOPOEe BKJKOYAET BBEJIEHNUE YKa3aHHOMY MAaLUEHTy A03bl 20 MI B I€Hb
LY3154207 nnm ero ¢papmareBTHUECKOW KOMIIO3UIIUY.

B onHOM BapmaHTe peanusanuu JaHHOTO M300pereHMs npeasokeHsl LY3154207 wmm
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ero (apmauneBTuUeckas KOMIIO3WLUS [JIsI TNPOM3BOACTBA JIGKAPCTBEHHOTO CPEACTBA IS
UCTIONb30BAHUST TIPU JIEYEHUU JO(PaMHUHEPTUYEeCKOr0 HAPYLICHUS LEHTPAJIbHOW HEPBHOM
CUCTEMBI y MALUEHTa, KOTOPOE BKJIKOYAET BBEICHUE YKAa3aHHOMY NMALUEHTy 103bl 30 Mr B I€Hb
LY3154207 nnu ero ¢papmarieBTHUECKOH KOMIIO3UIIUY.

B onHOM BapuaHTe peanu3aluyu JaHHOTO H300pereHus mnpemiokeHbl LY3154207 unm
ero (apmaueBTHYECKas KOMIIO3MLUS JJIi TNPOM3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA MJIS
UCIIOJIB30BAHUSI TIPHU  JIYEHHH AO(PaMUHEPIHYeCKOro HApYLIEHHs LEHTPAIbHOH HEpBHON
CHUCTEMBI y MALMEHTa, KOTOPOE BKJIKOYAET BBEICHHUE YKa3aHHOMY MALUEHTy 103bl SO Mr B JI€Hb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUY.

B onmHOM BapmaHTe peanu3zanuu JaHHOTO n300pereHms npemyoskeHbl LY3154207 wmm
ero (apmaueBTuUeckas KOMIIO3ULUS JUIsI TPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIB30BAHUST TIPU JICYEHUH AO(PAMHUHEPTUYECKOrO HAPYLICHHs LEHTPAIbHOH HEPBHOH
CHUCTEMBI y MALMEHTa, KOTOPOE BKJIKOYAET BBEICHUE YKAa3aHHOMY MALUEHTy 103bl 75 Mr B JI€Hb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUH.

B onHOM BapmaHTe peanuzanuM JAaHHOTO H300peTeHms npemnoskeHsl LY3154207 unm
ero (apmaueBTHUecKas KOMIIO3WLUS IUIsI TPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCTIONIB30BAHUS TPH JieueHNH Oojie3Hn [lapkrHCOHA y manmeHTa, KOTOPOe BKIIFOUAET BBEICHHE
YKa3aHHOMY MalMEHTy 103bl OT Okoio 0,5 Mr Ao okojgo 75 Mr, BIUIOTh A0 MaKCHUMAaJbHOMU
CYMMapHO# 10361 75 Mr B aeHb, LY3154207 unu ero papmaneBTH4eCKON KOMITO3ULIUH.

B onHOM BapmaHTe peanu3anui AaHHOTO H300peTeHus npemnoxkeHsl LY3154207 unm
ero (apmaueBTuueckas KOMIIO3ULUS JUJIsl IPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONIb30BAHUS TPH JieueHNH Oose3Hu [lapkuHCOHA y manmeHTa, KOTOpOoe BKJIIOUAET BBEICHHE
YKa3aHHOMY MALUEHTy 103kl OT Okoio 0,5 Mr n0 okoyo 15 Mr, BIUIOTH 4O MakCHUMAJIbHOU
CyMMapHO# 10361 15 Mr B neHb, LY3154207 unu ero ¢papManeBTHYECKONH KOMIIO3ULIMH.

B omHOM BapmaHTe peanusalMy JAHHOTO n3o0pereHus: npemiokeHbl LY3154207 umm
ero (apmaueBTuUeckass KOMIIO3ULIUS JJIsl TMPOU3BOJACTBA JIEKAPCTBEHHOTO CPEACTBA ISt
UCTIOJIb30BAHUS MPH JieueHHH Oojie3Hu [TapkMHCOHA y ManMeHTa, KOTOPOe BKJIIOYAET BBEICHHE
YKa3aHHOMY MalMEeHTy CyTOYHOW JI03bI BBIOPAHHOHN M3 Ipymmbl, cocTosimed u3 0,5 mr, 1 mr, 2
mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 wnu ero
(apManeBTHIECKONH KOMITO3ULIHH.

B onHOM BapmaHTe peanu3zaluu JaHHOTO H300pereHms npemyoskeHbl LY3154207 wmm
ero (apmaueBTuUeckass KOMIIO3WLUSI JUIsI TPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIONB30BAHUS TPH JieueHNH Ooje3Hu [lapKHHCOHA y marueHTa, KOTOPOe BKIIFOYAET BBEACHUE
YKa3aHHOMY MalMEHTy 103bl OT Okojo 0,5 Mr Ao okojgo 75 Mr, BIUIOTh OO MaKCHUMAaJbHOMW
CyMMapHO# 1036l 75 mr B aeHb, LY3154207 unu ero ¢gapmMarneBTH4ecKOH KOMITO3ULIHUHU, TPH
5TOM MAaLUEHT COOTBETCTBYET IepecMOTpeHHbIM KputepusM MDS nnsa BII u nemenuumn ot
JIETKOM 1O CpeHeH CTENeHH, UYTO ONpPEIeNseTcsl CHIPKeHHNEeM KOTHUTUBHON (PYHKIIMU C OLIEHKOH
no wkaje MoCA ot 10 no 23.

B onHOM BapmaHTe peanuzanuu JaHHOTO H300pereHMs npeasokeHbsl LY3154207 wmm

€ro Q)apMaHeBTI/I“IeCKaSI KOMIIO3uNus AJid MNPOU3BOACTBA JICKAPCTBEHHOIO CpEACTBA Ui
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UCTIONB30BAHUST TPpH  JIedeHUH Oone3Hu IlapkMHCOHa y mMalMeHTa, KOTOpPO€ BKIIOYAET
JIJIMTEJIbHOE €KEHEBHOE BBEICHUE YKAa3aHHOMY MALMEHTY 03Bl OT 0KOJo 0,5 Mr a0 okojio 75
MI, BIUIOTb 1O MAaKCHMAaJbHOH CyMMapHOH nA03bl 75 mr B neHb, LY3154207 wunm ero
dapmareBTHUECKOH KOMIO3HMLMHK, TNPU ATOM MALHEHT IPOXOAMUT JIEYeHHE B TEUYEHHE, IO
MeHblIel Mepe, 21 nHs noapsa.

B onmHOM BapmaHTe peanusalMy JAHHOTO n3oOpereHus: npemyokeHbl LY3154207 umm
ero (apmaueBTHYeCKass KOMIIO3MLIUS MJII TPOM3BOACTBA JIEKAPCTBEHHOTO CpPEACTBA IS
UCTIOIb30BAHUS TIPH JIeueHUH OOJIe3HU AJbLreiiMepa y MalueHTa, KOTOPOe BKIII0YAET BBEIECHUE
YKa3aHHOMY TMaLMEHTy J03bl OT Okojo 0,5 Mr a0 Okojo 75 Mr, BIUIOTH A0 MaKCHUMAaJbHOM
CYyMMapHO# 10361 75 Mr B ieHb, LY3154207 unu ero papmaneBTHUECKOH KOMITO3HLIUH.

B onHOM BapmaHTe peanuszaluu JAaHHOTO H300pereHHs npemioxkeHbl LY3154207 wmm
ero (apmaueBTHUecKas KOMIIO3ULUS ISl TPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCTIOJIB30BAHUS TP JIeUeHHH OOJIe3HU AJbLireiiMepa y MalueHTa, KOTOPOe BKJIFOYAET BBEICHUE
YKa3aHHOMY MAalMEHTy 103bl OT OKojo 0,5 Mr Ao Okojio 15 Mr, BIJIOTH A0 MakCUMaJbHOMN
CyMMapHoi# 1036l 15 Mr B nenb, LY3154207 unu ero papmaneBTHUECKOH KOMITO3HLIUH.

B onmHOM BapmaHTe peanu3aluu JaHHOTO H300peTeHHs npemsoskeHbl LY3154207 wmm
ero (apmaueBTuUecKas KOMIIO3WLUS IUIsI IPOM3BOJACTBA JIEKAPCTBEHHOI'O CPENCTBA IS
UCTIONIb30BAHUS TP JIeUeHUH OOJIe3HU AJbLireliMepa y MalueHTa, KOTOPOE BKIIIOYAET BBEICHUE
YKa3aHHOMY TMalMEeHTy CyTOYHOW O3Bl BBIOPAHHOHN W3 Trpymmbl, cocTosimeii u3 0,5 mr, 1 mr, 2
mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mMr u 75 mr LY3154207 wunu ero
bapmareBTHUECKONH KOMITO3ULIIH.

B onHOM BapmaHTe peann3aluu JaHHOTO M300pereHMs npeasoskeHsl LY3154207 wmum
ero (apmaueBTuueckas KOMIIO3ULUS [UJIsI IPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCIIONIB30BAHUST TNPU JieueHUH Oonie3HH AublreiiMepa y MalUeHTa, KOTOPOe BKIIIOYAET
JJIMTEIbHOE €KEHEBHOE BBEICHNE YKa3aHHOMY MAaLUEHTy A03bl OT 0Kkoso 0,5 Mr 1o okosno 75
MI, BIUIOTh 1O MAaKCHMAaJbHONH CyMMapHOH nA03bl 75 mr B neHb, LY3154207 wunu ero
(apManeBTHUECKOW KOMIIO3HMLIMK, TPU 3TOM MALHEHT MPOXOAUT JICYEHHE B TEYEHHUE, IO
MeHblIel Mepe, 21 THa noapsa.

B onHOM BapmaHTe peanu3zaluu JAaHHOTO n300pereHus npemioskeHbl LY3154207 wmm
ero (apmaueBTHUecKas KOMIIO3ULUS ISl TPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
WCIIONIb30BAHUsl NPU CTUMYJHUPOBAHUU CHIKEHMsI MAacChl Tejla MALUEHTa, KOTOPOE BKJIIOYAET
BBEJEHUE YKa3aHHOMY MaLMEHTy 103kl OT okono 0,5 Mr go okojso 75 Mr, BIUIOTH 10O
MaKCUMaJIbHOH CyMMapHOW no3bl 75 mr B neHb, LY3154207 unm ero ¢dapmaueBTHUECKOit
KOMITO3ULINH.

B onHOM BapmaHTe peanu3anui JaHHOTO M300pereHus npemnoxkeHsl LY3154207 umm
ero (apmauneBTuUeckass KOMIIO3WLUS [UJIsI TNPOM3BOJACTBA JIEKAPCTBEHHOTO CPEACTBA IS
UCIIOJIb30BaHUsl NPU CTUMYJHUPOBAHUU CHI)KEHMsI MAacChl Te€Jla MALHUEHTa, KOTOPOE BKJIFOYAET
BBEJAEHHUE YKa3aHHOMY MalMEHTy 103bl OT okono 0,5 Mr ao okojgo 15 wmr, BmioTe 10
MaKCHUMaJIbHON cyMmapHO#W no3bl 15 mr B nmenp, LY3154207 umm ero ¢apmaneBTHUeCKON

KOMITIO3UIIMH.
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B onHOM BapmaHTe peanusalnuu JaHHOTO H300pereHMs npemsoskeHsl LY3154207 umm
ero (apmaueBTuueckas KOMIIO3WLUS JUIsI IPOM3BOJACTBA JIEKAPCTBEHHOIO CPENCTBA IS
UCIOJIb30BAHUS MPU CTUMYJIMPOBAHUHM CHUXXEHMsI MacChl Teja MallMeHTa, KOTOPOE BKIHOYAET
BBE/ICHNE YKa3aHHOMY MAIEeHTy CYTOYHOM 103l BHIOPAHHON M3 IPyIIbL, cocTosel us 0,5 mr,
1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mr u 75 mr LY3154207 unu ero
(bapmaLeBTHYECKOH KOMITO3HLINHL.

B onmHOM BapuaHTe peanusalmy JAaHHOTO n300pereHus npemyoskenbl LY3154207 umm
ero (apmaueBTuueckass KOMIIO3ULUSI ISl TMPOM3BOJACTBA JIEKAPCTBEHHOTO CPENCTBA IS
UCIIOJIB30BAHUS MPU CTUMYJIHPOBAHUHM CHUXKEHUSI MacChl Tejla MallMeHTa, KOTOPOE BKJIIOYAET
JJIUTEJIbHOE €KEHEBHOE BBEICHUE YKa3aHHOMY MALMEHTy J103bl OT OKOJio 0,5 Mr a0 okojio 75
MI, BIUIOTb 1O MAaKCHUMAaJbHONH CyMMmapHOW pn03bl 75 mr B neHb, LY3154207 wmm ero
(apManieBTHUECKOW KOMIIO3HWLIMHK, TPU 3TOM MAIHEHT MPOXOAUT JICYEHHE B TEYECHHE, IO
MeHblIen Mepe, 21 1Ha noapsa.

CrnenyeT NOHUMATh, YTO CIEAYIOLINE TEPMUHBL, YIIOMSIHYTbIE BbIIIE€ U BO BCEM OMMCAHUU
TAHHOTO U300pETEeHNs, €CIIM He YKAa3aHO HHOE, IMEIOT CIIEAYIOIINE 3HAUSHUS:

«DapMaleBTHUECKH TMPHEMJIEMbI  HOCHUTENb, pa30aBUTENb WIN  SKCIUIHEHT»
npeacTaBisieT co0oi cpeny, OOIIENPUHSATYIO B JAHHOW OOJNIACTH TEXHHUKHU JJIsl JOCTABKH
OHMONOrNYeCKN aKTUBHBIX ar€HTOB MJIEKOMUTAIOLINM, HATIPUMED, JIFOISIM.

«/1032» OTHOCHUTCS K 3apaHee ONPEAECICHHOMY KOau4ecTBy Win equHun 103 LY3154207,
pacCUMTAaHHBIX Ui TONYYEHHs JKEJIAeMOro TepameBThdeckoro »s¢dexkra y mMaiueHra.
Hcnonb3yeMblil B KOHTEKCTE JAHHOTO JOKYMEHTa TEPMHUH «MI» OTHOCHUTCS K MWUIMIPAMMY.
Hcnonb3yeMble B KOHTEKCTE AAHHOIO AOKYMEHTA MPEUIOKEHHBIE OUAINAa30Hbl 03 U J03bI
LY3154207 npencraBisitoT coO0l Maccy akTUBHOTO (hapMaleBTHUECKOrO HHrpeauenTa, 2-(2,6-
nuxjopdennn)-1-[(1S,3R)-3-(rugpokcumernn)-5-(3-ruapokcu-3-metunOytin)  -1-metmn-3,4-
AUruaApou3oxXuHoauH-2(1H)-un]sraHoHa, HE3aBUCHMO OT (POPMBI, B KOTOPOHM OH MPEIJIOKEH,
TaKOW Kak CBOOOIHOE OCHOBaHHE, COKpUCTAJLIMUEcKas (opma wiu 000N APYroi cocTaB WM
dopma. IlpenmnodrurebHO CTaHOAPTHBIE A03bI comep:kar 2-(2,6-muxnopdenun)-1-[(1S,3R)-3-
(runpoxcumeTn)-5-(3-ruapOKCH-3-MeTHIIOY THIT) -1-metun-3,4-nurugponsox uHoauH-2( 1 H)-
WI|3TaHOH U 4-THAPOKCHOEH30MHOI KUCIOTY B COKpHCTaIHUecKoi (popme. Mcronp3yemsrii B
KOHTEKCTE AHHOTO JOKYMEHTa TEPMUH «OKOJIO» O3HAUAeT YJOBJICTBOPHUTEIBHYIO OJHM30CTH K
YKa3aHHOMY 4YHCJIOBOMY 3HA4Y€HHMIO, TaKyl Kak Iuiroc uinu muHyc 10% oOT ykasaHHOro
YHUCJIOBOIO 3HAYECHUSI.

CrniocoOb1 m3rotoBnenust u npurorosienuss LY3 154207 w/wmm 2-(2,6-muxnopdernn)-1-
((1S,3R)-5-(2-ruapoKcu-2-MeTHIIIpOIuI)-3-(THApOKCUMETHIN) - | -MeTw-3,4-
nurnapon3oxuHonuH-2( 1 H)-un)stan-1-oHa, U3BeCTHBI B JaHHOH 00J1aCTH TEXHUKHU U U3JIOKEHBI,
Hanpumep, B WO 2014/193781 w/unu WO 2017/070068. Criocobsl npurotosienust LY3154207
1 €r0 COKPUCTAJIIOB, a TAK)K€ HEKOTOPBIX €ro MPUTrOTOBJIEHUN U 1O3UPOBAHHBIX JIEKAPCTBEHHbIX
(bopM M3BECTHBI CIIEITUATUCTY B JaHHOU 00acTH TexHukU 1 onricanbl B WO 2014193781 u WO
2017/070068. WO 2014/193781 onuceiBaeT HEKOTOPbIE COSAMHEHUS 3,4-TUTUIPOU30XHHOIUH-

2(1H)-una xak MojoKUTeIbHbIE ajuiocrepudeckue moayJsitopel (ITAM) peuentopa nodamuna 1
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(D1), BKJIFOUasi 2-(2,6-npuxnoppennn)-1-[(1S,3R)-3-(rugpokcumernin)-5-(3-runpokcu-3-
MeTunOyTun)  -1-merun-3,4-auruapon3oxuHoauH-2(1H)-un]3TaHOH M1 COKPHCTATHUECKYIO
bopmy, comepxamyr 2-(2,6-nuxnopdenmn)-1-[(1S,3R)-3-(runpokcumernn)-5-(3-ruapokcu-3-
MeTHIOyTH) - 1-metun-3,4-nuruapousoxuHonuH-2( 1H)-wn|stanon u 4-runpokcubeH30HHY0
kuciory, u wux xomno3umu. WO 2017/070068 omnuceiBaer Kpucrayupdeckui 2-(2,6-
nuxaopdennn)-1-[(1S,3R)-3-(runpokcumernn)-5-(3-ruapokcu-3-metunOytin)  -1-metmn-3,4-
nuruaponzoxuHonuH-2(1H)-unlsranon. LY3154207 npennodrureabHO MPUTOTABIUBAIOT B BUE
(hapMaleBTHYECKON KOMITO3ULIMK, KOTOPYK) BBOAST JIHOOBIM CHOCOOOM, O0€CIeYHBAFO MM
OMOMOCTYMHOCTh COEAUHEHMUs, BKJIIOYAsl MEePOPANbHBbINA, BHYTPUBEHHBIH U TpPaHCIEPMAaJbHbIMN
nytd BBeneHus. Hambosee mpennouyTHTENbHO, YKa3aHHbIE (hapMalleBTHYECKHUE KOMITO3ULIUH
NpeaHa3HaYeHbl s nepopanbHoro BeeneHus. LY3154207 MOXXKHO BBOAUTH OTAENBHO UJIM B
dopme (apmaneBTHUECKOH KOMIIO3UIMU C (hapMaeBTUYECKH NPHUEMIIEMbIMH HOCUTENSIMHU,
pa3baBUTENSIMA WM SKCUUIMUEHTAaMU. Bo BceM omucaHuy, e KOMIO3HLIWHU OIHCaHbI Kak
UMEOIIYe, BKIOYAIOIINE WIH CONepIKallue KOHKPETHbIE KOMIIOHEHTBI, MPEAIOIaraeTcs, 4ro
KOMITO3ULIMH TaK)K€ COCTOSIT MO CYILIECTBY M3 WM COCTOAT M3 MEPEUYHUCICHHBIX KOMIIOHEHTOB.
Takune QapmaneBTHYeCKHe KOMIIO3HIMU W CHOCOOBI MX IMPHUTOTOBIIEHHUS] W3BECTHHI B JAHHOM
obnactu texuuku (cm., Hampumep, The Science and Practice of Pharmacy, L.V. Allen, Editor,
22nd Edition, Pharmaceutical Press, 2012). B npurorosneann LY3154207 00pIMHO CMEIIUBAIOT
C OHKCLUIHUEHTOM, Pa30aBISIFOT 3KCHMITMEHTOM WM 3aKJIOYAI0OT B TAKOH HOCUTENb, KOTOPBIH
MOXeT ObITb B (OpMe KarcyJipl, came, OyMa)KHOro IakeTa WM APyro emkoctu. Ecmm
SKCLUMHEHT CIYKUT B Ka4eCTBE pa30aBUTENsI, TO OH MOXKET OBITb TBEP/bIM, ITOJYTBEPABIM MU
KUJIKMM MaTepuasioM, KOTOPbIM AEWCTBYeT KakK HAIOJHUTENb, HOCHUTENb WM Cpeda s
AKTHBHOTO MHIpeaueHTa. Takum o0pa3oM, NMPUTOTOBJIEHHS MOIYT ObITh B (hopme TaONeToK,
IIJIIOJIb, TIOPOIIKOB, MACTHJIOK, Calle, KPaXxMaJIbHbIX KaIlCys, HaCTOEB, CYCIIEH3UH, SMYyJIbCUH,
pPacTBOPOB, CHUPOIOB, a’po30Jieil (B BHIE TBEPAOrO BEINECTBA WM B JKHIKOH cpene), Masew,
COZepIKALINX, HAPUMep, BIUIOTh 10 10% Mo Macce akTUBHOTO COSAMHEHUS], MSITKUX U TBEPIBIX
JKEJIATHHOBBIX KaICyJl, TeJiel, CYMNIO3UTOPUEB, CTEPWJIbHBIX PACTBOPOB Ui HHBEKLUUH U
CTePWJIbHBIX YNAKOBAaHHBIX TMOPOIIKOB. HekOoTopble mpHUMEpbl MOAXOAALINX SKCLUIMHEHTOB
BKJIFOYAIOT JIAKTO3Y, JEKCTPO3y, caxapo3y, COpOUT, MAHHUT, KpaXMaJbl, apaBUHCKYIO KaMeb,
¢dochar kanbIys, aTbrUHATHI, TPATAKAHT, JKEJIATHH, CHJIMKAT KaJIbLHs, MUKPOKPUCTAJUTHUECKYIO
LEJUTIOJIO3Y, TOJMMBUHWIMAPPONHUIOH, LEJUII0JIO3y, BOAY, CHPON U  METHILEIUIIOJIO3Y.
[TpuroToBieHNsT MOTYT IOTOJIHUTEIBHO CONEPKaTh. CMA3bIBAIOLINE areHThl, TAKUE KaK TaJIbK,
creapaT MarHus W MHHEPAIbHOE MacjO, CMAauyUBAIOIIME AareHThbl, 3MYJIbCUPYIOIIUE |
CYCHEHIUPYIOIINE AareHTbl, KOHCEPBAHTBHI, TaKHMe KaK METHUJ- W TPOIMWITHIPOKCHOEH30aThI,
NOACNACTHTENN; U apomaru3atopbl. CoenuHeHWs 1O JaHHOMY H300PETEeHHIO MOTYT OBbITh
BBEICHbI B NPUTOTOBJIEHHE TaKUM 00pazoMm, 4ToObl oOecneuuTh OBICTpOE, 3aMEIJICHHOE WIIH
OTCTPOUYEHHOE BBICBOOOK/IEHHE AKTUBHOIO HHIPEAUEHTA II0CJIE€ BBEACHHS NAMEHTy C
UCTIOJIb30BAaHUEM NPOLEAYP, W3BECTHBIX B JAaHHOW oOnacTh TexHUKU. Crienuanuct B o0JacTH
NPUTOTOBJIEHUSI NIPENApaTOB MOJKET JIETKO BBIOPATh NMPAaBHIIbHYIO (GOPMY U CIIOCOO BBENEHUS B

3aBHCUMOCTH OT KOHKPETHBIX XapaKTEPUCTUK BBHIOPAHHOTO COENMHEHMs] W/UIH ero (opmbl,
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PacCTPONCTBA MM COCTOSTHUSA, MOMJIEIKALIETO JICYEHUIO, CTAAMH PACCTPOMCTBA WIIM COCTOSHUSA U
APYTUX COOTBETCTBYIOLIMX oOcTOsITeNbCTB. B Tabmuie HIDke MpencTaBieHbl IMPUMEPHI
BbIOPAHHBIX CTAHIAAPTHBIX JIO3UPOBAHHBIX (HOPM, NPEAJIOKEHHBIX B BHAE TaONETOK A
NepOPaIbHOTO BBEJIEHHSI B COOTBETCTBUHU C PEXXUMaMH TO3UPOBAHMS MO JTAHHOMY H300PETEHHIO.
Crneunanuct B JaHHOM OOJACTH TEXHMKHM MOXKET MCIOJb30BaTh JAHHBIE MPUMEPBI BMECTE C
XOpOIIO H3BECTHBIMH  CIOCOOAMU  TNPHUTOTOBJEHUS [UIS MOJYYEHHs JOIOJHHUTEIbHBIX
NPUTOTOBJICHUH W/WJIN CTAaHIAPTHBIX TO3UPOBAHHBIX (POpM.

CrannaptHas Jlo3a

(Mr LY3154207, 1 3 5 10 25 30 50 75

AKTUBHBIN MHTPUIUEHT)

Kommnonenrt Mr mr Mmr Mr Mr Mmr Mr Mmr

Coxpucran LY3154207-
1.3 3.9 6,5 13,1 | 32,7 | 392 | 653 98
bensoiinast Kucnora (mr)

MukpokpucTanInieckas
116,8 | 112,3 | 109,7 | 1264 | 81,1 | 142,8 | 162,2 | 243.3

Ienmonoza
Kpockapmennosa
6.3 6,3 6,3 7.5 6,3 10 12,5 18,8

Harpus
Creapundymapar

prunyvap 0,6 2,5 2,5 3 2,5 4 5 7,5
Harpus
Juoxcun Kpemuust 0 0 0 0 2,5 4 5 7.5

Macca Snpa Tabnetku

(mr):

125 125 125 150 125 200 250 375

ITokpeiTHeE: 4 5 5 6 5 8 10 15

CranpmapTHble 03Bl 1O JAHHOMY H300pETEHHMIO TMPUTOTABIUBAIOT B  BHIE
(apManeBTHUECKNX KOMITO3ULIUN, BBOAWUMBIX JIOOBIM TyTeM, KOTOPBIH IENIaeT COeIHHEHUE
OMOMOCTYIHBIM, NPEANOYTUTENILHO TaKHE KOMITO3UIMU MpeaHAa3HaYeHbl Ui TMEPOpPaTbHOTO
BBeleHUs. lcnonb3yemble B KOHTEKCTE MAHHOTO JOKYMEHTAa TEPMHUHBI «BBEAEHUE» WU
«BBOJIUTBY BKJIOYAET MPOLIEAYPY, PU KOTOPOH MALMEHT CaMOCTOATENbHO BBOAUT LY3154207,
w/wmm npu koropoit LY3154207 BBOmMT npyroil 4einoBeK, W/HMIM NpPU KOTOPOH MalMeHTa
WHCTPYKTUPYIOT W/WJHM TipeanuchiBatoT npueM LY3154207 B COOTBETCTBUM C KOHKPETHBIM
pexum. lIpennoururensno LY3154207 BBOmsaT yrpom. IIpeanodyTuTenbHO yKa3aHHBIE
crangaptHble 103bl LY3154207 npuHMMarOT OAMH pa3 B JE€Hb, HA YTO YKa3bIBAET
UCIIOJIb30BAHUE B JaHHOM [OKyMEHTe TepMmuHa «B paeHby». IIpennoururensno LY3154207
NPUHUMAIOT eXeAHeBHO. Mcmonp3yeMblli B KOHTEKCTE€ JAHHOTO JOKYMEHTa TEPMUH
«eXeIHEeBHOE BBeAeHUE» BKIto4UaeT BBeaeHue LY 3154207 B BUne KOHKPETHOU CXEMBI JICYEHHUS,

NpeIHa3HAYeHHON Ui 00€CTIeYeHHs MOJIOKUTENBHOTO 3 eKTa OT IITUTEITBHOTO U PETYJISIPHOTO
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npuema LY3154207 B ykasaHHbIX Ao3ax. B 4acTHOCTH, «€KEAHEBHOE BBEAECHHUE)» BKIIIOYAET
BBEJICHUE KaXAbIH JE€Hb MOCIEAOBATENBHO B TEUEHUH, 10 MEHbIIEH Mepe, ABaALATH OQHOIO IHs
NOAPSAN WIM IO TeX IOp, MOKa 3TO OyneT HeoOXOAWMO MJisi NMPENOTBPALIEHHs Y MAlHeHTOB
NPU3HAKOB U CHUMNTOMOB nodamunepruueckoro Hapyuienus LIHC. Ecnu nanuent uHOrma
NPOMYCKAeT JAE€Hb, TO OH MOXET IPOCTO BO3OOHOBUTH BBEJACHHE HA CIEAYIOIIYIO [€Hb,
YKa3aHHBIA AJI1 BBEIEHUs, U TaKOH Ciy4ail OyJeT MpOROJDKaTh MPENCTABISTh «EXKETHEBHOE
BBeZieHUE». Mcnonp3yemelil B KOHTEKCTE AAHHOTO AOKYMEHTA TEPMHUH «EKEIHEBHO» O3HAYaeT,
yto LY3154207 BBOAUTCSA OAUH pa3 B KaKAbIN 24-4aCOBOH MEPUOA WIM OAMH Pa3 B KaXAbIH
KaJieHAapHbli neHb. Mcrnonb3yeMblil B KOHTEKCTE JAHHOTO OKYMEHTa TEPMHH «E€XXEIHEBHO»
osHavaeT, uto LY3154207 BBOOAT HA NMOCTOSHHON HENPEPBIBHON OCHOBE, NMPU 3TOM BBEACHHE
BKJIFOYAET, KaK MCIOJB3YEeTCs] B JAHHOM JOKYMEHTE, BApUAHT, KOTJa MAlUEHTy BBOASITCS AO3BI
W/WIM KOTJa TAaLMEHTY MPEANHCHIBAIOT MPUHUMATh J03bl KaK 4acThb CXeMbl JieueHus. Korma
CHOCOOBI OMHUCAHBI KAaK HMEIOINNE, BKIIOYAIOIINE WIM COAEpIKallNe KOHKPETHbIE CTaauu
mporecca, NPOLEeCChl TAKXKE COCTOST MO CYLIECTBY U3 MIIM COCTOAT U3 MEPEUMCICHHBIX CTaIHUU
npouecca. Kpome Toro, cnenyer moHMMaTh, 4TO MOPSAAOK CTAAUN WIM MOPSAOK BBINTOJHEHUS
OTIPENENIeHHBIX AEHCTBUI HE BaXKEH, €CIIM IMPU STOM H300pETEeHHE MOXKET OBbITh Peasn30BaHO.
Kpome Toro, nBe win Oosiee craguii Wik ASHCTBUIA MOTYT OBbITh MPOBEIEHBI OTHOBPEMEHHO.

Hcnonb3yeMblil B KOHTEKCT€ MAHHOIO AOKYMEHTa TEPMMH «IALUEHT» OTHOCHUTCS K
YEJIOBEeKy, U TMALUEeHTbl, KOTOpbIE MPOXOAAT JIEYEHHE C TIOMOUIBK) JAHHBIX PEKHUMOB
IO3WPOBAHUS, SIBISIFOTCA NalMeHTaMHu ¢ aodamuHeprudeckuM Hapymenuem L[HC wu, kax
TAKOBbIE, HMEIOT OOI[He 3THOMATOJOTHYECKHE AaCMeKThl, INPU KOTOPbIX H3BECTHO, YTO
HApyLIEHUs TMepefayd CUTHaJoB pAodaMHHA BHOCAT BKJAX B JaHHbIE 3a00J€BaHMUSL
Hcnonp3dyeMble B KOHTEKCTE€ JAHHOIO JOKyMeHTa aodamuHeprudeckue Hapymenus [HC
BKJIFOYAIOT, HO HE OrpPaHMYMBAIOTCS UMM, Oone3Hb IlapkuHcoHa, Oone3Hb Aublreiimepa,
6onesnp nuddysubix Tenen Jlesu (BATJ), cocymuctyro nemenuuto, mmsodppenuro, CJBI,
JENPECCHI0, ayTH3M, XPOHHUYECKYIO CKEJIETHO-MBIIIEUHYI0 00J1b, (PUOPOMUANTHIO, KOTHUTHBHbBIE
HAPYLICHHs, HAPYIICHUS] CHA, U30BITOYHYIO JHEBHYIO COHJIMBOCTb, HAPKOJICTICHIO, HApYyLICHHE
CHa TIpU CMEHHOH padoTe, YepermHO-MO3TOBYK) TpPaBMy, XPOHUYECKYHO TPaBMATHUECKYIO
SHIE(ATONATHIO, OXKUPEHHE M HAPYLICHUS PETyJISLUN amleTUTa, PacCTPOHCTBA HACTPOEHUS,
JIETApPTUi0, amaTUI0 U aAJUKTHUBHBIE paccTpoiicTBa. MneHTndukauus ManueHTOB C JaHHBIMH
nopamuneprudeckumu  HapymeHusimu LIHC moker ObITh JOCTHrHYyTa OOIIENPUHSATHIMU
crioco0amu, U3BECTHBIMH CIIEIHATICTY B JAHHOHN 00J1aCTH TEXHHKH.

B BapmaHTax peanuszaldu JAHHOTO M300pETeHMs MALHEeHT MpPEACTaBIsieT COOOMH
YeJIOBEKa, Y KOTOPOro ObUI AMArHOCTHPOBAH MENULIMHCKUI PUCK, COCTOSTHHE WM HapYLICHUE,
Takoro kak podammuepruueckoe Hapymenue I[HC, Hyxparoomerocss B JI€4EHHH C
UCIIOJIb30BAHUEM PEKMMa IO3UPOBAHMs, ONHCAHHOIO B JAHHOM JOKyMeHTe. B Tex ciydasx,
KOTZla pacCTPONCTBA, KOTOPBIE MOXHO JIEUUTh C TIOMOLIBIO CIIOCOOOB IO JIaHHOMY
N300pETEHNI0, U3BECTHBI MO0 YCTAHOBJIEHHBIM M NPUHATHIM Kiaccupuxanusm, Harnpumep BA,
BbII, BJATJI, mx xmaccupukanuu MOTyT OBbITb HaWAEHBI B pPa3sHBIX XOPOLIO M3BECTHBIX

MECIULIMHCKHUX HCTOYHMKAX. Haan/IMep, B HACTOsALICE BpEMs 5-¢ HU3aaHUEC HI/IaFHOCTI/I“IeCKOFO u
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CTaTUCTHYECKOTO PYKOBOACTBA IO McuxuueckuM HapymeHussMm (DSM-5) mpenocrasnsier
IUAarHOCTHYECKUI MHCTPYMEHT JUIA HACHTU(UKALIMN MHOTUX HapYLIEHUH, OMUCAHHBIX B JTAHHOM
nokymenre. Kpome Toro, kmaccuukauus MHOTHMX PpAacCTPONCTB, ONHCAHHBIX B JAHHOM
JNOKYMEHTe, TpeAcTaBiieHa B MexnyHapoaHOH KiacCupukauuu OoJie3HeH, necstas penakius
(ICD-10). Cneunanuct B JaHHOW 00JIACTH TEXHHUKU MOWMET, YTO CYIIECTBYIOT aJbTE€PHATHBHBIE
HOMEHKJIATYPbl, HO30JIOTHM M CHUCTEMbl KJIacCU(PHUKALUK Al PAacCTPOMCTB, OMUCAHHBIX B
JAHHOM JOKYMEHTe, BKJouas Te, koropble omucaHel B DSM-5 u ICD-10, u 9yto cucremsl
TEPMHUHOJIOTHH ¥  KJIACCU(PUKAIMKM PA3BUBAIOTCS C pPa3BUTUEM MEIULUHCKOW HAYKH.
KorautuBHble HapymeHus y CyObekToB C Oonesnbto [lapkuHCOHAa OOBIYHO HA3BIBAIOT
HEHPOKOTHUTUBHBIM paccTpoiictBoM. JluarHoctudeckue kpurepun B DSM-5 (5-e uznanue
JIMarHOCTHYECKOTO U CTaTUCTHYECKOrO PYKOBOJACTBA IO TMNCHXHUYECKUM HAPYLICHHSIM)
OIHUCBIBAIOT CBUAETENIbCTBA 3HAUUTENILHOTO CHUKEHUS! KOTHUTHBHBIX (DYHKIIHH 110 CPAaBHEHHIO C
NPEABAYINAM YPOBHEM MPOAYKTUBHOCTH (OECIIOKOMCTBO HMHAMBUIYYMa WM OCBEIOMHTEIIS,
3aJOKyMEHTHPOBAHHOE HEWPOICHXOJOTHUYECKUM TECTHPOBAHUEM), U NPH 3TOM KOTHHTHUBHBIE
paccTpoiicTBa MOTYT MeIIaTh UM He MellaTb HEe3aBUCHMOCTH B IIOBCEHEBHON €ATEIbHOCTH.
OT0 KBaMTUPHUIHMPYETCS KaK CEPbe3HOe WM JIErKOe HEHPOKOTHHTUBHOE PacCTPOHCTBO.
Hcnonb3yeMblil B KOHTEKCTE JaHHOTO JJOKYMEHTAa TEPMUH «CHU)KEHHE MACChl T€JIa» OTHOCHUTCS K
CHIDKEHHMIO MacChl TeJla W/HIHM K MOCTOSTHHOMY KOHTPOJIIO MacChl T€Ja, NMPH KOTOPOM JieUeHUEe
CTIIOCOOCTBYET MOAAEPIKAHUIO MAcChl TENIA B JKEJTAEMOM JHAaIa3oHe.

B KOHTEKCTe MaHHOrO JOKYMEHTa MOAPa3yMeBAeTCs, YTO TEPMHHBI «JICUEHHE» H/HIN
«JIEYUTb» OTHOCATCA KO BCEM IIpolieccaM, KOTOpble MOTYT MPUBOAUTH K 3aMEIJICHHIO,
NPEPBIBAHUIO, CAEPKUBAHUIO, KOHTPOJIMPOBAHMIO WM MPEKPALEHUIO IPOTrPECCUPOBAHMUS
CYLIECTBYIOLIEr0 HAPYIIEHUs] U/UJIM €r0 CUMITOMOB, HO HE0Os3aTeNIbHO YKa3bIBAIOT HA MOJHOE
YCTPaHEHHE BCEX CUMITOMOB.

Jleqammii Bpay-qUarHoCT, KaK CHELUAIUCT B AAHHOW OOJIACTH TEXHHKH, MOXKET JIErKO
OMpeneNuTh MA03y, BBIOPAHHYIO W3 PEKHUMOB JO3MPOBAHUS, TNPENJIOKEHHbIX B JaHHOM
JIOKyMeHTe, HaOnro#as 3a pe3yJbTaTaMH, TOJYYEHHbIMM B pe3yjbrate JedeHus. l[lpu
onpeneneHuy KOHKpeTHOM no3bl LY3154207 u3 pexxuMOB [O3UPOBaHUS MO JAHHOMY
U300pETEHUI0 YYUTBHIBAETCS psia  (PAKTOpOB, BKJIIOYAs, HO HE OrPAHUYMBASCH 3TUM,
nopamuneprudeckoe Hapymenue LIHC, koTopeIM cTpamaer mauueHT, Maccy Tenla, BO3pacT U
o0miee COCTOSIHHE 3[0POBbsI MALIMEHTA; CTENEeHb IMOPAKEHUS WIH THKECTb PacCTPOICTBA;
pPEeaKLUI0 OTAENbHOrO MAallMeHTa, HCIOJB30BAHUE APYTUX COMYTCTBYIOLIUX JIEKAPCTBEHHBIX
CPEACTB; U IPyrHe COOTBETCTBYIOLINE OOCTOATENBCTBA.

Pexxum 103upoBaHUs IO TAHHOMY M300PETEHHIO MOXKET HCIIOJIb30BAThCS B KOMOMHAIIH
c APYTUMHU JIEKapCTBEHHBIMU CpencTBamy, KOTOpbIE HCIIOJIb3YIOTCS TSt
JedeHus/pouIakTHKK/TIOAaBIeHUsT Wik odjierdenus: nodpamuneprudeckoro Hapymenus [THC.
Takoe mpyroe yiekapcTBO(a) MOXKHO BBOAUTH OOBIYHO HCHOJB3YEMbIM CIOCOOOM U B OOBIMHO
UCIIOJIb3YEMOM KOJIMYECTBE, OJHOBPEMEHHO WiM nocnenosaTenbHo ¢ LY3154207. Hanpumep,
Apyrue aKkTHUBHbIE MHTPEIUEHTHI, 3G (eKTUBHbIE MpH JieueHun Oone3Hu IlapkMHCOHA, KOTOpPBIE

MOXXKHO KomOunupoBath ¢ LY3154207, BkiOuUaroT, HO HE OrPAHUYUBAKOTCS UMHU. ()
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NpEeAIleCTBeHHUKN no(aMuHa, Takhe Kak JIeBOAOMa;, MejeBogoma W stwieBonomna; u (b)
aroHucTel AodaMHHA, BKJIOYAs MPAMUIEKCON, PONUHUPOJ, anoMOpduH, pPOTHUTOTHUH,
OpOMOKPHINTHH, KaOEPTOJIUH U MEPTOJIUA.

KPATKOE OIIMCAHUE I'PAOHUYECKHUX MATEPHUAJIOB

Qurypa 1: Jluzaiin uccnenosanuss HBEA, uccnenoBanue oqHOKPAaTHON HapacTarollen
J03bI MOJIOKUTEIBHOTO AJIIOCTEpUUIECKOro Moaynaropa perenropa D1 LY3154207, ¢ yuactuem
3JI0OPOBBIX TOOPOBOJIBIIAX.

*0630p 6€30MacCHOCTH OCYMIECTBISIM TOCHE BBEIEHHS KaKIOrO YPOBHS O3Bl 10
MOCJIEAYIOLIETrO MOBBIIIEHUS A03bL

*[ToBbiweHne 10351 GbLIO npekpaieHo Ha 200 Mr u3-3a peakiuil CO CTOPOHbI CEpAECUHO-
COCYIMCTOMN CUCTEMBI.

CMXX=CnuHHOMO3TOBas JKUIKOCTD; LY=LY3154207, I[TBO=mnnanebo;
OK=dapmakoknHeTHKA.

Qurypa 2: HBEB, ®a3a 1, ¢ 01HOKpaTHBIM BBEICHUEM Mpenapara, paHIOMU3UPOBAHHOE,
1ae00-KOHTPOIIMPYEMOe, HETMOJTHOE MEePEKPEeCTHOE MCCIeNOBaHNE, COCTOsIIee U3 4 JacTei, C
y4acTHEM JIMIIEHHBIX CHA 37I0POBBIX CYOBEKTOB My:»KcKoro noja (n=17). BiusHue ogHOKpaTHON
no3el LY3154207 Ha cocTosiHue OONPCTBOBAHHS, U3MEPEHHOE C MOMOLIBK) MHOXECTBEHHOTO
tecra sateHTHOcTH KO cHy (MTJIC) ¢ ywacTuem JHMINEHHBIX CHa 3J0POBBIX CYOBEKTOB
My>KCKOro monia. JIaTeHTHBIH Mepuox cHa mpezactaBisier coOoit Bpemst ot Hawama MTJIC no
nepBoro oOHapykeHust cHa (B MuHyTax). Ecinu cyObekt He cnan B TeueHue nepuoga MTIIC,
perucTpupoBaics JaTeHTHeld nepuoa cHa 20 wmuHyT. JAM=n0BepuUTENbHBI HHTEPBAI,
HaVMEHBbIINN KBajapar=crnocod HauMeHblnnx kBagpaToB, MTJIC=MHOXeCTBEHHBIH TeCT
JIATEHTHOCTH KO CHY.

®urypa 3: Jluzaitn uccnenosanust HBEC, uccnenoBanne MHOrOKpaTHBIX BO3PACTAOLINX
103 LY3154207,

PaHIOMHU3UPOBAHHOE, JIBOMHOE ciernoe, mianedo-KOHTPOJIUPYeMOe, C MHOTOKPATHBIM
BBEICHUEM BO3pPACTAIOIIMX JA03, HUCCIENOBAHME HA MapajuleNIbHBIX TIPYINax C Y4aCTUEM
3nopoBbix cyOpekToB (Yacth A) u yuactHukoB ¢ BII (Hacte B), xotopble mnonyyanu
OHOKpaTHble cyTo4Hble 1036l LY3154207 (15, 30, 75 wim 150 mr B Yact A u no 75 mr B
UYactu B) nm nnane6o B Teuenue 14 qHei.

"HMccnenoBanue Kaskaol KOTOPThI ¢ BO3PACTAIOINEH M030M HAYMHAIM TOJIBKO IIOCIE
aHaM3a JaHHBIX MO 0€30MacHOCTH, MO MeHbIIeH Mepe, Ha JleHb 7 W3 Mpenpiaylieid KOropThlL.
®Yyacrruku ¢ BIT B Koropre 6 nonydanu TUTpyeMble JO3bI A1 ONPENEIEHUs BIUSHUS JAHHOTO
peskuma nosupoBanust (Hampumep, Jum 1-3: 15 mr; Haum 4-6: 30 mr;, u [am 7-14: 75 mr) Ha
peakuuu CO CTOPOHBI CEPAECUHO-COCYAUCTON cucTtembl. IIpumedanue: Bce KOroprtsl mosydanu
no3y B teueHue 14 nueti. OKH=otmen ximHuueckux wuccienosannii, LY=LY3154207;
I[MbO=mnaue60; bII=6one3ns [lapkuHcona; P=pannoMu3upoBaHo.

®Durypa 4. Uccnenosanue HBEC, moropHble cumnTomel y nauueHtos ¢ BII mpu 14-
THEBHOM JieueHUH ¢ ucnoib3oBaHueM LY3154207. OueHky ABUraTeNbHOM aKTUBHOCTU IS

yuacTHUKOB ¢ bII, momyuaBmmx LY3154207, cpaBHuUBamu C OLEHKOM MJi1 Y4YaCTHHUKOB,
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NoJy4aBIIUMH 11anedo, ¢ ucnonb3oBanueM mkaisl MDS-UPDRS Yacts II1. Koropra 5 (LY 75
mr), Koropra 6 (turpoBanue LY 75 mr) (Yuacrauku ¢ BII B Koropre 6 monywanu 15 mr B [lau
1-3 1 30 mr B [Iau 4-6), Koropta 5/6 (IIBO).

Qdurypa 5: IlpocTpaHcTBeHHass pabodass maMsATb VY B3POCJIOH  MakKakH-pe3yc:
OnHOKpaTHOE BBENECHUE HAIOJHUTENsA, JaHHbIE Al Tpynnbl U3 10 JKUBOTHBIX, HANOJHUTENb
BBOAMIU B JleHn 1.

@urypa 6: IlpoctpancTBeHHast pabodass mamsTb Yy B3POCIOH MaKaku-pe3yc:
OnnokpatHoe BBenenue DPTQ B no3e 2,5 mr/kr.

@urypa 7: [IpocTpancTBeHHas pabodasi mamsTh y B3pOCION Makaku-pesyca: BiusiHue
noBTopHOU 10361 DPTQ 2,5 mr/kr B [lens 5.

@urypa 8: IlpocTpancTBeHHass pabouasi mamsiTh y B3pOCIOH Makaku-pe3yc: BimsHue
DPTQ npu BBeneHNH B HU3KOI 103€ paBHOii 0,1 mr/kr.

@urypa 9: IlpocrpancTBeHHast padouasi mMamMsITh Y B3pPOCIBIX MakKak-pe3ycos: BrusiHue
no3sl 1,0 mr/kr DPTQ Ha npocTpaHCTBEHHYIO pabOUyIO MaMsITh.

IIpumep 1: Knununueckue HMccnenosanus 1. Y3154207, Paza 1

LY3154207 B nanHOe BpeMsi HaXOmWUTCs B (a3ze 2 KIMHUYECKOTO HCCIENOBAHUS TMPU
neuennn Oonesnn auddysuex Ttenen Jlesn (NCTO03305809). Ilpenbinymme paHHble 3
3aBEepIICHHBbIX KIMHHYECKHX (papmakonornmyeckux wucciaenosannii ¢assr [ LY3154207,
uccinenosannii HBEA, HBEB u HBEC, mnpenoctaBisiioT [0Ka3aTelbCTBA KOHLICTILIHH
ucrionb3oBanust LY3154207 nna neueHust nopaMUHEPrHUECKOro HapyIIEHUs LEHTPaJbHON
HEPBHOM CUCTEMBI Y NMALIMEHTA, BKJIKOYasl BBEACHUE YKA3aHHOMY MALUEHTy A03a OT 0koJo 0,5 Mr
710 OKOJIO 75 M, BIUIOTb JO MaKCUMAaJIbHOM CYMMAapHOM f03bl 75 Mr B f1eHb, LY3154207 unu ero
(bapmMaeBTHUECKONH KOMITO3ULIIH.

HBEA npexncraBiasier co0oil  ucclieqoBaHHWE OOHOKPATHOM HApacTaroled  JT03bI
MOJIOKUTENBHOIO  ajutocTepudeckoro mopayisaropa LY3154207 penentopa D1 ¢ yuactuem
310poBbix aoOposonbleB. MccnenoBanne HBEA HampaBiieHo Ha ompenesieHre 0e30MacHOCTH,
NEePEeHOCUMOCTH, a Takxke ¢apmakokuHeTuku (PK) B LeeBbIX opraHax M NepUPepUIecKHX
TKaHSIX OJHOKPAaTHBIX Bo3pactarommx no3 LY3154207 y 3nopoBbix cyObekToB. MccnenoBanue
HBEB nHampasieHO Ha OLEHKY BIMsHUS OfHOKpaTHOU A03bl LY3154207 Ha naTeHTHBIN nepuos
CHA y 3JJOPOBBIX CyOBEKTOB MY’KCKOTO TI0JIa, JJUIIEHHBIX CHA, IO Pe3yJIbTaTaM MHO)KECTBEHHOTO
tecta jJareHtHocTH kKo cHy (MTJIC). HBEA npexncrasnsier coboii @asy 1, paHIOMU3UPOBAHHOE
IBOUMHOE CJIeTNoe TUIaled0-KOHTPOIUPYEMOe UCCIIEOBAHUE, COCTOSINEe U3 2 YacTel, C y4acTHeM
30POBbIX MYKYMH WM >keHIMMH. Yactb A umeeT 3-NepUOIHBIM MNEpEeKPecTHBIH IUIaH
WCCIICIOBAHUSl C 2 4YepenyrLIUMHUCS KOropTaMu C HapacTalolleld OJHOKPaTHOM [A030#, U
cyOBbekThl ObUTH paHIoOMH3HpOBaHbl Ha npueM LY3154207 (n=6) mwnu mnanebo (n=3) B KaXI0H
KOropTe B KaXIbII NMepuoA Ao3upoBanus. HacTe B umeeT ogHONEpUOAHBIN TUIaH UCCIIENOBAHMS
C 2 KOropTaMH ¢ OTHOKPATHBIA MPUEMOM H C OTOOPOM OOpPa3IOB CIIMHHOMO3TOBOH JKHIKOCTH
(CMX), u B ka0 KOropTe MalueHThl ObLIN paHAOMHU3HPOBaHbl Ha npueM LY3154207 (n=8)
i ianedo (n=4). [lnan uccnenosanus rpencrasied Ha Our. 1.

HBEA, Yacts A - Uccnenosanne OnHokparaoil Hapacrarowei Jo3sl (OHJ SAD)
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JlanHOoe wuccienoBaHue mpeacraBisieT codoir ¢aszy 1, OHJI, nepekpecTHbIN IUIaH
uccnenoBaaus LY3154207 ¢ yuacTueM 310pOBBIX CYOBEKTOB, IPOBEACHHBIN B 2 YepENyIOIINUXCSI
KOroprax ¢ yeeianueHueM 103bl. CyobekTaMm BBOIAT 10361 25 mr, 75 mr, 100 mr, 150 mr u 200 mr
win 1ianedo. OueHuBaeMble MapaMeTpbl 0€30MaCHOCTH BKJIIOYAIOT HEXKEJATENbHbIE SIBICHHS
(HA), nabopatopHble uccnenoBaHusi 0€30MaCHOCTH, MOKA3aTeNN KU3HEHHO BAXKHBIX (DYHKIIHH,
aMOyJIaTOPHBII ~ MOHMTOPMHI  apTepuanbHoro  masnenus  (AMAJ[, ABPM) wu
snekrpokapauorpammy (IKI'). CyObexThl mpenocTaBisitoT 00pas3ibl KPOBU TOCHE BBEACHHUS
JI03bI Mpemnapata sl u3MepeHust kKoHueHtparuu LY3154207 B mazme nuist ouenku OK.

B uccnenoBanue ObUIO BKIIFOYEHO BOCEMHAILATh CYOBEKTOB, U3 KOTOPBIX 17 3aBepLInim
uccnenoBanne. CpenHuii Bo3pact cyobektoB (SD) cocrasisin 33,6 (13,0), 16 cyObekroB Obutn
myxunHamu (89%) u 16 Obutn mpencraBuTensiMu eBporneouaHol pacel (89%). Onun cyOBeKT
BBIOBII M3 WCCIIEAOBAHUS HW3-32 YYBCTBA TPEBOTU mocyie mpueMa ao3bl 150 mr. B obmeit
cnoxxHocTy 3adukcuposano 111 HS, BO3HMKIIMX B XOZe JICUEHHUs, U B OCHOBHOM OHU ObLIH
nerkumu (101/111). BeccoHHuIa, CHIDKEHHE aIMeTUTa, YYBCTBO TPEBOTH, T'OJOBOKPYXKEHUE,
rOJIOBHasi 0OJib, TOIIHOTA, OONH B BepxHEH OONAaCTH KWUBOTA U JUCTEB3Wsl ObUTM HauboJee
yacteiMu HA, u 6onbmmacTBO (69/111) Bo3HMKamu npu no3ax >100 mr. J10303aBUCUMBINA CHTHAI
00 ydYameHny myJbca M apTepHaIbHOrO JaBIeHHUs HAOMIOMAJICS U BO3BPAILAJICS K HOPME 4epes
24 gaca. Cmax u AUC ObutM mpONOpIHOHANTBHBI BBEOEHHOW no3e. Menuana tmax u tl/2
cocTaBJisiIa MPUOIU3UTEBHO 2-3 1 12 4acoB, COOTBETCTBEHHO. BhIBeIeHIE ¢ MOYOH BBEICHHOMN
no3bel LY3154207 cocrasuno 0,02%. B auanasone no3 25-200 mr LY3154207 nemoncTpupyet
npuemiiemMblii ipodmie O6e3omacHoctn u JuHeHHbIH npodmier PK. Oti nanubie ®@asel 1 ¢
y4acTHEM 3JI0POBBIX JOOPOBOJBLEB IMPEAINOJIAratoT, YTO PEXUMBbI TO3UPOBAHUS 1O AAHHOMY
u300peTeHn0 MOryT oOecreunBath J(PQEKTbl CHIDKEHHsS ammeTura y CyObeKTOB ¢
no(haMUHEPIrHYECKUMH HApPYLICHUSIMH LEHTPAJbHOW HEPBHONH CHUCTEMBI WM Y 34O0POBBIX
cyOpexkToB. JlaHHbIE, YKa3bIBAIOIIME HAa J0303aBUCHMBIH CUTHAJN OO YBEIWYEHUH IyJbCa U
apTepHaNIbHOTO N1aBJIEHHUS, TAK)KE YKA3bIBAIOT HA TO, YTO PEKUMBI JO3HUPOBAHUS MO JAHHOMY
U300PETEHUIO MOTYT OOECIIEUHTD YIYYIIEHHYI0 KOMOUHALHIO 3P (PEKTUBHOCTH, 0€30MaCHOCTH U
KJIMHUYECKONH IEepPeHOCUMOCTH BO BpeMs ucnoib3oBaHus LY3154207, uro moxer
NPEAOTBPATUTh W/WJIM MHHHUMH3UPOBATH JaHHbIe HekenatenpHble 3¢dexrsr. LY3154207
XOPOIIO MEePEHOCUICA ¢ yBennueHueM H, CB3aHHBIX ¢ LIEHTPaJIbHON aKTHBALUEH, MPU J03axX
>75 mr. B HBEA Yacte A Hexenarenbable sBineHust (HS), cBs3aHHBIE € IedeHHEM, BO3HUKAIN B
OCHOBHOM Tipu f103ax >100 mr u 6putn B ocHOBHOM JierkuMu. B HBEA Yacte B HS, cBsizanHbIe
C JIeYeHHEM, HaONIONANINCh TOJNBKO MpHU mpueme 75 mr (25% mnanueHToB), U BCE OHHM OBLIH
JIETKUMMU: MOBBILIEHHE aKTHBHOCTH, YyBCTBO TPEBOT'H, CHHUKEHUE aNIeTUTa U FOJOBOKPY>KEHHE.
Cepoesnbix win Tsokenbix HA He Obuto BbisiBieHo. LY3154207 BhI3bIBaT 10303aBUCHMOE
NOBBIIIEHHE APTEPUAIBHOIO JABJIEHUS W YacTOTHI MyJbca MPH aMOyJaTOPHOM MOHHUTOPHHIE
aprepuanbHoro naeneHusi (AMAJ]) ¢ coxpaHeHuem cyTouHoro putMma. Jlo3o3aBucumoe
MOBBILIEHUE CUCTOJNYECKOrO U AUACTOINYECKOTO apTepUaIbHOrO AABJIEHUS U YaCTOTHI MyJbCa
HaOmonanoce mpu AMAJL, nocturas nuka Mexnay 4 u 12 dacamu mocjie BBEACHHUS O3Bl U B

OCHOBHOM BO3BpaIlajloch B HOpMYy B TeueHue 24 uacoB. OcHoBbiBasicb Ha AMAJI, oueHku
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pa3HHLbI CPEAHUX 3Ha‘leHI/II>'I, OMPEACIICHHBIX CIIocOOOM HAMMEHBIIIHNX KBaApaTOB B MNEPUOA

BpemeHHu oT 4 1o 8 vacos, st LY3154207 200 mr nmo cpaBHeHHIO ¢ Itanedo coctaBuwim 32

ynapa B MuHyTy (YI/MHH) JUIsi 4acTOThl myjibca U 14 mm pr. cr. u 10 MM pr. cr. s

CUCTOJIMYCCKOTO U AHUACTOJIMYCCKOIO apTCpUuaibHOrO AaBJICHUA, COOTBETCTBCHHO. PGSyJ'IbTaTbI

npencrasieHbl B Tabmume A.

Tabnuma A

IMTnanedo [LY 25 mr [LY 75 mr| LY 100 mr | LY 150 mr |LY 200 mr
HBEA Yacts A (N=18) | (N=6) | (N=6) (N=8) (N=9) (N=6)
HS, cessanmbie ¢ | 5(27.8) | 1(16,7) | 4(66,7) | 6 (75,0) 8(88,9) | 5(833)
nedenvem, n (%) [6] [1] [8] [17] [34] [18]
[siBeHMS |
Becconnuna® 0 0 1[1] 4 [4] 3[3] 3[3]
CHkenue 1[1] 0 1[1] 1[1] 3 [3] 2 (2]
anmeTuTa’
YyscTBo Tpesoru® 0 0 0 2[2] 3° [4] 1[1]

IInaue- LY 25 LY 75 LY 200

00 MT MD LY 100 mr | LY 150 mr M

HBEA Yacts A (N=18) (N=06) (N=6) (N=8) (N=9) (N=6)
TonoBokpyskeHue” 0 0 2 (2] 1[1] 2[2] 1[1]
Tournora® 1[1] 0 0 0 2[2] 2[2]
Jucressus’ 0 0 0 2 (2] 2[2] 0
VYBenuuenue 0 0 0 1[1] 1[1] 1[1]
AKTHBHOCTH"
YyBCTBO Xapa’ 0 0 0 1[1] 1[1] 1[1]
Lledanrus® 0 0 1[1] 0 2[2] 0

ACpszannble ¢ neuennem HS y >3 cyObekTOB.
y y

*Onun CyOBeKT HOCPOYHO BBIOBLT W3 HCCieAoBaHus u3-3a HSA dyBcTBa TpeBorm mocie
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npuema 150 mr LY3154207.
HA=nexenarenvHoe sisnenue, LY=LY3154207.

Jo3e1 LY3154207 <75 mr obnanaiu IOMyCTUMBIMHU 0€30MaCHOCTBIO U MEPEHOCUMOCTBIO.
LY3154207 BbI3pIBaN A0303aBUCUMOE MOBBILIEHUE APTEPUATBHOTIO AABJIECHUS U 4YaCTOTHI MyJIbCA,
u3MepsieMbIx ¢ nomoupro AMAJL, ¢ cOXpaHeHHEeM CYTOYHOTO pUTMa.

HBEA ., Yacts B - CiuaHomosrosast JKUakocThb

HBEA Yacte B mpencrasnsier coboii uccienoanue (apmakokuneruueckoro (P@K)
npoduis B cntHHOMO3roBo# »kunkoctd (CMIK) u miazme KpoBH MOCHE OTHOKPATHOTO MpHeMa
LY3154207 3mopoBbiMu nobpoBonbuamMu. Llenbro uccnenoBanusi siBisercs onpenenenne OK
npoduist LY3154207 8 CMK u mia3me KpOBH B HCCIEOBAHUN OJHOKPATHOM JTO3BI C Y4aCTHEM
310pOBBIX 100pOBOJNBLEB. JlaHHOE HCCIIEIOBAHUE COCTOSUIO M3 2 KOTOPT B OJHOIEPUOIHOM,
1ane0o-KOHTPOIIMPYEMOM,  PAaHAOMH3UPOBAHHOM, JBOHHOM  CIIETIOM  HCCIIEIOBAaHHH  C
NapajyieIbHBIMA  TPYIIIAMH, C HCIOJb30BAHMEM ONHOKpaTHOH n03bl. CyOBekTsl Obutn
PaHIOMHU3UPOBAHBI HA TPYIIBI O 25 U 75 Mr U NMpPOLLIN CepHiHBIA 0TOOp 00pa3LoB KPOBU U
CMX 3a 2 yaca 10 BBefeHMs JO3bl U uepe3 24 uaca Mocie BBENEHHUs A03bl ANl U3MEPEeHMUs
koHIeHTpauuii LY3154207. B nccnenoBaHny MpUHSIM y4acTHE BAALATH YeThIpe CyOBeKTa, U
BCE OHM 3aBepluun uccienosanue. Cpennuii Bo3pact cyobekTos (SD) cocrasmsn 29,4 (9,8), 22
cyOobekTa Obutn MyxunHamu (92%) u 22 ObUIM NPEACTABUTENSIMU €BPOIEONIHON pachl (92%).
Konuentpaunu LY3154207 B CMIK onpenensanuce 10 8 4acoB mocje BBEIEHUS AO3bI 25 MI U
10 24 4dacoB nocyie BBeaeHus 1036l 75 mr. Ilpu kaxnoi nose okono 1% ot olmieid 3KCro3umm
LY3154207 B nna3sme kposu Obu10 noctynHo B CMOK. Ilpu nosax 25 u 75 Mr npoHUKHOBEHHE
LY3154207 B ueHTtpanbHble OpraHbl ObUIO MoATBep:kAeHO m3MepenneM LY3154207 B CMXK,
YTO CBUAETEIBbCTBYET B MOJb3Y €r0 UCIONb30BAHUS B COOTBETCTBUM C PEKMMAMU AO3UPOBAHMUS
N0 JaHHOMY wu300pereHuto npu apodamuHeprudeckux Hapymenusx [HHC. LY3154207
MPOAEMOHCTPUpPOBaN JinHEeHYyI0 ®PK B mja3Me KPOBU U CBUIETENbCTBO MPOHUKHOBEHHUS B
ueHTpanbHble opranbl. LY3154207 nmponemonctpuposan nuHelHyro @K B nnmazme kposBu co
CPEAHHM BpPEMEHEeM MOCTI)KEHHs MaKCUMAJbHOW KOHIIEHTpaluu (tmax) OkojJo 2-3 4Yacos,
KOHEeUYHbIH nepuop noiyBbiBeneHus (t1/2) okono 12 yacos, HabmomaembiM kiupeHcoMm (CL/F)
19-25 n/94 B 3aBUCHMOCTH OT 103, U HE3HAYHMTEJIbHOE BBbIBEIEHHE MOYKaMH. MaKCUMaJbHas
KoHIeHTpanus (Cmax) U miomanb o KPUBOHW 3aBUCHMOCTH KOHIIEHTPALUU OT BpeMeHH oT 0
no 6eckoneynoct (AUC ) yBennuuBagach NponopiuonansHo no3e LY3154207 ot 25 no 200
mr. B CMJK menuana tmax mist LY3154207 cocrasisina 3-4 4aca, a t1/2 cocraBisiio 8 4acos.
Oxono 1% ot obmeit skcnozummu LY3154207 B mnasme kpoBu Obuto moctynmHo B CMX ¢
cootHomenneM CMXK/HecBszannas ¢gopma B muasme 0,3. Takum oOpa3oMm, NMPOHHMKHOBEHHE
LY3154207 B uenTpanpHble opranbl Opuio noareepxkaeHo ¢ nomornpo @K B CIDK npu mozax
25 u 75 mr B HBEA Yacts B.

HBEB, ®asa 1. Hccnenosanue JlatenrtHoro Ilepwoma Cua C VYyactmeM 310pOBBIX

J1oOpoBobLIEB

H03033BI/ICI/IMbIe HCXCJIATCIIbHBIC  ABJICHHUA  aKTHBAIIMKU  TAKXC Ha6J'II-0I[aJ'II/ICb B
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UCCJIEZIOBAHUM OJIHOKPATHOM Hapactaroliedl no3bl. i onpeneneHus] BIUSHUS OJHOKPATHOMN
no3el  LY3154207 wm3ywanu cocTosiHME OOXIPCTBOBAHMA, H3MEPSEMOE C  ITOMOILIBIO
MHOECTBEHHOTO TecTa JaTeHTHOCTH KO cHy (MTJIC) y nuIIeHHBIX CHA 30pOBBIX CyOBEKTOB
myskckoro nosnia. HBEB mpencrasinsino coboit @asy 1, ¢ oqHOKpaTHBIM BBEICHHUEM Iperapara,
PaHAOMHM3MPOBAHHOE, IUIALE00-KOHTPOIUPYEMOe, HEMOJHOEe MEePEeKPECTHOE HCCIIEN0BAHNUE,
cocrosimee U3 4 YacTel, C y4acTHEM JIMIIEHHbIX CHA 3/I0POBBIX CYOBEKTOB MY’KCKOTO IOJIA
(n=17). CyObexkTbl ObLTH pPaHIOMHU3UPOBAHBI JJIsI MOJYYEHHs OJHOKPATHON H03bl JIHOO
LY3154207 15, 30 wnu 75 wmr, nubo manebo (IBOWHOE Clernoe HCCiIenoBaHue), OO
mMonaduHIIa (UCCIEOBAaHUE C OTKPBITBIM KOHTPOJIeM). B kaxblit meproa cyOBeKThI JTHIIATUCH
CHa MpHUOIM3UTENBHO Ha 26 4acOB Mepes BBEIEHUEM J03bl M MPHOIU3UTENBHO uepe3 12 Jacos
nocyie BBeneHust 1o3bl. MTJIC npoBoamics kaxaeie 2 vaca 10 10 4acoB mocje BBEISHUS O3bI.
AHanmM3, OCHOBAHHBIM Ha CMEIIAHHON MOJENHM TMOBTOPHBIX H3MEPEHUH, BKIIIOUAN JICUEHUE,
NepUOJ, BPEMS U 3aBHCUMOCTD 3(pdeKTa JIeueHus: OT BpeMeHH Kak (puKkcupoBaHHbIE 3P eKThl, 1
CYyOBEKT Kak ciydaiiHbIil 3¢ (exT, oOmuii TaTeHTHBIA Mepruo CHA MPEACTABIISLT COOON CpemaHee
3HaueHne w3 4 JIATEeHTHbIX NEPUONOB CHAa TOCie TmpueMa 103kl Bce CcyOBeKTs
PaHIOMHU3UPOBAHBI I MONy4YeHHs 4 M3 S5 MOCTYNMHBIX OmHOKpaTHbIX 103 (15, 30, 75 mr
LY3154207, nnauebo win momadanmna 200 Mr), mpu 3TOM BCe CYOBEKTHI MOydaau mianedo.
Ilepron BbIMBIBaHMS COCTaBJIsAe€T, MO MeHbinedl mepe, 7 mueil. MTJIC mpencrasisier coOoi
NEPBUYHYIO OLIEHKY OOApCTBOBaHUSA. BTOpHYHbIE pe3ynbTaThl BKIOYAOT KaponnHCKyIO mKamy
commuBoctu (KSS), O0I' u 3dexTHBHOCTh BBIMONHEHHUs MPOCTON 3aJaud Ha PEAKIHIO.
OO6pa3sip! kpoBU coOupanu 1 u3MepeHus koHneHnTpanuii LY3154207 u mogadununa B muasme
kpoBu. CeMHaaLaTh CyOBEKTOB BKJIIOUEHBI B MCCIIEAOBAHHE M IOJYYalOT, M0 MEHbIIEH Mepe,
OIHY J03y HCCIENyeMOro JIEKapCTBEHHOIO CPEACTBA, INPH 3TOM INECTHAAUATh CyOBEKTOB
npoxonar Bce 4 mepuopa ucnbranus. Jlozosasucumoe yseandenne MTJIC nabmomaercs mpu
pasHHUIIe CPeHUX 3HAYEHUI, ONpeeeHHbIX ClI0cOOOM HauMeHbInux kBaapatos (AU 95%), mo
cpaBHeHUIO ¢ tuianedo: 5,2 munytel (3,3, 7,1) anst 75 mr, 3,2 munytsl (1,4, 5,1) mst 30 mr, 1,3
muHythl (-0,6, 3,2) nmna 15 wmr, kak wusobpaxkxeno Ha Dur. 2. LY3154207 Takke
MPOAEMOHCTPUPOBANl J10303aBUCHMOE MOBBILIEHHE KOHIIEHTPALM BHUMAHUS, HW3MEPEHHOE C
MOMOIIBIO HCTIONb30BaHus Kaponuackol mkanbl connuBocTH. @K siBnsiercs muHelHOM ¢ Cmax
u t1/2 okono 3 u 9 yacoB B amana3zoHe n03. JlaHHBIE pe3yibTaThl MpencTaBieHbl HA Pur. 2.
LY3144207 yeenuuuBaer OOAPCTBOBAHUE Y JHMINEHHBIX CHA 3JOPOBBIX IOOPOBOJIBIIEB, YTO
MPENOCTABIsAET KIMHUYECKUE [0KA3aTeIbCTBA B3aMMOJEHCTBUs ¢ peuentopoMm DI u, kak
CJIEAICTBUE, CTUMYJIUpOBaHus OoapcTBoBaHus B Pasze | mccnenoBaHus JATEHTHOTO MEPUOZA CHA
(HBEB). Takum o0pa3oM, (apmakoguHaMu4eckass aKTHUBHOCTb B IIEHTPAJbHBIX OpraHax
NOATBEPIKIIeHa 0303aBUCUMBIM yBenudeHneM OoxpcrsoBanus. HBEB ®asa I, uccnenosanue
JATEHTHOTO TMepUoa CHAa C YYacTHEM 3I0POBbIX JOOPOBOJIBLEB AEMOHCTPHPYET, YTO
LY3154207 ynyumaer 60apCTBOBaHNE AO303aBUCHUMBIM 00Pa30M Y JIMLIEHHBIX CHA 3JOPOBBIX
MY>KYHUH, CBHAETENbCTBYSS B TMOJb3y ucnonb3oBanus LY3154207 mnpu paccTponcTBax,
CBSI3aHHBIX C YPE3MEPHOH JHEBHOH COHJMBOCTBIO M JAPYTHMU JO0(aMHUHEPrHUECKUMHU

HapyLmeHUsIMHA HeHTpaﬂbHOﬁ HepBHOﬁ CUCTEMBI, B COOTBETCTBUU C PCIXKNMaMU NJO3HUPOBAHUA I10
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JaHHOMY H300PETEHHIO.
HBEC, UccnenoBanne Muorokpatusx Hapacraromux J1o3 1. Y3154207:

B nmaHHOM paHAOMHU3MPOBAHHOM JBOWHOM  CJENOM  IUIane00-KOHTPOJIUPYEMOM
UCCIIENIOBAHUN C MHOTOKPAaTHBIMU HapacTAlOIIMMHU 03aMH B napajuienbHbeix rpynmax, HBEC,
3nopoBbie cyObekThl (Yactb A) m ywactHuku ¢ BIT (Hacte B) monyuanu omHOKpaTHbIE
exxenHeBHble 10361 LY3154207 (15, 30, 75 umm 150 mr B Yactu A u no 75 mr B Yactu B) unm
riane6o B TedeHne 14 nHel, kak npeacrasieHo Ha Pur. 3.

PesynbraThl uccnenoBaHHUs BKIOYAIH  24-4acoBOW  aMOyJNATOPHBIH MOHUTOPHHL
aprepuanbHoro nasieHust (AMAJ]), HexenarenbHble SBJICHHS, BO3SHHUKIIHE B XOIE JICUSHHS
(HABJI), u ouenky ®K y 310poBbIX CyOBEKTOB M ydacTHMKOB ¢ bBII, a Taxxke
Vuuduuuposannyro Ilkany Ouenku bonesnn Ilapkuncona MexnynaponHoro OOmecTsa
Uzyuenus Paccrpoiicte [Imwxenuit (MDS-UPDRS) mns onenku Bawstaus LY3154207 Ha
nBUrateapHyr0 (QyHkmuro y ydactHukoB ¢ BII. Ilembto Obuto u3yduTh 0O€30MaCHOCTH,
NMEePeHOCUMOCTh H  (papMakokuHeTnKy (PK) MHOrokpaTHOro mepopaIbHOrO €KEeTHEBHOTO
npuema LY3154207 y 3nopoBbix cyobekTos (Hacts A) u'y yuactaukoB ¢ BIT (Hacts B).

Hccnenosanne HBEC. Yacte A: Pesvirrarsl Uccaenosanns KoruutuBHbx PyHKINE U3

dasbl 1 v 3noposeix Jobposoablies u JIsurarensasle Cumnromsl v [anmentos ¢ BIT npu 14-

nHeBHOM JleueHnuu ¢ Mcnoap3oBanuem 1.Y3154207

Y 3n0poBeix cyObekToB U ydactHukoB ¢ bIT, HABJI B ocHoBHOM ObutH Jierkumu 0e3
TspKeNbIX uiau cepbe3Hblx HABJI wnu HABJL, npuBoasmux K HNPEKpalleHUIO JIEYEHHs. Y
yuacTHukoB ¢ BII, monmyuaBmux LY3154207, nexenarenvuble siBnenus (HS), cessanHble C
JIeYeHHeM, BKIIFOYaIu O0nb B BepxHeH yacT »xuBoTa (n=1), 3puTenbHble rajunonuHanuu (n=1),
roioBHyro 607b (n=1) u runecresuro (n=1). Y 3nopossix cyObekToB yacrora HABJI nmokaszana
70303aBUCUMOE yBEJIMYEHUE I0cie MHOrokpatHoro seeaeHuss LY3154207. YV 3p0poBbix
cyOwexroB, noiyudaBmux LY3154207, pacnpocrpanennsivu HS, cBsisanHBIMEU C JledueHHeM (B
OCHOBHOM Tmipu 03¢ 150 mr), Obutn Gecconnuna (n=4), rosoBoKpyxkeHue (n=3), HEPBO3HOCTh
(n=3), manpprmramus (n=3) u TomHota (=2). Y ywactuukoB ¢ BII BmusHme LY3154207 Ha
JKU3HEHHO BAJKHBIE TIIOKa3aTeNd ObUIO MEHee OUYEBUAHBIM, YeM Y 3JIOPOBBIX CYOBEKTOB.
Pesynbratel npencraenenbl B Tabmune B. MHorokparhsie exxenHeBHbie 1036l LY3154207 no
150 Mr myist 3m0pOBBIX CYOBEKTOB U O 75 Mr mnst y4acTHUKOB ¢ BIT XOpomo mepeHOCHITUCH.
IMepBonauanbaoe yBenmuenue CAJl, 1A/l 1 4acTOThI nyJjibca, HAOTIOAABIIEECS MPU HAYAIBHOM
BeeneHun LY3154207, nponeMOHCTPUPOBAIO aKKOMOJALUIO C NOBTOPHBIM AO3UPOBAHUEM KaK
y 3I0POBBIX CYOBEKTOB, Tak W y y4acTHHKOB C BII, xoTs addekt akkomomanmu ObUl MeHee
3ameTHbIM y ydacTHUKOB ¢ BII. Cpoiictea @K LY3154207 B uenom ObulM CXOAHBIMHU Y
3I0pOBBIX CYOBEKTOB U ydacTHUKOB ¢ BII, xoTs y yyactHukoB ¢ BM HaOmronanoce Hebomnbioe

yBenuueHue Boszaeicteus LY3154207.

Tabmauna b

3noposbie CyOBeKThI VYyactauku ¢ bI1
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LY LY LY LY Turpos
LY 30 75 150 I1b 75 anue’ Bcer
11O 15 mr MT M mr | Bceero 0) M LY 75 0
(N=12 | (N=9 | (N= | (N=9 | (N= =4 | (N= =9 Mr (N=
) ) 9) ) 9) 8) 8) ) (N=8) | 25)
CyOne
KTl C
5 3 8 3 6 14
>1 5 4 25 5
(55, | (33,3 | (88, (37, | (66,7 (56,
HABJI | (41,7) | (44,4) (52,1) (62,5)
6) ) 9 5) ) 0)
, n
(%o)
Konuu
€CTBO 5 6 5 6 35 57 5 14 7 26
HABJI
Jlerko
5 6 5 6 35 57 4 13 6 23
e
Ymepe
0 0 0 0 0 0 1 1 1 3
HHOE
*Vuacthuku ¢ BIT nony4anu tTurpyembie no3bl: Juu 1-3: 15 mr; Juu 4-6: 30 mr; u
Huu 7-14: 75 mr.
LY=LY3154207, I1BO= maanedo; BbIl= 0oJ1e3Hb ITapxuHCOHa;
HABJI=HexenareabHOE SIBJICHHE, BOZHUKIIEE B XOAE JICUSHUS.

Kak mnpeacraBneno Ha ®ur. 4, VYuactHuku ¢ bBII, nonyuaBmme LY3154207,
NPOEMOHCTPUPOBAIM OoJiee YCTOHUMBOE YJYYIIEHHE IO TOAINKAJe OLEHKH JIBUTATEIbHOM
aKTUBHOCTH, Y€M T€, KTO Mosydan Iuanedo, Kak OblJIO M3MEPEHO ¢ MOMOILIbI0 mmKaisl MDS-
UPDRS Yacrte III, uro mnpeamonaraer MNOTEHUUAIbHYIO 3((EKTUBHOCTD IUII MOTOPHBIX
cumMnromos npu bIT

ITapamerper ®K LY3154207 y 370poBbIX CyOBEKTOB U y4acTHUKOB C BII
JEMOHCTPHUPYIOT A0303aBUCHUMOE yBEIMYECHHE BO3JECHCTBHA M MUHMMAJIbHOE HAKOIUIEHHE INPHU
MOBTOPHOM BBeIeHUHU 103 mpemnapara. Bospeiicreue LY3154207 na 3mopoBbix CyOBEKTOB H
VYuactHukos ¢ BII Ha [lenp 14 nmocne BBemenust LY3154207 B go3e 75 Mr ge€MOHCTpUPYET
yBenunuenne Cmax u AUC (0-24) Ha 25% u 42%, COOTBETCTBEHHO, y y4acTHUKOB ¢ BII.

Tabauma C
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3noposbie CyonexTsl ([lens 14) Yyacrauku ¢ BII (ens 14)
LY 15 | LY 30 LY 150 LY 75 Turposanue’ LY 75
MI' MI' LY 75 mr M M MI'
(N=9) | (N=9) (N=9) (N=9) | (N=8) (N=8)
Cax, HI/MI 66,2 149 307 500 335 400
tmaxs 4achl,
2,0 2,0 2,0 3,0 2,0 2,5
MeIHUaHa
AUC 024y,
492 1240 2220 4350 3050 3680
HI*4/MJI
CL/F, n/u 30,5 242 33,8 34,5 24.6 20,4
R Craxe 1,18 1,12 1,13 0,92 1,05 HP
Ra AUC(0_24)b 1,34 1,03 0,99 0,93 1,06 HP
CL,, n/4 HP 0,0036 0,0024 0,0034 HP HP

*Vaactauku ¢ BIT nonyuanu tutpyembie 1o3bi: [{au 1-3: 15 mr; {au 4-6: 30 mr; u Juu
7-14: 75 wr. bKoa(b(pHuHeHT HakorieHuss cocrasysl Jlenp 14:/lenp 1. Ilpumedanune: Bcee
NpUBEEHHbIC B TAONUIEe 3HAYEHUS SBJIOTCS CPEJHHUMH I€OMETPUYECKUMHM, €CIIH He YKa3aHO
uHoe. AUC (0-24)=momanb noj KpUBOH 3aBUCUMOCTH KOHILIEHTpaLuu oT BpemeHu ot 0 no 24
yacoB, CLr=noueunsiii kmupenc;, CLss/F=HaOmronaembiii oOmMN KIUPEHC JIEKapCTBEHHOTO
cpeactBa B CTaOWJIBHOM COCTOSIHMM, PACCUMUTAHHBIA TIOCIE€ BHECOCYIUCTOrO BBEICHUS,
Cmax=makcuManbHasi KOHLIEHTpalus JekapcrBeHHoro cpenctsa; LY=LY3154207, HP=ne
paccuuthiBasioch, bII=0one3ns [Tapkuncona; RA=kosppunment Hakomnenus ([enp 14: [leHb
1); tmax=BpeMst JOCTHKEHHSI MAKCUMAJIbHOW KOHLIEHTPALIMH JIEKAPCTBEHHOTO CPECTBA.

ITo Tecty 3amensr CumponoB Ludppamu (T3CL], DSST) - Ouenku Bo BCex rpymmax
(BrJFOYast T1ae00) CO BpeMEeHeM YJIYUINalTCs, TIPH 3TOM HauOOJIbIIee YIyUYIIeHHe OLIEHKH IO
CPaBHEHHIO C MCXOIHBIM YPOBHEM HalOmonanoch Ha JleHb 13, 9TO CBHIETENBCTBYET O TOM, YTO
s dexr obyuenus Bce eme npucyrctsyer Ha Jenp 13. Jloza LY3154207 15 mr, camast Hu3Kas
ucnbITaHHas no3a LY, HEOXKWAaHHO TOKas3aja CaMOe BBICOKOE CpeqHee OTKJIOHEHHE OT
HCXOJTHOTO YPOBHSI B 00€MX BPEMEHHBIX TOYKAX IOCJE BBENEHHUS O3Bl TecT Ha 3ayunBaHUe
Cmucka CnoB Xomnkmuca (HVLT) mnpemocrtaBmii HEKOTOpPbIE JOKa3aTeNbCTBA OOpPATHOM
3aBHCHMOCTH J103a-0TBET, NpH 3ToM 15 mr LY3154207 nanu Hanbosnbliee cpenHee yiydlieHne
[0 CPaBHEHHMIO C MCXOAHBIM ypoBHeM. Ot naaHHble Paszel 1 ¢ ydacTueM 3I0pOBBIX
TO0OPOBOJIBIIEB MO3BOJISIOT MPENIIONOKUTh, YTO PEKUM JO3UPOBAHUSA C HU3KUM JTHATIA30HOM 103,

MaKCHUMaJibHasaA CyMMapHasi 103a 010 15 MrB ACHBb, MOKET OKa3bIBaTh MPOKOTHUTHBHBIC 3(b(beKTbI
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y cyOBeKTOB ¢ JOpaMHUHEPTHUYECKMMH HAPYLICHUSMH LEHTPAJIbHON HEPBHON CHCTEMBI MU Y
310POBBIX CYOBEKTOB.

Cokpamenusi: AUC (0-24)=mnomane mOA KPUBOM 3aBUCUMOCTH KOHIEHTPALMU OT
BpeMeHu oT 0 1o 24 yacoB. AUCO-co=momanb noa KpUBOM 3aBUCUMOCTH KOHLIEHTPALIMU OT
BpeMeHn ot Bpemenn O g0  Oeckoneunocty; JIM/=noBepuTenbHbIH  HHTEpBAU,
CL/F=nabmonaembiii knupeHc; CLr=noueunwiii knupenc, CLss/F=nabmomaempiii oOmmii
KJIMPEHC JIEKapCTBEHHOI'O CpPEACTBA B CTA0MJIBHOM COCTOSIHUHM, PACCUMTAHHBIA MOCIE
BHECOCYAHNCTOro BBeneHus; Cmax=MaKCHUMaJibHasl KOHLIEHTPaLMs;, tmax=Bpemsl AOCTHKECHHUS
MaKCHMaJbHONW KOHLIEHTPALMU JieKapCcTBeHHOro cpenctsa, CMIK=cnuHHOMO3roBas >KUIKOCTD;
HauMEHbBII I KBaIpaT=CIocod HAUMEHBIITNX KBaaApaToB, LY=LY3154207,
MUJIC=MHOXeCTBEHHBII TecT JareHTHOCTH KO cHy; IIbO=mnauebo, ®K=papmakoknneruka,
t1/2=xOoHeuHbIli TEepHOA  TOJNYBBIBEAECHHS, tmax=BpeMsi JOCTH)KEHHsS MaKCHUMAaJbHOH
KOHLIEHTPALUK, yI/MUH=yAapoB B MHHYTY, JAJ[=nmacronnueckoe apTepHaIbHOE IaBJIECHUE;
CA/l=cucronudeckoe apTepHaibHOE NABJICHHE, HANMEHbINUH KBaIpaT= CIOCOO0 HAMMEHbBIIUX
kBaaparos; LY=LY3154207; MDS-UPDRS=Vuauduuuposannas Illkana Ouenku bonesnu
IMapkuncona MesxxaynaponHoro ObmectBa Paccrporicts [[Bukenuit; HP=He paccuuThIBaIOCH,
bIl=06one3npr  Ilapkuucona, RA=kospduument nHakomenuss (Hdenp 14:lenp 1),
HA=nexenarensHoe siBnenue;, HABJI=HexenarenbHOeE sIBICHUE, BOZHUKIIEE B XO/€E JICUCHUS.

Ipumep 2: IIpocrpancteendas Pabouas [Tamstes v B3pocioil Makaku-Pesyc

BBUIO yCTaHOBEHO, YTO OCHOBHAs KOTHUTHBHAsA (YHKIMA padoueill maMsATH CHIIBHO
3aBHCHUT OT Mepenadd curHaios peuentopa D1 B mpedpontansHOil kope. B To Bpems kax
aronuctel D1 mpencraBnsioT papMaleBTHUECKHE MPOOIEMBl U3-32 YPE3MEPHON CTUMYISILIUU U
TOJIEPAHTHOCTH, IMOJIOKUTENbHBIE ajutocTepuueckue moaynaropsl (ITAM) D1 moryt okasarbcst
MHOT000€eIa UM B H30UpaTEeIbHOM MOBBIIIEHUH COOTBETCTBYIOIIEH akTuBHOCTH D1 B oTBET
Ha TNPOCTPAHCTBEHHO-BPEMEHHYI0 AMHAMMKY Iepenadyu nodamMuHa M, CIEIOBATEIbHO, MOTYT
u3bexarh naHHbIXx npobnem. Coemunenue ITAM D1, nassiBaemoe DPTQ wnu LY3151944,
KOTOpOe NpeCTaBIsIET coboii 2-(2,6-guxaopdennn)-1-((1S,3R)-5-(2-rugpokcu-2-
METHITPOITUN )-3-(TuapoKcuMeTHN )- 1 -MmeTun-3,4- nuruapouzoxuHonuH-2( 1 H)-um)stas- 1-oH,
NPEACTaBICHHbI  HIDKE,  HEOXHMIAHHO  JAEMOHCTPUPYeT  YCTOWYMBOE  yJIy4lIeHUE

MIPOCTPAHCTBEHHOU paboyeil MaMsATH Y B3POCIbIX MaKaK-pE3yCOB.
OH

l:lllH

At

Cl

0
cl
DPTQ  npomeMOHCTpuUpOBal  TEHAEHLIMIO K  CHIDKEHHIO  IPOAYKTUBHOCTH
NPOCTPAHCTBEHHOHN padoyel maMATH y Makak-pe3yCcoB IMPU KPaTKOBPEMEHHOM BBEIIEHUH /103 OT
2,5 no 10 MI/Kr BHYTPUMBIIIEYHO, HO OKa3aj HE3HAYUTEIbHOE BIMAHHE HAa 3aIMUTy OT

KOTHHUTHBHBIX paCCTpOﬁCTB, BbI3BAHHBIX KETaAaMHWHOM. OI[HaKO, HECMOTpPsA Ha 3TO OUCBUAHOC
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OTCYTCTBHE CHJIBHBIX IMPOKOTHUTHUBHBIX 3((EKTOB, NMPH MCCIEIOBAHUN B THH TOCJIE BBEICHUS
npenapata ObUIO 3aMEYEHO YAMBHUTEIBHO IIOCTOSIHHOE U 3HAUYMTENbHOE BIIMSHUE Ha
INPOAYKTHUBHOCTb. B 4acTHOCTH, XapaKTEPUCTUKN OBLIN CYIIECTBEHHO YXyALIEHBI 4depe3 24-48
4acoB M0CJI€ UHBEKLUH, HO 3HAYUTEIIbHO YIYUIIWIACH IPU UCCIeN0BaHUU uepe3 96-120 yacos.

brin mpoBeneHsl UCCAEA0BAHU A1 OLEHKU BIUAHUSA TOJbKO HU3KkuX 103 DPTQ B 0,1,
1,0 u 10,0 mr/kr, a Takke BIMSHUS OTHOKPATHOW MO3bI 2,5 MI/KI, MOBTOPEHHOW BO BpeMs
OTCPOYEHHOrO YyJYYIIEHHs KOTHUTHBHBIX (YHKIMHA. bBbUIO 3aMeueHo, 4YToO CymecTBYeT
yMEpPEHHAasl CTENeHb 3aBUCHMOCTU OT J103bl BEJIMUHUHbBI OTCPOUEHHOrO YXYILICHHS U YIIyULIeHUS]
KOTHUTHBHBIN (DYHKIUI, YTO MOXeT aaTh 0CO00 BaKHYH HHPOPMALUIO O NOHUMAHUH
TepaneBTHYeCKOi 3¢ (HeKTUBHOCTH. B0 00HApYKEHO, YTO NPU MOBTOPEHUH 03Bl 2,5 MI/KT BO
BpeMsl YJYYIIEHUS KOTHUTHBHBIX (DYHKIMN, MOXKET OBITh BBI3BAHO BPEMEHHOE HApPYIICHUE,
KOTOpOE€ T03K€ CMEHSJIOCh JUIMTENIbHBIM  YJYYIIEHHEeM KOTHUTHBHBIX (QYyHKUMH. 3ITO
YHUKaJIbHOE U HEOXHUJAHHOE OTKPBITHE JAEMOHCTPUPYET BIMSHUE JJIMTEIBHOTO U
NepeMerKaroIIerocst XapakTepa Mpy MOBTOPHOM BBEJIEHUU.

O0630p OxcrepumenTta: [pymnma Kak TOXWIBIX, TaK M MOJIOIBIX >KMBOTHBIX ObLIa
UCCIIEIOBAHA TPH BBEICHWM OJHOKPATHOW 03Bl 2,5 MI/KI, W HX MPOAYKTHBHOCTH
OTCJIEXKUBAJIACh €KEITHEBHO B TEUEHHE MEPBbIX IIE€CTU JHEN U B MOCIEAYIOIINE THU Yepe3 AeHb.
3710 OBUIO CAENAHO JUIS TOTO, YTOOBI YOSIUTHCS, YTO Mbl MOXKEM IOBTOPHUTH 3 (HEKThI, KOTOPBIE
HabJIrO 1M paHee, MPYU MUHUMAJIBHO BO3MOKHOM 103e. BIHsiHUSI MOBTOPEHUS] TaHHOM J03bI HA
Henb 5, Ha orMmerke 120 yacos, ObUIM W3y4YeHBI, YTOOBI ONMpPENeIUTh, MOKHO JHU (1) YBHIETH
HEMEJUIEHHOE CHIDKEHHE NPOAYKTHBHOCTU HAa CIEAYIOUIMH JeHb u (1) MOXeT JU JIeYeHue
IIPUBECTU K OTHOCHUTENBHO MOCJEN0BATENIbHOMY U CTOMKOMY IMOBBIIIEHUIO NPOAYKTUBHOCTH B
nocienyroue AHA. ITockonbKy naHHas [03a TakKe CIOCOOHA BbBI3BATh KPATKOBPEMEHHOE
HapyLIeHHe NPOAYKTUBHOCTH, UCCIIENOBAIH BINSHIE OJHOKPATHOTO BBEIEHUS B OOJee HU3KUX
no3ax 0,1 u 1,0 mr/kr.

Bce kuMBOTHBIE TpencTaBsuii COOOW MakKak-pe3yCcoB, 3a HCKJIIOYEHUEM OJIHOMN
MenBekbel Makaku (macaca arctoides). IlompoOnasi wHpopmauus o aeMorpaduyuecKux
XapaKTePUCTUKAX B IPYIIAX JKUBOTHBIX MPHUBOAMTCS C KaKABIM HAOOPOM pe3yJbTaToB. bpuio
JKEJATeJIbHO, YTOOBI B KaXJIOM HCCJIEAOBAHUHM ObLIH OOJiee MOJIONbIE JKHBOTHBIE, OJHAKO
U3YYAINCh NPeoOIagaroye )KUBOTHBIE CTAPLIEr0 BO3PAcTa, U KOJUYECTBO CAMOK IMPEBBIIIAIO
KOJIM4YEeCTBO caMLoB B 2 wiu 3 pasa. 3agaya c IIpocrpancTBeHHbIM OTcpoueHHBIM OTBETOM
IpU3HaHAa OJHOM W3 caMbIX HAJEXHbIX, UYYyBCTBUTENbHBIX U 3HAUUMON Mojened s
UCCIIEIOBAHMS MPOCTPAHCTBEHHON pabouell mamsTu mpumaroB. 3anada ¢ [IpocTpaHCTBEHHBIM
OtcpouerHbiM OTBETOM JKECTKO PEATM30BaHA B IOJHOCTBIO CHCTEMATH3MPOBAHHOM (popmare,
KOTOPBI €AMHOOOpa3eH BHYTPU M MEXKIy TIPYINAaMH JKUBOTHBIX, a TaKXKe MeXIy
uccnenoBaHusiMu. 3anauda c IIpoctpancTBeHHbIM OTcpoueHHOro OTBETOM INpeAHa3HaueHa ISl
HOPMAaJIM3alli TPOXYKTHBHOCTH JKUBOTHBIX, TaK YTO BCE OHM OOBIYHO BBINOJHSIIOTCA C
TouHOCTBEO ~70%. 3amaga c IlpoctpancTBeHHBIM OTcpodeHHBIM (OTBETOM HANPSAMYIO
MIPOBOLIMPYET OAHY M Ty K€ COBOKYITHOCTb CBsi3€H MPOCTPAHCTBEHHOH paboueil mamsith y

YCJIOBEKAa W MPHUMATOB, HE OTHOCAIIUXCA K HYCJIOBEKY, BKJIO4YasA AOPCOJATCPATIbHYIO
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npeQpoHTABHYIO KOpY, 3aJHIOK TeMeHHyro kopy u MJ[ (MD) rtamamyca. 3amada ¢
IIpoctpanctBenHbiM ~ OTcpoueHHbIM  OTBETOM  YYBCTBUTENIbHA K  MHOXKECTBEHHBIM
HelpodapMaKoIOrHuecKuM MaHUMYJBIIHUAM, HE3aBUCHMO OT TOT'O, BBOASTCS JIM OHH JIOKAJIBbHO
WIN CUCTEMHO, BKJIIOYast No(paMHUHEpruyecKue, HUKOTHHOBBIE, riyTamareprudeckue u 'AMK-
eprudeckue areHTel. B naHHON 3ajade OogHA U3 HECKOJNbKUX s4YEeK HAIOJHAETCS KOPMOM Ha
BUAY y JKUBOTHOIO, & 3aT€M BCE SMEHKU HAKPBIBAIOTCS HIEHTHYHBIMHU IJIACTUHAMU. 3aTeM
HEenpo3payvHasl 3aCJIOHKA OIyCKAETCsl B TEUEHUN OAHOHN U3 5 MEePEMEHHBIX BPEMEHHBIX 3a1EPKEK,
a 3aTeM IMOJHUMAETCs, YTOOBI JKUBOTHOE MOTJIO OTPearupoBaTh HA OJHY M3 S4YEEK U JOCTATh
nakomcTBo. Kaxnoe sxuBoTHOE cTabumusupyercs (65-75% ¢ Tounocthro +2,5%) nepen Havaiom
ar000r0 BBEACHUS MyTEM BAPHHPOBAHUS KOJMYECTBA SYEEK U MPOAOIDKUTEIBHOCTH 3aCPKKH.
Kaxxnpiii ceaHc HmcClienoBaHHS COCTOMT M3 20 HCIBITaHHI, MO 4 WCIBITAHUS C KaXXKIou u3 5
3amepkek (pacrpeneieHHbIX monychny4aiino) B auamnasone ot 0, 1, 2, 3 u 4 N cekyHn, roe N
yBenuuuBaercsi ot 1 1o 10 B 3aBucuMoctu ot crocodHoctu. KonndecTso JyHOK Konednercs oT
2 mo 7, u, TakuM 00pa30M, CTaOMJIBHOCTb JTOCTHUTAETCsl 3a CYET IOCTENEHHOrO H3MEHEHHUs
KonndecTBa siyeek U kodpduumenta N. HMcxomHseiii 0a30BbII yPOBEHb JOCTUTAETCS IPH
NePBOHAYAIBHOM OOYYEHMH M CTaHOAPTHU3UPYETCS Ha MPOTSDKEHUH ABANLATH CEaHCOB, MOCHE
4ero JKMBOTHOE OOBIYHO TIIONBEPraercs O4YEPEeAHOMY HCCICIOBAHHUIO Ui  OOECTIeYeHHUs
IOCTAaTOYHO CTAOMIIBHOTO HMCXOIHOTO YPOBHs. AOCOJMIOTHBII MHHUMYM TpeX 0a30BBbIX CEaHCOB
TpeOyeTcst MPOBECTH 10 JIFOOBIX SKCIIEPUMEHTANBHBIX YCIOBHHA. JKMBOTHBIX HE JIMIIAIOT MMUIIH, &
BMECTO 3TOT0 HArpaXXJarT 32 MPABUJIbHBIE OTBETHl HAMOOJEe MPENNOYTUTEIbHBIMU
JTAKOMCTBaMHU (TaKMMHU Kak HOTYpT, U3IOM, MapMellaJiHble MUIIKA U MHUHZAJb), U 3aT€M BCKOpe
IIOCJI€ UCCIIENOBAHMS KOTHUTUBHBIX (PYHKIMH KOPMST COOTBETCTBYIOIIUM HX HOPME PALMOHOM
U3 MIUTATENIbHOTO NEYEHbsI.

DPTQ Obw1 npurorosnied B Buze cycrensun B 20% Kanruzone/@Ch npu pH 8. Ocoboe
BHUMAaHHE ObUIO yIEJIEHO 3aIUTe COSTUHEHMs Tpu 00paboTKe yIbTPa3BYKOM, U €ro BBOAMIIH (B
obwveme 0,2 MuI/Kr) yepe3 Uriy Al MOAKOKHBIX MHBbeKkIHH 21G (Bo m3bexkaHue 3aKymOpKH) B
OOJBIIYIO STOAUYHYIO MBILIIY B T€YEHHE 2 YacOB IOCJE MPUTOTOBJIEHHS (IepKajd Ha JIbAY).
HanonHutens 3amMOpakMBajl B CTEPUIBHBIX (PJIAKOHAX Ul MHBEKLUH Ha CPOK IO OJHOTO
Mmecsina. JKuBOTHbIe ObUTH MOJIHOCTBIO aJalTHPOBAHBI KO BCEM MpPOLENypaM IO BKJIIOYEHHS B
Kakoe-mnbdo uccienoanue. OHU ObUTH BKJIFOYEHBI B MCCJIEJOBAHHE HA OCHOBE NOTOBHOCTH K
UCCIIEIOBAHMIO, U, TJIE 3TO YMECTHO, paclpenesieHrne OblIo MOyCTydaiiHbIM MEKAY TPYIIaMH C
JIeUEHUEM U C HamoJHUTeNeM. BHyTpuMbIleuHble HHBEKLNUU MPOBOAMIN B AOMAIIHEN KJIETKe
JKUBOTHBIX 3a | Wac 10 MCCIeNOBaHUsI KOTHUTUBHBIX (QyHKIui. MccnenoBaHne nMpoBOIMIOCH B
3BYKOIOIJIOLIAIOIENl kamepe, OCHOBaHHOW Ha craHfapTHoil koHcTpykuun WGTA, B
CHelHalbHbIX MPOLENYPHbIX KOMHATAaX, IPUMbIKAIOLINX K MIOMEILEHUIO JJIs )KUBOTHBIX.

Brnusane opHokpatHoro BBemenuss DPTQ wnaOmomamoce B TeueHue 14 mHeil.
OnHOKpaTHBIE /03Bl IEPBOHAYAIBHO HCCIENOBANNCH IPH 2,5 MI/KI MO CPaBHEHUIO C
HAIIOJIHUTENIEM, U T€ K€ JaHHble O HaIlOJIHUTENe OOOCHOBAHO NMPUMEHUMBI K HCCIIEOBAHUSM,
NPOBENEHHBIM No33ke s ofHOKpaTHbIX 103 0,1 1 1,0 mr/kr DPTQ. [ins naHHBIX ABYX YCIOBHI

UCIIOJIB30BAJIUCH OTACIBHBIC, HO MIEPCKPBIBAOIINECCA HCXOAHBIC YPOBHU.
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JlanHble O HamoJHUTENe npeacrasieHbl Ha Pur. 5 g rpynnel w3 10 xuBOTHBIX. B
TEUEHUE CIEAYIOWMX ABYX HEIAEIb U3MEHEHUs B IOKa3aTeNsIX IPYNIbl MAJIO OTIMYAIUCH OT
HUCXOJHOTO YPOBHsI, IIPX 3TOM OTKJIOHEHHUE sl CPEIHEr0 MOKa3aTesl IO IPyIIe JOCTUIIIO BCErO
5%. Hanonnurens, BBeneHHbII B J[leHp 1, He BBI3BIBAET JOJTOBPEMEHHBIX WM3MEHEHMH
KOTHUTHBHBIX (QYHKIIMH.

Ha ®ur. 6 mpencraBneno onHokpatHoe Beenenue DPTQ B nmose 2,5 mr/kr. JlaHHbie
JedeHuss mpencraBieHsl Ha @Dur. 6 s rpynnbl w3 9 xkuBOTHBIX. He Habmomanock
HEMEJIEHHOTO BJIUsiHUS B JleHb 1, HO CHUIKEHHE TPOAYKTUBHOCTH ObLIO OYEBUAHBIM KO JIHIO 2,
KoTopoe ctano ycroiuusbiM ko JIHIO 3 (ANOVA F[1,14] = 4,543, p=0,051 no cpaBHEHHUIO C
UCXOIHBIM YPOBHEM). 3a 5TUM OYEBHIHBIM YXYIIIEHHEM KOTHHTHUBHBIX (PYHKLHUSIX Cpaszy ke
NOCJIEIOBAJIO YCTOMYMBOE YJIYUIIEHWE KOTHUTHBHBIX (DYHKIMH, HauuHas ¢ JIHS 4 u panbiie
(ANOVA F [1,14] = 45,061, p < 0,001 mo cpaBHEHUIO ¢ MCXOAHBIM ypoBHeM). M3 3Tmx 9
JKUBOTHBIX 5 ObUTH B Bo3pacTe U 4 Obuth roHHBIMU. OOBeTUHUB OleHKHU 32 J(Hu 4, 5 u 6, MbI
CMOIJIM CPaBHUThb 3TH JBE TPynmbl. Mexay HUMH He ObUIO OOHApY)KEHO 3HAYUTENbHBIX
pazmunii (ANOVA: F[1,22] = 0,066, p=0,799). Hukakoro nmememnenHoro BiausiHuss DPTQ He
HaOJFO1aJIOCh, HO YXYALIEHHEe KOTHUTHUBHBIX (PyHKIMH moutu Ha 10% crano Oo4eBHOHBIM Ha
JleHb 3 ¢ mocnenyrImuM MPOIOJKUTEIBHBIM YIIyYIIEHHEM KOTHUTHBHBIX (PKHKIUH, HAYUHASL CO
us 4, caosa noutu Ha 10%.

Taxoke oneHuBanu BIMsiHUE NTpU OBTOpHOM BBeaeHnu DPTQ na Jlens S5 HaOmomaemoro
14-nueBHoro nepuona. Ha @ur. 7 npencrasnens! 3gpQexTsl OBTOpEHHs 103bI 2,5 MI/KT Ha [leHb
5. B nanHOoM wmccnenoBanuu no3a 2,5 Mr/Kr BBommiach ogHokpatHO B [lens 1 (3a 1 wac mo
WCCJIeOBaHMS), & 3aTeM JTUOO HATIOJHUTEb, JIMOO NOMOJHUTENbHAS 1032 2,5 MI/KI BBOJMJIACH B
Henb 5 (cpasy nocne uccnenoBanust). JKUBOTHBIX MOJyCiy4aiiHbIM 00pa3oM pacrpenessian A
BBElEHHMs JIMOO HAMOJNHUTENS, JUOO JIEKAPCTBEHHOTO CPENCTBA CHAYaja IPH TOBTOPHOM
BBeneHnU. Korma 2,5 MI/Kr BBOAMJIM CHOBAa B KaueCTBE BTOPOH m03bl Ha JleHb S5, Tenepp Mbl
HaOJIOlalIM BTOPOE TMOCJENyHollee CHIKEeHUe npoaykruBHoctu Ha [enp 6 (®ur. 7). Xots
NPOAYKTHBHOCTh ObLIa HE3HAYHTEJIBHO HUKE HCXOJHOTO YPOBHS, OHA MPOAEMOHCTPUpPOBAA
CYLIECTBEHHOE CHIDKEHHUE MO CPABHEHMIO C YJIYYIIEHHEeM, HAOJIFOJaBIIUMCS B MPEAbIAYINNE BA
nHsi. TeM He MeHee, MPOAYKTUBHOCTh BOCCTAHOBIUIACH B TeueHue nByX auer (Jlenp 4 ANOVA:
F[1,10] = 15,564, p=0,003) u, no-BUAUMOMY, OCTaBaJIaCh BLICOKOI B TeueHue Henenu (Jlenp 10
ANOVA; f [1,10] = 25,912, p < 0,001). PanHee CHMKeHUE MPONYKTUBHOCTH CHOBa OBLIO
3amedeHo B JleHp 3, HO He ObUIO 3HaumMTeNbHBIM. [locne omHOKpaTHOW 1Mo3bl B JleHp 1 cHOBa
Ha0JIFO1aJI0Ch YXYAIIEHUE MPONYKTUBHOCTU HA JleHb 3, a 3aTeM oOpaTHOe yaydlieHune Ha JleHb
4. OpnHako 1moOCie TMOBTOPeHUsT 103bl Ha JleHp 5 HaOmomaeTcss OTUETIIMBOE MAJeHHE
NPOAYKTUBHOCTH Ha JIeHb 6, KOTOpOe 3aTeéM HEMEMJICHHO NEePEeXOAUT B yIy4dlIeHHE Ha
CIeAyILIEN Henene.

Uto0p! Jydine MOHSTh AMHAMHUYECKUH AHMama3oH AaHHBIX 3((eKkToB, ObLIO OLEHEHO
Beenenne DPTQ B Huskoi nose 0,1 mr/kr. Ha ®ur. 8 mpencrasneno BausiHue DPTQ mpu
BBeleHUN B HU3KOW no3e 0,1 mr/kr. Hukakux npu3HAKOB yXYyILIEHUS NPONYKTHBHOCTU He

HaOJr01aJ10Ch, HO HaboAaeMoe yaydineHue Obl1o ymepeHHeIM. IHTepecHo, uto B rpymnme u3 10
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JKUBOTHBIX OTCYTCTBHE KaKOrO-THOO KOTHUTMBHOTO HApYLIEHWs HE HAONOMAeTCs Ha TPETUH
I€Hb, a BMECTO OTOr0 HAONIOAAIOTCA NPHU3HAKH YMEPEHHOrO YIJYYINEHUs, KOTOpbIe
JEMOHCTPHUPYIOT HEKOTOPYH) CTOHWKOCTh B TeueHue 2-HenenbHoro nepuona (®@ur. 8). Tem He
MeHee, JleHb 4 Mokasan 3HAYUTENIbHOE YIIY4LIEHHWE MO CPaBHEHUIO C MCXOAHBIM YPOBHEM
(ANOVA: F[1,18] = 24,132, p < 0,001). B nanHoli rpymnmne OblI0 6 KUBOTHBIX B BO3pacTe U 4
IOHBIX JKMBOTHBIX. Koraa oumeHku cpaBHUBANUCH 1O JIHIO, MEXIy HUMH He ObLIO OOHapy)Ke€HO
3Haunmoii pasuuisl (ANOVA F[1,8] = 0,816, p=0,393).

OunenuBanu Brnusiaue npuema DPTQ B no3e 1,0 MI/Kr Ha MPOCTPAaHCTBEHHYIO pabo4yro
namsTh. Kak npencrasieno Ha @ur. 9, paHHee HapyLIeHUE HE ObLIO OYEBHIHBIM, a YJIyYIICHUE
KOTHUTUBHBIX (DYHKLUIH OKa3aiochk 0ojiee CUITbHBIM, YeM it 103kl 0,1 MI/KT, U OBbLIO 3HAYUMBIM
Ha Jlenp 5 (ANOVA F[1,14] = 22,449, p < 0,001). B a1y rpynmy B JaHHOE BpeMsi BXOIAT 6
JKUBOTHBIX B BO3PAcT€ U 2 FOHBIX KMBOTHBIX U JOMOJHUTEIbHBIE 2 IOHBIX )KUBOTHBIX, KOTOPbIE
ele He 3aBepIUId HccienoBaHue. HHMKakMX TPU3HAKOB Pa3HULBI B Oajjiax MEXAY IBYMsI
BO3PACTHBIMH IPYyMIIaMU He HaOJIF0AaJI0Ch.

Takum obpasom, DPTQ B noze 1-10 MI/Kr WA HWXKE MOXKET YIYYIIUTh
NPOCTPAHCTBEHHYIO pPadouyr0 maMsTh (MOCKONBKY Hake camas HH3Kas HW3y4YeHHas [103a
NPOEMOHCTPUPOBAJIA 3HAYMTENbHOE yiyulneHue). HeokumaHHO nmpokorHuTHBHBIE 3(PdeKTs
HaOJIFOTaTMCh MPU HU3KUX N03ax y obe3bsiH - 0,1 u 1 mr/kr, B/M. bonee Bricokue mo3sl DPTQ
2,5 MI/KT ¥ BbIIIE MPOAEMOHCTPUPOBAIN HEOOJBIIOE YMEHbIIEHNE POy KTUBHOCTH B TEUECHUE
nepBbIX 48 YacoB, HO 3aT€M YCTOWYHMBBINA IMOJIOKUTENbHBIA 3((eKT, MpoaorKaroIMics, Mo
MeHbIe Mepe, a0 14 nHel. DTH NaHHBIE CBUAETENBCTBYIOT O ToM, uto DPTQ w/umm
LY3154207 moryT yay4wmaTh KOTHUTUBHbIE (PYHKIIMK y IPUMATOB B 3aBUCUMOCTH OT BPEMEHH.
JlaHHBIM KOTHUTHBHBIN CUTHAN y TPUMATOB B f03€ 0,1 Mr/kr (mpuOnIu3uTeNbHO SKBUBAJIEHTEHBIN
nepopaibHoit no3e 1 mr LY3154207 nnsa mopeii) npeanonaraer, uto DPTQ Mosker okasbiBaTh
NPOKOTHUTHBHOE BO3AEHCTBHE B Oojiee HHM3KMX J03aX, HE JIeMOHCTPUPYS IPU3HAKOB
NepBOHAYAIBHONW moTepHu 3PPEKTUBHOCTH, KOTOpas, KaK CUYHMTAETCS, CBSI3aHA C YPE3MEPHOI
axtuBauuei. CoriacHo nporHozam ®K-®JI, noza DPTQ 1,0 mr/kr B/M coorBercTByeT 10 Mr
LY3154207 nns uenoseka, a noza DPTQ 2,5 mr/kr coorBerctByeT 25 mr LY3154207 nmns
yenoseka. Knumunueckne panHble Daszel I mma goser 15 mr LY3154207  taxke
NPOIEMOHCTPUPOBAIA TEHACHLIMIO K JIyYIIMM KOTHUTHBHBIM 3>(dektam B 3amave T3CLL mo
CpaBHEHHIO ¢ O0JIee BBICOKUMH JJO3aMH.

OTH NaHHbBIE, €CJIM UX PACCMaTPUBATh BMECTE C JAHHBIMU U3 HccienoBaHuil Paswer I,
NPUBEIEHHBIX BbIIlle, NPUBOASAT K KOHLENLUMH, 4YTO PEXUMBbl JO3UPOBAHUS IO IAHHOMY
n300peTeHNI0 B AMana3oHe HU3Kkux 103 ot 0,5 Mr 1o 15 mr moryt obecnieunsatsb 3 pekTuBHOE
yCUJIEHUE ONpeAeNIEeHHBbIX OMOCPEeOBaHHBIX cUrHaioM D1 oTBeToB, TakKMX Kak MPOKOIHUTHUBHbIE
s¢¢exThl, n3derast mpu >ToM OoJsiee BBICOKHX YPOBHEH CTUMYJISILHHY, HaOMOJaeMbIX mpu Ooee
BBICOKHUX 7103aX, Harpumep, 20-75 Mr, Takux Kak 4pe3MepHOe CTUMYJIUPOBaHUE OOIPCTBOBAHUS,
BeayIlee K OECCOHHUIIE, W/WIIN OIPENeIeHHOE HEeXKeNaTeIbHOE CBA3aHHOE C 030U BJIMSHUE Ha
CEpAEYHO-COCYAUCTYI0 CHUCTEMY, TAKOE KaK MMOBBIIIEHHE YaCTOThbl MyJbCa U apTEPHATBHOIO

AABJICHUSA, a TaKXKE€ CHHXXCHUEC pPHCKa JICKAPCTBEHHOTO BSaHMOHeﬁCTBHH C I/IHFI/I6I/ITOpaMI/I
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Cyp3A4. B ywactHOCTH, OBLTIO OOHAPYKEHO, YTO BBICOKHE pexXuMbl po3upoanus LY3154207,
NpEeBbIIAIOINNE 75 Mr B JI€Hb, MOTYT OBITh CBsI3aHbl C OECCOHHMLEH M TPEBOXKHBIM
BO30YKI€HUEM OT JIETKOH 10 YMEPEHHOH CTeNeH! W/UIIN He)KeNaTeIbHbIMU BO3IEHCTBUSIMU Ha
CepAEYHO-COCYAUCTYI0 CHCTEMY, IPU KOTOPBIX AO3bl BbIIE 75 MI MOIYT BbI3bIBATH PE3KOE
u/unu croiikoe moseimienne AJl u vactorel mynbca. B uccnenmoBanuu HBEB HabGmromancs
JIMHEHHBIA ¥ 10303aBUCUMBIH 3(p(eKT Ha JaTeHTHBIH Nepuox cHa mpu no3ax ot 15 go 75 mry
JMIIEHHbIX CHA 370POBbIX CYOBEKTOB, TOJYYaBLIMX OJHOKpaTHyr 103y LY3154207.
AKTHUBAIUS HEXKENATEebHBIX SBJICHHUH, TAKMX KaK OeCCOHHUIA, HAOMI0AaeTCsl MPH 3HAYUTEITIBHOM
YBEJIMYEHUU KOJUUYeCTBa BbIme 1036l 75 mr LY3154207. Takum oOpa3oM, B TaHHBIX peKUMAax
JIO3MPOBAHUS 1033 75 Mr MpencTaBisieT cOOON HEOKHMIAHHOE W HEMpenCKa3yeMoe paslesieHue
JKeJIaTeNbHBIX U HeXKeNnaTeNnbHbIX Bo3aencTeuil LY3154207.

Takum obOpa3om, oObenuHEHHBbIE pe3ynbTarhl Paszel | KIMHUUECKUX HCCIIEeNOBAHUI Ha
JFOAAX U UCCIENOBAHUN Ha MPUMATax MPUBEIH K KOHLEIUHN JaHHOTO U300pEeTeHus], B KOTOPOM
NPEAJIOKEHB! YIYUIIEHHBbIE KIMHIUECKUE TEPAIeBTUYECKHE PEKUMBI TO3UPOBAHUS U CIIOCOOBI
ucrionb3oBaHust LY3154207 w/mnmm ero (apmMauneBTHYECKUX KOMMO3ULMH ISl JICUEHUS
noaMuHepruuecKuX HapyIIEeHUH LEHTPaJbHOW HEPBHOW CHCTEMBbI. B HaCcTHOCTH, €KeIHEBHOE
BeneHne LY3154207 obecneunBaer yiydlIEHHOE CPEACTBO AJII YMEHbIIEHHUS NPU3HAKOB H
CUMINTOMOB A0(aMUHEPTUYECKUX HApPYLIEHWH LEHTPAJIbHOW HEPBHOH CHUCTEMBl KIMHUYECKH
BBITOJHBIM 00pa3oM, TaK dYTO JOCTHraercs Oe3omacHoe, nepeHocruMmoe U 3hdexTuBHOE
o0JyieryeHne KIMHUYECKUX MPU3HAKOB U CHMIITOMOB.

B uactHOCTH, naHHOe uW300peTeHHEe MOMOJHMUTENBHO OTHOCHUTCS K  criocobam
UCTIONIb30BAHUST PEXHMMAa BBENEHHs] HU3KHX 103, KOTOPBIH, Kak IOJNArarT, CIIOCOOCTBYET
HOpPMaJIM3alM 3HAOT€HHOH J0(paMHUHEPTHYeCKOll Mepenauyd CHUTHAJIOB IPU  PA3JIHMYHBIX
OOJIe3HEHHBIX COCTOSHHSX, ONOCPENOBAHHBIX NO(GAaMHUHOM, ¢ Oojiee HH3KOH CKIOHHOCTBIO K
omnpeneneHHbIM 3 dexram, HaOmogaeMbIM Npu Oosiee BBICOKMX 103aX, TAKHX KaK Ype3MepHas
CTUMYJISILUS,, U MEHBLIMM TOTEHLHAJIOM JJisi Pa3BUTHS TOJEPAHTHOCTH M HEXKeNIaTeIbHbIX
3¢ eKkToB, CBA3aHHBIX C OpTOCTepUYeckMMU aroHucramu DI1. B pesymprate 3tOro
HOpMaJIM3yroImero 3ddexra kauHUUECKUe pekumbl ao3upoBaHust LY3154207 no maHHOMY
U300pETEHNIO ¥, B YAaCTHOCTH, PEKUM BBEACHUS HU3KUX 103, O0ECIEYMBAIOT YJyYIIEHHBIE
cpencrsa mis JedeHus psina nodamun-onocpenoBanubix Hapyiienunii [IHC ¢ ynuBuTenpHOM U
HEOXKMIAHHOH KOMOMHaUMeH NOJe3HOH KIMHUYeCKOH (apmakosormueckoi 3¢ (HeKTHBHOCTH,
0€30IMacHOCTH U MEPEHOCHMOCTH JJISl YEJIOBEKA.

LY3154207 B nanHOe Bpems npoxoauT Pa3y 2 UCCNeN0BaHNsl BIUSHUS HA KOTHUTHBHbIE
¢ynkunn npu Oonesnn auddyssex tenen Jlesu (NCT03305809). PesynbraTel AaHHOTO
KJIMHUYECKOTO HCCJIEIOBAHMSI MOTYT JIONOJHUTENbHO MOATBEPAUTb YAUBUTENbHbIE WU
HEOKH/IaHHbIE MPEUMYIIECTBA PEXXUMOB AO3UPOBAHUS U 103 AJIS UCIOJNb30BAHUS MPU JIEUEHUU
nopamuneprudecknx Hapymenuii [LIHC, Takux kak B/ITJI, BIT u BA.

IIpumep 3: Ilporokoa MccaenoBanus pesxkuMa nosuposanus npu bl -

HccaenoBanne HBEH. Taxoke HazpiBaeMoe Kak «IIpucyTcTBUE»

Hwxe mnpencraBieH NpOTOKOJN HCCIENOBAaHUA pexkuma pao3upoBanus mnpu BII ¢
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OTIpPeNeNIeHHbIMI JI03aMU PEKHMMOB JO3UPOBAHUA MO JAHHOMY H300peTeHHo. Cnenuainct B
TaHHOIN 00JIaCTH TEXHHUKH CMOXET MPUMEHUTh naeu aaHHoro Ilpumepa 3 u Apyrux onmmcaHui,
NPECTaBICHHbIX B JaHHOM JOKYMEHTe, M TIPOBECTH AHAJOTM4YHble MCCIEAOBAHUSA C
TOTIONTHUTEIBHBIMU JI03aMHU U PEXKUMaMH JJO3UPOBAHUS 110 JAHHOMY H300pETEHUIO.

JleueHne KOTHUTUBHBIX HapylueHWil Be3BaHHBIX JIBII, kKOTOpOE XOpPOLIO MEepeHOCUTCH,
OCTAeTCss HEYIOBJIETBOPEHHON MEIUIMHCKON HEOOXOOUMOCThIO. YCHIIMBAs pEaKIHMI0 Ha
OCTaBIIMINCS B TOJIOBHOM MO3re nodamuH (WM BBEAEHHBIH JieBopomna) y cyobektoB ¢ JIBII,
ITAM D1 pomkeH yny4ymuTh kKorHutuBHble (yHkiun. Kpome toro, [TAM D1 nomken
OKa3bIBaTh IIOJIOXKUTEJIbHOE BIUSHHE HAa MOTOPHbIE HApYLIEHUs, NENpPecCUI0 U JIHEBHYIO
COHJIUBOCTb, Habogaembie y cyobekToB ¢ BIT.

LY3154207 moxeT yJNy4IIUTh MHOKECTBO C(ep, BaKHBIX M JIFOAEH C OOJIE3HBIO
muddysubx Tenen JleBw, BriO4as npu3Hakd [lapKMHCOHM3MA, TakWe KaK MOTOPHBIE
CHUMITOMBI, OOPCTBOBaHME, HACTpOeHUe M (PpyHKIMoHaNbHOCTh. LY3154207 pa3pabarsiBaercs
ISl JIeYeHUsT CHUMIITOMOB KOTHUTHUBHBIX HApyILIeHUNH IMpU JEeMEHLUH, KOIZla OH MOXKET
o0ecreynTh yIy4IIeHHe B OTHOCUTENbHO KOPOTKUH MEPUO] TIOCTOSHHOTO €KEIHEBHOTO IpHUeMa
(12 vemens wn MeHee). B kauecTBe cummnromaruueckoro arenra LY3154207 BaskeH, moToMy
YTO Ja)ke KOTZIa JOCTYITHBI ar€HThl, 3aMEJISIONINE POrPeCCUpOBaHNEe 3a00IEBAHNS, TALIUEHTHI
OyAyT MpoAoIDKaTh CTPagaTh OT CUMIITOMOB JAEMEHIHMH. Y CHIMBAs PEAKLMI0 Ha OCTABIIUHICS
noaMuH Mo3ra (HIIn BBOAUMBIH JieBoaoma) y cyOobekToB ¢ Oonesnbto [lapkunacona, LY3154207,
KaK IOJIararoT, YyJIy4IIaeT KOTHUTUBHbIE (PYHKIMU MU oOecreunBaeT JedeHHe CyOBeKTOB C
Oone3npto [lapkuHCOHA ¢ HEHPOKOTHUTUBHBIMU HapylleHusIMH. KOHEUHBIMH  IeNsIMH
ucnonb3oBanust LY3154207 ABnsroTCs yiydllleHHMe KOTHUTUBHBIX (PYHKIUI MpU A€MEHIH MpH
oonesun Ilapkuncona (JIbII), Bxmouas wu nemenuuto ¢ tenpiamu  Jlesu (ATJI), ¢
JOMOJHUTEIBHBIMU OJJArOTBOPHBIM BO3IEHCTBHEM Ha MOTOPUKY W/WIIN OOAPCTBOBAHMUE.

Uccnenosanmne «[IPUCYTCTBUE» ouenusaer tpu no3bl (10 mr, 30 mMr w/unu 75 mr B
neHb (um 50 Mr Ha OCHOBaHHM MPOMEKYTOYHOro aHanusa) (1 p/m) mepopajibHOE BBEIEHUE)
LY3154207 no cpaBHeHuIO ¢ 1uianebo B TeueHue 12 Henmesb jiedeHus. [lepBUYHBIN pe3ynbTaT
npeAcTaBisieT OO0l MOKa3aTeNlb KOTHUTUBHBIX (DYHKLUH, U MbI OLICHUBAEM JONOJHHUTEIbHbIC
NOKa3aTelH KOTHUTHBHBIX (PYHKUUH B KA4eCTBE KIFOYEBBIX BTOPHUYHBIX KOHEYHBIX TOYEK.
«[MPUCYTCTBHUE» mnpencrasisier cobOH paHIOMHU3UPOBAHHOE ILIALE0O-KOHTPOIHPYEMOe
UCCIIEIOBAHNE C yYaCTHEM WHAMBHAYYMOB C AeMeHLuel npu 6one3nu [TapkMHCOHA 1T OLICHKH
6esomacHocTn u 3¢p¢dexkTuBHOCTH (Tpex n03 wucciaenyemoro mnpemnapara) LY3154207 vy
YYaCTHUKOB C JHeMeHIuen mnpu Ooje3Hu I[lapkuHCOHA OT JIETKOH IO YMEpPEHHOW CTEeleHH,
MOJTyYaBIINX JieYeHHe B TedeHWe |2 Hemenb. [lepBHYHBIA pe3yabTaT MpPEACTaBISIET COOOU
NOKa3aTelb KOTHUTUBHBIX (YHKIMHA, a AONOJHHUTEIbHBIE MMOKA3aTeNN KOTHUTHUBHBIX (DYHKIHHA
SIBJISTFOTCS KJIFOUEBBIMU BTOPUYHBIMU KOHEUHBIMU TOoukaMu. Mexauusm [TAM D1 moxer BausiTh
Ha pasnuuHble chepsl, BaxkHble a1 Jmoned ¢ OonesHepro auddysHex Temern JleBu, u
OLIEHUBAIOTCS TMOKa3zaTenu [lapkuHCOHM3Ma (BKIJIFOYasi MOTOPHbIE CUMIITOMBI), OOAPCTBOBAHUE,
HAaCTpOeHHe U PyHKLIHOHUPOBAHHE.

B wuccnenosanne HBEH OyayT BkO4YeHbI CyOBEKTBI, KOTOPBIE COOTBETCTBYIOT
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nepecmoTtpeHHbIM KpurepusiMm MDS nnst BIT (Postuma et al., 2015) u nemeHun ot nerkoi 1o
YMEPEHHOI CTENeHU, YTO OIpPEneNseTcs] CHIDKEHHEM KOTHHUTHUBHOM (YHKLHH, KOTOpPOE, IO
MHEHHUIO HCCIIeOBATeNs], IPUBEJIO K (PYHKIIMOHANBHBIM HapylueHusM, u oueHkoil MoCA ot 10
no 23 (Trzepacz et al. 2015). CornacHo nepecmorpeHHbM kpurepusMm MDS, JIBIT moxHO
AVArHOCTHPOBATh IMPU HAJIUYUU [AEMEHLUH, HE3aBUCUMO OT BPEMEHM Havana IeMEeHLUH
oTHOcUTENbHO auarHoctupoBaHus BII. CyObekTel, y KOTOPBIX JUArHOCTUPOBAHA IEMEHLHS C
tenbuamu Jlesu (JITJI), Takxke no/mkHBI paccMaTpuBaTbes Kak umeromux bBII, eciu oHm
cootBercTBYIOT Kputepusim MDS nist BI1. CnenoBaTenbHo, y CyOBEKTOB MOKET OBITh IEMEHIIHSI
10, BO BpeMs uiIM 1mocie auarHoctuposanuss bII. B ornmume oT peructpanmoHHBIX
uccnenoBanuii cumnroMarndeckor tepanuu npu  JBII (Emre et al. 2004), Tekyuiee
uccienoBanue OyIeT BKIFOYATh HEKOTOPBIX CYOBEKTOB, KOTOPBIE MPHU MPOYNX PABHBIX YCIOBUSIX
COOTBETCTBOBAJHM Obl TPAJMLIMOHHOMY KPHUTEPHIO (OEMEHLHMs 10 WiIH B TedeHWe | roma ¢
MOMEHTA TOSIBJIEHUS] HapyIIeHus: MoTOpukn) st JITJI, ocHOBaHHOMY Ha BpEMEHHU UX AEMEHIUH
(Mckeith et al. 2005). JlaHHBII KpUTEpHIi 3aKIOYANICS B TOM, UYTO I€MEHLIMsl BO3HUKAET J0 WU B
TedeHne | roma mocne mosiBieHUst cuMmnToMmoB Oose3Hu [lapkuHcona. IlpaBmio 1-ro ropa
SIBJIIETCSI TIPOM3BOJIBHBIM M OCHOBAHO Ha HCTOpudeckoM yOexneHuu, uyto BIl He cBsizaHa ¢
IEMEHIMEH; TeM He MEHee, CYINEeCTBYET pacTyllas MOJIEMHKAa OTHOCHTEIbHO OOOCHOBaHHOCTH
3TOr0 TPAAMIMOHHOTO TMOAXONAa K pasneneHuto amarHo3oB (Berg et al. 2014). B mommepikky
npeaiaraeMoro moaxona o0a paccTpOWCTBA MMEIOT MHOXKECTBO OOIIMX  KIMHHYECKHX,
TeHEeTHYECKUX U naTtojorundeckux npusHakos (Lippa et al. 2007; Postuma et al. 2009; Johansen
et al. 2010). 1 ATJI, u JIBII cBsi3aHBI C aHAJIOTMYHBIMU HAPYLIEHUSIMU KOTHUTUBHBIX (PYHKLUH C
npeoOIa aloIiiMH  3pUTENbHO-TIEPLENIIIMOHHBIMYA  HAPYIICHUSAMH, YJIyYLIEHHEM IaMsATH C
NOMOIIBI0 WCIONB30BaHUs cTuMysna U T. 1. O0a CBs3aHbBl C BBIPAXKEHHBIM ICHXO30M,
HENpONEeNTUYECKON YyBCTBUTEJIBHOCTBIO W HapylleHussMu cHa. IIpoapomanbHble NpU3HaKu
(manpumep, HapyluIeHHe NMoBeleHMs B (as3e cHa ¢ ObIcTpbIMU ABWXKeHUs MU T71a3 [BII], moreps
OOOHSIHHUSI) OMHAKOBBI B O0OOMX COCTOSTHHSIX. HEeMOTOpHBIE CHMITTOMBI, BKJIFOUYAsl IEMPECCHIO,
YyBCTBO TPEBOTH, BETETATUBHYIO TUCPYHKLHUIO U HAPYIIEHUS CHA, BOSHUKAIOT B 000MX CiTydasix
C OIMHAKOBOW OTHOCHUTENIbHOHN 4acToToi. OAHM U T€ e MeHeTUYeCKUe MyTaluu (JIyTUTHKALIH
anb(ha-CHHYKJIENHA, MyTalllMH TIIOKOLEepeOpOo3nuaasbl) CBI3aHbI C PA3BUTHEM KaKAOTO U3 JBYX
coctosiHui. HakoHer, y HMX ecTh o0mas maTojorus ¢ oOpa3oBaHHEM aib(a-CHUHYKJIEHHA U
Teneny JleBu B CTBOJIE WM KOpe TOJOBHOro Mo3ra. Takum oOpasom, uccrnenosanne HBEH
COOTBETCTBYET COBpeMeHHbIM mpeacTtasieHusMm o JbIT u JATJI, cornmacHo KOTOpPBIM, TOMUMO
BPEMEHM Hadalla KOTHUTUBHBIX HAapYLIEHUM, OHU KJIMHUYECKU U MAaTOJOTHYECKH Hepa3IHuHMBI
U, BEPOSITHO, OyyT pearupoBaTh Ha aHAJOTMYHBIE TeparneBTHueckue noaxonanl (Aarsland et al.
2004, Ballard et al. 2006). Ilnanebo BKJIIOYEHO B KAdeCTBE KOHTPOJS, B HEBENECHUH IS
UCCIIeIOBATENsI, TepCcoHalla U CyOBEKTOB, YTOOBI OOecneYnTb OECIPUCTPACTHYIO OLIEHKY
MOJIyYE€HHBIX JIAHHBIX O O€30MacHOCTH, YTO IMO3BOJIUT NMPOBECTH OoJiee HANEKHOE CPAaBHEHHE
mMexay naHHbIME LY3154207 u nnanedo. Cpasrenue 3 yposHel no3upoBku LY3154207 Obuio
BBIOPaHO AN OLEHKH pPEaKIMM BO3MEHCTBHA M03bl Ha Oe3omacHOCTh U 3(eKTHBHOCTS.

Hauvanpnble Bu3uThl (0T Busura 3 no Busura 7) Obutu BHIOpaHbI AJIs IPOBEAECHUS C HEAEIbHBIM
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UHTEPBAJIOM, 4YTOOBI 00eCneunTh MOAPOOHYI0 OLEHKY 3((EeKTUBHOCTH U 0€30MacHOCTH
LY3154207 Bo Bpemsi HauaJbHOrO JieueHHUs. bbula BbIOpaHa MPOAOJIKHUTENBHOCTh Mpuema 12
HeZlellb, MIOCKOJIbKY OHA CUMTAETCs MUHUMAJIbHON MPOAOKUTEIBbHOCTBIO, IPU KOTOPOH MOXKET
HaOJIFO1aThCSI TTOJIOKUTENBHBIN 3 ()EeKT HA KOTHUTUBHBIE (PYHKLINH.

OcHOBHasi Lenb TNPencTaBisieT coOOW MpOBEpKa TUIOTE3bl O TOM, YTO BBEICHHUE
LY3154207 B pmoze 10 wmr, 30 mr w/wnmm 75 mr B gedp (wiu 50 Mr Ha OCHOBaHHHU
npoMmexxyrouyHoro ananmza) (1 p/m) mnepopambHO B TeueHHe 12 Hexenb NpPUBENET K
3HAYUTEJPHOMY YJIYYIIEHHIO KOTHMTUBHBIX (QyHKIM y cyOobekroB ¢ JIBII ot merkoii mo
YMEpPEHHOH CTeneHH B CpaBHEHHNH ¢ Tuianebo. OCHOBHbIE KOHEUHbIE TOYKH MPENCTABISIFOT COOOi

u3MeHeHus: cymmapHoro Oamra HB nmo CDR-CCB or 3tama BKIIOYEHHsS] B HCCIEIOBAHUE

(ucxonuoro ypoBHsi) 1o Henenu 12. BropudHble Heu OmucaHbl HUXKE.

Bropuunsie nenu no s¢gdexruBHOCTH

BTOpI/ILIHbIe KOHEYHBIC TOUYKU

s dexTuBHOCTH

Ouenuts o0myro 3¢ (}HeKTUBHOCTD

LY3154207

Ouenka ADCS-CGIC oT ucxonHOro ypoBHs

no Henemnu 12

Onenute >¢¢exktuBHocTs LY3154207 Ha

pe3yNbTaT JIEUeHUs] KOTHUTUBHBIX (DYHKIIHI

Hsmenenne cymmaproro 6amia MB o CDR-
CCB 1o cpaBHEHHIO C UCXOHBIM YPOBHEM /10

Henenu 12

Onenute s¢¢extuBHocte LY3154207 Ha

pe3ynbTaT JIeUeHUs] KOTHUTUBHBIX (DYHKIIHI

Hsmenenne ouenku no mkajne ADAS-Cogl3
MO CPaBHEHUIO C HCXOAHBIM YPOBHEM [0

Henenu 12

Ouenntp >¢pdextuBHOCTE LY3154207 Ha

pe3yJIbTaT JIeueHHUs: KOTHUTUBHBIX (PYHKIIHH

Hsmenenne onesku MoCA or Havaia

ckpunuHra a0 Henenu 12

Ouenutb 3¢ pextrBHOCT LY3154207 Ha

TNMCUXOHEBPOJIOTHYECCKUE CUMIITOMbI

Hzmenenne obuiero 6amna HITM u 6amnos mo
ornenbHbIM nyHkTam HIIW no cpaBHeHuro ¢

HUCXOAHBbIM ypoBHeM a0 Hepenu 12

Ouenuts Biausinue LY3154207 na nHEBHYIO

COHJIMBOCTD

Hsmenenne ouenku no ESS mo cpaBHeHHIO €

HUCXOAHBIM YpoBHeM a0 Hepenu 12

Ouenursy Biausaue LY3154207 Ha TSIKECTH

bI1

Usmenenne obmero Oamra MDS-UPDRS
(cymma UYacreit I-1II) mo cpaBHEHHIO C

HUCXOAHBIM ypoBHeM a0 Hepenu 12

Onenute >¢¢extuBHocTs LY3154207 Ha

(YHKUMOHATBHBIN PE3yIbTAT

H3zmenenne oOmei onenku mo PDAQ-15 mo
CPaBHEHHIO C UCXOAHBIM ypoBHeM 10 Henenu

12

Ouennutp BiusgHue 1Y3154207 wa Oernocrth

pedn

H3meHeHne OLEHKH MO TeCTy Ha OeryiocThb

peun D-KEFS no cpaBHeHHIO C HMCXOIHBIM




48

ypoBHeM o Henenu 12

Ilenu mo Oe30macHOCTH Koueunsle Touku 6€30macHOCTH

Ouenurpy BnusHue LY3154207 na peskue | Komnuectso CyOBEKTOB, KOTOPBIE
U3MEHEHUs] JKU3HEHHO BAXHBIX (PYHKUUH B | COOTBETCTBOBAJIN MOTEHIUAIBHO KIMHUYECKU
NepBbII IeHb ITPUEMa Ipenapara 3HAYUMBIM KPUTEPUSM JKU3HEHHO BaXKHBIX
(byHKIMHA B 3 MOCIE0BATEIbHBIX BPEMEHHBIX
TOUKAX npu  Busure 3 (paBuIiO
MpPEeKpaLleHns] y4acTusi B MHCCIEAOBAHUU B

Henb 1)

Ouenurp BrnusHue LY3154207 wa CAJl B | Usmenenne CAJl, usMepeHue KOTOPOro

NEPBBIN IEHb NTpUEMa Ipenapara BBINOJNIHANIN B KiauHuke, oT O 1o 8 wacos
MOCJI€ BBEAEHUS O3Bl B IEPBBIN €Hb IpHUEMaA

UCCIIeyeMOro mpemnapara

Ouenurp BausHue LY3154207 na uactory | U3MeHeHue dYacTOThl myjibCca, H3MEpEHHE
IyJIbCA B MIEPBBII A€Hb NIPHEMa MpenapaTa KOTOPOT'O BBIMOJNHSUIA B KiauHUKe, OT 0 10 8
4acoB IOCJI€ BBEAECHMs O3Bl B MEPBbIN €Hb

npueMa HCCIeAyeMOoro mpemnapara

Ouenurp BrnusHue LY3154207 na CAJl ot | Usmenenune cpeanero CAJl, usmepenue
nucxoaHoro yposss a0 Henenu 12 KOTOPOTO BBINOJIHSJIA B KIIMHUKE, HA MOMEHT
BKJIFOUEHHUS] B MCCJIEOBAHUE IO CPABHEHMIO

co cpennum CAJ] Ha Henene 12

Ouenurp BrausiHue LY3154207 na uacrory | UsmeHeHne  cpenHedl  4acTOThI  MyJibCa,
MyJibCa OT UCXOAHOTrO ypoBHs 10 Henenu 12 | usMepeHue KOTOPOro BHITIOIHSIN B KIMHUKE,
HAa MOMEHT BKJIHOYEHHUS B MCCIEJOBaHUE IO
CPaBHEHHUIO CO CpeJHEN 4acCTOThl MyJbCa Ha

Henene 12

dapMakOKMHETUYECKUE LIEJTU: dapMakOKMHETUYECKUE 1IEJTH:

Onennte @®K LY3154207 B rpynne | CtaOmibHble MHHUMAJBbHBIE KOHIIEHTPALUU
cyOBeKTOB C aeMeHIMer Jerkod u cpexHeit | LY3154207 B mna3me kposu Ha Henene 12

CTETEHU TSXKeCTH, Bbi3BaHHOM BIT

Coxpamennsi: ADAS-Cogl3=13-nynkToBas Imkana OLEHKH Ooie3HM Anbureimepa -
KoruutuHass mnommkana, ADCS-CGIC=mkana o0mero KJIMHUYECKOTO BIeYaTeHUs o0
U3MEHEHUH COCTOsIHMsI mnanueHTa - KoomepatuBHOe uccrienoBaHue Oone3HH Aublreiimepa
(Alzheimer’s Disease Cooperative Study - Clinician Global Impression of Change); CDR-

CCB=koMIuIeKCHas1 OLIeHKa KOTHUTUBHBIX (PYHKLUH, ¢ IPUMEHEHHEM OaTapeil KOMIIbIOTEPHBIX
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tectoB (Cognitive Drug Research - Computerized Cognition Battery); HB=nenpepsBHOCTD
BHuMaHus (CoA, Continuity of Attention); D-KEFS=Cucrema OLEHKM HCHOJHUTEIBHBIX
byHKIMH Henuca-Kannana; ESS=mkana COHJIUBOCTH OnBopTa; MDS-
UPDRS=YHuudunuposannyro Illkany Ounenxku bonesnn Ilapkuncona MexayHapogHOro
ObmectBa MUzyuenuss Paccrporicts [Imxennit; MoCA=Monpeanbckasi IIKajda OLEHKH
xkoruutuBHbIX (QyHKUW; HIIM=Heliponcuxuarpuueckass nasentapusanus (NPI); BII=6one3np
IMapkuncona; JIbIl=nemenuus npu Oone3nn Ilapkuncona, PDAQ-15=Omnpocuuk-15 Ilenna
IMapxkuncona mno IloBcenneBHoit [lesrensHoctn (Penn Parkinson’s Daily  Activities
Questionnaire-15); ®K=dapmakokunernka, MB=Momnocts BHHUMaHusi (PoA, Power of
Attention); 1 p/n=onuH pa3 B nenb, CAJ/[=cucronuyeckoe apTepuabHOE TaBJICHHE.
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O6oOmenue nuzaiiHa wuccnenoBaHus: ucciaenosanue [7S-MC-HBEH (HBEH)
NpEeACTaBsieT COOOM MHOTOLIEHTPOBOE, PAaHAOMHU3UPOBAHHOE, JBOHHOE cliernoe, Ianedo-
KOHTPOJIMPYEMOE HCCIEOBAHNE B MAapaJUIENIbHBIX IPYIIIaxX, UCCIeNOBaHNE C (PUKCUPOBAHHBIMH
nosamu, Pasy 2a KIMHUYECKOIO MCCIENOBAHUSA, B KOTOPOM CpaBHUBAOT 3 Ao03bl LY3154207
(10, 30 unmu 75 mr mepopanbHO [ S0 Mr Ha OCHOBaHUU MPOMEKYTOYHOT'O aHAM3a]| OOUH pas3
B neHb [1 p/a] ¢ mianebo B Teduenue 12 Hemenb y manuentoB ¢ JIBIT nerkoi uimm cpemHeit
crernieHu TspkecTd. HccnenosaHue Brioudaer mnepuon ckpuHuHra (Bmsutel ¢ 1 mo 2)
MPOAOJIKUTENBHOCTRIO OT 7 110 14 nuen, Ilepuon Iloarorosku k Jleuennro muHuMym ot 11 nHei

no 17 nueit (Busutel ¢ 2 no 3), 12-nepenpubiii Ilepuon Jleuenust (Busut ¢ 3 mo 11) u 14-
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nuesHbiid [lepuon Iocnenyromeit Ouenku besonacnoctu (Busursl ¢ 11 mo 801 unm o BU3UT
npexxaespemenHoro [I1B]/mocpounoro [JIC] 3aBepmienusi uccinepoBanuss a0 Busura 801).
CyOBeKThl, COOTBETCTBYIOIIME  KPUTEPHSIM  BKJIIOUEHHs B  HCCIIEIOBaHHe, OyayT
parnomusuposanbl B cooTHoueHun 1:1:1:1 ansa sBepernst LY3154207 (10 wmm 30 wu 75 mr 1
p/n) wnm mnaune6o. OCHOBHas Leib JAHHOTO HCCIENOBAHHS IMPEACTaBJseT COOOM MpPOBEPKY
runoressl 0 Tom, 4To BBeAeHue LY3154207 B Teuenue 12 Henenb MpuBENET K 3HAUUTEIBHOMY
YIYYIIEHUIO KOTHUTHBHBIX (YHKLUH, 4TO OyAeT M3MepeHO INyTeM OLIEHKH H3MEHEHHH OT
UCXOIHOTO ypoBHs 10 Hemenun 12 ¢ moMoInpio cymMmapHoro Oajuia HENMpPepbIBHOCTH BHUMAHHUS
(HB), mony4eHHOr0 ¢ WCIHOJb30BAHUEM KOMILIEKCHOH OLIEHKH KOTHUTHUBHBIX (YHKIHH, C
npuMeHeHueM Oatapeit komnbroTepHbIX TecTOB (CDR-CCB) y cyonekroB ¢ JABII ot nerkoii 1o
YMEpPEHHOIl CTemeHu 1o cpaBHeHH0 ¢ r1anebo. Anamus HB  mpomemoncTpuposan
3HAYUTENbHBIN JIe4eOHbIH 3P eKT B mpeapaymux ucciaenopanusax y cyobekros ¢ JIBIT (Wesnes
et al. 2005; Rowan et al. 2007).

I'pynmer u IponomxurensHocte Jleuenns: Mccnenosanne HBEH Bxirouaer cpaBHeHue
LY3154207 10 mr, 30 mr u 75 mr (wnm 50 Mr Ha OCHOBaHHMH TMPOMEKYTOYHOTO aHANIN3A),
BBOJIUMBIX TepopaibHo 1 p/n ¢ manedo B reuenne 12 Henens. KommuectBo cyObpexTos: Okoio
400 cyObekToB OyAyT MOABEPTHYTHI CKPUHUHTY Uil OTOOpa U pacnpenenenus rno rpynmnam 340
U3 HUX, PEIOJIAraeTcsl BCETO MO 85 OLEHUBAEMBIX CYOBEKTOB B K&KIOU TPYIIIE JICUSHHSL.

Cratuctuueckuil AHaIM3:

Anamm3 D¢QeKTUBHOCTH: BCE CYOBEKThI B MOANAOINASCS OLEHKE IPYIIIe MAalMEeHTOB
(TIIOI'TI, EPP), Oynyr paccmarpuBatbcs s aHanusa d¢¢extuBHOCTH. OCHOBHOHM aHanmm3
onpenenenuss HB Oyner mpoBomuThCsi, KOrga Bce CyOBEKTHI 3aBepluaT 12 Henenb JeueHHs.
Ananuz HB Oyner ucnosnb3oBate baiiecoBckyto monesr MMRM. baitecoBckuii aHanu3 MOKET
UCIIONIb30BaTh HEMH()OPMATHBHBIE ANIPUOPHbBIE 3HAUYEHHS [l BCEX WIEHOB Moaenn. JTo OyayT
Pa3MbITble HOPMaJIbHbIE PACIPEAEICHUsI C LIEHTPOM B HyJie. ANPUOpPHbIE 3HAYEHUs AUCIIEPCUU
OyayT COOTBETCTBOBATh OOPATHOMY ramma-pacmpenesiennto. bojee noapobHas uHpopMaius o
OaiiecoBckoM aHanmu3e Oyzaer npencrasieHa B SAP. Moneas MMRM Oyzner y4uThIBaTh JaHHbIE
IUTUTESIHHOTO HAOJIIOIEHUS], OLIEHUBAEMbIE Ha MPOTSDKEHUH BCErO MCClenoBaHus, nocie 1, 2, 4,
6, 8, 10 u 12 Henene nmpuema npenapara. Msmenenne HB ot ucxonnoro yposns x Henene 12
Oymer 3aBuCMMON mepeMeHHOW. Mogenb Oyner BKIIOYATh (PUKCHPOBaHHBIE (HCXOTHOE
3HaYeHHe, JICYCHHWEe, BHU3UT) U ciy4aiiHble 3(dexTsl (CyOBeKT), a Takke YCIOBHUS
B3anMoeicTBus (B3aumoneiicteue ¢ 3¢ dexkrom (pakTopa JiedeHUs B 3aBUCUMOCTH OT BHU3UTA,
B3aumoeiicteue ¢ 3pdexkrom (pakropa MCXOTHOrO COCTOSHHS B 3aBHCUMOCTH OT BU3HUTa). B
Mozenu OyAeT MPUMEHSATbCS HECTPYKTYPHUPOBAHHAsl CTPYKTypa TUCIIEPCHH, HO €CJIM OHAa He
Oymer moaxomuTh, TO OYAyT HCCIENOBaHBl APYrHe MOAXOASIINE CTPYKTYphL IllepBUYHBIM
cpaBHeHHEM OyJIeT MpPOTHUBOIOCTaBJIeHHE (pasHHUIA CPEOHEro 3HAYEHHUs, IOJYYEHHOTO
croco0OM HAaMMEHBLINX KBaJPaTOB) MEXY JieueHUEeM U Iuianedo it n3MeHeHnst Ha Henene 12
Heneje 10 CPaBHEHUIO C HCXOIHBIM YpPOBHEM. BropuuHble pe3ynbTaTbl 3PQPEKTHBHOCTH:
U3MEHEHHE 10 CPAaBHEHHIO C MCXOIHBIM YPOBHEM B 12-HENENbHYIO BPEMEHHYIO TOUKY OOIIMX

OannoB (MJIM CyMMAapHBIX 3HAQYEHMI) IO MIKaje OOLIero KJIMHUYECKOro BIIEYATIEHHUs 00
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U3MEHEHUH COCTOsIHMSI manueHTa - KoomepaTtuBHOe uccrnenoBaHue Oone3HH Aublreiimepa
(ADCS-CGIC), ounenku wmomuoctn BHuManuag (MB) mo 1mkame KOMIUIEKCHOH OLEHKH
KOTHUTHBHBIX (DYHKIMH, C NpUMEHEHHeM Oarapeil KOMIBIOTEPHBIX TECTOB, |3-IyHKTOBOH
1Kae oleHku oonesHu Anpureiimepa - Koranrusnoit nonmxkane (ADAS-Cogl3),

Momnpeanbckoii IIKaJe OLICHKU KOTHUTUBHBIX byHKUMH (MoCA),
Heliponicuxuarpuueckold wuHBeHTapusammu (HIIM), mxane conmuBoctn Omeopra (ESS),
YHUUIMPOBAHHON IIKaje OLEeHKH Ooje3Hn IlapkuHCOHa MeXAyHapOAHOro obliecTsa
paccrpoiicts newkenuit (MDS-UPDRS), onpocHuky-15 Ilenna ITapkuHCOHA MO MOBCETHEBHOMN
nesirenbHOCTH (PDAQ-15) M cucteme onieHkr UcnonHUTENbHbIX GyHKuui Jlemnca-Kamnana (D-
KEFS), kortopeie OymyT cleqoBaTb TOMY ke croco0y aHamm3a, Kak YKa3aHO BBIIIeE.
OtcyTcTBYIOIKE 3aMMUCH B HEKOTOPBIX Mikanax (Hanpumep, ADAS-Cog) OyayT 3aMereHsl, Kak
YKa3aHO B IUIAHE CTATUCTUYECKOrO aHaim3a. [t mkas, B KOTOPBIX YCJIOBHAs MOACTAHOBKA HE
MPOU3BOIUTCS, €CIM KaKOW-TUOO 3JIEMEHT OTCYTCTBYeT, JroOok ofmast Oamn Wi cymma,
BKJIFOUAIOIIAasi 3TOT JJIEMEHT, OyAeT cuuTarbes OTCyTCTByMoIel. Hwukakme mompaBku Ha
MHOYKECTBEHHBIE CPABHEHHSI IPON3BOIUTHCS HE OYIYT.

Ananmuz besonacHocTu: AHann3bl 6€30MACHOCTH OCHOBAHBI Ha IpymIe Oe30MacHOCTH, U
aHanu3 Oymer BKIIOYATh B ce0sl mepedeHb /i 0OOO0IIeHHE CIIeNyIOIIero: HeKelaTelbHbIe
seinenust (HSA), cepbesnble HexenarenpHbie siBieHus (CHS), HekenatenbHbie SIBICHUS,
BO3HHKIIKE B xoze sedenus (HABJI), maboparopHble H3MepeHHs], )KU3HEHHO BaXKHbIE (PYHKIIUH,
NOKA3aHUsl BJEKTPOKAPAHOrPAMMBI M KOJHYECTBO CYOBEKTOB, KOTOpBIE COOTBETCTBOBAIIU
NOTEHIMAJIbHO KIMHUYECKH 3HAYMMbIM KPHUTEPHUAM JKU3HEHHO BaXHBIX QYHKIMHA B 3
NIOCJIEIOBATENbHBIX BPEMEHHBIX TOUKaX HA MOMEHT BusuTa 3 (1paBuiio mpekpaeHus y4yacThs B
uccnenosanuu B Jlenp 1). CMemanHass MOzieNnb MOBTOPHBIX U3MEPEHUI OyleT MCIOIb30BaTHCS
AU CPAaBHEHMsI U3MEHEHUI aprepuanbHoro nasieHus (AJl) u 4acToThl MyJibca, U3MEPEHHBIX B
KJIMHUKE OT MOMEHTA ITOATOTOBKH K JIEUEHHIO 10 8 4acOB MOCJIE BBEIEHUs A03bl B NEPBbIH JEHb
npuemMa UCClIenyeMoro JekapcTBeHHOro cpeactsa (V3). Ilpu OTKIOHEHHMH OT HCXOIHOTO
aHaymu3a OyAyT YUUTBIBATHCS ABA UCXOIHBIX YPOBHS: 3HAYEHHE MPHU MOATOTOBKE K JICUEHHIO V3
U COTJIACOBAHHBIE 110 BPEMEHHU HCXOHbIE YPOBHU Npu Busute 2 (modacosoe 3HaueHue ot 0 10 6
yacoB). Jlisi BTOpPOrO MCXOAHOTO YPOBHS BpeMeHHble Touku V3, 7 u 8 wacos, OyayT
UCTIONB30BaTh 6-4aCOBYIO TOYKY V2 B KadecTBE MCXOAHOrO 3HaueHus. OTaenbHOEe M3MEHEHUE
N0 CPAaBHEHHIO C MCXOJHBIM aHAIM30M OYJET BBINOJHEHO JJISI KaKIOr0 MUCXOJHOIO TMOAXOMA.
CwMmermanHasi MOAENb MOBTOPHBIX H3MEPEHHH Takke OyAeT HCIOJIb30BATHCS MJISI CPAaBHEHHS
usMeHeHus: AJ{ ¥ 94acTOTHI MyJbCa, U3MEPEHHBIX B KJIHMHHUKE, OT V2 (CpeaHEeCYyTOYHOE 3HAYCHHE
ot 0 no 6 yacoB) k Henene 6/Busute 8 u Henene 12/Busury 11 (cpeanecyrounoe 3Hauerne ot 0
10 6 4acoB), 4TOObI OLeHUTh U3MeHeHne AJ] 1 4acToThI mynbca B TeueHHe 12 Henmenb mpueMa
npenapara.

dapmakoknnetuka (PK): dapmakokmHeTHdeckue aHajan3bl OyAyT MPOBOIUTHCS HA
cyObekTax, KOTOpble MOJYYMJIHM, N0 MEHblIeH mepe, | m03y uccieayemoro mpemapara, u y
KOTOPBIX OBLIO MPOBEAECHO U3MEPEHHUE, 110 MEHbIIeH Mepe, | KOHLEHTpaIHH.

ITonxon, OCHOBaHHBIH Ha MOJENH, MOXKET OBbIThb peaNn30BaH C HCIOJIb30BAHUEM
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HEeJIMHEeWHOW Mopenu co cMmermmanHbiMu dpdextamun (NONMEM) win npyroro momxomsiiee
porpaMMHOe oOecriedeHne AJisl OLeHKH mapameTpoB PK.

JlononHUTENbHbIE KOHEYHbIE TOYKM U JaHHble OHOMapKepoB, COOpaHHBIE B XOJe
UCCIIEIOBAHMSA, MOTYT OBITh OLIEHEHBI HCCIIEOBATEIBCKIM CIIOCOOOM.

ITpomexxyTounblii  Anamu3: IIpomexxyrouHble aHanmu3bl Oe3omacHocTH — OynyT
IPOBOANUTBCS 1O KOJIMYECTBY CYOBEKTOB HAa KaKIBIN BUI JIeUeHHs, KOTOPOE COOTBETCTBYET
NOTEHLUNAIBHO KJIMHUYECKH 3HAYMMbIM KPUTEPUSM JKM3HEHHO BaXKHBIX (yHKIMHA B 3
MIOCJIEIOBATENIbHBIX BPEMEHHBIX TOYKaxX NpH Busurte 3 (NMpaBUIO MpeKpalleHus y4dacTHs B
uccnenosannu B Jlenb 1). Oto Oynmer cnmenano mocie toro, kak 50, 100 u 150 cyObekToB
cosepmatr Busur 3. Eciu cymectByer BeposiTHOCTH >60% TOro, 4TO pa3HULIA B KOJHMYECTBE
CyOBEKTOB, MOMANAIOIIUX IO MPABHJIO MPEKpAIIeHUsT y4acTusl B uccienoBannu B Jlenbp | B
rpymme ¢ npuemoM 75 mr LY3154207 no cpaBHeHHIO ¢ mianedo coctaBut >0,3, ypOBEHb J103bI
75 wmr Oynmer 3ameHeH Ha S0 Mr IJsl MOCIEAYIOLIIUX BKIIOYEHHBIX CyOBekTOB. Te, KTO yke
NOJy4HJI 103y 75 Mr M oQOoLIeN MpaBWJIO MPEKpAIleHUs] y4acTusl B uccienoBaHuu B JleHp 1,
OCTaHyTCs Ha Ao3e 75 mr. B ciydyae HempuemJieMOro KOJIM4YeCTBa CyOBEKTOB, OTBEHAOIIUX
NpaBWy MpeKpalleHus yyacTus B uccienoBaHuu B JleHb 1 mpu Apyrux aosax, MOMPaBKHU A03
MOTryT OBITH CHENaHbl JUIA BIIOCIENCTBUH PAHIOMHU3HPOBAHHBIX CYOBEKTOB IO YCMOTPEHHIO
Komurera no BHyTpenHeit onenke (IAC). JlononHuTenpHble aHamn3bl 3pHEeKTUBHOCTH MOTYT
OBITH TIPOBENEHBI BO BPEMs 3TUX MPOMEXYTOUYHBIX aHAJIU30B Oe30macHOCTH. [IpoMeKyTOUHbIH
aHanmu3 Oe3zomacHocTH M >PdexkTUBHOCTH Oyner mposeneH, korga 170 paHIOMHU3MPOBAHHBIX
cyObpekToB 3aBepmiar oueHky npu Busure 11 (Hemens 12). Bece anHanm3pl MOTEHIHATBHOM
3¢ (EeKTUBHOCTH MOTYT HCIOJIBb30BAaTbCS AJIs1 BHYTPEHHErO NPUHATHS pEIIeHUH, HO He s
IJIAHUPOBAHMUS NIPEKPALLEHUS] UCCIEAOBAHUS.

B uccnenosanne HBEH OynyT BKIIIOYEHBI My KUMHBI U JKEHIIHHBI B Bo3pacte oT 40 1o
85 ner c¢ JBIl nerxoii um cpenHell cremeHu TsbkecTH. CyObeKTbl HMEIOT INpaBO OBITh
BKJIFOYEHHBIMU B HCCJIEIOBAHHE TOJBKO B TOM CJydae, €CJIM OHHM COOTBETCTBYIOT BCEM
CIEAYIOUIMM KpuTepusM mpu BkioudeHnd (Busur 1) (oOpatute BHUMaHUE, YTO KPUTEPUH
BKJIFOUeHUs ¢ [6] 1o [ 10] momKHBI OBITh BBITIOJHEHBI U MPH TOMOJHUTELHOM BU3UTE[ax]):

Tun CyObekTta u Xapakrepuctuku 3adoneBanusi: [1] CyObeKkTbl My>KCKOTO U JKEHCKOT'O
nojia B Bozpacre ot 40 o 85 ner (BrmouuntensHo). [2] UmetoT nanonarudeckyro BI1 cormacHo
kpurepusim MDS (Postuma et al. 2015) ¢ cumnromamu BII, mo menbwmeit mepe, 2 roma. [3]
HMeroT neMeHIHI0, ONpeeNsieMy CHIDKEHHEM KOTHHTUBHON (PYHKLHH, KOTOPOE, 0 MHEHHIO
UCCJIeZIOBaTeNs, MpUBeNio K QyHKIHMOHATbHOMY HapymeHuto. [4] Umetor onenky MoCA ot 10
1o 23 Ha MmomeHT ckpunuHra. [S] Cragus mo MoaudunuposanHoii mkajie Xen-Apa ¢ 1 mo 4. [6]
HNmeror AJl wnu uactoty mnynbca npu Busute 1 u Busure 3, xortopele ompenesnsirorcst 3
NOCJIEIOBATENbHBIMU U3MEPEHUSIMH A Jl/4acTOTBI IyJIbCa B IMTOJIOKEHUHU CUTIS:

JLis cyOpexToB <60 jiet: cpegHee cucronuydeckoe aprepuanbHoe nasierue (CAJl) menee
unu paBHo 140 MM pT. cT., cpeaHee auacronuueckoe AJl mMeHee mnu paBHO 90 MM pT. €T, U
CpeIHsIs 4acToTa IMyJibca MeHee uiu paBHa 90 ynapoB/MHH B IMOJIOKEHHUE CUMS, U KaXAoe U3 3

usmepenuit CAJl nomxHo coctasisaTe MeHee 180 MM pT. CT.
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Jlis cyowpextoB crapiie 60 ser: cpennee CAJ] menee miu pasHo 150 MM pT. CT., cpennee
nuacronuyueckoe AJl MeHee uinu paBHO 90 MM PT. CT., U CpPEeAHsIsl 4acTOTa IyJjbCa MEHEee WU
paBHa 90 ynapoB/MUH B MOJIOKEHUE CHIS, U Kaxnoe u3 3 mmepernii CAJ] 1OKHO COCTABIATH
menee 180 MM pT. CT.

Crnenyrouue oneHku TskecTd bIT 1 OLleHKH KOTHUTUBHBIX (DYHKLMH, a TAaKXKe OLIEHKA 110
IIKaJe OLIEHKH BBIPAKEHHOCTH CYHMLHMOAIbHBIX TeHAeHLni KomymOwuiickoro yHusepcurera (C-
SSRS, Columbia-Suicide Severity Rating Scale), Oynyr BbimonHens! npu Busure 1 B pamkax
OLIEHKM COOTBETCTBHsI CyObekTa KputepusiMm otoopa: Knmnudeckue JlnarHoctuueckue
Kpurepuu nns bonesnu IMapkuncona Mesxknynaponnoro O6mectsa PaccrpoiicTs J{BrokeHui
(MDS). BxkJrodeHHbIe B UCCIENOBAHHMS HHIUBUAYYMBbI JOJDKHBI OYIyT COOTBETCTBOBATH
kpurepusim MDS nnst knuauuecku BepositHoi BIT (Postuma et al. 2015). YV cyObekToB HOKHA
OBITE OpaJUKHHE3Us] C TPEMOPOM TIOKOSI W/WJIM PUTHAHOCTBHIO. Y CYOBEKTOB HE JOJIKHO OBITh
HUKAKUX KPUTEPHEB aOCONOTHOrO UCKIIIOUEHHS U3 UCCIENOBAHMS, ONMMCAHHBIX B [IpHiioskeHUH
5.V cyOBeKTOB HE HOJDKHO OBITh OoJiee 2 HACTOPAKMBAKOIIUI PHU3HAKOB; €CIIH MPUCYTCTBYET |
HACTOPAKMBAIOLINI MPH3HAK, TO OH MAOJUKEH OBITh KOMIIEHCHPOBAH | IOMONHUTEIBHBIM
KPUTEpPHEM, a €CJIM TMPUCYTCTBYIOT 2 HACTOPAKUBAKOLINX NPU3HAKA, TO OHH IOJUKHBI OBITH
KOMIIEHCUPOBaHbI 2 TOMOJIHUTEIbHBIMU KPUTEPUSMU.

ITomumo cootBercTBHst KpuTepusiM bI1, cyOBeKThI HOMKHBI COOTBETCTBOBATH KPUTEPHSIM
IeMEHIMH, Kak omucaHo Hmke (MoHpeanbckas IIKana OLEHKM KOTHUTHUBHBIX (PYHKLIHH
[MoCA]). Kputepuu MDS He paccMaTpuBalOT NEMEHIHMIO KAaK KPUTEPHA HCKIFOYSHUS IS
cyopekToB ¢ BII, u mosToMy He OyneT HHKAKUX OrpaHUYSHHI MO CPOKaM Hayajia JIeMEHIUU
OTHOCHUTEJIBHO Pa3BUTHUS MOTOPHBIX NPU3HAKOB BII.

MonudunupoBanHas wmkana XeH-fpa: BxioueHHble B HCCIENOBaHME JIML@A JOJKHBI
coorercTBoBaTh CTaguu ot 1 1o 4 no mkane XeH-Spa Ha stane ckpunuHra. [llkana Xen-Spa
(Hoehn and Yahr 1967) ucnone3yercst 111 ONMCaHMs INpoOrpeccrpoBaHus cumntoMos BIL
ITepBoHauanbHO mmiKana Obuia omucana B 1967 rony u Britovana Craguu ¢ 1 mo 5. C tex mop
mkana Opita Monudupposana ¢ nodasnenueMm Craauii 1.5 u 2.5 mia yyera mpoMeKyTOUHOTO
tedeHus: Oonesnu I[lapkuHcona. MonuduimpoBanHas mkana XeH-Apa BbINISIUT CIEAYIOIINM
obpaszom: Cramuss 0: orcyrcTBue mnpusHakoB 3aboneBanus, Crtamusi 1. OmgHOCTOpOHHEE
nposienieHne 3adonesanusi, Ctanus 1.5: OmHOCTOpOHHEE TUIIOC OceBoe mopakenue, Cramus 2:
JIBycTopoHHee mposiBlieHHe 3a0oneBanusi, 0e3 HapymeHusi paBHoBecus, Ctamus 2.5: Jlerkoe
IBYCTOPOHHEE TMposiBlieHHE 3a0olieBaHHe, € HOpMalW3aluell COCTOSHUS TIPU TeCcTe Ha
ycroitunBocth, Ctamus 3: J[BycTOpOHHEe MposiBIieHHE 3a00JeBaHMs OT JIETKOW OO CpemHeil
CTETEHU TSDKECTH, HEKOTOpasl MOCTypasibHAas HEYCTOWYMBOCTb; (pU3NUECKash HEYCTOMYMBOCTD,
cnocoOHOCTh K camooOcnyxkuBanuto, Ctanus 4. Tsokenoe Hapymenue GyHKUMA; OONBHON BCe
eme Croco0eH XOOuTh WIM CTOSATh Oe3 mommepkkw, Cragms S: Ilpu oTCyTCTBHHM MOMOIIH
OKPY’KarOINX OOJNIbHON MPUKOBAH K KPECITY MIJIM KPOBATH.

Mompeanbckasi IIKaja OLEHKU KOTHUTUBHBIX (PYHKUMH: BKIIOUeHHbIE B HCClIEOBaHHE
JuLa J0JKHBI UMeTh oLeHKy 1o MoCA ot 10 no 23 Ha 3Tane CKpUHUHTA.

I'epuatpuueckas mkana aenpeccuu: BkIrOUeHHbIE B UCCIIEIOBAHUE JIMLA JOJIKHBI UMETh
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NpU CKPUHHUHIE OLEHKY IO TepHaTpHYEeCKOH ImKaje aemnpeccuu - kparkoil ¢opme (GDS-S)
paBHyto <6. GDS mnpexacramisier co0Ol ONMPOCHUK IJIsi BBIIBJIECHUS JIEMPECCHH Y MOXKHJIBIX
monel, nmpoBoauMblii Ha Mecte (Yesavage et al. 1983). JInua orewatot B ¢popmare «Jla/Her».
ITepBoHauanbHO ObLIa paspadboraHa kak mkana u3 30 nynkros ([[nunnas gopma), ¢ Tex nmop oHa
Obuta cokparueHa o mkansl u3 15 nynkros (Kpatkas ¢popma), KOTOpast MOKET ObITh 3aIOJIHEHA
npubmausutensHo 3a 5-7 munyT (Sheikh and Yesavage 1986). M3 15 nynkroB 10 yka3bIBalOT Ha
aenpeccuro npu oreete «Jla» u 5 yKka3plBalOT Ha Aenpeccuro npu orsete «Hery.

IlTkama OLEHKHM BBIPAXKEHHOCTH CyHIHMIOANbHbIX TeHAaeHImi  KomymOuiickoro
yausepcureta - Jlerckas Bepcusi: C-SSRS npexncrasisier coboli mkany, KoTopasi GUKCUpPYyeT
BO3HHKHOBEHHUE, CEPhE3HOCTh W YAaCTOTy CYMLMAANBHBIX MBICIEH M TIOBEACHUS B TECUCHHE
cooTBercTByrOIIero mnepuona oueHku. C-SSRS, BkimodeHHass B JaHHOE HCCIEIOBAHUE B
Ka4yecTBe OLIEHKHU MPHU CKPUHHUHTE, moapoOHo ommcaHa B Pasnene 9.4.4. «basosas» Bepcus C-
SSRS Oynmer mcmonb30BaThCs MPH CKPUHHUHTE, a PE3YJIbTaThl OYAYT COCTABISATH HCXOIHYIO
oueHky cocrosiHus. C-SSRS  Oymer mnpumeHuma k CyOBEKTYy TOCI€ KOTHUTHBHOW W
¢yHKIMOHATBHON OLeHKH. OTBETHI HCHBITYEMOrO OYAYT YYTE€HBI NMPU NPUMEHEHHUH ILIKAJIBL
Ecnu Oyner ycTaHOBIIEHO, 4TO CYOBEKT UMEET CyULMIAIbHBIE MBICITH WIIH MTOBEIEHUE TPU 3TON
HCXOJTHOW OLIEHKE COCTOSIHUS, TO CyOBeKT He OyheT paHIOMH3HPOBAH U OyIeT HCKIIOYEH W3
UCCIIEIOBAHMSL.

IIpumep 4 IIpOTOKOJ UCCIIEAOBAHNS PEXXIMA JO3UPOBaHMs npu BA

Cumnraercs, uro LY3154207 sddextuBer aia yaydieHUs] KOTHUTHBHBIX AUC(HYHKIMN
npu Oone3Hu AJbLreiiMepa 3a CYEeT aKTHBALUU KOPTUKAJbHBIX HEWPOHOB, IOBBILIEHHOM
CHHANTUYECKOM  IJIACTUYHOCTH U BBICBOOOKAEHUs  HeillporpaHcMutrepoB.  [lpyrue
noreHmanbable 3¢ dexrsr LY3154207, Takue kak CHIDKEHHE THEBHOW COHJIMBOCTH, YJIyUIIEHNE
HACTPOEHUs] W/WIM alaThU M IIeJICHANPaBJIEHHOE MOBEICHUE, BeAyllee K CHIDKEHHIO araThu
(uepe3 aKkTHBALMIO KOPTHKAJIBHBIX M CTPUAPHBIX peuentopoB D1), Takke OyayT mojesHsl B
TpyIIe MaueHToB ¢ 0one3Hbr0 AJbireiiMepa. Mcrnonb3ysi ¢cnocoObl, H3BECTHBIE CHEHATICTAM
B JAHHOW OOJNACTM TEXHUKHU, TOJE3HOCTh NMpU BA Moxer ObITh NPOAEMOHCTPHPOBAHA Y
nanneHToB ¢ BA or gjerkoii no ymepenHoi crenenn (MMSE 13-26) B KIMHHYECKHX
UCCIIEIOBAHMAX MPOJOJDKUTENBHOCTRIO 24 Hepenn uin Oojiee, KOraa MarfeHTaM BBOAST 036l OT
okono 0,5 mr 1o okono 75 Mr, BIJIOTh O MaKCUMAaJlbHOM CYMMAapHOW N03bl 75 Mr B J€HBD,
LY3154207 wnu ero ¢apManeBTHYECKOW KOMNO3HLWH, a 3((HEeKTHBHOCTh, 0€30MacHOCTh U
NEPEHOCUMOCTh OLIEHHBAIOT CIIOCO0AMH, U3BECTHBIMH CIIELMAIICTY B JAHHOH O0OJACTH TEXHHUKH,
BKimrouasi, Harpumep, ADAS-Cogl3, MMSE, ADCS-CGIC, ADCS -ADL, AD-QOL, NPI u
ESS.

Ipumep 5: Jpyrue nobhamubepruueckue Hapyenus [THC

ITone3HoCTh MpH pa3MUUHBIX APYrUX nodamuHepruueckux Hapymenusx LIHC, Bkimrouas
cocyaucTyro aemenuuto, musoppenuro, CABI, nenpeccuro, ayTu3M, XpOHUYECKYIO CKEJIETHO-
MBIIIEYHYI 00Jb, (UOpOMHANTHIO, HAPYIIEHWUS KOTHUTHBHBIX (YHKIMHA, HApYyLIEHWUs CHa,
M30BITOYHYIO JAHEBHYIO COHJIMBOCTb, HAPKOJIETICHIO, HApYLIEHWE CHAa NPU CMEHHOH pabore,

YEepPEIHO-MO3IOBbI€ TPAaBMbI, XPOHUYECKYIO TPaBMATUYECKYIO HHIe(aIonaTHio, OXXUpPEeHHe MU
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HapyLICHUE PEryJsluu amnImeTUTa, pacCTPONMCTBA HACTPOCHUs, JETAprUi0, AamaThue U
aAUKTUBHBIE  PAaCCTPOHCTBA, MOXET  OBITh  MPONEMOHCTPUPOBAHA  KIIMHUYECKHMHU
HCCJIEOBAHUSIMU, B KOTOPBIX MALMEHTAM C YKa3aHHBIMU HApYIICHUSMH BBOIAT 03Bl OT OKOJIO
0,5 Mr 10 0k0JIO 75 MTI, BILUIOTh A0 MAaKCUMAJIbHOM CYMMAapHOU 1036l 75 mr B AeHb, LY3154207
win ero papmManeBTU4eCKOi KOMIO3UIMH, a 3((HEKTUBHOCTD, O€30MaCHOCTh U MEPEHOCHMOCTD

OLIEHMBAIOT CIIOCO0AMH, U3BECTHBIMH CIIELIMAINCTY B JAHHOH 00JIaCTH TEXHUKH.
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®OPMYVYJIA H30BPETEHUA

1. LY3154207 unmu ero ¢QapmaueBTHUECKass KOMITO3ULIUS JUIsI HMCIOJIBb30OBAHHS TIPU
JeueHnH N0()aMHUHEPrHYeCKOro HapyIIEeHUs LEHTPaJbHONW HEPBHOM CHUCTEMBl Yy MAIUEHTA,
KOTOpO€ BKJIOUAET BBEJEHHE YKA3aHHOMY MAIlMeHTy OgHOU min 6osee 103 oT okojo 0,5 Mr 1o
OKOJIO 75 MT B JIeHb, BIUIOTh A0 MAKCUMaJbHOW CyMMapHO# 103bl 75 mr B neHb LY3154207 unu
ero (hapmMaLeBTHUECKOH KOMITO3HULIUH.

2. LY3154207 wnu ero (apmareBTHUecKass KOMIO3ULMS U HCIOJB30BAHUS Kak
YKa3aHOo B I1. 1, BKIIFOYAKOLIETO BBECHHE YKA3aHHOMY MALMEHTY OAHOM Win OoJjiee 103 OT OKOJIO
0,5 mr no okono 15 Mr B A€Hb, BIUIOTh A0 MAaKCUMAaJbHOW CyMMapHON A03bl 15 Mr B JeHb
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUY.

3. LY3154207 unu ero ¢apmaueBTHYECKas KOMIO3HMLMS JUI HCIIOJIBb30BAHUS Kak
YKa3aHO B I1. 1, BKIIFOYAOLIETO BBEJCHUE YKA3aHHOMY MAILUEHTY CYTOYHOM J103bl, BBIOPAHHON U3
rpynmnel, cocrosmen u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 50 mMr u 75 mr
LY3154207 wmm ero ¢papManeBTHUECKOW KOMIIO3ULIUH.

4. LY3154207 umu ero ¢apmaueBTUYeCKass KOMITO3ULMS JJIsl HCIIOJNBb30BAHHS Kak
YKa3aHo B M. |, BKIFOUAIOLIETO JIUTEIbHOE BBEICHHE YKA3aHHOMY MAIlMEeHTyY OOHOHN uiu Oonee
103 OT 0KO0J10 0,5 Mr 10 OKOJIO 75 Mr B [IeHb, BIUIOTh O MAKCUMAaJIbHOW CYMMAapHOHR A03bI 75 Mr
B neHb LY3154207 wnm ero (apManeBTHUECKON KOMIO3HMLIUH, MPU 3TOM MALUEHT MPOXOIUT
JIeYeHUE B TEUEHHUE, IO MEHbIIEH Mepe, 21 nHa noapsa.

5. LY3154207 unu ero ¢apmaneBTHYECKass KOMIO3MLMSA JUI HCIIONB30BAHUS Kak
yKa3aHo B II. 4, BKJIIOYAIOIIETO MOCTOSHHOE BBEJEHHE YKa3aHHOMY MAIMEeHTy OAHOHN uiu Oonee
103 OT 0K0J10 0,5 Mr 10 OKOJIO 15 Mr B eHb, BIUIOTh 1O MaKCUMAaJIbHOW CYMMapHOH 4036l 15 Mr
B 1eHb LY3154207 unu ero papmarieBTHUECKON KOMIO3ULINH.

6. LY3154207 wmm ero ¢apmaneBTHUeCKass KOMIIO3ULMS JUISl HCIIOJNB30BAHUS Kak
YKa3aHO B M. 4, BKIFOYAIOIIETO JJUTENBHOE BBEIACHHE YKAa3aHHOMY MNALMEHTy CYTOYHOH AO3BI,
BbIOpaHHOM U3 rpymmbl, cocTosimeii u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr,
50 mr u 75 mr LY3154207 unu ero apmManeBTH4eCKONH KOMITO3HLIUH.

7. LY3154207 umu ero ¢apmaueBTHYeCKas KOMIIO3MLMS JUIS HCIIOJB30BAHUS Kak
yKa3aHo B mm. 1-6, mpw 3TOM yKa3zaHHOE AOPaMHUHEPTHMYECKOe HAPYLICHWE LEHTPAJIbHOU
HEPBHOW CHUCTEMBbI BBIOPAHO M3 TPYHIbI, cocrosmed nu3 OonesHu nuddy3HbXx Tenen Jlesu
(BATJI), 6onesnu [Mapkuncona, Oone3nu AJbireiiMepa, COCYAUCTON AeMeHLMH, mu30(peHuy,
CHBI', nempeccuu, ayTu3ma, XPOHHYECKOW CKEJETHO-MbIedHON Oomm, (udpomuanruu,
KOTHUTHBHBIX HapyIIEHUH, N30bITOYHONW JHEBHOH COHJIMBOCTH, HAPKOJEIICHH, HAPYIIEHUS CHA
Opu CMEHHOH paboTe, UepernHO-MO3TOBOW TPaBMbI, XPOHHUYECKOH  TpPaBMATHYECKON
sHIedanonaTuu, OXHUPEHHUS WM HAPYIICHUs PEryJSIIUM ammeTHTa, PacCTPOICTB HACTPOCHMS,
JIETApTUH, allaTUU U aAJUKTUBHBIX PACCTPOMCTB.

8. LY3154207 wnu ero ¢apmaneBTHUECKas KOMIIO3ULIUS Il HCHOJb30BAHUS Kak
YKa3aHO B M. 3, BKJIIOYAIOUIErO BBEAEHUE YKA3aHHOMY MNauueHTy pAo3bl 0,5 mMr B OeHb
LY3154207 nnm ero ¢papmareBTHUECKOW KOMIIO3UIIUY.

9. LY3154207 wunu ero (apmaueBTuueckas KOMIO3HMLUSA Ui HCIOJb30BAHUS Kak
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YKa3aHO B II. 3, BKJIFOYAKOLIEro BBEICHUE YKa3aHHOMY MauueHTty n03el 1 mr B aenp LY3154207
WM ero (papMaLeBTHIECKON KOMIIO3HLIUY.

10. LY3154207 unu ero (apmaneBTHUECKAs KOMITO3ULMSA MAJsl WUCIMOJB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAOLIErO0 BBEICHUE YKA3aHHOMY MalUeHTy 103kl 2 Mr B AeHb LY 3154207
WK ero (papMaLeBTHIECKON KOMIIO3HULIUY.

11. LY3154207 wnu ero ¢apmaueBTHYECKass KOMIIO3MLMS AJISI MCIIOJNB30BAHUS Kak
yKa3aHo B M. 3, BKJIIOYAIOLIETO BBEEHUE YKA3aHHOMY MalMeHTy A03bl 3 Mr B neHb LY 3154207
WU ero (apMaLeBTHIECKON KOMIO3HLIUY.

12. LY3154207 unu ero (apmaneBTHUECKAs KOMITO3ULMS JJIsi MCMOJB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAKOLIEro BBEICHUE YKAa3aHHOMY MalMeHTy 103kl 5 Mr B AeHb LY3154207
WK ero (apMaLeBTHIECKON KOMIIO3HLIUY.

13. LY3154207 unu ero (apmaneBTHUECKAs KOMITO3ULMS JJISI HCIOJB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAIOILErO BBEEHNUE YKa3aHHOMY nanueHTy 1o3bl 10 mMr B nens LY3154207
WY ero (papMaLeBTHIECKON KOMIIO3HLIUY.

14. LY3154207 unmu ero (apmaneBTHUECKAs KOMITO3ULMS MJIsl HMCIOJNB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAIOILErO BBEICHUE YKa3aHHOMY MalueHTy 103bl 15 Mr B nenb LY 3154207
WK ero (papMaleBTHIECKON KOMIIO3HLINY.

15. LY3154207 unmu ero (apmaneBTHUECKAs KOMITO3ULMS JJIsl HCIOJB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAOILErO BBEJECHNUE YKa3aHHOMY nanueHTy 1036l 20 mr B aenb LY 3154207
WM ero (papMaLeBTHIECKON KOMIIO3HLIUY.

16. LY3154207 unu ero (apmaneBTHUECKAs KOMITO3ULMSA AJsl WUCIOJNB30BAHUS Kak
YKa3aHO B II. 3, BKJIFOYAIOILEro BBEECHNUE YKa3aHHOMY nanueHTy 103bl 30 Mr B nenb LY 3154207
WK ero (papMaleBTHIECKON KOMIO3HULIUY.

17. LY3154207 wnu ero ¢apmaueBTHYECKass KOMIO3ZMLMS AJISI HCIIOJB30BAHUS Kak
YKa3aHO B I1. 3, BKJIIOYAIOIET0 BBEEHNUE YKa3aHHOMY narueHTy 1036l S0 Mr B neHb LY 3154207
Wiu ero (HapMaleBTHUECKON KOMIO3HLIUY.

18. LY3154207 wim ero (apmaueBTHUECKAs KOMITO3ULMS MAJISI HMCIOJB30BAHHS Kak
YKa3aHO B II. 3, BKJIFOYAIOILErO BBEEHNUE YKa3aHHOMY MalueHTy 103bl 75 Mr B neHb LY 3154207
WK ero (apMaleBTHIECKON KOMIIO3HLIUY.

19. LY3154207 unu ero (apmaneBTHUECKAs KOMITO3ULMS JJIsi HMCIOJB30BAHUS Kak
YKa3aHo B I. 7, MPHU 3TOM YKa3aHHOE NO(paMUHEPTrHUecKOe HAPYLICHHE LEHTPATbHONH HEpBHOU
CUCTEMBI NIPEACTaBIIsIET Co00M Oone3Hb [lapkuHCOHA.

20. LY3154207 umm ero ¢apmaneBTHUECKAs KOMITO3ULMS JIsI HCIOJB30BAHUS Kak
yKa3aHo B 1. 19, npu 3TOM MalMeHT COOTBETCTBYET NepecMoTpeHHbIM kputepusim MDS ans BIT
U JE€MEHLUHU OT JIETKOW A0 CpPeAHEeH CTENEHH, YTO OMNPENENseTCs CHUKEHHEM KOTHUTHUBHOMN
¢ynkunu ¢ onenkoii nmo mkaine MoCA ot 10 o 23.

21. LY3154207 wmu ero (apmaneBTHUECKAs KOMITO3ULMSA MAJIsT HCIOJB30BAHUS Kak
YKa3aHo B I. 7, TIPU 3TOM YKa3aHHOE NOo(aMHHEprHuecKoe HapylleHHe LIEHTPAJIbHOH HEPBHOMN
CUCTEMBI TIPEACTAaBJISIET COOO0M OoNe3Hb AJTbIreriMepa.

22. LY3154207 umu ero ¢apmaieBTHUECKAss KOMITO3ULMSA AN HUCIOJNB30BAHUS Kak



58

yKa3aHo B I. 7, TIPU 3TOM YKa3aHHOE NOo(aMHHEpriHuecKoe HapylleHHe LIEHTPAJIbHOH HEPBHOMN
CHCTEMBI NIPECTABIIIET COOON OJKUpPEHUE.

23. Crnoco0 neueHns 1oGpaMUHEPTUYECKOr0 HApYIIEHHsI IEHTPAJIbHON HEPBHON CHCTEMBI
y HNALMEHTa, Hy>»KJAIOLIEroCsl B 5TOM, BKJIKYAKOIIUNA BBEACHUE YKA3aHHOMY INALUEHTy AO3bI OT
okono 0,5 Mr no oxkono 75 Mr, BIJIOTH JO MAaKCHUMAaJbHONW CyMMAapHOH [03bl 75 MI B [I€Hb
LY3154207 nnu ero papmManieBTH4eCKOH KOMITO3HLIUH.

24. Cnioco0 neveHust 1ohaMHHEPTHYECKOr0 HapyIIeHNs IEHTPAJIbHONH HEPBHOH CUCTEMBI
y HaLMEeHTa, HYXAAOLIErocss B 3TOM, IO M. 23, BKJIIOYAKOIINNI BBEACHUE YKA3aHHOMY NALUEHTY
1036l 0T okoso 0,5 mr 10 okojo 15 Mmr, BIJIOTh 4O MakCUMaJbHOW CyMMapHO# A03bl 15 mr B
nerb LY3154207 unm ero ¢papmMarieBTU4eCKONH KOMITO3ULIMH.

25. Crnoco0 nevyenust nohaMUHEPTHYECKOTO HAPYIIEHHs LIEHTPAJIbHON HEPBHOIN CHCTEMBI
y NALMEeHTa, HyXAALIEerocss B 5TOM, IO M. 23, BKIIOYAIOIINNI BBEACHUE YKa3aHHOMY NALUEHTY
CYTOYHOH J03bl BBIOPAHHOU U3 Tpymmbl, cocTositmen u3 0,5 mr, 1 mr, 2 mr, 3 mr, 5 mr, 10 mr, 15
mr, 20 mr, 30 mr, S0 mr u 75 mr LY3154207 v ero gpapManeBTUYECKOW KOMITO3UIIUH.

26. Cnioco0 nevyenus: nohaMUHEPTHYECKOTO HAPYIIEHHS LIEHTPAJIbHON HEPBHOI CHCTEMBI
y MALMEeHTa, HyXAAOLIErocss B 3TOM, MO M. 23, BKIIOYAIOUINI BBEJECHNUE YKA3aHHOMY MALIUEHTY
no3sl 0,5 mr B nenb LY3154207 unu ero papmanieBTHIECKON KOMITO3HLINH.

27. Cnioco0 nevyenus: no¢haMUHEPTHIECKOTO HAPYIIEHHS LIEHTPAJIbHON HEPBHOI CHCTEMBI
y MALMEeHTa, HyKXAAIOLWErocss B 5TOM, IO M. 23, BKIIOYAKOIIUN BBEACHUE YKa3aHHOMY NALUEHTY
no3bl 1 mr B nenp LY3154207 unu ero papmarnieBTHUECKON KOMIO3ULIUH.

28. Crnioco0 neyenus: 1opaMUHEPTUYECKOr0 HAPYILEHHs LIEHTPAJIbHON HEPBHOIN CHCTEMBI
y MaLMEeHTa, HYyXKAAIOLIErocss B 5TOM, IO II. 23, BKIIIOYAIOIIUN BBEICHUE YKa3aHHOMY MaLUEHTY
103l 2 Mr B ieHb LY3154207 unu ero apmarieBTHIECKON KOMIO3ULINH.

29. Cnioco® nevenust 1ohaMHHEPTHYECKOT0 HapyIIEeHNs IEHTPAIbHONH HEPBHOH CUCTEMBI
y MAlMEeHTa, HYXAALIErocss B 3TOM, IO M. 23, BKJIIOYAIOIIUNA BBEICHUE YKa3aHHOMY NALUEHTY
1036l 3 Mr B ieHb LY3154207 unu ero hapmaneBTHUECKOH KOMIO3ULIUH.

30. Cnoco0 nevenus: 1opaMHHEPTUIECKOTO HAPYLIEHHsT LIEHTPAJIbHON HEPBHOM CHCTEMBI
y NALMEeHTa, HYXAAOLIErocss B 5TOM, IO M. 23, BKIIOYAIOIINN BBEACHUE YKA3aHHOMY NALUEHTY
1036l 5 Mr B 1eHb LY3154207 wnu ero hapmanieBTHUECKOH KOMIO3ULIUH.

31. Cnocob nedenust nopaMHHEPTUIECKOTO HAPYIIEHHsT LIEHTPAIbHON HEPBHOI CHCTEMBI
y NalMeHTa, HyXAA0LIEerocss B 5TOM, IO M. 23, BKIIOYAKOIINN BBECHUE YKA3aHHOMY NALUEHTy
no3sl 10 mr B nenb LY3154207 unm ero gpapmarneBTHIeCKONH KOMITO3HIIUH.

32. Cnocob nedenus: nopaMHHEPTUIECKOTO HAPYLIEHUST LIEHTPAIbHOW HEPBHOM CHCTEMBI
y NALMEeHTa, HyXAAOLIEerocss B 5TOM, IO M. 23, BKIIOYAKOIINN BBEACHUE YKa3aHHOMY NALUEHTY
no3sl 15 mr B nenb LY3154207 nnm ero gpapmarneBTHIeCKONH KOMITO3HIIHH.

33. Cnocob nevenus: nopaMHHEPTUIECKOTO HApYIEHNs LIEHTPAIbHON HEPBHOIN CHCTEMBI
y MAaLMEeHTa, HyXAAIOLErocss B 3TOM, IO M. 23, BKJIIOYAONUI BBEACHUE YKA3aHHOMY MAaLIUEHTY
no3sbl 20 mr B nenb LY3154207 nnm ero gpapmarneBTH4ecKoi KOMITO3UIINH.

34. Cnocob nevenus: nopaMHUHEPTUIECKOTO HapYLIeHNs LIEHTPAJIbHON HEPBHOI CHCTEMBI

Yy nalueHTa, HYXXAA0METOoCsa B 3TOM, IIO II. 23, BK.]'II-OLIaI-OH_II/Iﬁ BBCACHUEC YKA3aHHOMY MNAILUCHTY
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no3sl 50 mr B nenb LY3154207 nnm ero gpapmarneBTH4ecKoil KOMITO3UIHUH.

35. Crocob neyenust 1ohaMUHEPTUIECKOrO HAPYIEHHUs IEHTPAIbHOW HEPBHOW CUCTEMBI
y MaLMEeHTa, HyKAAOLIErocss B 5TOM, IO M. 23, BKIIOYAIOIIUN BBEACHUE YKa3aHHOMY NALUEHTy
no3sl 75 mr B ieHb LY 3154207 nnu ero gpapmareBTH4eCKOi KOMITO3ULIUH.

36. Cnoco6 wucnonb3oBanus LY3151944 npu jedeHun podaMUHEPrHUIECKOro
HapyLIEeHUsl LEHTPAJbHON HEPBHON CHUCTEMBl y MALMEHTa MO M. 23, BKIIOYAIOIINN BBEICHUE
YKa3aHHOMY NaLUEHTy 103bl OT Okoyio 0,5 Mr 10 OKOJo 75 Mr, BIUIOTH A0 MaKCUMAJIbHOW
cyMMapHoii 10361 75 Mr B ieHb LY 3151944 unu ero gapmarieBTH4ecKoi KOMITO3ULIHUH.

37. Cnocob6 wucnonb3oBanusi LY3151944 npu nedeHun nohaMUHEPTHIECKOTO
HapyILIeHUs1 LEHTPAJbHON HEPBHON CHCTEMBI y MallMe€HTa MO M. 23, BKIKYAOUIMN BBEICHUE
YKa3aHHOMY MAalMEHTy A03bl OT OKojo 0,5 Mr A0 okojo 15 mr, BIOTh A0 MaKCUMaJIbHOM
cyMMapHoi#i 103bI 15 mr B genb LY 3151944 unu ero gapmaneBTu4eckoil KOMITO3ULHH.

ITo noBepenHocTH
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