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OIIMICAHVE M3OBPETEHVA
143686
CIIOCOEEH! JIEUEHMA OEINPECCHUM C MCIIOJIBSOBAHMEM AHTAT'OHMCTOB
OPEKCHHOBBIX PELIEIITOPOB-2
[IEPEKPECTHAA CCHJIKA HA CMEXHHE 3AABKU
[0001] HacTosmasa 3asaBKa UcOpalmBaeT [IPUOPUTET 1o
IpenBapuTesIbHOM IHaTeHTHOM =sagBke CIA N 62/306,487, mnomadHHOM 10
MapTa 2016 1., KOTOpas BRJIOUEHA B HaACTOANUM HOOKYMEHT IIyTeM
CCBUIKMA .
OBJIACTH TEXHUVKU
[0002] HacTodmee omnomMcaHMe OTHOCUTCS, IIOMMMO TIIpOYero, K
criocoBaM JleueHMA IelNpeCcCUn.

[IPEOIIOCEUIKM CO3SIOAHNA M3OEPETEHVA

[0003] OpeKCHHH (Takxe M3BEeCTHEE Kak TUIIOKPE TVHH )
IpenCcTaBJIART cobom HeMpOoNelTUIH, DKCIIPECCUPYEMHE HeMpoHaMU
nepr@OpPHUKAJILHOM obJjslacTH, IOP30MeINalILHOTO TUIoTajJlaMyca u

JaTepalJIbHOTO TIunoTajamyca (de Lecea et al., 1998; Proc. Natl.
Acad. Sci. U.S.A. 95, 322-327; Sakaurai et al, 1998, Cell 92,
573-585). OpeKCHHEPIMUECKME HeVWPOHH JalnT I[IpOoeKUMM BO MHOTUE

objlacT MO3Ta, BRJIIOUAA IOpyI're TIUIlIoTalJlaMMYeCKMe AIopa, Cpe,HI/IHHbIﬁ

IapaBeHTPUKYJISAPHBN TajJgamyc, anpa cTBOJIa MO3Ta, BEHTpPAaJIbHYIO
TerMeHTaJIbHyln of0JjlacThk M O0O0O0JIOUKY I»IpuJexamero sipa. (Peyron et
al., 1998, J. Neurosci. 18, 9996-10 Olo) OpeKCHMHOBEE

HeVpONenTuUOL, OTHOocAmMecsa JMbOo K OpeKCHuHYy-A, Jubo K OpeKCHuHY-B,
CBASHBATCHA C pPelenNTopaMy, UMeERIVMY CeMb TpaHCMeMOPaHHEX IOMEHOB
M COIpPSXeHHBEIMM C G-0ejikaMM, KOTOpPHE HaB3HBalTCA OPEKCHUHOBHM
peuentop-1 (OX1R) ¥ OpPeKCHUHOBHEM pellenTtop-2 (0OX2R) (de Lecea et
al., 1998; Proc. Natl. Acad. Sci. U.S.A. 95, 322-327; Sakaurai
et al, 1998, Cell 92, 573-585). Torma KakK OpeKCHMH-A He HABJIAETCH
CeJIEKTUMBHEM I[10 OTHomeHM© k OX1R m OX2R, OpekCHMH-B »OeMOHCTpUpYyeT
BoJjlee BHCOKYH adpduHHOCTL kK OX2R (Sakaurai et al, 1998, Cell 92,
573-585). AHTATrOHUCTH OPEKCHMHOBHX PEILEeITOPOBR KJIAaCCUPULIUPYITCH
KakK OIHOPeLEeNTOPHEEe aHTal'OHMCTE (SORA) WM  OBYXpPeLellTOPHHE
aHTaroHucTe (DORA) .

[0004] T'mnoranaMmueckue OPEKCHHOBEHE HEeVPOHH,

BKCIpeccHUpylmre paspan BO BpeMmsa AKTUBHOTO BonpCcTBOBAHKUSA,



IIPaKTMYECKM HEeaKTVIBHEI B @age CHa C MeJIeHHBEMM IOBMXeHMAMV IJla3 U’

IOTEMOHCTPHPYIOT SIIM30IOINMYECKIME PaspAne B @aBe CHa C 6HCTpHMM

IBMXxeHMaIMm 1J1as (Lee, 2005, J. Neuroscience 25(8): 6716-6720;
Takahashi, 2008, Neuroscience, 153: 860-870). TakoMm xapaKTep
aKTMBHOCTM IOITBEpPXIaeT [IPeOCTaBJIeHMe O  TOM, UTO  OPEeKCHUHEH
ABJIAITCH MOITHEIMI SHIOT EHHEIMU nenTuiamu, CIIOCOOCTBYIVMA
akTuRauuy  (GoOpCTBOBAaHMUL) . B  MCCIemoBaHMAX C  MCIIOJNb30BaHMEM

3alliCVM aKTVMBHOCTM OTIOeJIbHEIX HeﬁpOHOB TakKXe IIOKa3aHo, yro OX-
comepXxalne HeﬂpOHH InIpenoliouyTrTeJIEHO AKTHMBUPYROTCA IIpM IIOMCKOBOM

KOPMOBOM IIOBEeIeHMM C BO3HaTrpaxmeHuem (Hassani et al., 2016. J

Neuroscience 36(5): 1747-1757) . OmDHaKO IIpenrnojiaraeTcHd, uTo
OPEeKCHHH TakKxe UWIpalT pPoJIb B UpPesMepHOW aKTuBalUMM (HaIopuMep, B
CBEPXHACTOPOXEHHOCTH, TpeBOTE, coMaTUUeCKOM Hamnp SXeHUN,
BO3OYKISHUM U/WIM UYUpPEesMEepPHHX pa3sMBIJIeHUIX), KoTopasd HabjmoIaeTcd
B TMOIMHOXeCTBax IallMeHTOB C pPacCTpoMCcTBaMM HaCTpoeHMusa. Ha IaHHHM
MOMEHT CUMTaeTCsa, 4YTOo COoOCTBEHHad aHTUIENpeCCaHTHasd aKTMBHOCTH
CeJIeKTUBHOTO aHTaroHucTa OXR2 He OvUla KIMHMUYECKM MCCJIemOBaHa.

[0005] Kak mMB3BeCTHO B @»DaHHOM 00JlacTM, KJIMHMUECKM 3HAUMMOE
YIIydlleHue CHUMIITOMOB JIEIPeCcCHuMrM Yy CyOBEeKTOB C IMalHOCTUPOBAHHEM
BOJIBLIMKMM IOEelNpecCUMBHEIM paccTporcTBoM (MDD) MoxeT 3aHMMaTh 4-6
HeneJib I[IOCJIe Hauajla JeueHMd HOOCTYIHBEMM B  HacTodllee BpeMd
aHTumernpeccaHTaMu. CljleDoBaTeJIbHO, He OXMIaeTCsd, UTO CyOBEeKTH C
MDD 1moJiyyaT IIOJIE3HHM 20bekT oT 0o0Jiee KOPOTKUX IIEePMOOOB Tepalluu
aHTHUOenpeccaHTaMi, B o0co®eHHOCTM 2 HeIeJM WM MeHee. Takum
oBpaz3oM, coxXpaHsaeTCcHd akTyaJlbHasd MeIMLIMHCKAa S IoTpe®HOCThb B
oBecrnieueHUr 5OOEKTUBHOTO JIEUEeHUS OelpecCHud.

MS3JIOXEHUE CYIMHOCTU M30BPETEHMA

[0006] Ofmee onMcaHMe U TIIPencTaBJIEHHOEe HMXe TIIoOpobHoe
onmMcaHue CIIyXaT TOJIBKO oJg I[IpyMepa WM = pa3biACHEeHMS W He
OTpaHMUMBAaT OIMCaHMe, KaK oIpeneJieHO B OIPUIIOXeHHOM dopMmyJie
nzobperTeHusa. JlpyI'Me acleKTH HaCTOSAMEeTro OMNMCAHMSA CTaHyT OUYeBMIIHE
crieuMaJMcTaM B »OaHHOM o00JlacTM TexXHMKM B KOHTEKCTe MOoIOpoBHOTO
ONIMCaHusa, KaK IPelcTaBJIeHO B HaCTOAMEM INOKYMEHTE.

[0007] B OHOHOM acIleKTe IIPeNJIOXeHH CIIOCODH JIeueHUS CcyOBeKTa,
CTpajapmero »OelpeccHrelr WM UMEeKIero OMaTHOCTUMPOBAHHYI IelpeCCHo.

9TM crnoco®w BKJOUALT B cebsg BBeIeHMe CYOBEeKTy, TpebyomeMy TaKoTo



JleueHnsa, DSOPeKTMBHOTO KOJMYECTBA COeOMHeHMS OGOopMyJiHl (I) MM ero
bapMalleBTHMUECKNY IPpMEeMJIEMOM  COJIH, mpuueM R'-R?  ompemesenm B
HacTodAmeM OOKYMeHTe, U IIpM STOM CcoeIMHeHMe OdopmyJiel (I) BBOOAT

Iiepenl CHOM.
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[0008] B gmOpyroM acleKkTe CyObLekT, I[IOJydYaBIMNM JileueHue B
COOTBETCTBUM CO crnocobamMr, OIMCAHHEMM B HaCTOAINEeM OOKyMeHTe, He
cTpajaeT OeCCOHHULENW MJIM He MMeeT OMalHOCTUPOBAaHHOM OeCCOHHMIIH.

[0009] B [ONOJHUTEJBEHOM AacIlleKTe CcoeauHeHue ¢opmyJiel (1)
BBOIOAT HOUBI B COOTBETCTBUM CO crHocobamr, OIMCAHHEIMM B HaCTOAIEM
OOKYMEHTEe.

KPATKOE OIIMCAHUE T'PAOMUECKUX MATEPHAJIOB

[0010] HacrTogmee omnmcaHme 0OynmeT ©OoJjiee IIOHATHO CO CCHJIKOM Ha
IIpMBEeIEeHHOEe HIWXe IIoOpoOHOe OoIMcCaHue B CoUeTaHMM C IIpuilal'aeMBEMU
burypaMm U IIpuUMepaMu, KOTOPHE ABJIATCS  YacThbl  HaCTOAWMETO
ommucaHua. ClleoyeT IIOHMMATL, UYTO HaACTOANee OIMCaHMe He OI'pPaHMUeHO
KOHKPETHEMM  YCTPOMCTBaMM, criocobamu, BapMaHTaMM  IIPMMEHeHUHd,
YCJIOBUAMM WM [apaMeTpaMy, ONMCAaHHLEMM  M/WJIM  [IOKa3aHHEIMM B
HacToAmeM IOOKYMeHTe, M UYTO MCHOoJb3yeMas B HacTodlleM OOKyMeHTEe
TEePMUHOJIOTUS MMeeT CBOeM LeJlbld OoIMcaHMe KOHKPEeTHHX BapMaHTOB
OCYIECTRBJIEHUSA WMCKJIKOUUTEJIBHO B KadeCTBe IIpMMeEpa M He IIpuU3BaHa
OT'PaHMUMBAaThH 3agaBJIEHHOE nz3obpeTeHue. Kpowme TOTO, Kak
VCIIOJIL3YEeTC A B HaCTOAIeM ONIMCaHuU u IPUJIOXEHHOM dbopmyJie
nz3obpeTeHnUsa, QOPME €IMHCTBEHHOTI'O uUMcJia BKJKUYAKT B cebd CCBUIKY Ha
MHOXECTBEHHOE UMCJIO, a CCHEJIKA Ha KOHKPETHOE UMCJIOBOE 3BHaUeHNe
BKJIIOUaeT B ceBd IO MeHbBIEeM Mepe D2T0 KOHKpeTHOe 3HaueHMue, eCciu
KOHTEKCT SBHEIM 0OO0Opa30M He YKas3HBaeT Ha MHOe. Korma BHpaxaeTCsd

IMalla3OH 3HaquMﬁ, HPYPOﬁ BapMaHT OCYyHeCTBJIEHMA BKJIIIOUaeT B ceb4d



MHTepBaJl OT OIHOTO KOHKPEeTHOTO 3HaueHMda W/MiIM OO IPYyTOoTo
KOHKPETHOT'O 3HaueHMsa. AHaJOTMUHO, KOI'a 3HaueHud YyKa3aHH Kak
NIPUOIIN3UTEJIEL HEIE C VCIIOJIE 30BaHUEM npenBap4rero cJIoBa
KIIPUOIINUBUTEIJIEHO, cjlenyeT IIOHUMMAaTh, UTO KOHKPETHOE 3HaueHUe
obpasyeT IOpyToM BapMaHT OCYymeCcTBJeHMsa. Bce IMalra30HH ABJIAOTCH
BKJIOUAKIUMY Y KOMOMHUPYEMEIMH .

[0011] TIIlpenmecTByKIee MBJIOXKEeHMEe CYIHOCTM M300peTeHusd, a
Takxe I[ocJjienyiomee nogpobHoe onMcaHue OynyT O0oJiee TIOHATHH IIPU
PacCMOTPEeHMM BMECTe C IpuJlaTaeMbeMM QUIYypPaMM.

[0012] Ha OUT". 1-2 npencTaBJIeHH npoouim cpenHemn
KOHILEHTpaluuM B ILJla3Me B 3aBUCHMMOCTM OT BpPEeMeHM IJIS COCTaBOB
[5 (4, 6—-oVMe TMIINVPYMUIOVH-2-WJI) —TeKCaTUMOponnuppoJio [ 3, 4—-c]lnuppoj-2-
minl] - (2-dTop-2-1[1, 2, 3] Tpuazoiy-2-UIdeHNJI) ~METAHOHAa (coeIVHeHMVe A) .

[0013] Ha OUT". 3-8 npencTarJIeHH COCTaBHEE npodumiin
KOHIEHTpaluuy B IlJla3Me B 3aBUCHMMOCTM OT BpPEMeHWM IJIS COCTaBOB
coenmMHeHUd A,

[0014] Ha oHUI. 9-11 n1npencrapJIeHE OTHOEJIEHEIE W CpPeIHUue
bapMakKOKMHETUUECKME IapaMeTpsl B ILJla3Me B 3aBUCUMMOCTM OT THIIa
JIeUeHusd IJIS COCTaBOB COeOMHEeHMUT A.

[0015] Ha OUI'. 12 nOpencTaBJieH JMHEVHBM TIpadMK 3aBUCKUMOCTHU
BpeMeHM CcHa (B MMH) OT BHKJIOUeHMSA cBeTa 10 10 MMHYT CHa OT
u3MeHeHrs B OeHb 10/11 OTHOCHUTEJBHO UCXOIHOTO YPOBHS.

[0016] Ha OoUI'. 13 mnpencrTaBJieH JMHEVHEM I'padMK 3aBUCHUMOCTU
ofmero BPEMEHM  CHa (B MMH) OT WU3MeHeHUud B IOEeHb 10/11
OTHOCUTEJIbBHO MCXOIOHOTO YPOBHHA.

[0017] Ha OoUI'. 14 npezncrTabJieH JMHEVHHM TI'padMK B3aBUCHUMOCTU
M3MeHeHMI JIATeHTHOCTM HacCcTYIJIeHMA YCcToMuMBOTO CcHa (LPS) 1pu
OlleHKe 1o mKajJe I"'aMMJIBE TOHA OJida OLIEHKM  JelpecCHum (HAM-Dg)
OTHOCUTEJILHO MCXOOHOTO YPOBHA B ITeHb 10/11 oT M3MeHeHUS OLEeHKH
HAM-Dg OTHOCHUTEJIBHO MCXOIHOTO YPOBHS B HeHBb 11.

[0018] Ha OUI'. 15 mnpencrTaBJieH JMHEVHBM TI'padMK 3aBUCHMOCTU
M3MEeHeHUA oBumero BpeMeHU CHa (TST) pmn OlleHKe I10 HAM-Dg
OTHOCUTEJILHO MCXOOHOTO YPOBHA B IeHb 10/11 oOT WM3MeHeHWUS OLEeHKH
HAM-Dg OTHOCHUTEJIBHO MCXOIOHOT'O YPOBHS B IeHBb 11.

[0019] Ha ouUI'. 16 rnpencrapJjieHa CXeMa TexXHOJOTMUEeCKOTO

Inpouecca, CBA3aHHOTIO C IIoJIydyeHneM TabJIeTOK, VCIIOJIb 3y EMBIX B



HacTodlleM M300peTeHUN.

[IOOPOEHOE OIIMCAHUE WMIJUTIOCTPATVBHEX BAPVMAHTOB OCYIECTBIIEHVA

[0020] I. OmnpenesyieHUs

[0021] TepmuH «Oerpeccusa» BKJIOUAET B ceb4a foJipmoe
LOelpeCCUBHOE pPaccTpoOMCTEO, [IepCUCTHUPYKIee OelpeCCUBHOE
pPaccTpoOMCTBO, HeNpeccHuil, CBA3aHHYyl C OWIIOJAPHEM pPacCTPOMCTBOM
(T. e. OUNOJAPHYID Ielpeccun), ces30HHOoe abhpeKTHMBHOE PacCTPOMCTRBO,
IICUXOTUUECKYIO IOelpeccun, [IOCJIEPOLOBYI Oenpeccuo,
IpelIMeHCTPpyaJlbHOe oucoopmdeckoe pPaccTpoiCTBO, CUTYaLUVOHHYIO
OellpeCCHUl, aHTeOOHMI, MeJIaHXOJIMI, OelpecCUul CcpemHeI'o Bo3pacTa,
nelpeCcCcHun IIOXUIIOTO BO3pAacra, nellpeCcCHun, 00y CJIOBJIEHHYI
UOSHTUOUUVPYEMEIMM CTPeCCOBEMM QaKTopaMM, Pe3UCTEHTHYKR K JIeUeHUD
nellpeCCHun VIV nx KOMOMHALWN . B onpeneJieHHEX BapMaHTax
OCymeCTBJIeHUSA OeNpeccusd IIpeldcTaBJgeT cobol OoJiblloe IOelpeCCHUBHOE
PacCcTpOMCTBO. B OIPYITUX BapmaHTax OCYWeCTBJIEHUA BoJiboe
LnellpeCCUBHOE PacCcTpoOMCTBO CONPOBOXOAETCH XapakTepUucTUuKaMm
MEJIaHXOJIMU WMJIM TPEBOXHEM PacCCTPOMCTBOM.

[0022] CriocoOHl, OIlMCaHHHE B HacToAdleM OOKYMEHTe,
MCIIOJIbE3YITCA IIPU JIeUeHMM OCHOBHHX (MJIM IICUXWUUECKMX) CHMITOMOB
Denpeccun. K »TuM CHMITOMaM OTHOCATCHA OeIpeCCHUBHOE HACTPOeHUe,
noreps MHTepeca W YIOBOJIECTBUA IpaKTUYEeCKU oT Jobon
0eATeJIbHOCTHU .

[0023] TepMMH  «HaACTYILJIEHME CHa» O3HauaeT epexon OT
foOopCcTBROBaHMA B OGasly CcHa C MeOJIeHHBEMM IOBWXeHMAMM IJjia3z (NREM); a
TEepMMH «COH» IIO CyHIeCcTBYy O3HadaeT COH C MeIJIeHHBMM OBVKEeHUSIMA
a3 (NREM) miamM COH C OHCTPHMM IOBMXeHMAMM Tuia3 (REM) .

[0024] TepMmMH «OOOPCTBOBaHME» OIUCHEBaeT IOCTATOYHO akKTUBHOE
COCTOSHME CO3HaHMsA, XxXapakKTepusyrlleecs ajibpa- ™ OeTa-BOJHaAMU,
PETUCTPUPYEMEIMM Ha DBJEKTPOsHLedasioTpaMMe, IIPOM3BOJIEHEMY OBCTPEMA
OBVXeHV IMU njaas n/Uim MOPTaHMAMA . B OpyIMx BapMaHTax
OCYWEeCTBJIEHMA COCTOSAHME OOOPCTBOBAHMA MOXET XapaKTepu30BaTbCA
kak orcyTcTBMre NREM- wmiam REM-cHa.

[0025] TepMMH <«HOUB» BKJIOUaeT B cebOsa TIIepuoll BPEMEeHU OT
3aKaTa IO BOCXOZa COJIHIa, IPOMCXOOAMUM KaXIbHe IOIBaOllaTbh UYeTHPE
yaca. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHNA «HOUb» O3HadaerT

IIPOMEXYTOK BpPEeMeHN B TeUeHVe OIBadllaTNUYeTEpeXdaCoOBOI'O Ineprnona



IOHS, HaACTYIUJIEHME KOTOPOT'O INpPemmecTBYeT CHY y CyOBeKTa.

[0026] TepMmH «BeCcCoHHMLIa» OTHOCUTCH K OVMarHos3y,
YCTaHOBJIEHHOMY C VCIIOJIE 30BaHUEM KpUTEPUEB, BXOIAMUX B
PYKOBOICTRBO II0 OMATHOCTMKE U CTATUCTHKeEe IICUXMUeCKMX 3abojieBaHuM
(Diagnostic and Statistical Manual of Mental Disorders), mnaToe
u3IaHue, BHIOyIeHHOoe American Psychiatric Association (DSM-V), a
Takxe B TpeTbe M3NaHMe MexIyHapOoIHOM KJacCUdMUKaLUM PacCTPOMCTB
cHa (ICSD-3), BHIIyHNEHHOV BceMMpHOM opTaHM3alMel 30paBOOXpPaHeHUS.
B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS TepMMH «OeCCOHHMIa» BKJOUAEeT
B cebd TPYOHOCTM C HaCTyILUIEHMEM MWIM [DOOIepXaHMeM CHa, CJMIKOM
paHHue MIPOCHIIaHN A u CJIMIIKOM [IOo3IOHUE 3aCHIIaHUA n/
HEeOIIOJIyYeHEe BOCCTaHaBJIMBAKIETO CHa, I[IPM KOTOPHX TPYIHOCTM CO
CHOM MPUMBOIOAT K KaKMM—-JIMOO HapylmeHMAM B ITHEBHOEe BPEMS.

[0027] HekoTOphle KOJMUECTBEHHEE BHpPaXeHWs, I[IPUBEINeHHEE B
HaCTOAmMEM IOOKYMEHTe, He YTOUHAKTCH I[IPpM IIOMOIM TepMMHa «OKOJIO».
[IOHATHO, UYTO, HE3aBMUCKMMO OT TOI'O, MCIOJB3YETCH JIM TEPMUMH KOKOJIO»
ABHEM OOpasOM WJIM HEeT, IIpelrnojalaeTCcHd, UYTO KaXIoe IIPUMBEIEHHOE B
HaCcTOAMEM HOOKYMEHTE UMCJIEHHOE 3HaudeHMEe OTHOCUTCHS K (QaKTUMUeCKOMY
OaHHOMY 3HaUeHMIO, a TakKXe I[IpennojiaraeTcsda, UYTO OHO OTHOCUTCHA K
OpubIMKEeHNI0 K TaKoMy OaHHOMY 3HaueHMI, KOTOpOoe MOXeT B pal3yMHOMU
Mepe OLEeHMTL OOBUHHM CIHeuraJucT B IJaHHOM ofJjacTu, BKJIOUYAS
NpUOJIMKEeHUS, CBS3aHHLHE C YCJOBUSMM IMPOBeleHWUS SKCIepMMeHTa WU/UIn
U3MEpPEeHUa OJIS TakKor'o OTAaHHOTO 3HaUeHMUd.

[0028] B HacToO4AmeM OOKYMEHTe, €CJIM He YyKa3aHO MHOe, TEepMMHH
«Jlevammy, «JieueHMe» M T. II. BKJIOUaAKT B ceda BeleHMe cCcyDbekTa
W nauveHTa (MpednoduyTnuTeJILHO MJIEKOIIMUTaKIETO, DoJiee
OPenlIouTUTEeJIEHO UYeJIoBEeKa) M  yXOI 3a HMM C LeJiblo OOpbOHE  C
3aboJyieBaHMeM, IIAaTOJIOTMUECKMM COCTOSHMEM WMJIM PacCTPpOMCTBOM U
BKJIOUAKT B CceO0sa BBeIOeHMe COEIMHEHMS, OIMCAHHOTO B HaCTOAMEM
OOKYMEHTE, s npeloTBpaleHns BO3HUKHOBEHUA CUMIITOMOB VI
OCJIOXHEHM M, ocJadjieHMsa CHMITOMOB WJIM OCJOXHeHUN WMIM YyCTpaHeHUS
3aboJieBaHUA, MaToJIOTUMUYECKOTO COCTOSHUSA VIV paccTpoMicTRa.
AHaJIOTUMUHEM 0O0pa30M, TEPMUMH «JIEUEeHME» MCIIOJIBE3YyEeTCa IJIS oxXBaTa
(a) CHWXeHUS 4YaCTOTH IIPOABJIEHMS OIHOTO MIM O0oJiee CHUMIITOMOB; (b)
CHWXEHMS  CTEeleHM TAKEeCTM OOHOTo wuiau 6oJjiee  CHUMIITOMOB; (c)

SalePXKM WM IIpeloTBpalleHMA pPas3BUTUA  OOIIOJIHMTEJIBHEIX CHMIITOMOB



u/ma  (d) 3alepPXKM MIM OpeloTBpalleHMe pasBUTHA PacCTPOMCTBA WMIIM
IaTOJIOTUUECKOTO COCTOSAHUSA MIM JIIOOOM MX KOMOMHAILIUM .

[0029] B HacTOdmeM OOKYMEHTe, €CJM He yKa3aHO MHOe, TEepMMHH
KCYOBEKT» U «IIalMeHT» MOTYT MCIIOJIE30BATLCS B3aMMO3aMeHSIeMO U
O3HadvawnT KUBOTHOE, NpenlouTUTeJIbHO MJIeKOIMTaKIee, HauboJee
IPenlIouTUTeJIbHO UYeJIOBeKa, KOTOPHEe ABJAKRTCA OOBEeKTOM JIeUeHUHd,
HaOJooOeHMsS WM DSKCIepMMeHTa. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUSA
CyOBeKT WM HalMeHT MCHBTHBaJ U/WIXM OeMOHCTPUPOBAaJI I[I0 MeHbIeN
Mepe OIMH CuUMITOM 3aboJieBaHMsa WM PacCTpOMCTBa, [IOoOJexameTro
JIeUeHMI0 U/UJIM IOpefoTBpalleHuo. CHeuMaJMcTy B OaHHOM ofJlacTu
OOIOJIHUTEJIbHO OyOeT IIOHATHO, UYTO CIHOCOOH JIeUeHMS HallpaBJIEHHE Ha
CyOBeKTOB MJIN nalMeHTORB, TpeOyoImMx TaKoITO JeueHusd, Ha
OIpOodMIIaKTUKY WM CXeMy BBeIOeHMsa, ©0oJlee KOHKPEeTHO - Ha CyOBEeKTOB
WV TIallMEHTOB, Y KOTOPBX IOMATHOCTHUPOBAJM HOEIPeCCUl MJIM Y KOTOPHX
HabJmonaeTcs 1o MeHbIIen Mepe OIOVH CHIMIITOM Oernpeccun
(MIpedlouTUTEJIbHO COOTBETCTBYIMUNM KPpUTepuio OOJILIMOTO OelpeCCUBHOTO
paccTpoMcTBa WM SOM30Oa), He3aBUCKMMO OT TUlla WIM MCXOIHOMU
IPUMUMHEL. B IOONOJIHMTEJIBHEIX BapMaHTax OCYIEeCTBJIeHUA CyOBEeKT He
cTpajaeT OeCCOHHMUIEN MM He MMeeT OMalHOCTUPOBAHHOM OeCCOHHMIIH.

[0030] OmeITHOMY CHelMaJMCTy B OaHHOM o6JacTu ©OyIeT IIOHSTHO,
UTO B TeX CJIydasaxX, B KOTOPHX OIMCHBAKTCSI CIOCOOH IIpemoTBpalleHUd,
Tpebyommi 3TOTO CyOBeKT (7. e. CyOBeKT, TpeOymu
nIpenoTBpalmeHns) BKJIOUAEeT B ceba JoboTO cybmekTa, KOTOPHM
UCIHTHBAET WMJIM Y KOTOpOI'o HabjomaeTcsa 10 MeHbIeM Mepe OIMH
CUMIITOM PacCCTpPOMCTBa, 3abojleBaHUSa MM IIaTOJIOTMUECKOT'O COCTOSHUSA,
KOTOpoe HeoOXOoOMMO MIPeloTBPaTUTL. JONOJHUTEJILHO Tpedyomui 2ToTo
CyDBEKT MOXET IOOMNOJIHUTEJIBHO HABJATBECHA CYyDOBEKTOM (IpPemnodTUTeJIEHO
MJIIEKONUTAKMMM, ©OoJiee TIPelllOUTUTEJIBHO UeJIOBEKOM), VY KOTOPOT'O HEe
HabJomanTcsa Kakue-Jubo CUMIITOME pPacCTpoMcTBa, 3adojieBaHUSa WK
IaTOJIOTUUECKOTO COCTOSHUSA, Tpebynmero IpeldoTBpalleHMsa, HO KOTOPHM
VMeeT, II0 MHEHMK Bpayda, KIMHULIMCTa WIM JIPYTOoT'0 MEeOMLIMHCKOTO
crieuMaJMcTa, PUCK Ppa3BUTUA YKasaHHOTO paccTpoycTBa, 3abojieBaHUA
MM  [IaTOJIOTMUEeCKOITO COCTOSHMS. Hanpumep, y CcyOBeKTa MOXeT
IPUCYTCTBOBATE PUCK BO3HMKHOBEHMS HOBEX B»IIM30IO0B Oenpeccum (1,
cJIemoBaTeJIbHO, OH MOXeT Tpe®oBaThk BTOPUUHOM MNPOOUIAKTUKM WIIN

HpO@MHaKTquCKOI‘O JIeueHn) BCJIeOCTBME daHaMHe3a cyOBeKTa,



BKJIIOUag, 0e3 oTpaHMUYeHUM, CeMeMHBM aHaMHe3, OpelpaclloJIOXeHHOCTD,
COIIy TCTBYKIN/E (kOMOPOUIHEE ) pPaccTpoMCcTBa WM  I[IaTOJIOTHMUEeCKUe
COCTOSAHMSA, pPe3yJIbTaThH I'eHeTHUeCKOT'O aHaJM3a M T. II.

[0031] [OOMNOJHMUTEJILHO HEKOTOPHE M3 KOJMUECTBEHHEX BHpPaXeHUN
B HaCTOAmMeM IOKYMEHTe YKa3aHH KakK JIMalas0oH OT OKOJIO 3HaueHMsa X
OO OKOJIO 3HaueHMsda Y. IIOHATHO, UTO, KOI'Ia YKa3aH OuarasOH, OH He
OT'paHMuUeH VYKa3aHHHMM BepXHEeM M HMXHelM TI'paHMlaMM, a BRJIoUaeT B
ce®s TIOJHHIM IOMAla30H 3HaUeHMM OT OKOJIO 3HaueHMs X OO OKOJO
3HaueHusa Y Jmbo Jmoboe 3BHaueHMe WM IOMalnasoH 3HaueHuM B eTo
npenejax.

[0032] B HacTogmeM OOKYMeHTe TepMMHBE «BRJIOUAINM B cebay,
«ComepXamuy, «COCTOAMUY M3» MCIOJL3YITCHA B HACTOAIEeM IOKYMeHTe
B MX OTKPHTOM 3HaueHMM, He UMelleM OTIpPaHMUUMTeJILHOTO XapaKTepa.

[0033] II. CoeImMHeHMI

[0034] Kak oIMcaHO BHIIe, COeIMHeHMSd, OIIMCaHHBEEe B HaCTOAIeM
IOOKYMEHTE, IpenCcTaBJISglT cobom AHTATOHUCTH OPEeKCHHOBOTO
pelenTopa-2 ¥ MOTYT MCIOJL30BATLCA OJIA JedueHua Jelpeccum. B
HEeKOTOPHIX BapMaHTax OCYIEeCTBJIEHUS CoeIMHEeHns BBOOAT TaKMM
obpaszoM, UTOOE OHM MMeJM BpeMa OO OOCTWXEHMSA MaKCHUMaJlbHOM
KOHIeHTpalMKM B ILJla3Me MeHee OKOJIO 3 YacoB, MeHee OKOJIO 2 YacoB U
OpPennouTUTEeJIbHO MeHee OKOoJIO 1 4Yaca, T. €., IIOMMMO IIPOYero, MeHee
okoJio 45 MMHYT, MeHee OkoJIo 30 MMHYT, MeHee OKoJo 15 MmmHyT. B
IpYyITUX BapMaHTax OCVYIEeCTBJIEHU I coenMHeHne VMeeT BpeMs
[IOJIYBEHIBEIEeHUSI OKOJIO 4 uYacoB M, KakK IIpaBUJIO, MeHee OKOJIO 4 YacosB.
Hanpumep, onpemneJjieHHHEe COeIMHEeHUS HacToAmeIro  OINMCAaHUS  UMelT
BpeMs IIOJIYBHBEOEHMS OT OKOJIO 2 IO OKOJIO 3 YacoB, HalpUMep, OKOJIO
2 YacoB, OkoJo 2,1 uyaca, OKOJIO 2,2 Yaca, OKoJO 2,3 uaca, OKOJIO
2,4 4yaca, okoJiO 2,5 uyaca, OKoOJO 2,6 uYaca, OKoJiO 2,7 Yaca, OKOJIO
2,8 uYaca WJIM OT OKOJO 2,9 dYaca DO OKOJIO 3 YacoB. YUMTHBAL
KOPOTKOe BpeMd IIOJIYBHBeOeHMS, KOJMUeCTBO COeIMHEeHMsa, ocTawleecs
B opraHu3Me CcyOLeKTa Iocje OpodyxIeHMA, KaK I[IpaBMJIO,  HWXe
nopora, TpebyeMoro mJja dapMakoOMHaMMueckKoro »sbdexTa. Hamnopumep,
CoeIMHEeHUS HaCTOAmMEeT o onmMcaHus, Kak IpaBmMJIoO, MMeT
bapMakooMHaMUUueCKUM 50beKT OpM YypOoBHe IO3H 00Jiee OKOJIO 5 MT.

[0035] B omnpemeJsieHHHEX BapMaHTaxXx OCYIIECTBJIEHUA COEeOMHEHUE

VMeeT CTPpYKTypy OGopMyJie (1) :
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[0036] R* OpencraBjgeTr cobom Cioyq  AJIKWUII. B  HEeKOTOPHIX

BapMaHTax OCYIeCTBJIEeHUI R! OpencraBJjigeT cobom CHs.

[0037] R? opencrTaBJigeT coBbom Ci-q4  aJIKUII. B  HeKOTOPHX
BapMaHTax OCYIeCTBJIEeHUI R? opencraBygeT cobom CHs.

[0038] R® opencTaBjggeT cobo H wmiaM TrajjoreH. B HEeKOTOPHX
BapMaHTax OCyMeCTBJIEHUS R’ OpencraBygeT cobo¥ TajloreH. B IOpyIrux
BapmMaHTax OCYIIEeCTRJIEHU A R’ npencraejgeT cobou dTop. B
IOOIOJIHUTEJIbHEX BapMaHTax OCYIEeCTBJIEHUSA R’ opencraBygeT cobdomn H.

[0039] R? opencraBasgeT cobor H miam Ci4 aJIKOKCHM. B HEKOTOPHIX
BapMraHTax OCymeCTBJIEHUA R opencraByageT coboy H. B IOMNOJHUTEJILHBEX
BapMaHTax OCYIeCTBJIeHnd R? npencraBjsgeT cobom Ci4 aJIkOKCH. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHUSA R* npencraByggeT CcoOoM MEeTOKCH.

[0040] «AJNKWMJI» OTHOCUTCSA K aJIKMJILHOM TpYIIIe C JMHEeVHOM WK
PasBeTBJIEHHOM Lenbl, uMmewomey oT 1 nmo 12 aToMOB yIUulepola B Lelu.
[IpyMepH aJIKMJIBbHHEIX TPYIIN BKJIOUYaAKT B cebd MeTwusI, >TWJ, H-TIPOIWI,
M30NPpOonmii, OyTwui, U300yTWuJI, BTOP-O0YTWUII, TPpeT-O0YyTUII U TPYIIIIH,
KOTOpEHE B CBeTe 3HaHUM, OXMIAEeMHX OT OOHUHOT'O CIelMaJiucTa B
OaHHOM o06JacTM, ¥ TI[OIPMBEOEeHHEX B HaCTOAmMeM 3agBke UIeM MOTyT
CUMTaTbCSA SKBUBAJIEHTHEMM JIOOOMY OIOHOMY W3 IIPUBEIOEHHHX  BHIIE
IPVMEPOR .

[0041] TepMMH «UMKIJIOAJIKMII» OB3HauaeT HACHIMEeHHHM WMJIM YaCTUUHO
HACHIMEHHE MOHOUMKJIMUECKUY, KOHIEHCHUPOBAHHEM NOJUUUKINUECKUN WK
CIMPOIIOJIULIMUKIMUECKUM KapOoUMKII, uMelmMy oT 5 1o 7 KOJbLEBHX
aTOMOB Ha Kapbouuki. WIJICTpaTMBHEE [IPUMMEDPH LIUMKIIOAJKUIIBHEX TPYIII
BKJIOUAKT B Ccebsd ClenynlMe TPYINE B QOPMe COOTBETCTBYKIUM oOpasoM

CBA3aHHEX ®YHKL[T/IOH<’:1J'IE>HBIX TPYyIIII:
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[0042] «T'eTepOLMKJIOAJIKMII» O3HadaeT HACHIMEHHYD WM YaCTUUHO
HACHMEHHYID MOHOLUMKJIMUECKYID KOJIBIEBYID CTPYKTYPY, HUMewnmyilo oT 4 mo
7 aTOMOB B CTPYKTypPe KOJIbla, BHOPaHHEX M3 aTOMOB YyIJlepola, M IO
IBYX TeTepoaTOMOB, BHOPAHHHX M3 asoTa, KMcJopona ¥ CepH.
KoJsiblleBas CTPYKTypa MOXeT Takke HeoOsa3aTelIbHO coIepXaTh OO OBYX
OKCOTPVYIIl, I[IPMUCOeOMHEeHHHX K aToMaM CepH KoJblla. JVJIJIoCTPaTUBHEE
IpuUMepH BKJIOUAT B cebd cielyomye TPYINE B (opMe COOTBETCTBYIIOIVM

O@paSOM CBA3aHHEX @yHKHMOHaﬂbHHX TPYyIIII:

H H N N ©
a C7, @@ﬁ 1 GG

0.0 H H H
[S] \,, j [S/j N N3 N3
NH NH ! NH NH . NH O (/NH S (/o-
[0043] TepmuH «TeTepoapuii» O3HavaeT MOHOUMKJIMUYECKUM,

KOHHGHCMpOBaHHHﬁ BULUKIIMUYECKUM WM TIOJIMUMKIIMYECKUM apOMaTquCKMﬁ

IreTepPOlIMKII (KOJIBLIEBYIO CTPYKTYPY, B KOJBLE KOTOpOﬁ VIMeKTCA aTOMEH,

BHOpaHHEE M3 aTOMOB YIJlIepola, M IO YeTHpexX IeTepoaTOMOB,
BHIOpaAHHBIX M3 a30Ta, KuUcJopoda M CepH), uMeomumrt oT 3 mo 12
KOJIbLEBHX aTOMOB Ha TeTEepPOLUUKI . VmiocTpaTUBHEE [IPUMEPH

I'eTepPOapMIJIBHEX TPYIIII BKJIOUWaAKT B cebsa cJienyoiume TPYIIIIEL B @opme

COOTBeTCTRBYIIIVM O@paSOM CBA3aHHEIX @yHKHMOHaﬂbHHX TPyIIIn:
o N s N N o 0 S s N

,o N o © N™™s
\N) \_N, N\\—r\/?, ©[0> , C[C,}, lEO

N ) o)

OR Q¢ O oo
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[0044] CrieynaJiuc TH B OaHHOM obJacTu onpenesarT, yTo
IepeuncJIeHHEE MJIIN IPOMJIJIDCTPUPROBAaHHEE BEHOIE reTepoapuiibHEE,
LUMKJIOAJKMIIbHEE UM TeTepOoLUMKIIOaJIKMIIBHEE TPYINE He MCUeplHBaT BCe
BO3MOXHOCTHM, M B paMkax ofObeMa HacCTOoAmero M300peTeHMS MOTYyT OHTH
BHIOPAaHE Takxe TPYINIH IPYTIUX THUIOB.

[0045] «AJKOKCU» BKJIOUaAeT B ceba JMHEMHYID WMIM Pa3BEeTBJICHHVYIO
AaJKMJIBHYKD TPYINNYy C KOHIEBEM aTOMOM KMCJOpoIa, COEVH AIMMM
AJIKMIJIbHYID TPYINY C OCTAaJIbHOM YacTbio MOJIEKVYJIE. AJIKOKCHM BKJIOUAET B
cebd MeTOKCH, DBTOKCHU, IPOINOKCH, MICIPOINokKCKH, OYTOKCHU, TpeT-—
OYTOKCHM M T. II.

[0046] «TajoTreH» IpenOcTaBJsgeT cobon xJop, OTop, OpoM WIKU

[0047] TIpm ommcaHMM JioOOV MNPpUBEIEHHOM B HAaCTOAmEeM IOKyMeHTe
bopmMyJIEL  BEIOOP KOHKPETHOM  QYHKIMOHAJILHOM TPYINE U3 CIMcKa
BO3MOXHEIX BapMaHTOB OJII  yKas3aHHOM  IIepeMeHHOM  He O3HauvaeT
onpenejyieHMe TakKoT'o BHOOpa TpPYINH IOJA IIepeMeHHOM B IPYyTHUX
bopmysiax. UMHBEIMM cCJiOBaMM, €CJM KakKada-JuUBo IIepeMeHHasa IIPpUCYTCTBYeT
B QopmyJie 0OoJilee UueM B OIHOM MeCTe, TO BHOOp IOJIS Hee BapuMaHTa us3
CIIMCKa YKas3aHHHX B OIHOM MeCcTe He 3aBUCUT OT BHOOpa BapMaHTa IOJIg
TOM Xe IIepeMeHHOM B OPpYyIOM MecTe (OopMyJib, eCcJM He YyKa3aHO MHoe.

[0048] IIpenmnoJsiaraeTcsd, UYTO HOMeHKJaTypa «C; 5», Tnoe J>i,
MCIIoJIb3YyeMasd B HaCToOdmeM IOOKYyMeHTe 1mJsa ofo3HaueHMsa  KJacca
3aMecTuTesen, BKJIOUAaeT BapMaHTH  OCYIECTBJIeHUHA, oJI9  KOTOPHX
VHOMBUOYAJBHO pPeaiM30BaHO KaxXIoe WM BCE& BO3MOXHEE KOJIMUEeCTBa
aTOMOB yTIJlepoma OT 1 mo Jj, BKJoUasgs 1 m Jj. B kauecTBe OpuMepa,
TepMH «Ci_3» OTHOCHUTCSH HEe3aBUCUMO K BapMaHTaM OCYMNeCTBJIEHUS, B
KOTOPHX MMEeTCHd OIMH aToM yomJjepona (Ci), BapuaHTaM OCYIECTBJIEHUSH,
B KOTOPHX MMeKnTCd IBa aToMa yIJIepoma (Cz), VM BapMaHTaM
OCVYIIECTRBJIEHNA, B KOTOPHX MMEKRTCSH TpM aToMa yIrJiepoma (Cs).

[0049] TepmmH C, ., aJKMJ O3HaAUAET JIMHEVMHYID WM Pa3BETBJIEHHYIO

anmpaTHUUeCcKy lLelb ¢ ofmMM KoJuuecTBOM N aToMOB yIJlepoma B Lenu,
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YIOOBJIETBOPAKIIMM YCJIOBMIO N < N < m, I'le m > n.

[0050] JioBasga wm3 NPUBEOEHHHX B HaCTOAlleM IOKYMeHTe QOpMYJI
opencraBjdgeT Kak COeOMHeHUue, MMeKlee  CTPYKTYPY, IIOKa3aHHYIO
CTPYKTYPHOM QOPMyJIOM, TakK M OIpedeJIeHHHEe BapMaluM WM QOpPMH. B
YacTHOCTH, CoeIMHeHHUe JIoOoM IMIPUBEIEHHOM B HACTOAMEM IOKYMEHTe
bopMyJIEIL MOTYT MMETH acCUMMETPUUeCKMe LeHTPH M, CJeOoBaTeJIbHO,
CYIIECTEOBATL B Pas3HHX SHAHTUMOMEPHHX OdopMax. Bce onTmueckue
M30MEPH ¥ CTEepeoM3O0MepH CcOoelMHeHUM obmer GopMyJiE, a TaKxe UX
CMeCH paccMaTpMBaKRTCSa B paMkax o0beMa QOpMyJIHl. TakuM o00pas3oM,
Jgobasg IpuBeleHHass B HaCTOMAMleM NOOKYMeHTe ©QopMyJla IIpelHa3HadeHa

i oB0O3HAUeHMs palleMaTa, OIOHOM wmiaM 0OoJiee DHAHTUOMEPHHX GOpPM,

omHOM  wyaM  BoJiee IMacTepeOMEePHBIX bopwm, omHOM  wyIM  OoJlee
ATPONM3OMEPHHX G(OpM ¥ UX CcMecel. [JOIOJHUTEJLHO OIpelesIeHHHe
CTPYKTYPH MOTYT CYIeCTBOBaTh KakK TeoMeTpUUeCKUe M30MEPEH
(HampuMmep, UMC— ¥ TPaHC-U30OMEPH) , KakK TayTOMepH WIM  Kak
ATPONM30OMEDH .

[0051] CoemmMHeHMS MOTYT BKJIIOUATL B ceb®sg oIMcaHHBEe B IIaTeHTe
CIIA N 8,653,263 u narvedTHoM nybjamrkaumm CIA N 2014/0171430, oOa
M3 KOTOPHX BKJIOUEHEL B HacCTOoAlley JOKYMeHT IIyTeM CCHJIKM. B
HEeKOTOPHX BapMaHTax OCYHWeCTBJIeHMSA COeIMHeHMe IpelcTaBJifgeT cobon
5- (4, 6-oUMe TWIINVPUMUOVH-2 ~1JI) —~TeKCaTuIpOonupproJio [ 3, 4—c ] nuppoji—-2-
mil-(2-drop-6-[1,2, 3] Tpra3oj-2-UJIPEeHUII) ~METAHOH W ero
bapMalleBTUUECKHU IpUeMIIeMYIO COJIb . B OIpYyTUX BapMaHTax
OCYIIECTBJIEHUA COoeIVHeHME npencraejgeT cobom 5-(4, 6-
OVIMe TUJIIIUPUMUOVH- 2 ~WUJI) ~TeKCaTuOponInuppoJio [ 3, 4—c]l nuppoii—2-uj] — (2-
dTop-6-11, 2, 3] TpMazoya—-2-UJIdeHNII) ~METAHOH . B IOOIIOJIHUTEeJIb HEIX
BapuaHTax OCYWeCTBJIEHUSI CoeIVHEHME npencraBJisgeT cobon
runpoxJjiopun  5- (4, 6—ouMe TUIINIUPYUMUINH-2~WUJI) —TeKCaluIponIuppoJio [ 3, 4-
clouppon-2-mil] - (2-pTop-6-[1,2, 3] Tprasosy-2-UIQeHnJI) —~-MeTaHOHa . B
IPpYyTUX BapMaHTax OCYmeCTBJIeHUSA COelMHeHMe MNpencTaBjisgeT cobomm (5-

(4, 6—-OouUMe TUJININPUMUIOVH- 2 —WJI) TekcaruagponuppoJio [ 3, 4—c] nuppos—2 (1H) -

mi) (d-meTokcu-2- (2H-1, 2, 3—-TpraszoJi-2-1J1) GeHWJI) METAaHOH M ero
bapMaleBTUUECKU IIPUEMIIEMYK  COJIb. B IONOJHUTEJIBHHX BapuaHTax
OCVyIeCTBJIEHUS coeImMHeHne npencraejgaeT cobom (5-(4, 6-

OVIME TUJIIIUPYUMUOVH- 2 —WJI) TeKCaluOponuppoio [ 3, 4—c ] nouppoJs-2 (1H) -
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mi) (d—-meTokcu-2- (2H-1, 2, 3—-Tpuasz3oyi-2-u1j) GeHnJI) METaHOH . B
OIpelNeJIeHHHX BapMaHTaxX OCYUWeCTBJIeHUI COelMHeHUe IIpelcTaBJigeT
cobon (5= (4, 6-OVMe TUIINNPUMUONH- 2 ~WJI) TeKCaTuIpOoInppoJio [ 3, 4-
clnmuppodn-2 (1H) —ui) (4-MeTokcu—-2- (2H-1, 2, 3—-Tpuazoiji-2-

i) beHnJI) MeTaHOHa  I'mMOparT. B I1mpyrux BapMaHTax OCYIeCTBJIeHUA
coeIMHeHHMe IpencTaBjigeT coboM IuApaT ITHUIpoxXJopuIa (5-(4, 6-
OVIMe TUJINUPYUMUOMH- 2 —WJI) TeKcaruagponuppoio [ 3, 4—c]nuppo-2 (1H) -

ui) (d-meTokcu-2- (2H-1, 2, 3-Tpurasz30Ji-2-1JI) QeHMJI) MeTaHOHaA . B
OOIIOJIHUTEJIBHEX BapMaHTax OCYIECTBJIEHUA COeIMHEHMe IIpelcTaBJigeT
cobom ruopaT ruopobpoMuIa (5-(4, 6-OVMe TWIINNPUMUOVH=2 —
WJI) TeKcaruaponuppoJio [ 3, 4-clouppon-2 (1H) —-uiu) (4d-MmeTokcu-2- (2H-
1,2,3-Tpraszon-2-mj) peHnJI) METAHOHA .

[0052] Kpome TOTO, mOpennojaraeTcsa, uTo Jiobad NIpMBelIeHHas B
HacTodlleM  IOKyMeHTe bopmysia Takxe OTHOCUTCHA K rMopaTamM,
coJibBaTaM M IIoJMMopdaM TaKoI'0 COeOMHeHUs, a TaKXe UX CMecsaM,
naxe ecJM Takve QOpPMEI He YyKas3aHH [ABHEM oO0OpaszoM. CoeIMHeHNE
bopmyJsiel (1) wmiam  dbapMalleBTUUECKM IIpHMeMJIeMEe COJIM COeOUMHEeHMA
bopmyJsiel (I) MOTyT OHTH I[IOJIYYEHEL B BUMIOe COJBBaATOB. COJBBATH
BRJIOUAKT B ceba Te (QOpME, KOTOpPHEe 00palylnTcda B pe3yJjbTare
B3aMMOINENCTBUSA WM KOMILJIEKCOOOpas30oBaHMAa COeOMHEHMA C OOHUM WU
BoJjiee pacTBOpUTesAMU JKMOO B BMIOEe pacTeBopa, JmMOO B BUIEe TBepIoM
WM KpUCTaJIMdecko¥ ¢opMel. B HeKOTOPHX BapuaHTax OCYIEeCTBIIEHUS
PACTBOPUTENL IIpedcTaBJgeT cobou BoIy, a COJIbBATH  ABJIAITCH
ruopaTaMr. KpoMe TOTO, KpUCTAaJIJIMUeCKMe QOPMEl COeOVMHEHUS (QOPMYJIBL

(I) mau dapMaleBTUUECKM IIPUEeMJIEMBIX COJIeV coeldrHeHUS o¢opMyJsl (I)

MOTYT OHTE IOJIYUEeHH B BUIEe CO-KPUCTAJIJIOB. B  oIpemeJjIleHHBX
BapMaHTax OCYIEeCTBJIEHUS CcoelIMHeHue  HOPMYJIH (1) noJjiyyamoT B
KPUCTAJIJINYEeCKOM bopme. B IPYTHUX BapmaHTax OCyIeCTBJIEHU I

KpUCTallIMdeckasa GopMa coeluHeHUS OQOpMyJH (1) ABJIAeTCa KyOUUeCKOM
10 CcROen npupozne. B OIPYTUX BapMaHTax OCYIIEeCTBJIEHNA
bapMalleBTUUECKM [IpUEMIIEMEIE COJIM COeOMHEeHMM QOpMyJiHl (1) T[OJIyUYeHH
B KpHUCTaJJIMUeckoMm ¢opMe. B eme OOHMX BapMaHTaxX OCYIeCTBJIeHUI
coenuHeHMs OGopmyJiel  (I) [OJydeHH B BMIEe OIOHOM U3 HeCKOJBbKUX
INOJIMMOPOHEIX dOopM, B BUIEe CMeCU KPUCTAJIIMYeCKUX ©GopM, B BUIE
noguMopdHOM QOopMHL MM B aMopdHOM dopMe. B IOpyTMx BapMaHTax

OCYIWEeCTBJIEHMA COeIMHEeHre QOPMYyJIEL (1) I[IepexXoIMT B pacTBOpe MexXny
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OOHOM MM OoJiee KPUCTAJIIMUSCKUMM /UM IOJIUMOPGOHEMY GOopMaMM .
[0053] Jwbaga m3 NPUBEOEHHHX B HaCTOAlleM IOKYMeHTe QOpMYJI
TaKXe I[IpencTaBJifgeT KaK HeMeueHHe, TaK UM MeueHHHEe M30TolaMv (QOPME
COeIMHEHUN . MeueHHBEIE  M3OTOIIaMM COeIMHEeHMS  MMeKT CTPYKTYPHL,
[IOKaz3aHHBle IIpenOCcTaBJIeHHEIM B HaCTOdlleM IOKyMeHTe ¢opMmyJiaM, 3a
VUCKJIOUeHVEeM TOT'O, UYTO OOMH WM ©OoJlee aTOMOB 3aMelleHH aTOMOM,
MMEKRMMM BHOPAHHYID aTOMHYID MaccCy MJIM MacCoBOe UMCIJO. K npuMepam
M30TOIOB, KOTOPEHE MOT'YT OHTH BKJIOUEHE B COeIVMHEeHMH, OIMCAaHHEE B
HacToOAmeM  OOKyMeHTe, OTHOCATCS  M3O0TOIBE  BOOOpPOIa, yIJepona,
asoTa, Kucijopoma, o¢ocdoopa, OdTopa UM XJOpa, TaKuMe Kak 2H, 3H, 11C,
13C, 14C, 15N, 180, 170, 31P, 32P, 35S, lSF, 36Cl, 1251 coorBeTcTBEHHO.
Takue MeUeHHEe M30TOoIaMun COeIVHEeHU A VCIIOJE 3YITC A npu
VCCJeIOBaHUAX MeTaboJiM3Ma ([IPpeldllOUTUTENIEHO C MCIIOJIb30BaHMEM 14C),
KMHETHKM pPeaKuuy (HaopuMep, C MCIOJb30BaHueM H um ﬁﬂ, oI
crnoco0oB OOHapyXeHUS WM BU3yalM3aluM (TakKuMx KaK [TO3UTPOHHO-
SMUCCHMOHHASA TOMOTpPadma (II3T) WU OODHOPOTOHHAH SMUCCHUOHHASA
KOMIIBETepHas ToMorpaomsa (OP3SKT)), BrJIKUas aHalM3 paclpenejleHusa
JeKapCTBEHHOTO CpencTBa wWIM cybcTpaTa I[IO0 TKaHgM, Wiy Ipu
pamuoTepanmMu [HalMeHTOB. B WaCTHOCTHM, COEOMHEHMUA, MeUeHHEBEe BF umm
MC, MOTYT OBTBH OCOOEeHHO IMNPpelloUTUTEeJIEHEMM OJIS McclemoBaHuM II9T

7123 g OPSKT. JOMNOJIHUTEJILHO 3aMelleHrue 0oJiee  TsXeJIEIMU

NI
M30TOIaMM, TaKuMMM KakK »OeuTepur (TO eCcThb ’H), MoxeT oGeceuMBaTh
omnpeneJIeHHEEe TepaleBTUUeCKMe [IpeuMylleCcTBa BCJeICTBMe OoJiblien
MeTaboJIMueCcKom CTabMJIBLHOCTH, HallpuMep, BoJIBIEeTo nepuona
IIOJIYBEHIBEIeHMS 1in vivo WM CHMWXeHHHe TpeBoBaHMSA K HeOoOXOIMMOM
OO3UPOBKe. MeueHHHE WM30TOINaMM COeIVMHEeHMHd, OIMCaHHHE B HACTOAIEM
OOKYMEHTE, ¥ MX I[IpoJieKkapcTBa MOXHO IO CYIECTBY  IIOJIYUYUTH
[IOCPEenCTBOM IIPOBeIeHUd IIpollenyp, IIPelCTaBJIeHHEX Ha CXeMax WM B
nprMepax M crnocofax IIOJIydeHMS, KOTOPHE ONMCAHE HUMXe, IIOCPEICTBOM
3aMeHH peal'eHTa, He CcoIepXaler'o MeUeHHHX M30TollaMM aTOMOB, Ha
OOCTYIIHHEM pearleHT C MeUeHHBMM M30TOoIIaMM aTOoMaMHM.

[0054] Takxe BKJIOUEHH  papMalleBTUUECKU  IIpUeMIIeMBIe CcoJmn
coemmMHeHUSa QOPMYJIE (I) ¥ KOHKPETHHX COelOMHeHUM, IIPUMMEPH KOTOPHX
[IPMBEIEeHH B HaCTOAMEM OOKYMEHTe, a TaKXe CIOCOOB JIeueHusd C
MICIIOJIb30BaHMEM TaKUX COJIeN.

[0055] «OapMalleBTUUECKM IIpHeMJieMad COJIb» O3HadaeT COJib
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CcBOBOOHOM KUCJIOTH MJIM OCHOBAaHMA COSIOIMHEeHUd, IpeInCcTaBJIEHHOTO
bopmy o (1), KoTopas ABJIAETCS HEeTOKCUUHOM, BMOJIOTHUUYECKU
IepeHOCMOM  MJIM  MHBEIM ofpasoM  OBMOJIOTMUECKM  IIpMeMJIeMOM  IJIS

BReIOeHUsa cCyOwekTy. CM. IO cylmecTBy nOybimkauum G.S. Paulekuhn,
"Trends in Active Pharmaceutical Ingredient Salt Selection based

on Analysis of the Orange Book Database”, J. Med. Chem., 2007,
50:6665-72, S.M. Berge, "Pharmaceutical Salts", J Pharm Sci.,
1977, 66:1-19, wu Handbook of Pharmaceutical Salts, Properties,
Selection, and Use, Stahl and Wermuth, Eds., Wiley-VCH and VHCA,
Zurich, 2002. [MpuMepamMm bapMalleBTUUECKU IpreMIIeMEIX coJen
ABJIATCA Te&, KOTOpPHEe ABJIAKRTCAS QapMaKoJoTUMUecCku 5HOOeKTUBHEMU U
opueMJIeMbsl IJISS KOHTaKTa C TKaHAMM HallMeHTOoB 0e3 HeHaJexalen
pas3mopaxamnmel, TOKCHUUEeCKOV MM aJlJlepIMUuecKoM peaKlLuu.

[0056] IIpuMepH OGapMalleBTHUUECKM IIPMEMIIEMEX COJIeV BKJIOUYALT B
cebsa cynapdaTH, OUPOCYJBOATH, OUCYILOATH, CYIBOUTH, OUCYJILQUTH,
dochaTH, MOHOTHUIOPpOTeHpoChaTH, ourugporeHpocdaTH, MeTadpochaTHl,
nupopocdaTH, XJIOPUIHL, OPOMUIIEL, VoOouIH, aleTaTH], [IPOIIMOHATHI,
OEKaHOATH, KallpUJIaTH, akKpuilaThe, ¢(opMaTE, WM300yTHMpaTH, KallpoaThl,
TellTaHoOaTh, IIPOIMOJIaTE, OKCaJlaTH, MaJIOHaTH, CYKLUMHATH, CcyOepaTH,
cebakaTH, byMapaTH, MaJieaTHl, OyTuH-1, 4-O0MoaTH, TeKCUH-1, 6-
ouoaTe, ©OeH30aTH, XJOPOEeH30aTH, MeTUJIO0eH30aTH, IUHUTPOOeH30aTH,
TUOPOKCUOEeH30aTH, MeETOKCUOEH30aTH, dTasaTe, CyJibEOOHATH,
KCUJIEHCYJIEQOHATE, OJeHuJIalleTaTs, OeHUJIIIPOIMOHATE, OGeHUJIOyTUpPaTH,
UMTPAaTH, JIJaKTaTH, Y-TUIPOKCUDYTUPATH, TJIMKOJISATH, TapTpPaTH],
MeTaHCYJILEOOHATEH, NponaHCcyJbOOHATH, HadpTadmH-1-CcyJbOOHAaTH,
HadTalMH-2-CyJIbQOHATH M MaHIeJIaTH.

[0057] XejaTeJdbHYL OQapMalleBTUUECKM IIPUMEMIIEMYK COJIb MOXHO
IOJIYUUTEL IO JioboMy IIpueMIeMOMYy cCrIoco®y, IOOCTYIIHOMY B IaHHOM
oBrnacTH, HalpuMep, obpaboTkomM CBOOOIMHOTO OCHOBaHMU4A
HeOpTraHMUEeCKOW KMCJIOTOM, TaKoM KakK XJIOPMUCTOBOIOPOIHaS KUCJOTa,
BPOMUCTOBOIOPOOHA S KMCJIOTa, cepHasa KMCJIOTa, CyJibpaMMHOBASA
KMCJIOTa, a30THas KucJoTa, OopHad KuciaoTa, ¢(ochbopHasd KMUCIOTa U T.
., WIX OpTaHMUeCcKOM KMCJIOTOM, TaKOM KakK YKCycHasd KMUCJIOoTa,
beHMIIyKCYyCHasd KMUCJIOTa, IIPOIMOHOBad KUCIOTa, CTeapuHOBas KUCIOTA,

MOJIOUHAaA KRMCJIOTa, ackopbuHoBada KHcjioTa, MaJIeMHOBaA KMCJIOTa,
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TUOPOKCHUMAaJIeMHOBAa A KMCJIOTa, 33 THOHOBASA KM1cJIoTa, AHTapHag
KMCJIOTa, BaJjleprMaHoBas KUCJIOTa, bymMapoBas KMCJIOTa, MaJIOHOBAHA
KMCJIOTa, OUMPOBMHOTpPAaIHas KMCIOTa, IaBejieBasd KMUCJOTa, IJIMKOJIeBas
KMCJIOTa, CcaluumjioBas KUCJIOTa, OJIEMHOBAA KUCIOTa, [IaJlbMUTHMHOBASA
KMCJIOTa, JayprHOBas KUCJIOTAa, MIUMPAHO3UIAMIOBOW KMCJIOTOWM, TaKoM Kak
TJIOKYPOHORBRA S KMCJIOTa WM rajlakTypOHOBad KMCJIOTa, anbpda-
TUOPOKCUKMCIIOTOM, TakKoM KaK MMHIAJbHAasS KMUCJIOTa, JIMMOHHAS KMUCJIOTa
WY BMHHaS KMCJIOTa, aMMHOKUCJIOTOM, TakoM KakK aclnaparvHoBasd
KMcJoTa, TJIyTapoBas WM IJIYTaMMHOBAas  KMCJOTAa, apoMaTrUueCcKoM
KMCJIOTOM, TakoM  kKak feH30MHada KMCJIOTa, 2—-alleToKkCcHUBeH30MHasd
KMCJIoTa, HadToMHasg KUCJIOTa MM KopuYHas KMCJoTa, CYJIbQOHOBOM
KMCJIOTOM, Takom Kak JaypuicyJbdoHOBAaSA KMcJoTa, -
TOJIYOJICYJILQOHOBA S KMCJIOTa, MeTaHCyJIbPOHOBASA KMCJIOTa,
STaHCyJIbPOHOBAS KUCIJIOTa, JOOM COBMECTUMMOM CMeChbld KMCJIOT, TaKoM
Kak IIpuBeIeHHHE B IIpMUMepax HacTOoAmMero IOKYMeHTa, U JioboW IpyTron
KMCJIOTOM VI CMeChIo KMCJIOT, KOTOpHE paccMaTpMUBamnTCAd Kak
SKBUBAJIEHTHEE WM I[IpUEeMIIeMble 3aMeHMTeJ M B CBeTe OOHUHOTO YPOBHSA
3HAHMM B IOAHHOM TexXHOJIOTHUM.

[0058] Korma coenmHeHue OQOpMyJHL (1) ABJISeTCS KUCJIOTOM,
TakoMu Kak KapboHOBad KMCIJIOTa W cyJabdoHOBA L KMCJIOTa,
XeJjlaTeJlbHasd GapMalleBTUUECKM IIpMeMIIeMas COJIb MOXeT OBTE I[IOJIydYeHa
no JmodoMmy HOpUeMIIeMOMY CIoco®y, HalpuMmep, o6paboTka CcBoOOIHOM
KMCJIOTH HeOPpTaHUUeCKMM WMJIM OpIlaHMUeCKMM OCHOBAaHMEeM, TakuM Kak
aMMH (IIePBUYHBI, BTOPUUHLEIM WM TPETUUHHM), IHUIPOKCHUI IMeJIOUHOTO
MeTaJljla, THUIPOKCUI MeJIOUHO3eMeJIbLHOTO MeTajljla, Jobad COBMEeCTMMAS
CMeChb OCHOBaHMM, TakMX KaK IIpMBeIeHHHEe B HaCTOAMeM IOKYMEHTe B
BUIOe IIPMMEepOoB, U JoOOT0 IPpYyToTO0 OCHOBAHUA UM UMX CMEeCH, KOTOpHEe
paccMaTpMuBalTCad KakK SKBUBAJEHTHHE WIM OpHeMJIeMble 3aMeHUTeJ IV B
cBeTe OOHUHOT'O YPOBHSA 3HAHMM B ITAHHOM TeXHOJOTUM. VIIJICTPaTUBHEE
OpUMEepPH [IpUMeMIIeMBIX COJIeV BKJIUalnT B cebsa opraHMUecKMe COJIH,
IIOJIYUEeHHEEe M3 aMMHOKMCJIIOT, TakKMxX Kak N-MeTuJI-D-ITJIlOKaMMH, JIM3UH,
XOJIMH, TJIMLIMH u apTUHUH, aMMOHMEBEIE coJu, KapOoHAaTH,
BurapOOHATH, COJM I[IePBUUHEX, BTOPMUHHX W TPEeTUUHHX aMMHOB U
LUUKJINUECKUX aMMHOB, TaKMUx Kak TpoMeTaMMH, OeH3UIJIaMUHE,
OVPPOJMAOMHE, OUIEePUOVH, MOPQOJMH UM IOIUIIEepa3MH, UM HeopT'aHUUYeCKUue

coJin, ABJIAmMeCHd IIPOMSBOIOHEIMM HATPMA, RaJIbImM4a, rajim4ga, MaIT'HUA,
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MapraHlla, XeJjesa, Menou, LMHKa, aJIloOMUHUS U JIUTUAI.

[0059] Takxe npenyCcMoOTPEeHE bapmMalleBTUUECKU nprueMJIeMEle
npoJiekapcTea coeIVHeHUA  QOPMYJIE (1) M  CHOCOOB JIeueHUHd C
[IpMMEeHeHMEeM TakKMUxX dapMalleBTUUECKU [IPMEMIIEMEIX IIPOJIeKapCTB. TepMUH
KIIPOJIEKAPCTBO» Oo3HauvaeT npelecTBEHHUKA 0B03HaAUEHHOT'O
COenOVHEHUS, KOTOPHIM nocJye BBEeIOeHMA CyOBEKTY oBecrieunBaeT
coemMHeHMe 1n Vvivo I[OCpelCTBOM XUMMMUECKOTO MM (UBUOJIOTUUYECKOTO
opoliecca, TaKoT'o KaK COJIBBOJIMZ WMIM (epMeHTaTMBHOEe paclellJleHre,
VI non BO3IOeMCTBUEM PU3BMOJIOTUUECKUX YCJIOBUM (HanpuMep,
IpoJIeKapCTBO INIPM HOPUBEOEHUM K (OU3MOJOTMUECKOMY 3HaueHMio pH
npeobpasyeTcd B CcoeIVHeHMe bOPMY JIE (I)). «dapMalleBTUUECKUA
IpreMJIeMOEe POoJIEKAPCTBO» IpencTaBJIgeT cobom IpoJIeKapCTBO,
KOTOpOe H[BJSETCS HETOKCUUHEM, OMOJIOTHMYECKM I[I€PEeHOCHMEM W WHEM
obpasoMm OMOJIOTUUECKHA npreMJIeMBIM OoJisa BBeIeHUsd CyOBEeKTy .
MImoCcTpa TUBHEE IpoLenypPH oTbopa u [MOJIYYEHU T TPV EMIIEMBIX
IPOMBBOOHEX IIPOJIeKAapCTB OINMCAaHH, HalpuMmep, B OyOiamkauuy "Design
of Prodrugs", ed. H. Bundgaard, Elsevier, 1985.

[0060] IIpuMepH OPOJIEKAPCTB BKJKOUAKLT B CceBd COeIVMHEHUd,
VMMeKIMe aMMHOKMCIJIOTHHM OCTAaTOK MM IMNOJUIIENTHUIHYD Lelb U3 IBYX
i OoJiee  (HalpuMep, IOBYX, Tpex WM UYeTHpexX) aMUHOKMCIIOTHHX
OCTaTKOB, KOBAJIEHTHO CBA3aHHHBX aMUOHOM WM CJOXHODOUPHOM CBA3LID
co CcBOBOIHOM aMMHO-, TUIOPOKCHU- WJIM KapOOKCUTPYIIION COeIMHEeHUS
bopmysiel  (I) . IlpuMEepBE aMMHOKMCJIOTHHX OCTATKOB BKJOUAlT B cebd
IOIBaIllaThk BCTpeYaKMMXCS B IPUPOIHEIX YCJIOBUAX aMUMHOKMCIIOT, KOTOPHE
0oBrUHO OOO3HauvawnTcad TpeMa OykBaMM, a Takxe 4-TUMOPOKCUIIPOJINH,
TUIPOKCUIIMBMH, OEeMO3MH, M30IeMO3MH, 3-MeTHMJITMCTHMIAMH, HOPBAaJMH,
BeTa-ajlaHMH, T'aMMa-aMMHOMACISAHYK KUCJIOTY, LIUTPYJIJIMH TOMOLMCTENH,
TOMOCEPMH, OPHUTHMH M METHMOHMHCYJEQOH.

[0061] JJomoJHMTEJIbHBEIE TUIIH I[IPOJIEKAPCTB MOTYT OBTH ITIOJIYUYEHH,
HalpuMep, IpM  MCIOJIB30BaHUM CBOOOHEIX KapBOOKCUIIbHEIX TPYII
CTPYKTyp IO ¢opmyJse (I) OIS [DOJNYYEHUMS AaMUIHBEIX WM aJIKMIDQUMPHEBEIX
IIPOM3BOMOHEIX . [IpMMEPH aMMIOB BKJIUAKT B Ccebda Te, KOTOPHE IIOJIyYEHH
oT aMMOHM S, nepBuUHEe Ci ¢ aJKWJIaMMHHE W BTOpUYHBIE 1M (Ci_g
aJIKMJI) aMVHEL. BTOpMYHBIE aMMHBE BRKJKOUYAKT B Ccebd QYHKUMOHAJbHEE
TPYIIIIE C 5- VI ©—UJIeHHBIM TeTepOUMKIIOAaJIKMUIILHOM VI

reTepo apMHBHOﬁ KOJIBIOEBEIMM T'DYIIIIaMM . Hle\/lepr aMIMIooB BKRJIKUWaAKRT B
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cebsa Te, KOTOPHE ABJAOTCHA I[IPOM3BOOHEIMM  aMMOHMA, Ci_-3  aJIKWII
[IepBUUHEE aMyHBL ¥ 10U (Ci_p aJIKMJII) aMMHEL. [IpUMMEPH CJIOXHEX S0UPOB
BKJIOUAKT B ceba CcJoxHble 50upe Ci7  ajgxkuia, Cso7 LUKIIOAJKWUIIA,
bernmsta u  beHMII(Ci¢ ajyKMia) . IpPennouTMTeSIbHEE  CJIOXKHEE  DQUPH
BKJIOUAKT B Ccef4d CJOXHEHE MeTUJIOBHEe S0OMpHE. [IpojiekapCcTBa TakXe
MOXHO IIOJIYYMTHb IIPM MCIOJIB30BaHUM CBOOOIHEIX ITUIOPOKCUTPYIIL OJI4
[IOJIYyUEeHU I IIPOM3BOIHEX c VCIIOJIE 30BaHMeEM TPy, BKJIIOUA g
TeMUCYKUMHATE, CJOXHHE OGochaTHHE DBOUPEH, OUMeTUIIaMMHOAaLeTaTH U
GOCHOPUIIOKCUME TUJIOKCUKAPOOHNUIIEL, cJlenyd Hpolenypawm, TakKyM Kak
onMcaHHBEe B NOyoiaumkauuu Fleisher., Adv. Drug Delivery Rev. 199¢,
19, 115-130. IIpoJjekapcTBa TakKXe MOTYT OHTE IIOJIYYeHH C IIOMOIBK
kapfaMaTHEX I[IPOU3BONOHEX IMOPOKCH- W aMMHOTPYNIl. HJsa I[IOJIYYeHUH

IIpoJiIieKapCTBE MOXHO TarkXe MCIIOJIE30BaTh KaPGOHaTHHe IIPOM3BOOHEE,

CJIOXHELIE CyJbsboOHaATHHE 5dUpPH u CJIOXHEIE CyJitbaTHEE SOUPHL
TUOPOKCUTPYIIN . noiga NOJIyUYeHU A NpoOJIEKaApCTE TakKxe MOXHO
MCIIOJNIL30BAaThH TUOPOKCUTPYIIH], Takme Kak (alIMJIOKCU ) ME TUJI u

(aIMJIOKCU ) 3TUJIOBEHE 30QUPH, I'Je alWJIbHad TIpylla MOXeT IIPeOCcTaBJIATH
cobom  aIKuILOUpP, HeoOsa3aTelIbHO  3aMelleHHHM OIOHMM WM  0OoJiee
5QUPHBEIMM, aMUHHBEM/ WJIM KapOOKCUIILHEMKY OQYHKUMOHAJIBEHEMY IDPYIIIIaMu,
WM TOe auujbHas TpYyIla OpelcTaBligeT cobo¥ aMMHOKMCJIIOTHEM »0Up,
KakK OIKcaHO Beile. [lpoJjiekapcTBa DSTOT'O THUIla MOXHO IIOJIYUUTL B
COOTBETCTBMM C ONMCaHMeM, IIpPUBeIeHHHM B IyoOJukaumuy Robinson., J
Med Chem. Chem. 1996, 39(I), 10-18. CBoOOIHEHE aMMHH TaKXe MOXHO
IOJIYUMTE B BMIEe aMMIOB, CyJIbloHaAMMIOOB WJIM GochoHaMMOoOB. Bce us
2TUX  QYHKLUMOHAJIBHHX TPYIN [OIPOJIeKapCTB MOTYT MMETH  T'PYIIH,
BKJIOUA 4 IPOCTOROUPHEIE (=0-) TPYIIIH, AMUHO T'PYIITIH (=N-) u
kapbokcuibHEe (COO0-) O(OYHKUMOHAJIBHHE TPYIIH.

[0062] III. KoMmmoosmuuum

[0063] CoemmHeHMA, OINMCaHHBEE B HaACTOAINEM IOOKYMeHTe, BKJIOUYasd
COeIMHEHUS bOPMYJIEL (1), MOTYT OHTHL COCTaBJIEHEH B BHUIE
bapMalleBTHUUECKOMN KOMIIO 3ULIUN oJis BBEIeHMSA CyOBEKTY .
COoOTBETCTBEHHO, OQapMalleBTMUeCKasd KOMIIO3UIIMA MOXeT cCcoImepXaTb (a)
50PpekTUMBHOE  KOJMUECTBO IIO0 MeHBIeM Mepe OOHOTO CcoeldVHeHud,
OIIMCaHHOTO B HacTOAlEeM OOKYMEHTE, u (b) bapmMaleBTUUECKHU
OpUeMIIEME DSKCLUMIMEHT. «dapMalleBTUUECKM I[IpUEMIIEMB SKCLUUIMEHT»

O3HadaeT BelleCTBO, KOTOpOe ABJIA€TCA HEeTOKCUMYHEM, OMOJIOTUUECKU
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[IEPEHOCHMEIM ¥ MHEM OO0Opa30oM OMOJIOTMUECKM IIPHMEMIIEMBEIM IJIS BBEeIeHUA
CyDBEKTY, Taxkoe Kak VHEPTHOE BEIECTBO, nobaBJIeHHOEe B
bapMakKoJIOTUUECKYK KOMIIO3ULIMKD WM MHEM 0O0pas0OM MCIOJIE30BaHHOE B
KaueCcTBe HOCUTEJISA, HecCcylmey cpelb MIM pasbaBuUTesd OJa objleryeHUA
BBeIOeHUsa aleHTa M COBMeCTHMMOe C HuM. I[IpUMMepH 5SKCUUIMEHTOB
BKJIOUAKT B Cceba kKapboHaT KajJbumga, odocdaT KaJbUUAg, pPa3JIMUHEE
caxapa u TUIIEL ~ KpaxMaJloB, [IPOM3BOIHEE L eJIJII0JIO 3H, KeJlaTUH,
pPacTUTeJIbHEE MacJjla M IIOJIUBDTUIIEHTJIMKOJINM .

[0064] dopMEL OOCTaBKU bapMalleBTUUECKUX KOMIIO 3ULIM,
comepxammx OOHY WU BoJee eIVHUI  OO3UPOBaAHMUSA CoeOMHeHU,
ONIMCAaHHHX B HACTOAMEM IOKYMEeHTE&, MOXHO IIOJIYUYMTE C MCIIOJb30BaHUEM
IpVMEMIIEMBIX bapMalleBTHUUYECKMX DKCUUIIMEHTOB u MEeTOINK
IIPUTOTORJIEHUS, M3BECTHHX B HacToAmee BpeMa WM  IOOCTYIIHEIX
crieumMaJucTaM B OaHHOM oO6JacTy B OyoymeM. KOMIOO3UIMM  MOXHO
BBOIOUTEL crocobamm, obJjajanmyMy OpM3HaKaMu M300peTeHusa, JIOBM
IpMEeMJIEMBEIM IIYyTeM -IOOCTaBKM, HaAIIPUMMEP IIepopalibHO, IIapeHTepaJibHO,
pPeKTaJIbHO, MEeCTHO, 4Yepe3 IJUlaza WM IIYyTeM MHTAaJISLuu.

[0065] IIpenapaT MOXeT OBTL OpencrTabBlieH B QopMe TabJIeTOK,
KalcyJi, calle, »Opaxe, IIOPOIWKOB, I'paHyJ, I[IaCTUJIOK, IIOPOMKOB IJIA
BOCCTAHOBJIEHUSA WJIM XUOKUX [IpernapaToB. B HEeKOTOPHX BapuaHTax
OCYImEeCTBJIEHUI KOMIIO3MUIUM COCTAaBJSITCA IJIS BHYTPUMBEHHOM WHOY3UM,
MEeCTHOTO IIPMMEHEeHMA WM IIepopaJlbHOTO BBEeOeHMSI. B olIpelmeJIeHHEX
BapMaHTax OCYMEeCTRBJIEHMS KOMIIO3MIMM COCTAaBJIAKNTCHA OJIS HeMeIJIEHHOTO
BEHICBOOOXIEHN A .

[0066] [I;ma 1nepopallbHOTO BBeIeHMA COedMHeHMS MOTYT OHThH
oBecrieueHs B (QopMe TabJIeTOK WM KalcyJ WIM B BUIe pacTBoOpa,
SMYJILCUM WM CYCIEeH3UMM. B oOIpemesIeHHEX BapMaHTax OCyMeCTBJIEHUS
COeIMHEeHVS MOTYT IIPUHMMATLCHA C IUMeH.

[0067] TabGileTkM IJIs [IepOpPalIbHOT'O IIPUMMeHeHUS MOI'yT BKJIOUYATH
B cebd COeIOuHEHUe, CMellaHHOEe C (apMalleBTUUYECKM IIPpUEMIIEMEIMU
DKCUUINIMEHTaMM, TaKMMM KakK WHEPTHBEE HAaloJHUTEeIM, pa30aBUTeNH,
PaspHXJIAKMME al'eHTH, CBA3BBakIMe al'€HTH, CMa3HBaklMe al'eHTH),
noncjlamyBamiMe areHTH, apoMaTU3UpPyKIMe al'eHTEH, KpacdlMe al'eHTH,
TJIMOaHTH u KOHCEepBUpPYKIME aTEeHTH . [TpreMIIeMuE VIHEPTHHE
HAIOJIHUTEJIM BKJOUAKT B Ccebd kapOoHaAT HaTpuiad M Kajgbumdg, odochar

HaTprAad WM KaJbuMAa, JIakKTO3y, MOHOI'MIOpaT JIaKTO3E, KpaXMaJl, cCcaXap,
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TJIIOKO3Y, Me TUJILLEJIInIIO3Y, cTeapar MaTHMUA, MaHHUT, copdur,
TUIPOMEJIJIO3Y " T. . [IpUMe P KUOKUX SKCLUIMEHTOB oJid

IIepopalJIbHOT'O IIPMMEHEHNMA BRKJIOUAKT B cebda »TaHOJ, IJiMinepmMH, BOOy WU

T. II. [TpyeMJyIeMEIMM  PAaS3PHXJIARIMMKM  al'eéHTaMM  ABJIAITCA  KpaxMmall,
MOJIMBUHUIIIIVPPOJIMIOOH (IIRII) , KpaxMaJITJIMKOJIAT HaTpHUA,
MUKPOKpHUCTAaJIJIMUeCcKaa  LeJlJInjos3a, KPOCIIOBUIOH (monepeyHo — CHMU TN
NOJIMBUHWII-N-IIMPPOJIUIOH, WJIn [IBII) nJIn aJIbTMHOBAa A KMcJoTa.
CeA3HBaKIMe aT'eHTEL MOTYT BKJIOUATH B cebda TUIIPOMETIJIO3Y
(TMOPOKCUNIPOIMIIME THUJILLEJIJIIIOBY, mam  T'TIMIT) , KpaxMaJl ¥ XeJJaTUuH.

CMasbBalmMM areHT, TIpU eTro HaJluuMuMK, MOXeT IIPelCcTaBJIATE cobomn
CTeapaT MalHMA, CTeapMHOBYI KUCJOTY WM TaJlbK. IUVIMOaHT, eCJii OH
IPpUCYTCTBYEeT, MOXeT IMOIpelcTaBJATL cobol kpemHeseM (S102), Takou
KakK KOJJIOMIOHHM KpeMHe3eM. IIpM HeOoOXOOMMOCTM TabJIeTKM MOTYT OHTHb
TIOKPHITH TaKUM MaTepralJioM, Kak TJIMLLepWIMOHOCTeapaT VI
IIMLepUIIOUCTeapaT, IOJsA OTCPOUYKM BCACHBAHUA B XeJlyIOUWHO-KUIEUHOM
TpakKTe, WM OHM MOTYT MMETH KUIEUHOPaACTBOPUMOE IIOKPHTHE.

[0068] KalcyJel OJg HepopallbHOT'O BBeleHUS MOI'YT BKJIIOUATH B
cebsa TBepOble M MATKME XeJIATMHOBEE KalCyJEl. g IIOJIydeHMs TBEPOBX
KEeJIATMHOBEIX KallCyJl COeOMHeHMe MOXeT OBTL CMellaHO C TBeplblM,
IIOJIYTBEPIOLM WJIIM XUOKMM pas3faBuUTesieM. MATKMe XeJIaTMHOBHE KallCYJIE
MOTYT OBTH I[IOJIYUeHH IIyTeM CMellMBaHUSA COeIMHEeHMS C BOLOM, MacJoM,
TakMM KakK apaxuMCcoBOe WM OJIMBKOBOE MacJio, Ba3eJIMHOBEIM MacCJIoM,
CMeCbl MOHO- U IOUIVIMLIEPUIOB KOPOTKOLEINOUEUHEX XMPHBIX KMCJIOT,
nomaTuiieHTIIMkoJieM 400 MM OPONUIIEeHTJIMKOJIEM.

[0069] XuoxkocTr OJ4 [NepopaliIbHOTO  BBEeOEHMA  MOT'yT  OHThH
npeIcTaBJIeHH B QopMe CyYCIIeH3MM, PacTBOPOB, BMYJLCHUM WM CUPOIOB,
WM OHM MOTYT OHTH JIMOQUIIM3OBAHE MM IIPEeOCTABJIEHH B CYXOM BUIE
IJIS BOCCTAHOBJIEHMS BONOM WIM IOPyTOM TIIPUEeMJIEMOM HecylmeM cCcpelon
lepen VICIIOJIb 30BaHMEM., Takue XUOKUE KOMIIO 3UILIUN MOTYT
HeoOsA3aTeJIbHO ConoepXaThk OQapMaleBTHUUYeCKM IIpMeMIIeMHE 3SKCLUUIIMEHTH,
Takue Kak CyCIeHOVpYyrmme aTeHTH (HanpuMmep, copbur,
MeTWIILEJJIIIO3Y, aJIbIMHAT HaTpWA, XeJlaTUH, IUIPOKCUSTUIILEJIIIIORY,
KapOOKCHUMe TUJILEJIITIIIO3Y, reJib aJlloMMHMA  CcTeapaTa W T. o.);
HeBOOHEE HeCcyllMe Cpenbl, HallpuMep, MacJio (HalpuMep, MUHIOaJbBHOE
MacJiO WM QPaKUMOHMPOBaAHHOE KOKOCOBOEe MAacJio), MIPONWUJIeHTJIMKOJIE,

DTUJIOBEIN CIIMpT MJin BOLOY ,; KOHCEPBaHTH (Hanpmmep, MeTWII— MJin
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NpONIMJI-TI-TUAOPOKCHUMOEeH30aT WM COPOMHOBYK KMCJIOTY),; CMaudMBawlMe
aTeHTH, TakKue Kak JIeUUTUH ; a TaKxe npu HeOoOXOOMMOCTHU
apoMaTU3VpyIMe WM KpacAdllMe al'€HTH.

[0070] CoemuHeHMS, OIMCAaHHBEE B HacCTofdlleM IOKYMeHTe, MOIyT
TakXe BBOOUTLCHA He IIepopalibHEMM OYyTAMM. HalpuMep, COelOVHEHUS
MOTYT OBITH COCTaBJIEHH oJisa PEKTAJIEHOTO BBEeIOEHUA. Hiisa
napeHTepaJibHOTO MCIIOJIL30BaHMSA, BKJIIOUA S BHYTPMBEHHEI,
BHYTPUMBINICUHEY WM BHYTPUOPKOMMHHE IIYTM, COeIMHEHMEe MOXeT OHTh
IpencTaBJIeHO B BUIE CTEPMJILHHEIX BOIHHX PaCTBOPOB WJIM CYCIIEeH3UM,
OydepM30BaHHEIX OO COOTBETCTBYKMEero pPH ¥ WM30TOHMUHOCTM, WJIM B
IapeHTepalJibHO IIPHMEeMIIEMOM Macie. llpuemJIieMeEle BOIHHE HecymMe Cpens
BKJIOUAT B cedd pacTBOp PuHIepa UM M30TOHMUECKUM pPacTBOP XJopHuIa
HaTpusa. Takue ©QopMmel OyOyT IOpedcTaBJeHH B QopMe CcTaHOapTHOM
OOHOKpaTHOM OO3UPOBKHU, Taxkom KakK aMITy JIH VI OOHOPAa30BHE
YCTPOMCTBAa IJIS MHBEKLUMM, B O(opMe IOO3MPOBKM Ha HECKOJbLKO 03,
TakKoM Kak dJIaKOHH, n3 KOTOPHX MOXeT OHITH oToBpaHa
COOTBEeTCTByKIasg HOO3a, Wi B TBepOou  dopwme, Wi B dopme
KOHIIeHTpaTa, KOTOPHM MOXEeT MCIIOJL30BATBHLCHA IJIA IIOJyUeHUS COCTaBOB
O0JIS MHBEKUMM. JVUJIIOCTPaTUMBHEIE OO3H IJS MHOY3UM MOTYT BapbUPOBATH
or okojo 1 mo 1000 MKTD/KD/MMHYTa COeIMHEeHUd, I[IepeMellaHHOTO C
bapMakoJIOTUUECKMM HOCUTEJIEM, 3a IIepuoll BpeMeHM B OMala30oHe OT
HEeCKOJIbKMX MMHYT OO HECKOJLKUX IOHelN.

[0071] [Ijya MeCcTHOTO BBeIeHMS COoeIMHEeHMS MOXHO CMellMBaTh C
bapMalleBTUUECKMM HOCHUTEJIEM B KOHILEeHTpaluum oT okoJo 0,13 mo oKoJIo
10% JlekapCTBEHHOTO CpelcTBa B Hecymel cpeme. B mpyrom crnocobe
BBEeIOEeHMUS COEeIMHEeHMe MOXHO MCIOJIE30BaTkE B BUIe CcoCTaBa OJ4
IJIaCTHPA OJia ofecledueHMA TpaHCOepMaJlbHOM HOCTAaBKM.

[0072] CoenMHeHU A MOT'YT aJIb TEPHATUBHO BBOIUTHLCHA Iy TeM
VHTaJIaLUuY, dYepes HOC WJIM POT, HalpMMep, KakK CcOoCTaB B BUIEe CIpesd,
Takxe comepxXamero IpMeMJIeMEM HOCUTEeJb.

[0073] VI. CrnocoOH JIeueHUA IellpeCcCUmn

[0074] Kak ommMcaHO B HaCTOSAMEM JIOKYMEHTe, aBTOPH OOHapyXWUIINU

HeOXUIaHHBIM n Ha Il eXHbBIM aHTHOENpeCCaHTHHN sbberT npu
MCIIOJIb 30BaHUNU OINMCaHHKBIX coeIMHeHUM y CcyBBeKTOR c
IMaTHOCTUPOBAHHOM  Henpeccuer. Ee3 oTrpaHUMUeHMM,  HaKJaIbBBaeMHX

Teopmeﬁ, cunTaeTcd, dYTO, IIOCKOJIBKY AaKTMBHOCTE COIepXallllX OPpeKCHH
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HeMpOHOB IMIpeHebpexuMO MaJa BO BpeMa cCHa (Kak OpaBWUJIO, HOULD),
aHTHIOeNpeccaHTHasa 20dekTUMBHOCTDL CoeIMHEeHUN, OIVICaHHHX B
HacToAmeM OOKYyMeHTe, ABJISeTCA  HeOXUIOaHHOM. Kaxk ommcaHO B
HacToAmeM OOKYMEeHTe, BBeIeHMe COeIMHEHMM B COOTBETCTBUM C
onMcaHMeM Ilepel CHOM (Kak TIPaBWJIO, HOUHHM) aCCOLUMMPYETCHS CO
CTaTUCTUUECKHU IOOCTOBEPHOM aHTUOENPeCCaHTHOM 20PEKTUBHOCTEIO,
npuueM 5b0PeKTMBHOCTEL He CBA3aHa C BJIMSHMEM Ha KOMIIOHEHTH CHa.

[0075] CoOoTBeTCTBEHHO, IIPelJIOXeHH CIOCODOH JeueHUSa cCcyObeKTa,
CTpajanmero Oelpeccuer WIM UMeKNeTro OMAaTHOCTUPOBAHHYI IelpecCHo.
STK cCcHIocoBe BKJILOUAT B cebsa BBeleHMe TpedyolleMy TaKoTo JeueHUs
cyOBekTy  20OeKTUBHOTO KoJIMYecTBa coeIMHEeHUs, ONIMCAaHHOTO B
HacToAmeM OOKyMeHTe. B  onpemellIeHHEX BapMaHTax OCYIeCTBJIeHUS
coeIMHeHMe IIpenacTaBJgeT coboM coelMHeHMe QOpMyJIE (1) .

[0076] CoenuHeHMe IIPEOIOUTUTEJIEHO BBOLOAT CyOBEKTYy OIVH pas3
B IOeHb M BBOOAT CYOLEeKTY IIepel CHOM. Hanpumep, coelduHeHMe BBOIAT
B TeueHMEe OKOJIO 2 YacoB CHa, B TeueHMe OKoOJIO 1 dYaca WIM B
TeueHMe oOkoJiIO 30 MMHYT IO CHa. B IpyTIMX BapMaHTax OCYINeCTBJIEHUSA
coeIMHeHMVe BBOOAT I[I0 MeHbIey Mepe 3a 4 uYaca OO0 OpoOyXIeHUS WK
IJIaHUPYEeMOTO MIpoOyXoeHMs CcyObekTa OTO CHa, B TOM UMCJe 3a OKOJIO
5 uyvacoB, okoJio 5,5 uyaca, okoJO 6 UYacoB, OKOJIO 6,5 uyaca, OKoJO 7
yacoB, OkoJio 7,5 uwaca, okoJo 8 uyacoB, OkoJo 8,5 uyaca, okoJjio 9
yacoB, okoJo 9,5 uwaca, okojgo 10 uwacor, okoJo 10,5 uwaca, okoJjo 11
JyacoB, oOkoJio 11,5 waca MM OKOJIO 12 YacoB QOO HOPOOYyXIEeHMS WM
IJIaHMPYyeMOoT O  NpofyxXoeHus cCcydbeKTa OTO CHa. B omnpeneJieHHBX
BapMaHTax OCYIeCTBJIeHUS COeIMHEeHMEe BBOIOAT 3a 10 MeHbIleM Mepe OT
6 YacoB DO OKOJIO 12 4YacoB OO HOPOOyXIOeHUS WM ILJIaHUPYyeMOI'O
npodyxneHns cCcyObekTa OTO CHa. B OpellouTHUTEeJILHHX BapMaHTax
OCYMeCTBJIEHUA COeIMHeHMe BBOOAT HOUL.

[0077] Tlocyie BBeIeHMS COeOMHEHMS OHO IMPOXOIOUT I[IO MeHbIeM
Mepe OIMH IIepMOol IOJIYBHBeIOeHMA, IIpexde uUeM CyObLeKT OIpodyIuTcd
OTO CHa. B IpyIrMx BapMaHTax OCYMEeCTBJIEHMA COoeIMHeHMe IPOXOIUT II0
MeHbIleM Mepe »OBa IIepuoma I[IOJYBHEBeIeHMd, a OIPedlouTUTEeJIbHO IIO
MeHbIle Mepe TpM I[Iepuola IIOJIYBHBeIeHUd, IIpexie uYeM CyOBheKT
NIpodyomuTCAa OTO CHA.

[0078] XejlaTelslbHO, UYTOOH KOHLEHTpalMaA COeOVMHeHMd OBJla HWXe

nopora, HeoOxomomuMoTo mOJjsa QpapMakKoOMHaMMUeCcKoTo 5sdbexTa, rocJjie



23

BpPEMEHM OT OKOJIO 6 IO OKOJIO 8 YacoB IIOCJIe BBeIeHMS COeIMHEeHMS. B
DTOM 3aKJIUaeTCHd OTJIMUME OT M3BECTHBEX aHTUIENIPeCCaHTOB, KOTOPHE
I OJIKHEL IOCTUUDL YCTOMUMBOM KOHIeHTpalumn aHTHIOenpeccaHTa B
opraHusMe HnauveHTa. CIOCOOE, OIMCaHHEHE B HacCTOdlleM IOKYMeHTE,
OTJIMYanTCda TeM, UTO IIOoCJle Ileprola OT OOHOI'O OO BOCBMM UYacoB
rocJie BBeIOEeHUA JIEeKapCTBEHHOTO CpeICTEa KOHIIeHTpaumsa
JIEKAapPCTBEHHOTO CPencTBa IajaeT HMWXKe QpapMaKoOMHAMUUECKUX YPOBHEeM
M OCTaeTcsd Ha HBTUX YPOBHAX B TeueHMe OCTaBmeIocs 0T 24-4yacoBOTO
nepuoma JedeHMsa OO TexX Iop, IIoKa He OyIoeT BBeOeHa clelylmas »no3a
JIEKapCTBEHHOTO CpelICTRa.

[0079] TepaneBTHUUeCKM 20PeKTUBHHE KOJMUUECTBa COeIMHEeHUN,
OINIMCAaHHHX B HacTodAmeM IOKYMeHTe, BKJoUalT B cebdg KoOJIMUeCTBa,
KOTOPHE BHBHBAT OMOJOTUUECKUN WMIM MeIMLUMHCKUM OTBeT CO CTOPOHH
CUCTeMEl TKaHelV opTraHM3Ma XMBOTHOTO MJIM UejloBeka, OXUIaeMBI
VCCJeloBaTeJIeM, BETEPMHAPOM, BpauoM WM IPYTMM KJIMHMIMCTOM,
KOTOPHM BKJIOUaeT B cebg obJerdeHre CHUMITOMOB 3abojieBaHUA WK
paccTpoMicTBa, JieueHue KOTOPOTO OCYIIECTBJIAETCSA. OnTuMalJlb HEE
OO3UMPOBKM IJIA BBeIeHMA MOTYT JIETKO ONpeleliAThbCA ClIelMallMCTaMM B
OaHHOM oBJjiacTu u OyoyT 3aBUCETH oT crocoba BBEeIEeHUS,
KOHIIeHTPpaluumn JIEKapCTBEeHHOM bopME 7 pPasBUTUA BOJIE3HEHHOT'O
cocToaHMA. Takme QakKTOPH BKJW0UAKT B cebd KOHKPETHOTO IallMeHTa,
nojiyvammero JiedeHMe, BKJOYas, IIOMMMO I[Ipodero, IIOJI IlallMeHTa,
BOBPacT, BeC, PexumM IIMTaHug, BpeMsa BBeIeHMSI U COIYyTCTBYIIME
3aboJieraHMa. B omIpelleJIeHHEX BapMaHTax OCYIeCTBJIeHUSI 5OOeKTUBHOE
KOJIMYeCTBO Kaxnoo¥  OO3H  COeIMHEeHUN, OIIMCAaHHHX B HacTo4gmeM
IOOKYMeHTe, cocTaBjigeT oT okoJjio 0,001 mo okxojo 200 MI' coenMHeHMUSA
Ha KI' Beca TeJjla cyObekTa B OeHb, oT okojsyio 0,05 mo 100 mMr/xr/ImeHb
MM OT OKOJIO 1 mo 35 MI/KI'/OeHb B OOHOKPATHHX MIM PasieJIeHHHX Ha
HEeCKOJIbKO IIPMEeMOB eIMHMIIaxX OO3UPOBaHMA (K IOpUMMepaM TakKuxX eOVHMUII
OO3UPOBaHMAg OTHOoCcATCcHA Tabjerxku 2,5 M1, 5 Mmr, 10 mr m 20 mr). s
yeJIoBeKa C Maccou TeJla /0 KI' WIIOCTPaTUMBHEM OMalas30H [IpUeMIIEeMOU
OOSUPOBKM CcocTaBjgeT oT okojo 0,05 nmo okojio 7 T/OeHb WIM OT
okoJio 0,2 mo okoJio 2,5 r/meHn.

[0080] 30PeKTMBHOE KOJIMUECTBO COeIOMHEHUS, OIIMCAaHHOTO B
HacToAmleM HOOKYMEHTe, TakXe MOXHO OIIMcCaTb He3aBUCUMMO OT Beca

cybmeKTa. COOTBETCTBEHHO, 20dbeKTUBHOE KOJIMUEeCTBO COeOVHEHNUA
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cocrTaBjydgeT oOT okoJjo 10 pmo okojo 60 Mr. B HEKOTOPHX BapuaHTax
OCYIeCTBJIEHNA 20PEKTUMBHOE KOJMUECTBO CO&IMHEHMSA COCTaBJIAeT OKOJIO
10 Mmr, okoJo 15 Mr, okojo 20 MI', oOKoJIO 25 MI', okoJio 30 MI', OKOJIO
35 M wmim okoJio 40 MI MM HaxXoOMTCHd B IIpemejiax Oualla30Ha,
00pas0BaHHOTO JIOOBMM IOBYMS M3 BTUX SBHAUEHUN.

[0081l] OSdpdpexTMBHOE KOJIUUECTBO COEOMHEHMS MOXHO BBOIUTH B
BUIOEe OIHOKPATHOM eXeIHEeBHOM IOBH. B MOOMNOJHMUTEJILHEX BapMaHTax
OCVYIIECTBJIEHUS COeIVMHeHMe BBOOAT eXeIOHeBHO, ¥ OIMH WM 0OoJee
CUMIITOMOB JIelpecCUM YMEeHBIAKTCHa WM o006JIerdalnTCcHa B TeueHMe OKOJIO
11 pgHel mnocJe HNepBOT'O BBeOeHMsa, T. . OHsS 1.

[0082] KOppeKkTUpPOBKY YaCTOTEL MOXHO BHIIOJIHATH Iy TeM
OOHOKPATHOTO M3MeHeHMSA YacTOTH WM ee MOXHO OlIpedeJIMTh BO BpPeMd
IBYX wWIu ©OoJiee BBeIeHuM. TakuMmM oO0pasoM Jedvamui Bpad WMIM T. II.
CMOXeT OINpemeIMTh OITMMAaJILHYI YacToTy BBeOeHMS M, CJledoBaTeJIbHO,
IIOOCTPOUTL PEeXuM BBeleHUSI K MallMeHTy.

[0083] Takxe 2TU CIOCOOH IIPeOyCMaTpUBaT BBeleHMe pPe3ePBHEX
003 COeIMHEeHWM, OIMCAHHHX B HaCTOAMeM OOKyMeHTe. B HacTodAmeM
OOKYMEHTE TEPMMH <«pPpe3epBHad HOo3a» O3HavaeT OIHY wuiIm 0oJiee
OOIIOJIHUTEJIbHEX OO3 COeIMHEeHMSA, OIMCAHHOTO B HaCTOAMeM OOKyMeHTe,
B OOIIOJIHEHNUE K peryJyapHOM Ha3HadaeMou nose. KosmmuecTBO
coenMHeHMs, OIMCAHHOTO B HacToAmeM IOOKyMeHTe, B pPe3epBHOM 1Ho3e
MOXET ONpPeneJIaTbCsAa JievallMM BpadoM MM KJIMHUMIMCTOM M OyOeT
3aBUCEeTb OT JIoOOTO M3 (QaKTOPOB, OIMCAHHHX B HaACTOAMeM IOKYMeHTEe.
B onpeneJe HHEX BapMaHTax oCyIleCTBJIEHUSA pesepBHasa oosa
COeIMHEeHUM, OIMCAHHHX B HaCTOsAmleM OOKYMeHTe, TakKasg Xe, Kak
sbdekTUBHAS @HO3a, MCHoJb3yeMasd IIpM OOHUHOM pexyMe BBeIleHUS. B
IPYyTMX BapMaHTaxX OCYHMeCTBJIEHMS pe3epBHaAd [Oo3a OTJMYaeTcsa OoOT
20PeKTUBHOM  OO3H, KOTopasd MCIOJbL3yeTcHa IIpM OOHUHOM  pPexume
BBeIeHUd.

[0084] CrneumaamMcTy B »DaHHOM ofJjlacTu OyIeT OUeBMIOHO, UYTO IJId
OTIMCAHHHX B HACTOAMEM OOKYMEHTe CIOCOOOB IOoOIepXaHue OTBeTa VY
naluMeHTa MOXeT OoIpenelaThbCsa, HalpuMep, KIMHUMLIMCTOM, TepaleBToM,
IICUXVATPOM, IICUXOJIOTOM WM OIpYTUM IpreMIIeMbIM MeOVIMHCKYM
crneuragmcroM. Kpome ToOT0, HNOIOOEepXaHME OTBETa Ha aHTUIEIPeCCaHTH
MOXeT OINpenesyiIiTbCa, HalpuMep, IO OTCYTCTBUILD peluuIVBa OelpecCun

(nm OIOHOT'O MJIN foJiee CHIMIITOMOB nernpeccumn) , OTCYTCTBUIO
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HeOOXOOMMOCTM B HOOIIOJIHUTEJIBHOM WMJM aJIbTEPHATHMBHOM MeToma (—ax)
JIeUeHusa JOelpecCUuM WJIM OTCYTCTBM IIPOTPECCHUPOBaHMA OEeIpeCCHUuM.
TeparlieBT VIV Jieuammm KJIMHULIMCT MOTYT VCIIOJIE30BaTh JI0OYIO
M3BECTHYI B OaHHOM o0O6JacTM MeTOIOMKY, BKJoUasa, ©0e3 oI'paHUUYeHUM,
OByl OLeHKY COCTOSHUA IalueHTa, OMATHOCTUUECKMEe aHKeTH U
OLIeHKM, TakKue Kak Oaji o llkajie o0mWero KIMHUUECKOTO BIleUaTJIEHUSA
o TsaxecTu 3BadosieBaHMa (CGI-S), EBpomneMCKMM OINPOCHUK  OLIeHKU
KauecTBa XxmM3HM (EuroQol); no 5 kxaTeropuaMm; 0o 5 ypoBHAM (EQ-5D-
5L), OmOpoCHMK B3I0pOBBA IHalMeHTa o 9 nOyHkTam (PHQ-9), mkaJa
IMxaHa OJIS OlLeHKM MuHBauigusauumu (SDS), OINpOoCHMK OelpeCCUBHOM
CHMMIITOMATUKM - KJIMHMUecKasd OlleHka, mkaja M3 30 nyHkToB (IDS-Csp),
ONpOCHUK II0 mKkajie MoHTroMepu - AcfOepr' IJId OLEHKM OelpecCUuu
(MADRS) , Ilkayja T'aMMIbTOHa &OJA OlLleHKU nenpeccun (HAM-D wmiam HDRS),
Mkaja Beka o OLIeHKU Oernpeccumn W OEIC TPEIL OIIPOCHUK
nenpeCcCcUBHOM CUMIITOMATUKHA (QIDS) . YacToTy BBeOeHUA MOTYT
OlLlIEHMBATL M/UJIM M3MEHSTL IIPYM M3MeHeHMM OaJjljla I[IO0 OOHOM MM O0oJiee
V3 BHIIEYIIOMSAHYTEX IIKaJl MJIM OIPOCHUKOB.

[0085] Kpowme TOTO, COeIMHEeHMSI  MOTYT MCIIOJIE30BaATECSA B
KOMOUMHALUUNM C OOIOJIHUTEJIEHEIMY aKTUMBHEIMM MHIPEeOMeHTaMu IOJIS JIeUeHUSd
BHIIEYTIOMSAHYTHX COCTOSAHMM. JIONOJIHUTEJILHEE aKTUBHEE MHIPEIMEHTH
MOTYT BBOIOUTBLCSHA OINHOBPEMEHHO, OTIOEJIBHO WM IIoCjienoBaTeJIbHO. B
HEKOTOPEIX BapraHTax OCYIEeCTBJIEHU A OOIIOJIHUTeJIb HEE aKTUBHEE
VMHTPeOVeHTH 5SO0QeKTUBHE NPU JIeUeHUM IIaTOJIOTMUECKMX COCTOSHUM,
paccTponCcTB VI 3aboJjyieBaHMUM, OTIOCpPelOBaHHEIX aKTUBHOCTBIO
OpeKcHrHa, TaKue Kak IpYyI'oM MOOYJIATOP OPeKCHMHa WM CcoeldrHeHUue,
AKTMBHOE B OTHOWEHUM OPpYyTOM MMIeHM, CBA3aHHOM C KOHKPETHBM
IaToJIOTNYECKUM COCTOSHUEM, pPacCcTpoMCTBOM VI 3aboJIeBaHMEM.
KoMOuHaumMsa MOXET MCIOJB30BaATBLCHA OJA TOBHMEHMS 30PeKTUBHOCTU
(HanmpyMep, OyTeM BKJIKOUYEHMS B KOMOMHAaILIMI COEOWMHEHWS, I[IOBHIAKIETO
OeliCTBeHHOCTDb VI 20PEKTMBHOCTE COEenMHEHUSH, ONIMCaHHOTO B
HacTOAmMEM JOKyMeHTe), YMEHBIIEHMA OOHOTOC WM 0oJiee MOOOUHHX
50PeKTOB WM CHMXeHMA TpedyeMo¥ OO3H CcoedMHeHMS, OIMCaHHOTO B
HaCcTOAMEM HOOKYMEHTe, WJIM OOMNOJIHUTEJIBHOTO AaKTMBHOI'O aleHTa. B
oIpeneJIeHHHX BapMaHTax OCYMEeCTBJIeHUS IOOMNOJHUTEJNBbHEY  aKTUBHLHM
VMHTPEeOVEeHT IIpelcTaBJIgeT coBoM aHTHUIOENpecCaHT. B OpyTMX BapMaHTax

OCymeCTBIJIEHNA OOIIOJIHUT eJIb HEM AKTVBHBIMN VMHT'pedIVMeHT IIpencTraBjideT
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coboM MOHOAMMHBPIMUECKUM aHTUIOelIpecCaHT.

[0086] CooTBEeTCTBEHHO, coeImMHeHne bOPMY JIEL (I) MOXHO
MCIIOJIL30BAThL B KOMOMHALMM CO BTOPEIM aHTUIOENIPeCcCaHTOM. BTopon
aHTUIOEeIpeCCaHT MOXeT IpencTaBJIATh cobom TpadUulMOHHOE
JlekapCTBEeHHOEe CPenCcTBO, MCIoJb3yeMoe mJa OOpbOH C Ielpeccuen,
TakKoe KaK aHTal'OHUCTH pelelTopoB N-MeTmii-D-acrnapTaTa, MWHIMOUTOPEL
0oBpaTHOTO 3axBaTa HOp®RIOMHebpPHUHA, CceJIeKTHBHHE MHTMOUTOPE
oBpaTHOTO 3axBaTa cepoToHMHa (SSRI), MHIMOMTOPH MOHOaAMMHOKCHMIIA3H

(MAOI), oOpaTuMeE MHIMOMTOPH MOHOaMMHOKCHKIOA3E (RIMA), MHIMOMTOPH

0BpPaTHOTO 3axBaTa CEepOTOHMHA n HopaIlpeHaJlMHa (SNRI),
HOpaIOpeHBspInUYeCcKMe 7 creuupmuueckKue CEPOTOHUHBPIUUECKHUE
aHTUIOEeIIPeCCaHTH (Nassa), aHTaT' OHMCTEL KOPTUKOTPONIMH-PUJIM3UHT

ropMoHa (CRF), aHTaroHMCTH aJlkda-alpeHOPelelToOpOB M aTUIIMUHHE
aHTUIOEeIIpeCCaHTH . B HEeKOTOPHX BapMaHTax OCYIIeCTRJIEHN I
AHTaTOHMCTOM pelenTopa N-meTmi-D-acrnaprara (NMDA) ABJIAEeTCA
KeTaMM1H, BKJIKUALd eI'0 paleMaTH 5SCKeTaMuH, apkeTaMMH MM UX
KOMOMHALWN . B LOOIIOJIHUT &JIb HEIX BapraHTax OCYIleCTBJIEHUL K
MHTUOUTOpaM ofpaTHOTO 3axBara HOpROMHedpUHA OTHOCATCH
aMUTPUIITUIINH, KJIOMMUIIpaAMUH, IOOKCEeIIVH, UMmUIIpaMmH, TPUMUIIPaMNH,
aMoOKcallMH, »OesulIpaMMH, MalpOTUIIMH, HOPTPUIITUIIMH, IPOTPUITUIIVH,
pebokceTrH WM UX OdapMalleBTUUECKUM IIpUeMIIeMBEle COJIM. B IOpyrmx
BapMaHTax OCYWEeCTBJIeHUA K CeJIEKTHMBHEM MHIUOUTOpaM oOpaTHOTO
3axeparTa CEePOTOHMHA OTHOCHATCH bJIyOKCEeTUH, bJIyBOKCaMUH,
[IapOKCETHH, CepTpaliMH WIM UX papMalleBTUUECKM IIPUeMJIEMEE COJIM. B
OOIIOJIHUT &JIb HEIX BapraHTax OCYIIECTBJIEHU A K MHTUOUTOpaMm
MOHOAMMHOKCHU A 3L OTHOCATCH n3oKapbokcasun, beHesb3UH,
TPAHWIJILUIIPOMYH, CeJIETWMIIMH M UX O(apMalleBTUUeCKM IIpMeMIIeMEEe COJIN.
B OPYTUX BapuaHTax OCYIeCTBJIEHN I K O0paTUMEIM  MHIUOUTOPAaM
MOHOaAMMHOKCHUIOA3E OTHOCATCH MOKJIODeMMI WM eTo dapMalleBTUUECKHA
[premsyieMbele COJIM. B IOpyI'MxX IOOIOJIHUTEJILHEX BapMaHTaxX OCylleCTBJIEHUA
K MHTMOMTOpaM oO0paTHOTO 3axBaTa CepOTOHMHa M HOpaIpeHaJIMHa
OTHOCATCHA BeHJIadaKCUMH MM €TI0 dapMalleBTUUECKM I[IpMeMJIEMEE COJIM. B
OPpYIUX BapMaHTax OCVYIIEeCTBJIEHMA K aTUIMUEeCKMM aHTHUIellpeccaHTaM
OTHOCATCSH OYyHNpONMOH, JUTHUM, Hedaz0IOH, TpasOoloH, BUJIOKCAa3UH,
cCubyTpaMmH NI nUx bapMalleBTUUECKU [pueMJIeMble COJIN. B

OOIIOJIHMTEeJIbHEIX BapMaHTax OCYyIeCTBIJIECHNA BTOpOﬁ aHTHIOeIIpeCCaHT
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BKJIOUaeT B cefd amOrHaszo0JaM, aJalpoKJjaT, aMMHEITHH, KOoMOMHAaLMIO

AMUTPUITUIIMH/ XJIOPOVa3elloKCUI, aTuramMesoJI, azaMrMaHCEPUH,
Oa3uHalpuH, OedypalinH, oudpemesiaH, OMHOOAJIMH, OUIIeHaMoJI,
OpodbapomMmH, OyHIpPOIMOH, KapoKca30H, LepUKJIaMUH, LUMaHOoIIpaMm1H,
LMMOKCAaTOH, umMTaJonpamM, KJIEMEIIPOJI, KJIOBOKCaMMH, OaselnuHuI,
oeaHoJ, OEeMEeKCUIITeJINH, OOeH3elnH, OOTUEIINH, IOPOKCHUIOIE,
sHepeKCHH, B5CcTasojiaM, BSTOINEPUNOH, dbeMokceTuH, beHrabuy,
bezosgamMmH, dbayoTpaleH, Moa30KCcaH, VHOaJIbLIIVH, VMHIOeJIOKCa3uH,

MITPVMHOOJI, JIEBOIIPOTUMIIVNH, JIMTOKCEeTUH, J'IO(]_)eraM_T/IH, Me,]IMq)OKcaMMH,

MeTarnpammH, MeTpaJIMHIOON, MMAaHCEePHUH, MUJITHalUIIpaH, MUHATIPUH,
MUpPTa3annH, MOHUPEJIVH, HebpalleTam, HedomaM, HMaJlaM1m,
HOMMOEH3VH, HOPOIYOKCETUH, OPOTHUPEJIMH, OKcadJjo3aH, IOIMHa3elnaM,
NUPJIMHIOH, N30 TUJIVH, pPUTaHCEepUH, posunpam, CEpPKJIIOPEMUH,
CeTUIITUJIVH, cubyTpaMuH, CyJIOyTUaMMH, CYJIIVPUL, TEHUJIOKCAa3UH,
TO3aJIMHOH, TUMOJINOEPUH, THMAaHEeIITVH, TUGIYyKapOuH, TOopeHalluH,
TOOMUBOIIaM, TOJIOKCATOH, TOMOKCETHH, BepaJunpun, BMKBAaJIMH,

3UMEeJIMOVH, 3OMETAallMH WMJIM MX (apMalleBTUUEeCKM IIPMEeMIIEMBEE COJIM; WU
3Bepobon TIPOOLP ABJIEHHELI, Hypericum perforatum, MJIIN ero
DKCTPaKTH .

[0087] B HEeKOTOPLIX BapraHTax OCYIeCTBJIEHUS coeIMHeHue
bopMyJiel  (I) BBOOAT COBECTHO C DCKeTaMMHOM. B IONOJIHMUTEJIbHEX
BapMaHTax OCYMeCTBJIEHMSA COeOMHeHMe OQOopMyJiEl (1) BBOOAT OTIEJIBHO
OT »CKeTaMMHa, HalpuMep, IIocjienoBaTeJibHO. CoenuHeHre QOopMyJiH (1)
MOXHO BBOIUTL OO MJIM IIOCJIe 2CKeTaMMHa.

[0088] V. HabGopw

[0089] Takxkxe B HacCToOdlleM OOKYMEeHTe OIMCaHB HabOopH OJI4
BBeIOeHMud OOHOTOo MM ©OoJiee CcoOeIMHeHMM, OIMCAHHHEX B HacTOAleM
OOKYMEHTe, TalMeHTy IJIA JIedeHMA Jenpeccum. XapaKTepHBEe HaOOpPH
BKJIUAKT B cebg omHy WM 0OoJiee eIMHMI IJO3UMPOBaHMA, COIepXalx
20beKTUBHOE KOJIMUECTBO OIHOTO WJIM 0o0Jlee CcOeIMHEHMM, OIMCAHHHEX B
HacTosAmeM IOOKyMeHTe, OJIS BBReleHMS INallMeHTy C 3alaHHOM YacTOTOM.

[0090] EnmnHuna OOBUPOBaHUA  MOXET OBITH cocTarBJleHa - OJidg
OOCTaBKM JIOOBIM CrIocofoM. B oONpelellIeHHHX BapMaHTax OCYIEeCTBJIEHUSA
eIVHMIla OO3UMPOBAHMSA COCTaBJIeHa MOJ4 I[IepopalJlbHOM, BHYTPUBEHHON,
MHTpaHa3aJIbHOM, BHY TPUMHIIEUHOM, CyOIMHTBAJILHOM, BHY TPUKOXHOM,

BHyTpMyH_IHOﬁ M peKTaJ’IbHOﬁ JOCTAaBKM. B OlipeleJIEHHEX BaplMaHTaxXx
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OCyMeCTBJIEHMSA eOMHMIa JO3UPOBaHMUA COCTaBJIeHa MOJI4 IIepopallbHOM
OOCTaBKM.

[0091] EnmvHuna OO3BUPOBaHMUA MOXeT OBEITH cocTaBJIeHa c
comepXaHreM JIIOOOTO KOJMUeCTBa COeOUMHEHWUS, OIMCAHHOTO B HaCTOAlleM
OOKYMEHTe, B 3aBUCHMOCTM OT crocoba BBeOeHusa. ClemoBaTeJIbHO,
KaxOasa eOMHMIla OO3UMPOBaHMA MOXEeT CcoOepXaThb TpebyeMylw »OO3y OJA
naumMeHTa WM MOXeT COOepXaThk 4YacTh COeIMHEeHMsa, OIMCaHHOTO B
HacTosameM M300peTeHUM, TpedyeMyl OJS OIOHOM IOS3H.

[0092] Taxxe B HabOopH HeoDA3aTeJIbHO BKJIUEH OIPOCHUK IIO
mKaJje OLIEHKU CHMIITOMOB Oernpeccumn. OIIpOCHUK MOXeT OHITEL
IpenHa3HadeH OJS MCIOJIB30BaHMA I[MalMeHTOM CaMOCTOSATEJIBHO WM
BMeCTe C BpauoM. OINpPOCHMK MOXET MCIOJb30BATHLCA IIPU OIpenesIeHUM
YPOBHA IelpecCuyr VY IIallMeHTa Ha JiodoM cTaluM BBeIeHMS COeIMHEeHUS.
B omHOM BapMaHTe OCYMecCTBJIeHMSA OIPOCHMK IIpedcTaBjgeT coOoM oIouH
iy 6oJiee M3 OINPOCHUKOB, YKa3aHHHX B HACTOANEM IOKYMeHTE.

[0083] VHCTPYKLUMM TI0  BHIIOJIHEHMI 3SafABJIEHHEX CIOCODOB U
BBeIEeHMID COeIMHEeHMS  MOIYT TaKxe OHTH BKJIOUEHEL B  HaOOpH,
OIIMCAaHHEE B HaCTOAIleM OOKYMEeHTe.

[0094] Habope MOT'YT OHTBH OPIaHM3OBAHE TaKMM OO0pa30M, UYTOOH
OHM YyKasHBaJM OIOMH COCTaB, COIOepXalluM CoeIMHEeHMe, OIMCaHHOEe B
HacTodmeM MNOKYMEeHTe, WIM KOMOMHAIIMIO COCTaBOB, KaXIHM M3 KOTOPHX
COOEPXUT COoelMHeHMe, OIMCaHHOe B HaCTOMdlleM IOKyMeHTe. KoMIosuumig
MOXeT OHITH paszmnejieHa u MOXeT comepxaThb COOTBETCTBYyKIME
KoJIMUeCcTBa COeIOMHEeHMS, OIMCAHHOTO B HacToAmeM OOKyMeHTe. EomMHMIIA
OO3UPOBAHUSA MOXeT TIPeICTaBJIATL CcoOOoM VYIaKOBaHHBE KOMIIO3ULUM,
Takmue Kak nakeTUpOBaHHHE [IOPOUIKHA, bJIaKOHH, aMITYJIH,
nIpenBapuUTeJIbLHO 3alloJIHEHHEE MITPWIIH, TabJIeTKM, KalCyJIOBUIHHE
TabJIeTKM, KallCyJIEl MM COoIOepXallMe XMIKOCTHK Ccalle.

[0095] CoemmHeHMe, OIMCaHHOE B HacTOdleM IOKYMeHTe, MOXeT
OBITEL IIpPenOCcTaBJIeHO B BUOe OIHOKPATHOM OO3H WIM IpelHa3HaueHO MOJI4g
HEMNPEPHBHOTO WM [IEPUOINUECKOTO I[IPEPHBUCTOTO  BBeIeHUA. IJisa
HENPEPHBHOTO BBelOeHMS Habop MOXeT BKJIKUaATh B cebd COelMHEHUe,
ONMcaHHOe B HaCTOAleM IOKYyMeHTe, B KaXIoMW eIMHMIle OO3MpOoBaHMA. B
cllydyae ecJiM C TeueHMEM BpPeMeHeM TpebyeTcsd M3MEHATH KOHIEHTpPalun
COeNVHEHNS, OIIMCAaHHOT'O B HaCTOAIlEeM OOKYMEHTEe, KOMITIOHEHTH

KOMIIO3MInM, conepmameﬁ coelllMHeHle, OIIMCaHHOE B HacCToAdlleM
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OOKYMEeHTe, MWMJIM OTHOCUTEJIbLHHE COOTHOIEHMA COelIMHEeHMS, OIMCAaHHOTO
B HaACTOAINEM IOOKYMEHTe, WIM IOPYyI'MX al'€HTOB B pPaMKax KOMIIO3ULINH,
Habop MOXET COIepXaThb II0CJEeOOBAaTEeJIbHOCTE eIVHMI, NO3UPOBaHUA.

[0096] Habop MOXeT COOepXaTb YINaKOBKY WMJIM KOHTEMHep C
COeIVMHEHMEM, OIIMCAaHHEM B HaCTOMAIlEeM OOKYMEeHTe, COCTaBJIEHHEIM Tak,
Kak TpebyeTcd OJA XeJjlaTeJILHOTO IIYyTM IOoCTaBKM. Habop MOXeT TakKxe
comepxaThb MHCTPYKLNUA 110 OO3UPOBAHUIO, VHCTPYKIMIO—BKJIA OB K
COeIMHEeHM IO, OINMCAaHHOMY B HACTOAmMeM IOOKyMeHTe, MHCTPYKUMM IOJIS
KOHTPOJIA YPOBHEM COeIMHEeHMs, OIMCaHHOTO B HaCTOAmeM IOKyMeHTe, B
LUVPKYJIUPYIOIEN KPOBM WMJIM UX KOMOMHAUMUM. IOOMIOJIHUTEJLHO MOITYT OHTH
BKJIOUEHH MaTepualJikl »OJIS MCIOJIE30BaHMA COeOMHEHWUSa, OINMCAaHHOTO B
HaCTOAIEM OOKYMEHTe, BKJIOUA A, Bes oTpaHuuYeHuM, peareHTH,
IJIAHMEeTH C JIYHKamMM, KOHTeMHepH, MapKeph WM MeTKM M T. I. Takue
HaBope MOTYT OBTHL VYIAaKOBaHH TakuMM o00pasoM, UTOOE OHM OBUIU
IpMeMJIEME IJIS JIEUEHMSA XeJIaTeJIbBHOTO TOKa3aHMA

[0097] IpyTrmMe TIIpHMeMIIeMBHE KOMIIOHEHTE [IJI BKJIOUEeHMS B Takue
Habope OyIyT OUeBUOHHE ClelMajJucTaM B OaHHOM o6JlacTM C YUYeTOM
XKeJlaTeJIbHOT'O IIoKas3aHMAa W IIYTM HOOCTaBKM. HabOopel TakXe MOTYT
BKJIOUATE B CceOS WM MOT'YyT OBTH YKOMIIJIEKTOBAHE MHCTPYMEHTaMM IJIA
obJleTuyeHM A VHBEeKLMM/ BBeIeHN A nauueHTy cCoeIVHEeHNH . K TaKUM
VHCTPYMEHTAaM, Be3  oI'paHUUeHUMN, OTHOCATCH  MHIaJATOp, WIIPNLL,
nurieTKa, NMHIIeT, MepHad JIOXKa, KareJlbHUIla WJIM JoOHEe  Takue
Ono®peHHEe C MeIMUIMHCKOM TOUKM 3peHMS CcpelcTBa OoCcTaBkmu. IpyTrue
VHCTPYMEHTH MOTYT  BKJIOUYATH B cebd YyCTPOMCTBO, IIO3BOJIAKIIEE
CUMTHBATL Pe3yJbLTAaTH pPeaKUMM WM OCYINEeCTBJISATL UMX KOHTPOJL in
vitro.

[0098] CoeIMHeHHUE MOXeT [IOCTaBJIATECH B cyxoiu,
JIMOOUIN3UPOBAHHOM AN KUIKOM bopme. Korma peareHTH AN
KOMIIOHEHTHE  IIOCTAaBJISITCS B Cyxonm bopme, BOCCTaHOBJIEHUE 1o
CymeCcTBY OCYIEeCTRJIAETCH Iy TEeM noSaBJIeHU A PacTBOPUTEIIL.
PacTBOpUTEJ L MOXeT OBTHL OIpeloCTaBJIeH B OPYyTOM yIaKOoBKe U MOXET
nondupaTbCca CIelMaMCTOM B HOaHHOM oBJIacTH.

[0099] CrneumajucTaM B OaHHOM 006JlacTM M3BEeCTHH  MHOTMUE
YIIaKOBKM WJIM Ha®OpH OJA BHIOAYM (QapMalleBTHUUeCKUX al'€éHTOB. B
oIpeneJIeHHHX BapMaHTax OCYMeCTBJIEHMA YIaKOoBKa IIpenOcTaBJgeT cobon

GHMCTepHyIO YIIAKOBKRY C STMKeTKOIZ, YIIAKROBKY PacCIIlBUIMTEJIA C KPYI‘OBOﬁ
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mKaJioy man OYTHIIDL .

[00100] Takxe HOpPelJIOKEHHE CIOCOOB ONTMMU3AUUM  OO3UPOBKU
COEeNMHEHUS IoJIs naumueHTa, cTpalawnlero nenpeccuen VI
IpeIpaclloJIOXeHHOTO K HeM. 9TM CIoCOOH MOTYT BKJKUATE B cebda (a)
BBeleHMe 20PeKTMBHOTO KOJMUECTBa COeIMHEHMA HaumeHTy, (b) aHamms
50beKTOB COeOIMHEHUA U (c) BBeOeHMe HBOOeKTMBHOTO KOJIMUeCTBa
coeIMHeHusd naumMeHTy c MeHbIIen YacToTOM npu onpeneJieHHOM
IPOOOJIXUTEJIEHOCTHA .

VI. ACIEeKTEH

[00101] HacTosmee oIMcCaHMe BKJIOUaeT B cebsg II0 MeHbIel Mepe
cJenynmme aclleKTH .

[00102] Acmnexr 1. Crnoco® JedeHUMs CyObekTa, CTpalaniero
oenpeccruey WIYM MuMeKnmero IMAaTHOCTHMPOBAHHVYID IelpeCCHi, BRJIOUAINUMA
B Cce0sa BBeIeHHMe TpedynleMy TaKoTo JieueHMd CYyOBeKTY 50PeKTUBHOTO

KOJIMYeCTBa COeIVMHeHUd QOopMyJIE (1) :

(1)

rge RY npencrTaBjsgeT codor Ci_g aJIKUII; R? opencraBygeT cobomn
Ci a4 ayxmi; R? opencTaBJigeT cobom H mamM TrajloTeH; a R* npencrapjgeT
H min Ci-4 aJIKOKCH,; WIM eT0 O(papMalleBTHUECKM IIPpHEeMIeMy® COJIb WU
TUOpaT, IIPpUUYeEM COeIOMHEeHMe BBOIAT IIepell CHOM.

[00103] AcmnekT 2. Cnocof Mo acnexkTty 1, B KOTOPOM CyOBEKT He
cTpajaeT OeCCOHHUIENW MJIM He MMeeT OMalHOCTUPOBAaHHOM OeCCOHHMIIH.

[00104] AcmekT 3. Cnocof6 mno JoboMy OIHOMY M3 IIpenmecCTBYRIUX
aCIIeKTOB, B KOTOPOM R’ opencraBJgeT coOoM TajloreH.

[00105] AcmnexkT 4. Cnocof6 mo JodoMy OIHOMY M3 IIpenlecCTBYRINX
aCIeKTOB, B KOTOPOM R’ opencraByigeT cobol dTop.

[00106] AcmnexkT 5. Cnocof6 mno JjoboMy OIHOMY M3 IIpedlleCTBYRIUX

acCIleKTOB, B KOTOPOM R? opencraByggeT cobom H.
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[00107] AcnekT 6. CoeIMHEHMe IIO aclekTy 1 umim 2, B KOTOPOM
R' mpencraBigeT coBoit Ci 4 aJIKOKCH.

[00108] AcmexT 7. Crnoco® mno JmodoMy OIHOMY M3 aclIeKToB 1, 2
i 6, B KOTOPOM R* nopelcTaBJgeT COOOV MeTOKCHU.

[00109] AcnexT 8. Cmnoco® mno JmodoMy OITHOMY M3 aclrexkTtonB 1, 2,
6 wimm 7, B KOTOPOM R? OpencraBjsgeT codom H.

[00110] AcmexkT 9. Cnocof6 mo JodoMy OIHOMY M3 IIpenlecTBYRIIMX
acCIeKTOB, B KOTOPOM R! npencraBjgeT cobom CHs.

[00111] ACIIeKT 10. Crioco® 1o JIndoMy OIOIHOMY nus3
NpelueCTBYIMX acCIeKTOB, B KOTOPOM R? opencraBJjgeT cobom CHs.

[00112] AcmexkT 11. Cnoco6 mo acnekty 1 mim 2, B KOTOPOM
coegmMHeHne npencraepjgeT cobom 5- (4, 6—-nuMe TUIIIIVUPUMAOVNH— 2 —WJI) —
TeKCarMoponmppoJIo [3,4-c]lnuppon-2-uiua] - (2-dTop-6-[1, 2, 3] TpHuazoJ-
2-MIQeHWJI) ~-METAHOH WJIM eT'0 (QapMalleBTUUYECKM IIPUMEeMIIEMYK COJIb.

[00113] AcmnekT 12. Cnoco®6 mo acnekry 1, 2 mwim 11, B KOTOPOM
coegmMHeHne npencrapjgeT cobom 5- (4, 6—-nuMe TUIININPUMUIVNH— 2 —WJI) —
reKcaruaponmpproJio [ 3, 4—-claouppon-2-mi] - (2-¢Top-6-[1, 2, 3] Tpnasos-2-
MIIQEHWJI) ~METAHOH .

[00114] AcnexkT 13. Cnoco6 no acnekry 1, 2 wit 11, B KOTOPOM
COoenOMHEHMre npencrapjifgeT cobon TUIOPOXIIOPUL 5-(4, 6-
OVIME TUIJINUPUMUAONH-2-JI) —~TeKCaTUIponuppoJio [ 3, 4-c] nuppoi—2-ui] - (2-
brop-6-[1,2, 3] Tprazoya-2-mjadeHnI) ~-MeTaHOHA .

[00115] AcmnexkT 14. Cnoco6 1mo acnexkty 1 wmim 2, B KOTOPOM
COoenOMHEHNEe npencrapjideT cobomn 5- (4, 6—ouMe TUIINUPVUMUOUH- 2 —
WJI) TekcaruaponuppoJio [ 3, 4—-clouppos-2 (1H) —uia) (4d-MmeTokcu-2- (2H-1,

2, 3-Tpuaz3oJi—-2-uj) QeHWJI) MeTaHOH W ero bapMalleBTUUECKHA
IpUeMIIEMYK COJIb .

[00116] AcmnexT 15. Cnoco® mo JjmodboMy OIOHOMY M3 aclekToB 1, 2
WM 12, B KOTOPOM COeIMHEeHME I[IpelCcTaBJIgeT codour (5-(4, 6-
OVIMe TUJINIUPUMUOVH- 2 —WJI) TeKcalrugponuppoedio [ 3, 4—clnuppoJ—-2 (1H) -

mi) (d-meTokcu-2- (2H-1, 2,3-Tpua3oii—2-ui) PeHWJI) METAHOH

[00117] AcmexT l6. Crnoco® mno JjmodoMy OOHOMY M3 aclIekKToB 1-3,
B KOTOPOM CcoeIMHeHMe IMpencTaBJygeT cobou 5- (4, 6-IUMeTUIINUPUMUONH—
2-WJI) TekcaruoponuppoJio [ 3, 4-cloupposi—2 (1H) —un) (4d-meTokcu-2- (2H-1,
2,3-TpUasoJi—-2-ujl) QeHnJI) METaHOHa I'MIOpaT.

[00118] AcnexkT 17. Crnocof6 rno JimwboMy OIOTHOMY M3 acCleKToB 1-3,
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B KOTOPOM COeIOMHEeHMe IMpeACTaBJigeT CcoOoM TuApaT IMIpoXJjopuna b-
(4, 6—OuMe TUIINVPUMUOVH-2-WJI) TeKcaruoponuppoJio [ 3, 4—-clouppoi—-2 (1H) -
wi) (d-meTokcu-2- (2H-1, 2,3-Tpuas3oi—2-wui) QeHUJI) METAHOHA .

[00119] AcmexT 18. Crnoco® 1o JimodboMy OOHOMY M3 acllekKToB 1-3,
B KOTOPOM COeIMHeHMe IIpelcTabjgeT cofo¥ IuIpaT ruaopobpommuma 5-
(4, 6—OUMe TUIINVUPUMUIOVH-2-MJI) TeKcaruaponuppoJio [ 3, 4—-clouppoi—-2 (1H) -
mi) (d-meTokcu-2- (2H-1, 2,3-Tpuas3oi—-2-uj) peHnJI) MeTaHOHa .

[00120] ACIIeKT 19. Crnioco® 1o JIodoMy OIHOMY ns3
IpenueCTRYKRIMX acCIlleKTOB, B KOTOPOM COEOMHEHMe BBOILAT HOULBK.

[00121] ACIIekKT 20. Crioco® 1o JIOoMy OIOHOMY nus3
IpelmecTBYIMX acClekKToB, B KOTOPOM COeIMHeHMEe BBOIOAT TaKUM
oBpasoM, UTOOH BpeMsa OO HOOCTWXEHMA MaKCHMaJbHOM KOHIEeHTpalluu B
IjiasMe COCTaBJIAJIO MeHee OkoJio 1 uaca.

[00122] ACIIeKT 21. Crioco® igfe) JIOOMY OIHOMY nus
IpelueCTBYRIMX  acCIleKTOB, B KOTOPOM COeIMHEHMEe NMeeT BpeMsd
[IOJIYBEHIBEOEHMSI OT OKOJIO 2 OO OKOJIO 3 YacoB.

[00123] AcnexkT 22. Chnoco6 no JgoboMy U3 [IPedleCTBYRIMUX
aCIleKTOB, B KOTOPOM COeIOMHEeHMe BBOIOAT CYOBEKTY 3a OKOJIO IIO
MeHbIle Mepe 4 dYaca OO IJIaHMPYeMOoTO MIpofOyXoeHMs CyObekTa OTO
CHa.

[00124] AcCIiexT 23. Crioco® 1o JIoOoMy OOHOMY us
IpequeCTBYKRIMX  acCIeKTOB, B KOTOPOM KOHIEHTpalusd COeOVHEHUI
HaxXOOMUTCHA HIWKe Iopora, HeoOXOoIMMOTO mOJd GapMaKOoOIMHaAMUUECKOTO
sbdekTa, TI[OCJe IIepMsola OT OKOJIO 6 @O OKOJO 8 dYacoB IIOCie
BBEIOEeHUS COeIVHEeHUHd.

[00125] ACIIekKT 24, Crioco® 1o JIOoOMY OIHOMY nus3
IpenueCcTBYRIMX  acCIleKTOB, B  KOTOPOM COeIMHEHME IIPOXOIOUT  IIO
MeHbBIIEe Mepe HOBa [epuola IOJIYBHBeIOeHMS, IIpexlie uUeM CyOBeKT
OpodyouTca OT CHa.

[00126] ACIIekT 25. Crioco® 1o JIOOMY OIHOMY nus3
IpelueCTBYKRIMX  aCIeKTOE, B KOTOpPOM CTabujbHasd KOHIEHTpalud
COeIMHEHNS He NOCTUIaeTCH.

[00127] AcCIiekT 26. Crioco® igfe) JIOOMY OIHOMY nus
OpelueCTBYKRINMX acCIlleKTOB, B KOTOPOM COeIMHEHMe BBOIAT eXeIHEBHO.

[00128] ACIIekT 27. Crioco® igfe) JIOOMY OIOHOMY us

InpenmecCcTByIMX acCIlleKTOB, B KOTOPOM COeldMHeHMe BBOIAT IIepPOpaJIbHO.
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[00129] AcCIIekT 28. Crioco® igfe) JIOOMY OIHOMY nus
IpenumeCcTBYoIMX aCIIeKTOB, B KOTOPOM 20heKTUMBHOE KOJIMUEeCTBO
cocraBJygeT oT okoJio 0,05 mo okxosio 100 Mr/xr/meHn.

[00130] ACIIekT 29. Crioco6 igfe) JIOOMY OIOHOMY nus
IpenueCcTBYIMX acCIIeKTOB, B KOTOPOM 20beKTUBHOE KOJIMUECTBO
cocTaBJygeT OT okoJio 10 mo oxkoJjio 40 wmr.

[00131] ACIIeKT 30. Crnioco® jnfe) JIodoMy OIHOMY ns
IpeImecTBYIMX acClleKTOB, B KOTOPOM COeIMHeHMe BBOIOAT eXeIHeBHO,
M OoIVMH wmiau 0oJiee CHUMIITOMOB IEeINPeCCHM YMEeHBIMATCId WM o06JerdyamnTCHd
B TeueHMe OKOJIO 11 @OHel Hocjie MIepBOTO BBeIeHMUA.

[00132] ACIIeKT 31. Crioco® jgfe) JIOOMY OIOHOMY nus3
IpeImecTBYIMX aCIeKTOB, B KOTOPOM IelpeccCUsa BKJIwUaeT B cebsda
BoJiblloe IOelpeCcCUMBHOE pPacCTpPOMCTBO, IIepcCUCTHUpyiIee IelpecCUBHOE
PacCcTpPOMCTBO, HOelpeccHul, CBA3aHHYID ¢ OUIOJIAPHEM pPacCTPOMCTBOM,
Ce30HHOe abdekTMBHOE  PacCCTPOMCTBO, [ICUXOTUUECKYK  IOelpeccu,
[IOCJIEPOIOBYR Oernpeccumo, NIpeIMEHCTPYaJIbHOE ochopmUUuecKoe
pPaccTpoMCTRBO, CUTYalMOHHYK IOellpeccHun, aHT'eIOHMD, MeJIaHXOJIM,
OEeNpeCcCcuo CpenOHeTro BO3pacTa, OEenpeCccuo [IOXUIIOTO BO3pacTa,
Oenpeccuo, OBYCJIOBJIEHHYIO UIOEHTUOULUPY € MEIMA CTPpeCCOBHMU
bakTOpaMr, PE3UCTEHTHYK K JIeUeHUKD IellpeCCUl MIIM UX KOMOMHALIMU.

[00133] AcrniexkT 32. Crioco®6 1o acnekxkry 31, B KOTOpPOM
Ioenpeccus HnpencTaBJseT codol BoJibloe OelpecCHUBHOE PacCTPOMCTBO.

[00134] AcnexkT 33. Cnoco® Mo acrnexkTty 32, B KOTOpOM OOJIbIIOE
OernpeccuBHOE PacCcTPOMCTBO COMIPOBOXIAETCSH XapaKTepUCTHUKaMA
MeJIaHXOJIUM WMJIM TPEeBOXHHM PacCTPOMCTBOM.

[00135] ACIIekKT 34. Crioco® 1o JIOoOMY OIHOMY nus3
IpenmecTBYIMX aCIIeKTOB, OOIIOJIHUTEJILHO BKJIIOU AI0MmM B cebsa
BBEeIOEeHMEe BTOPOTO aHTHUIENPeCCaHTa.

[00136] ACIIekT 35. Crnoco® 1o acrnexkry 34, B KOTOPOM
YKasaHHEM BTOPOM aHTHIeNpeCccaHT OpedcTaBlgeT CcoboM MHTUOUTOP
00paTHOTO 3axBaTa HopsIMHedpMHAa, CEeJIeKTUBHHM MHIUOMTOP OOPaTHOTO
3axBaTa CepOoTOHMHA, MHTMOUTOP MOHOAaMMHOKCHMIOA 3H, oBpa THUMEI
MHTUOUTOP MOHOAaMMHOKCHMIOA 3EL, MHITMOUTOP oBpaTHOTO 3axBaTa
CepoTOHMHAa M HOopaIpeHaJlMHa, HOPAaOpeHIPIUUYECKUM M CIeludruecKuUn
CEePOTOHUMHBPIUUECKUM  aHTUOEeIpecCaHT, AHTATOHUCT KOPTUKOTPOIIMH=—

PrJiM3mMHT T'OPMOHa, AHTaT'OHMCTEL aﬂbc]_)a—anpeHopeLLenTopOB, A TUIIMYUHBIM
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aHTUIOENIPECCAHT, aHTaroHucT NMDA MM MX KOMOWHALIUMN.

[00137] ACIIekT 36. Crmocot 1o acrnexkrty 35, B KOTOPOM
YKa3aHHEM aHTaroHucT NMDA mnpelcTaBJAeT COOOM 3CKeTaMMH.

[00138] [MpencTaBJieHHEE HIIXE [IPMME DB IoMoramT I[IOHATH
onMcaHMe ¥  HUKOMM ofOpas3oM He IIpeldHa3HaueHEl W He  IOJDKHH
paccMaTpMBaThECAa Kak  OT'paHMuMBaolMe M300peTeHUe, ONnMCaHHOE B
IPpUBEIEeHHOV HMXe dopMyJie M300peTeHMUsd.

[IPVIME PH

[00139] MpmmMmep 1

[00140] OaHHE TpuMep OBJI  pealM30BaH [OJIS  OIpeneJieHUuS
bapMakOKMHETHUUECKUX (OK) CBOMCTB B IIJlasMe U OMOOOCTYIIHOCTHU
TBEPIOTO OO3MPOBAHHOT'O COCTaBa [5(4, 6-OVMe TUIINVPUMUOVH=2 —WJI) —
reKcarMaponmMpproJio [ 3, 4-clnuppon-2-muil - (2-¢Top-2-[1,2, 3] Tpnazsoin-2-
MIQEHWJI) —~MeETaHOHAa (coenmHeHMe A) nocJie BBenOeHUsa TabJeTKu C
OOHOKPAaTHOM HO30M IO OTHOINEHMI K COCTaBy CycCHeH3uMM. Takxe
paccMaTpMBaKnTCA BJIMAHME I[IOJIYTOJIOOHOT'O COCTOSHMSA Ha CKOPOCTb U
CTEIEHBb OMOOOCTYIIHOCTHU TBEPIOTO OO3UPOBAHHOTO cocTaBa u
[IEPEHOCUMOCTD TBEPIOTO cocTaBa u cocTaBa CYCIIEH3UU oJis
[IeEpOpPalIbHOT'O BBEINEHUI.

[00141] (i) PeaTeHTH M IHapaMeTpH TeCTUPOBaHMUSA

[00142] [5 (4, 6-IuMe TUIINUPUMUIOVNH-2-JI) —
rekcarugponuppoJio [ 3, 4-clouppo—-2-uil - (2-d¢Top-2-[1, 2, 3] Tpmazoyi—-2-
WIdeHMJI) ~-MeTaHoOH (coeIMHeHMe A) TIoJiyyaJdM Tak, Kak OIMcaHO B
crnocobe B B mnpumepe 107 marteHTa CIIA N 8,653,263, 3a MCKJIOUEHMEM
TOTO, UYTO MNEePeKPUCTAaJIJIM3alMIO BHIIOJHAJIM C MCIOJbB30BaAaHMEM STaHOJIa,
a He CMeCH STaHoJI/2-TpollaHoJl.

[00143] BHYTpeHHUNM CTaHIOapT TNOPeONCcTaBIAJl COOOM MeUeHHHM
M30TOIIOM [5(4, 6—-OVMe TUIINUPUMUONH-2-1JI) —TeKCaTruIponuppoJio [ 3, 4—
clnuppon-2-mil] - (2-¢pTop-2-[1,2, 3] TpMazoiy-2-UIdeHnJI) —~-MeTaHOH,

VMeRIMUY CcJleIYIOMYIo CTPYKTYPY .
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[00144] BHYTPeHHUM CTaHIapT OoJy4YaJM Tak, Kak OIMCaHO B
crnocobe B B mnpumepe 107 marteHTa CHIIA N 8,653,263, 3a MCKJIOUEHUEM
TOTO, UYTO CTaIM D BHIIOJHAIM C MCIOJb30BaHMEM MEeUeHHOTO WM30TOIIOM
IIPOMEeXyTOUHOTO coemuHeHusa 92, T. e. 2-(4,6-IVMeTUINUPUMUIVH-2—
W) OKTaIUTUOPONNPPoJio [ 3, 4—c]nouppoJia, COJIn Buc-HC1, KOTOpOe
roJiyJdaJin c MCIIOJIL 30BaHMEM MEeUeHHOT'O M30TOIIOM 2-xJjiop-4, 6-
OVMEe TUJINVPUMYAOVHAE CO CJeyKlel CTPYKTYpOM:

cl
I

PCs
ﬁN \Nﬁ

A

[00145] Bo BpeMd KaxOoT'o Iepuoma JiedeHMA 3abupalu IIpOOH
KpoBU nOJjsa u3MepeHum OK. B yacTHOCTM, [NPOOH BEHO3HOM KpPOBM, IO 3
MJI KaxIasd, 3abupaiu OJjd OolpelelJIeHMsa KOHUEHTpalul COeOUHEHUS B
wiasMe. lcnosb3yd (QakTMUeCcKMe BpeMeHHEEe TOUKM 3adopa KpOoBH,

oueHMBaJIM clenywoire OK-rmapaMeTpel COeOMHeHUA A B ILjlazMe:

® C,., — IMKOBas KOHIeHTpallMad B ILjasMe.

e t,.., — BpeMs OO OOCTMXEHMS IMKOBOM KOHIEHTpaluM B ILja3Me.

® AUC,.s¢ — ILJIomamnb IIOH KPMBOW 2BaBUCKMMOCTKM KOHIEHTpaluM B
Jjiasme oT 0 oo t JacoB rmoce BBEeIOEeHUSA VCCIJIedyeMOTO
JIEKapCTBEHHOTO cpencrTrea, paccumMTaHHada TpanelennallbHEM
CyMMMPOBaHMEeM (BpeMsa L @OpencTaBasgeT cobo¥ BpeMsa [OCJeOHeN

KOJIMUECTBEHHO OIpelelJIMMOM KOHUeHTpaluuM Ciagt) .
] AUC, - 3HaueHue AUCq 51, BKCTPAllOJIMPOBaAHHOE B
OeCKOHEUHOCTEL, pPacCuMTaHHOE Kak AUC125t+Crast/ Az .

¢ )L, - KOHCTaAHTa CKOPOCTM BHBeIOeHMUd, OlIpeleJieHHasd IO
JMHEeMHOM perpeccuM KOHEUHEX Touek JoTapudpMmueckom (1ln) KpuBOM
3aBUCHMMOCTHM KOHIIEHTpalMM B ILJla3Me OT BPEMEHMU.

® T, - KOHEUHHN rnepmnon IIOJIYBEIBEOEHNM A, OHpeHeHHeMHﬁ Kak
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0,693/A,.
e CL/F - oOmee BHBeOeHMe JeKAapCTBEHHOTO CpeICcTBa IIOCie
BHECOCYIUCTOTO BBeIOeHusd, Ges KOPPEeKRIUU Ha aBCOJIIOTHYIO

OMOOOCTYIIHOCTL, PacCuMTaHHOe Kak mos3a/AUC.

e Vd/F - kaxymuiica obbeM pachpenesjieHMd II0CJIe BHECOCYIMCTOTO
BBelOeHUsa, 0e3 KOoppeKUMM Ha adbCoJIOTHYKD OMOOOCTYIIHOCTL.

[00146] YPOBHUA coeIMHeHMs A B rlasme oIpenesanmn c
MCIIOJIL30BAaHMEM  XMIKOCTHOM XpoMaTorpadpum C TaHIeMHOM Macc-—
CIIEKTpOMeTpHUen (XKX-MC/MC), oBopymoBaHMA 1z rnapaMeTpoB,
npencraBJIeHHHX B Tabiuuax 1-4.

Tabauiia 1

CucreMa B3XX

LC-10 Advp (Shimadzu) c cuUCTeMHEM
KOHTPOJLIIEPOM SCL-10 Avp u
[ToMria
BCTPOEHHHEM B JIMHMIO Jeral3aTopoM

DGI-14A

[lpenessl naeJjieHusa (Mlla (QyHTH
0-24 (0-3500)
Ha KB. IOOMM) )

PexuM HaKaukKM EvHapHHM
O6muit MIOTOK (MJI/MMH) 0,350
[lepBOHaUaJibH. KOHI. Hacoc B

20,0
(%)
HarpeBaTenlb KOJIOHKU Shimadzu CTOlO0ACvp
TeMmIlepaTypa CyWMJIBHOT'O IKada

30,0

(°C)

ABRTOMaTHUUECKUN NpobooTOopHHUK | SIL HTc (Shimadzu)

BroouMbeIL OOBEeM (MKJI) 2,00

TeMnepaTypa oxJjamurejsa (°C) 4

[lapaMeTpr Shimadzu SIL-HTc

O6BeM MNPOMEBKM (MKJI) 500
Xono MTJH (MM) 47
CKOPOCTL IMIPOMEBKM (MKJI/C) 35
CKOpPOCTE oTdopa injelele)di c 0
’

(MKJI/C)




Bpemsa nponyBKM (MMH) 1,0
BpemMmsa IIOTPYyXeHU A B
5
IIPOMEIBOUYHEI pacTBoOp (C)
PexuM MIPOMEIBKMU IO M IIoCJle acnupalummu
I'pagueHT
BpeMmsz (MmH) Monyne CobmTus: MapamMeTp
Hacoc B
1,50 Hacoch 50
KOHII .
Hacoc B
1,51 HacocH 90
KOHII .
Hacoc B
2,50 Hacoch 90
KOHII .
Hacoc B
2,51 HacocH 20
KOHII .
3,00 KouTposyep OI'paHMUNTEJIb
Tabnuiia 2
JeTexkTOpP
Macc-CcrnekTpoMeTp API 4000 (AB
HeTeKTOop
Sciex)
VcTOUHMK MOHOB TypOOo-MOHHOE pacIlblJIieHre
[IpOOOJIXUTEJILHOCTE (MMH) 4,00
[TIosIapHOCTDL Positive MRM
PazpemeHnne Q1 en.
PazpemeHnne Q3 en.
[IopoT MHTEeHCHUBHOCTHU (11/C) 0,00
CUR 30,0
CAD 5,00
GAS 1 (MITa (OyHTH Ha
0,276 (40,0)
KB . IOMM) )
GAS 2 (MITa (OyHTH Ha
0,345 (50,0)
KB . IOMM) )
IS (B) 5000
Temnepatypa (°C) 600
The Bk,

Tabauiia 3
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[lapaMeTpr, BaBUCSUME OT MaCCH

Q1 Q3 DP CE Bpems
CoenonHeHME CXP (B)

Macca |[Macca (B) (B) (Mc)
CoenmuvHeHMne A 408, 2 190,0 80 39 13 300
BHYTpeHHUN
cCTaHmapT, 411,2 190,0 80 39 13 300
coemmHeHue B

Tabauiia 4

XoJjiocTass MaTpuUlia
MaTpuiia Bun AHTUKOATYJISAHT
[rnasmMma YeJioBek SIOTA
AHaJiMTHUeCcKada

Komoukxa XBridge BEH C18
KOJIOHKa
PasMeps (MM) 50x2,1
Pasmep JyacTuI]

3,5
(MKM)
TunmyHoe

1500
IIPOTUMROIABJIEHVE
[lpenkoJioHKa/ dMUIIETP | PPUTTOBEM OMIIETP
PearenTr B3XX

0,1% MypaBbMHOM KMCJIOTH B BOIE
I[ooBmxHasa daza A CMech MypaBbUMHOM KMCJIOTH (2,00 MJI) C BOIOM

(2000 wJ1)
INogBmxHasa daza B Alle TOHUTPWJII

2—HpOHaHOJ'I cAeTOHMTPWMII: BOOa : MypaBbVMHaA

kuciyora (40:40:20:0,1 o06. 06./06./06./06.)
PacTROpUTEJb OJIs

CMmechkb npomnaHoJia (400 mMJI) C alLeTOHUTPUIIOM
IIPOMEBKM

(400 Mi1), BomoM (200 MJI) M MypaBbLMHOM

KmcJoTom (1 MJI)

0,1% MypaBBLMHOM KMCJIOTH B BOIEe
PacTBOpUTEJb OJis

CMechb MypaBbUMHOM kKucJoTe (1,00 M) C BOIOM
pasbarjieHUd

(1000 wJ1)
PacTBOpUTEIIb OJIA | IVUMETUIICYJIEQOKCHUI : alle TOHUTPWII (50:50,
pasBeneHud 06./06.)
MaTOUHEIX pacTBOpPOB | CMechb OVMe TUJICYJIEQOKCHUI A (50,0 MJI) c
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auneToHuTpmioMm (50,0 mi)

0,1% MypaBbUHOM KM CJIOTEL B CMecCHu
PacTBOpUTEJIb OJis

BOIa:alueToHuTpusa (80:20, 06./006.)
paszbarjieHNd oI

Cmecy 0,1% MypaBbMHOM KMcJIOTH (80,0 w™iI) B
[IPOBEPKU CUCTEMEL
BOIe C aueToHuTpuJom (20,0 wi)

[00147] BeUuIM I[OJIydeHH IOBa MaTOUHEIX pacTBOpa COeOMHeHMSa A U
OOVH MaTOUHHM PacTBOP BHYTPeHHEeIOo CcTaHIapTa coelIMHeHMsS B B
COOTBETCTEME C OIMCAHMEM HUXE.

® MaTOUHHM pPacTBOP COelMHeHMS A: »OaHHHNM pPacTBOP IIOJIyYaJu
IyTeM pacTBOpeHuUsa coenuHeHus A (1,00 wMr) B pacTBOpuUTeJie IJIA
pa3BeleHMs MaTOUHHEIX pacTBoOpok (10,0 i)

® CBepXKOHIEHTPUPOBAHHHEN MAaTOUYHEIM pacTBOP COoelIMHeHMS A:
IOAaHHLEM pPacTBOpP MHOJYyYaJM IyTeM pacTBOpeHMsa coeluHeHusa A (2,00 wMr)
B 2,00 MJI pacTBOPUTEJNS OJd pa3BeldeHMsa MaTOUHHX pacTBOpoB (2,00
MJI)

® MaTOUHHM pPacTBOP COelMHeHMA B: @»OaHHENM pPacTBOP [OJydaJH
IyTeM pacTBoOpeHusa coemmHeHmsa B (1,00 mr) B 10,0 M pacTBOpUTEIA
0JIA pa3BeleHMsa MaTOUHHX pacTBOpoe (2,00 wi)

[00148] CTaHmapTHBIE PaACTBOPH COeIMHEeHMSA A ¥ BHYTPEHHETO
KOHTPOJIA IIOJIydYalJit B COOTBETCTBMM C OIMCAHUEM HIXEe.

® CoemmHeHMe A, CTaHOapTHHM pacTBop 1 (10,0 wMKD/M™MI) @
MaTouHBM pPacTBOpP COenoMHEeHud A (1000 MKJT) OO0 BbeIMHAIIN C
pPacTBROpPUTEJIEM IJIA pa3BeleHMsS MaTOUHHX pacTeopoB (10,0 M) .

® CoermmHeHMe A, CTaHIapPTHHEM pacTBOp 2 (1,00 wMrr/mi):
MaTOouHBM PacTBOP COenOMHEeHU A A (100 MKJI) 00BbeIVH AN c
pacTBROpUTEeJIEM IJIA pa3BeleHMs MaTOUHHX pacTeopoB (10,0 wi).

e CoenuHeHVe A, CTaHOapTHEM pacTteBop 3 (0,100 wmxT/Mil):
MaTOouHHM PacTBOP COoeOMHEeHnd A (10,0 MKJT) O00BeIVH AN c
pacTBOpUTeJIEM IJIA pa3BeleHMs MaTOUHHX pacTeopoB (10,0 ).

e CoemuHenue B, paboumit pacTBop (200 wMr/MiI): MaTOUHHI
pacTeop coemvHeHrsa B (200 wMkJ) OOBeOMHANIM C pPacTBOPUTEJIEM IJId
pa3BeleHMsa MaAaTOUHEX pacTBOpok (100 i) .

[00149] [Mpo6u OJid MCCJIenoBaHUA TOTOBWMIIN, MCIIOJIE3Y A
IpeIOCTaBJIEHHHM HMXe MOPOTOKOJ:

i. IpoOH MJasME T'OMOTEeHM3UMPORANIM IPM KOMHATHOM TeMIepaType.

ii. TpoOH LeHTPUOYTUPOBAJM B TedeHMe 5 MMHYT IOpu oOkoJio 2500
x g u 20°C.

iii. Ipoby muasme (50,0 MKJI) C TIIOMOMLI [IUIETKM BHOCUJIM B

COOPOUHYK IJIaHIIETY C KPYIJIOOOHHBIMM JIYHKamMM 10 1,2 M.
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iv. PacTBOpUTeJL IJS pa3BeleHMs MaTOUYHHX pacTrBopoB (50,0
MKJI) OOOaBJAIM B XOJIOCTHE NPOOMPKM, a BO BCe OCTaJlbHEHEe - pabouum
pPacTBOpP BHYTPEHHeI'O cTaHmapTa. llocile BTOT0 NIPOOMPKM BCTPAXUBAJIU
B TeueHmMe 10 cekyHI.

v. B npobupkmu nodaBiaiaM aueToHUTpu (100 MxJ), ¥ OpoOUPKU
ONATEL IlepeMellBaJiM Ha BCTpAXMBaTeJle B TedeHMe 10 CeKyHI.

vi. B KaxOylo OpoOMPKY IOOIOJHUTEJEHO »OoOaBJIAIM alle TOHUTPWI
(250 wMKJ), ¥ OpOoDUMPKM OINATH IepeMellMBallM Ha BCTPpAXMBaATEJe B
TeueHMe 60 CexyHI.

vii. TIIpo®H LeHTpUbYyTHPOBaJIM B TeueHMe 5 MUHYT IOIPM OKOJIO
2500 x g m 20°C.

viii. CyrnepHaTaHT (50,0  wMKJ) [IEPEHOCUIIM B CcOOPOUHYIO
[JIaHIETY e KPY IJIOOOHHEMIM JIYHKaMM 1o 1,2 MII, VCIIOJIBE3Y 4
YCTPOMCTRBO-JIMKBUOATOD.

ix. B kaxnoyn OpoOMPKY IoOaBJIAIM PacTBOP MypPaBbMHOM KMCJIOTH
(0,1%; 400 MwJ) B BOIe, U IPOOUPKU IepeMellMBaJlM Ha BCTpAXMBaTele
B TeueHMe 10 cekyHI.

[00150] IlonydyeHMe IpadMKoOB XpoMaToI'paMM WM MHTeIpUpOBaHMUE
jomaney IOIMKOB OCYMECTBJISAIM C MCHOJB30BaHMeM Analyst (Bepcusa
1.6.2, MDS Sciex, 71T. Koukopn, KaHagzja). PacueTeH OPOBOIMJIMU C
MCIIOJIb30BaHreM OuoaHamuTudeckon LIMS Watson 7.3 (Thermo Fisher
Scientific).

[00151] (ii) JlexapCTBEHHEE KOMIIO3ULIUN

[00152] CycrneHzu©0, COOepXallyld COeIMHEHMEe A, IIoJydalu I[IyTeM
BOCCTAHOBJIEHUA  IIOPOIUIKa (100 wMr coeIMHeHUS A) B pacTBOpEe
TUIIPOMEJIJIOSE (5 MI/MJI) ¢ ToJydeHMeM CYCIeH3UM OJI4 IIepopalibHOTO
BBemeHus 5 MT/MiI coeIvHeHMsa A. IMIPOMEJJIO3a, MWCIOJb30BaHHAS MJId
BOCCTAHOBJIEHUSA, TIIpencTaBaaja codor 0,5% pacTBOp TIUIPOMEJJIO3H B
CTepuJIbHOM BOIe IJIS MHBEeKIUH.

[00153] KoHkpeTHas HOpolLenypa IOJIYUYEHMA CYCIEH3MM IpMUBeIeHa
HUXe :

(I) Tlopomok, coIepXamuM coelVHeHMe A, noBarBisaaM BO (GJIakKoH.

(ii) [HOng I»DOoCTWXeHMA XeJlaTeJIJbHOWM KOHIEeHTpaluM CYCIeH3UM BO
dJ1axkoH moGaBJIAJIM COOTBETCTByKIee koauuecTBO 0,5% pacTBopa ITIMII.

(iii) Bo (QJaxkoH IOMelalJM UMCTHM MATHMTHRIM MellaJlbHUK .

(iv) IlockoJIBKY OBJIO HeOOXOOMMO CYCIeHIMPOBAaTL JIeKapCTBeHHOEe
BelleCTBO, GJakKOH C MellaJIbHMKOM IIOMellajiM Ha MaTlHUTHY Mellajiky, U
CKOPOCTL HacCTpaMBalXM TakK, YTOOH CO3IaTb B XUIKOCTKU CJIalOvl BUXPL.
[locyie mnogjieHMA CJjabor'o BUXPA CKOPOCTH MellaJlKM YBEeJIMUMBAJNM OJI4

OLICTPpOTO IHepeMemyBaHMA IIpu 2500 o6./mmH (oT okojo 2400 @mo OKOJIO
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2600) .
(v) KoMmosmumio I[NepeMellMBajlM B TeueHMe KaK MUHUMYM OT OKOJIO

24 Do oOKOJIO 36 uacoB.

(vi) ITocae repeMeliMpatHmd CYCIIeH3U4d OBLIIa TOTOBAa K
MCIIOJIbL30BaHMUIO, u ns3 Hee oTBUpaIn TpebyeMbIl obweM OJIA
OO3MPOBAaHUSA .

[00154] TabjieTkH, comepxanme coenMHeHMue A, comepxaimu

KOMIIOHEHTEI, IIpeIlCTaBJIeHHEE B Tabiauie 5.

Tabauua 5

KonmnuecTBO/eOMHMUHAS OOBa
KoMmrioHneHT

(B Mr/TabneTrka) (B % Bec./Bec.)
CoenvHeHne A 20 13,3
JJAKTO3E MOHOTHMIPAT 80 53,3
MukpokKpHUCTaJlJInuecKad

40,5 277
LeJIJI0JIo3a
KpocnoBunoH 7,5 5
KoJJIOMIOHEN KpeMHe3eM 1 0,7
MarHua cTeapartT 1 0,7
HToro 150 100

[00155] TabjsieTkM noJyudalM TakK, Kak oIMcaHo Ha OUI'. 16, u B
COOTBETCTRBRUU c npencTaBJIeHHEM HIIKe IpolleCCOM IpAMOTO
IpecCcOoBaHMUA:

[00156] A. IlpocemBaHMe UM CMEMMEBaHMUE

1. Bce wMaTepMalibl, KpoMe CTeapaTa MaTHMS, IOPOIIycKaJlu uepes
MeJIbHMIY Quadro Comil ¢ wmcrooJbz3oBaHumeM cuTa O07L039R03125 npwu
1000 06./MUH. VicrioJib 30BaJin CJIeOVIIIYIO [IOCJIeIOBAaTEeJIbHOCTD
nobaBJIeHUI MaTepualyla Ha CHUTO:
i) OxoJio ¥ JIaKTO3H MOHOTMIpPAaTAa
ii) CoenuHeHMte A

(
(
(iii) KOJIJIOMIOHEM IOUMOKCUI KpPeMHMS
(iv) KpocnoBumoH
(V) MuUKpOKpHCTaJJIMUeCKas LeJJInio3a
(vi) OKOJIO TIOJIOBMHE JIAKTOSRHE MOHOTUIpAaTAa
2. CMech IHepeMemmMBaJM B TeueHue 20 MuMHYT npu 20 00./MMH.
3. MarHusa CcTeapaT Opolyckanm depes cuTo N 40.

4, CMecb M3 CcTamuM 3 IepeMellMBaJiM B TedeHMe 5 MMHYT npmu 20
06./MMNH.

[00157] B. IlpeccopaHue
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[00158] TabjeTky T[IpeccoBaly, VCIIOJIE3YS POTOPHEM IIpecc,
OCHalleHHHM KPY IT'JIEIMU cJ1a®0OBOTHY TEIMM IIyaHCOHaMMn THUIIA «D» c
pasMepoM 7,0 MM u COOTBETCTBYIOIMMHA mTaMIaMA . [TapaMeTpH

TeXHOJIOTMUEeCKOTO IIpoliecca IIpencTaBJIeHE B Tabjulie 6.

Tabmuiia 6
[NapaMeTpH TablleToOk [Ipenesn
Kpy1ute IOBOSKOBLIIYKJIHE TabJeTKM oT
OonmucaHue HeJioro oo TPA3HO—0eJIOTO uBeTa, tes
y30pa C ofbeux CTOPOH
XPYIIKOCTB He ©OoJiee uem (NMT) 1,0%
5,0-13,0 xuaodpyHTa (Hesr - 8,0
TBepOoCTh
KMJIopyHTa )
BpemMa paspylieHMA NMT 15 MmHyT
Kojie6aHue BecCa
150 Mmr £ 7,5% (139,0-161,0 wmr)
OTHeJIbHOM TadJIeTKM
OBbmmrt eBec 10 Tabjerox |1,5 0 + 5% (1,425 - 1,575 1)
TosmmHEa 3,3 mm - 3,75 mm (uenr - 3,50 Mm)

[00159] (iii) UsmMmepeHMe HapaMeTpoB OK

[00160] VcciemoBaHMe IHIPOBOOMIIM C ydacTHMeM BOCeMHaOllaTu
CyDBEKTOR MYyXCKOT'O IIoJla, BoO3pacT oT 18 nmo 55 JeT BKIUUTEJBHO.
CyBOBeKTH, KOTOpPEHE He IoJIydalid  MOIMHHEM  MHIMOMTOP  LMTOXpOoMa
P450 (CYP)3A m CYP2C1l9 B TeueHMe 14 pOHeM WM IIepuoda, MeHBLIIETO
yeM TIIATUKPATHHY [Iepuol IIOJIYBHEHBeOeHUSA JeKapCTBEHHOTO CcpelcTBa (B
3aBUCUMOCTM OT TOTO, KakoM TIepmon 0OoJblle), WM MOIHBY MHIYKTOP
CYP3A mym CYP2C1l9 mMeHee ueM =3a 30 OgHeM OO BBeIeHUS MCCIIEOyeMOTO
JIEKAapCTBEHHOTO CPenOcTBa B IeHb 1 nepuoma 1 OBJIM MCKJIIOUEHH .

[00161] CyOBexKTH [DOJIYYaJlM OIHOKPATHYK IIepopalibHy mposy 20
MI' coeIMHeHMS A (CyCHeH3UM MM TBepHoTo OO3MPOBaAHHOITO CcOoCTaBa) B
oeHb 1 Kaxmooro M3 3 IIepuoOoB JedeHusa. O00mas OPOOOJIKUTEJILHOCTD
MccJledOoBaHMA IJIS KaXOoro cydbekTa (BRJUAS CKPUMHUMHTOBEIM BUBUT U
BM3UT IJA T[IOCJIelyKmero HaOIoIeHMA) OOJDKHa OvbJIa COCTaBJATE OT 7/
oo 8 HemeJlb.

[00162] HacTosmee MCCIIegoBaHue COCTOHAJIO nus 3 das:
CKPMHMHIOBOE MCCJelOoBaHMe Ha NPUIOIOHOCTL K ydacTun (oT 21 mHA IO
2 @OHeW Iepel BBeIOeHMEeM IIepBOM MHOO3H), 3-CTOPOHHee IIepeKpecTHOoe
OTKPHTOE ruccJenopaHue JIeueHm s OOHOKpPAaTHOM oo30M, KOoTOopoe
COCTOAJIO M3 3 IepuOoOOoB JeueHMsa, pa3deJIeHHHX I[IepPMOIOOM BHBEeIeHUSI

JIJEKAPCTBEHHOI'O CpelcCTkBa §WM3 OpI'aHM3Ma, COCTaBJIABIMM II0 MeHLIIEN
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Mepe 6 IOHeM MexIoy BBeIeHUMAMM, a Takke BUBUT IJA I[I0CJedylMero
HabmoneHuda (oT 7 mo 14 nmHelM IIocJle BBeIOeHMA IIOCJIeOHeM IOS3HI) .

[00163] Bce OpMHMMaBIME ydacTue CYOBEKTH OBUIM CJIyYalHBIM
oBpa30oM paclipelleJIeHH B OIHY M3 Tpex IPYIl JIeueHUS:

® JleueHme A: 20 MI cocTaBa CYCIEH3UMM cCcoelIVHeHMs A @OJs4a
IepopalIbHOTO BBeOeHMSA (HaTollak)

® JleueHme B: 20 MI' TBepHOI'O COCTaBa COeIMHeHMS A (HaTolmak)

® JleueHue C: 20  wMD TBEPOOTO cocTaBa CcoeOMHeHMAa A
(moJIyToJIOOHOE COCTOSHUE)

[00164] (iii) PesyabTaTH

[00165] MomeJib co CMella HHEIMIA sbbexrTamMm [IPVIMEH SJIU K
npeoBpas30BaHHEIM B HaTypPaJbHBEM JioTapudMmM sBHaueHUAM Cpa, ¥ AUC.
MonmeJsip BKJKUaJla B Ccebsd I[IOCJHeIOBaTeJIbHOCTEL, IIepMOoO M JiedeHMe B
KauecTee OQUKCUPOBAHHEX 50OeKTOB, a Takke CyObeKTa B KauecTke
ciaydarHoro sdbexkTa. OI4 KaxmooT'o M3 IIapaMeTPOB CpaBHeHMSI BRJIOUAJIU
B Cce0b4ga:

® TRepIHM OO3UPOBAHHEIM COCTaB (HaTomak) B CpaBHEHUM C
COCTaBOM CYCIIeH3MM IJIS IIepOopalJIbHOT'O IIPMMEeHeHMA (HaTomak)

® TRepIHM OO3UPOBAHHEI COCTaB (HaTomak) B CpaBHeHUMM C
TBEPIOHM OO3MPOBAHHEIM COCTaBOM (IIOJIYyT'OJIOOHOE COCTOSHUE)

[00166] IlocJie IepopaJiIbHOT'O BBeIeHUA CcoelMHeHMe A OBCTPO
BCaACHBAaJIOCE U OoCTUTallo Cupax IIPU MeOMaHHEX 3HaueHUIx tpax B
nuanaszoHe oT 0,5 mo 1,0 uaca. Ilocyne pmocTmwxeHUS Cp.y KOHIEHTpPAaLUM

coenuHeHys A OHCTPO IamajM MOHOBKCIIOHeHUMAaJIbHEM obpas3oM (mo 12

YacoOBR IIOCJIe BBeOeHMs HOO3H) . CpelHMe 3HaueHMA i, OJId CYCIEH3UU
(HaTomaxkx ) u TabdJIeTKN (B IIOJIYTOJIOOHOM COCTOSHUN) OBLIIN
aHaJIOTMUHEIMM (~ 2 4Yaca) . OODHaKO CcpelHee 3HaueHMe T, Ojd TabJeTKH,

IPUHATOV HaTomak, OwJio 0oJlee IJMTEJILHBIM, UeM OXMUIOalJlocb (~ b
JacoB). Y HEKOTOPHX CYyOBEeKTOB HabOJoOaJMChb I[IPOIJIEHHEE HUBKME
YVPOBHM B ILJla3Me BO BpeMs IocJenHeM ¢as3k, UYTo OIPUBOIMIIO K
3HaueHMaM ti, B OMamnaszsoHe oT 1,9 mo 17,3 ywaca. Cm. OMI'. 1-11.

[00167] IpumMmep 2

[00168] [auHHBM HOpuMep OBJI pPeajiM30BaH B MHOTOILEHTPOBOM
OIBOMHOM CJIelIOM MCCJIeOOBaHUM, KOHTPOJMPYEMOM IUOEeHTUIPaAMUHOM WU
minanedto. K yuacTuio OBIIM [NPUBJIIEUYEHHE MYXUMHE M JKEHIMWHBE C OMATHO30M
MDD B BO3BpacTe oT 18 @mo 64 JeT BKIKUUTEJIBHO. I[IpM CKPUHUHTE
CYOBEKTEH MeJIn o BmmM ©aJsul > 30 1o mKaJje IDS-Csq, yTo
COOTBETCTBOBAJIO IelpecCUuM OT YMEPEeHHOM IO TIXeJIOM CTelleHM.

[00169] IloMMMO MPOUYETO, BHIIOJHAIM 3abop KPOBU U CJIOHBE IOJIA

aHaJiM3a Ha OuoMapkepe. I[IPoBOEH BeHO3HOM KpPOBM (o 3 MI Kaxgas)
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3abupal HaTowak B IHepuon ¢ 8:00 mo 10:00 yTpa OJ4 oIpenelieHUd
KOHIIeHTpalui [5(4, 6—oVMe TUIINUPUMUOVH-2—WJI) —
TreKCcaruaponmpproJio [ 3, 4—-claouppon-2-muil - (2-¢pTop-2-[1, 2, 3] Tprasoj-2
-UIQEeHUII) -MeTaHOHa B IJlasMe, a TakKXe U3MepAlIM OUOMapKepH,
OTHOCHAMMECS K aKTMBHOCTM MMMYHHOWM CUCTEMH, akKTHBalWMK IUIOTajlaMO-—
TunodmsapHo—agpeHaJiloBo¥ cucTeMH (HPA), HeMpOTpPOIHEM ObaKTopaM U
MeTaboJIMUeCKMM  paKTOopaM. Taxxe z3abupanm IpoOEl  KPOBMU 0JId
bapMakokMHeTHUueckoro (®K) aHamm3a. [IpoOv I[JIa3Me aHaJIM3UPOBaJIU
IJIsS OoIpelelJIeHMS KOHIEeHTpalui coedMHeHUsS A C MCIOJb30BaHueM KX-
MC/MC. ChoHy 3abvpaas oJd OIpenesIeHMs KOHIeHTpalri KOopTu30Ja.
KoHLeHTpauuy KOPTM30Jia B CJIOHe OBUIM IOOAaBJIEHEl KakK OMOMapKep.

[00170] Copok BoOCceMb CyOBEeKTOB OBJIM CJIydalHeM ofpa3oMm
pacnpenesyieHsl B TpPYNNE (B cooTHomeHuM 2:1:1), noayuaBmyre 20 MO
coemuMHeHVsa A, 25 MI OoubpeHMJITMIOpaMMHA WM I[Jlale®o OOVMH pa3 B LOEeHb
(exxeODHeBHO) BeUepOM — XeHIMHE »OeTOopoOHOI'o Bo3pacTa (WOCBP) B
TedueHre 10 @OHeM WM MyX4UMHH M XeHMMHH HeIeTOPOIOHOTO BO3pacTa
(WONCBP) B Teuenue 4 Hepnejgb. Cy0OBeKTH IIOJyYaJM JeKapCTBeHHOe
CPeICTBO B BUIEe KallCyJl, comepxXammx 1 TabjleTky Cc 20 MI' COeOMHEHUS
A, 1 mTabjerxky ¢ 25 M pmubpeHIMOpaMMHa WM I[Jlauefo. MyXUdMHHE U
WONCRBP mnojgyuanm 1 KamcyJy KaxIHM Beuep HEeIOCPeOCTBEHHO IIepern
cHOM co mHa 1 mo mHA 28. WOCBP nogaydanmu 1 KalcyJy KaXOBlM Beuep
HEIOCPEOCTBEHHO Ilepel CHOM cO mHg 1 no nHA 10. BoulM COBEpIIeHH 2
BM3UTa OJIS IocJlenyiomero HadJooeHMS Ha OHM 3 u 14.

[00171] Insa aHalM3a CUMITOMOB IOelpeCCHUM OLIeHKM I[IPOBOIOUIIN
IpU CKPMHMHIEe M B IpollecCe MCCIeIOBaHMA. B WaCTHOCTM, CHMITOMEL
OenpecCuyr BHABJAIM, MWCIOJb3YS MEeXIYHAPOIHHY HeMpOollCUXMaTpUueCKUN
onpocHuk International Neuropsychiatric Interview (MINI) 6.0 wuiau
xkany I'aMMJIBETOHa MOJS OLEeHKM »enpeccum mu3 17 nyHkToB (HDRS17).
Takxe OPOBOIMIIM IIOJMCOMHOTpadmio (PSG) mJjsa KOJIMUECTBEHHOM OlLleHKU
cTamui CHa, BKJIOUYasa JAaTeHTHOCThL HacCTyIlJIeHMS YCTOMUMBOTO CHa
(LSP) m ofbmee BpeMsa cHa (TST). Ilocyie »TOTO CHMMIITOMEL IellpeCCUU
aHaJM3MpoBaJM Ha OHM 11 m 29 B HOpollecCe JiedyeHMsa M Ha IOHM 3 u 14
nocJjie JedeHusa. PSG perucTpupoBaJM B TeueHMe HOUM, CJeHOBaBIel 3a
BBeIeHMEeM I[IepBOM U IecCATOoM I03 MCCIeIyeMOoTO JIEKapCTBEHHOTO
CpeICTRBa.

[00172] (i) To3oxoruda

[00173] Bruto ODHaApyXeHOo, yTo coengmMHeHne A ABJIAEeTCH
CeJIEKTMBHEIM aHTal'OHMCTOM OPEeKCHMHOBOI'O pelelTopa-2, aKTUBHEM IIPU
[IepopallIbHOM  IIpUMMeHEeHUM. [locyie nepopalibHOT'O  BBemeHMa 20 MD

COelIMHEeEHNEe A mmMeJIo KOPOTKOE BpeMA OJOCTVIXEHNMA MaKCHMaJIbHOM
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KOHLEeHTpauun B IJazsMe (Tpax <1 Yaca) M XapaKTepM30BaJIOCh KOPOTKUM
BpeMeHeM IIOJIyBHEHBeIOeHUd (2-3 wuyaca). Bpemenme coeomMHeHMsS A B
IOHEeBHOE BpPEeMsS BHBHBAJIO COHJMBOCTE Y 3I0OPOBEX CyOBEKTOB, a
BBeIeHMe B HOUHOE BpeMs yMeHbIIaJIo JaTeHTHOCTBh  HaCTyILJIeHUSd
ycTomunuBoro cHa (LPS) u yBeJIuumuBaJo oOmee BpeMs cHa (TST) vy
cy®bexkToB C OeccoHHmuelm (ID). BeauuuHa b5sddexTa coeamHeHUs A Ha
LPS m TST Opula HaIopaMyl CBfA3aHa C MCXOIOHBEIM YPOBHeM OeCCOHHULEH.
Cm. OUI'. 12-15.

[00174] BeBemeHmMe B HOUHOe BpeMa (3a 30 MMHYT OO OTXOoOa KO
CHY) IIPUBOIMJIIO K Uepenylmelcs DKCIO3ULUM CcoelIVHeHMS A B ILJIasMe.
TakuMm oOpazoM, OBJIO MNIPOIEMOHCTPUPOBAHO, UYTO MHOTOKpaTHoe (10-
IHEeBHOe) BBeleHMe eXeDHeBHOM IO3H He NPMBOOMIIO K HAKOILJIEHMO.

[00175] (ii) HDRS;7/HAM-Dg

[00176] OCmyrn oleHKY @0 mkKaJe HDRSi; pacCUuMTHBaJIM I[IyTEM
CYMMUPOBAaHUS faJlJIoB  IIO 17 IYHKTAaM, OlLleHMBaAeMEIM BO  BpeMd
uccyienopaHuda. O0mas olleHka o mkaJe HDRS.; BapeupoBaja oT 0 mo
52, 1me OoJiee BHCOKME 3HaueHMS VYKasz3bBaJM Ha 0o0Jiee BHCOKYD
CTENEHL TSKECTM Henpeccum. g KOPPEeKUMM BO3MOXHOTO BJIMSAHUSA
HUCCJIeOYyeMOTO JIEKapCTBEHHOTO CpencTBa Ha COH CBSI3aHHEHE CO CHOM
IIYHKTE ObUiM MCKJIOUeHH M3 HDRS;; OJ4 pacueTa CKOPPEKTUMPOBAHHOTO Ha
(cBA3aHHBE co CHOM) IIYHKTEL 3HAUEeHUA HDRS. CoOTBETCTBEHHO,
CKOPPEKTUPOBAHHOE ofumee SHaueHMe HDRS 17 PacCUMTERaJIU Iy TeM
CYyMMMPOBaHMA 0OaJlJIoB IIO0 IIyHKTaM, 3a MWCKJIUeHMeM 3 BOIIPOCOB O
BecconHulle (4 paHHAA OeCCOHHMUIA, 5 - cCcpeIHad OeCCOHHMULIA U 6 -
nosnHaa ©OeccoHHUIA). CKOPPeKTUPOBaHHHE 2BHaueHMsa oOmeM OlLleHKU
HDRS:7 HaxXoOMJMChk B Ouanaz3oHe oT 0 mo 46. AHaJIM3UMPOBAJM MNOOTPYIIIY
u3 6 TIOYyHKTOB w©3 HDRS.7; (HAM-Dg) @mJasa mnoJiydeHmusa wumHOopMauum 0O
OCHOBHEIX HOENPEeCCUBHHX CHUMITOMaxXx ¥ UYYBCTBUTEJBHOCTM K JeUeHUD.
MlecTes NOYHKTOB BKJOUAJIM B cebda »OeIpeCcCCHMBHOE HaCTPOEHMEe, UYYyBCTBO
BMHH, pab®oTy WM MHTEPECH, IICUXOMOTOPHOE TOPMOXEeHMe, IICUXMUecKasd

TperoTa M oflMre CcOMaTHUUECKHe peaKIIUMn (ycTajsocTe M 60oJM) .

Tabauua 7
Cpenuuit 6ainyn * craHmapTHoOe OTKIIOHeHMe (CO)
CoenuHeHNE
CoenuHeHNES
HccrnenoBaHue BpemMs [Inamedo A IndeHTMOPaMUH
(N=12) 20 Mr 25 Mr (N=13)
(N=22)
Obmui ©aJji  |[VICXOOHEM YPOBEHBb 18,7 18,7 (4,65) 20,0 (5,12)
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HDRS 1 (5,71)
ODens 11
VIsMeHeHNue -3,6
-5,5 (3,86) -4,1 (3,06)
OTHOCUTEJILHO (4,03)
VCXOIOHOTO YPOBHSA
13,7
VICXOOHHM YPOBEHb 14,4 (3,306) 15,1 (4,41)
CpenHuin (4,98)
CKOPPEKTUPO— ODenr 11
BaHHEM OaJju VIsMeHeHNne -2,3 -4,5
-2,3 (2,81)
HDRS17 OTHOCUTEJILHO (3,03) (2,706)*
VMCXOIOHOTO YPOBHSA

[00177] PezsyjybTaTe B Tabjuile 7 IIOKA3HBAT, UTO YJIYUINEeHMS II0
obmeMy ©Oaiury HDRS:7, KkKoToOphe HaOIOIOaIMCE IocJe BBeleHuda 20 MO
coeIVMHeHUsa A, B OCHOBHOM He OBJIM CBS2aHBE C M3MeHeHMAMM cHa (-5,5
B CpaBHeHum c -4,5 0Oajja), Tor'da KakK B CcJydae IMQeHTHIpaMMHa
M3MeHeHMs, CBsA3aHHBEEe CO CHOM, OwbiM ©OoJiee =3BHauuMMeMM (—-4,1 B
CpaBHeHUM C -2,3).

[00178] OueHky 10 HAM-Dg pacCCUuMTHEBAJIM I[IYTEM CyMMUPOBaHUSA
faJIJIoOB IO 6 IIyHKTaM, M OlleHKa HaxXoOujlack B IOManaszsoHe oT 0 mo 22.

BoJjibliee 3HaueHMe YyKas3HBaeT Ha OOJBIYID CTEelNeHb TAXeCTUM OCHOBHEIX

CUMIITOMOBR .
Tabnuiia 8
Cpenumue OGanyib * CTaHOAPTHOE OTKIIOHEHMEe
CoennHeHNe
CoennHeHNe
IndpeHTMOPaAMUH
OrleHKa BpeMs: [Inaiebo A
25 Mo
(N=12) 20 Mr
(N=13)
(N=22)
4,3
Cpenuut VCXOIOHHM YPOBEHb 4,8 (1,50) 5,1 (1,80)
(1,56)
©aJsir HDRS17 ’
ODenr 11
no Tpewore/
VIsMeHeHNne -0,8
barTOpPY -1,6 (1,50) -0,9 (1,12)
OTHOCUTEJILHO (1,40)
coMaTM3alum
VMCXOIOHOTO YPOBHSA
CpenHum 9,0
VICXOIOHHM YPOBEHBb 10,4 (2,09) 10,6 (3,31)
GaJisr HAM-Dg (3,57)
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ODenr 11
VisMeHeHHne -1,5 -3,8
-1,8 (2,01)
OTHOCUTEJILHO (2,15) (2,22)%*
VCXOIOHOTO YPOBHSA
[00179] PesyJibTaTH, npelcTaBJIeHHEE B TadJuie 8,

WIJIIOCTPUPYIOT, UYTO WM3MeHeHUHA OTHOCUTEJIBHO MCXOIOHOTO YPOBHA IIO
TpeBoTe/bakTopy cCcoMaTuUs3aluy He ObBUIM CBA3aHH ¢ HabJuomaeMbM
VIIYUIIeHMEM OlLIeHKM IOelpecCUur B TpYyIe, IIoOJYyUYaBllelM coeIMHeHMe A.
OOHaKO OCHOBHEE CHUMIITOME OeNpeccumM (o mraJie HAM-Dg) OBUIM CBS3aHH
Cc HabmomaeMbBM YIYUIeHMeM OLIeHKM »Ielpeccumu B TpYIIe, IIoJydaBlen
coenomMHeHUe A.

[00180] (iii) HoJsgmcoMHOTpadmsd

[00181] BumsaHMA MCCJEOYyeMOT'o JIEKAapCTBEHHOTO CpenacTBa Ha
rnapaMeTpPH, CBA3aHHBHE C IIoJMCOMHOTpadmen (PSG), OLIEHUBAJIU B
TeyeHMe HouM B muHu 1/2 m 10/11. Kpome Toro, PSG MNPOBOOMIM OO U
[IocJie IPUHYOUTEJBEHOTO NPOoOYyXIeHMS HOYBK B  JeHb 5/6. Brutm
[IPOBEIEeHH IOBe CKPUMHMHIOBEE 3anmMcu PSG M pacCuMTaHE MCXOIHEE
3HAUEHMSd KaK CpelOHMre IJIS CKPMHMHIOB 1 M 2.

[00182] (a) ObGmee BpemMsa cHa (TST)

[00183] TST omnpenesigeTca Kak oOOlmee KOJMUECTBO MMHYT,
[IPOBEIEeHHEX B (as3e CHa C OBCTPpEM OBMXeHMeM I1uia3 (REM) m B odase
CHa C MeIJIeHHEM »OBMXeHMeM 1Jias (NREM). B cpaBHeHuM C mwianedbo Kak
coenOMHeHVe A, Tak M oudeHIMIpaMuUH yeBeJuumiam TST B TeueHMe HOUU B
IOeHb 1/2. BcilegcTBue  yBeJmdueHusa TST vy  I[oJlydaBOMX  ILJIalebo
cyOBekTOB B IOeHr 10/11 oTHOCUTeJIbHHEe 5bbeKThH CcoelMHeHUud A U
oIndpeHTMIOpaMrHa OBUIM MeHee BHEpaXeHHEMM. CM. Tabauiy 9. XoTd BcCHA
uccyelyeMasa TMONyJiAUMsa He YyIOOBJIeTBOpAJa Kpurepuam ©OeccoOHHMUH (TST
< 360 MMHYT), OTIeJIbHEHEe CYODBeKTH MMeJIM 3HadeHmda TST Jmmb 263
MUHYTH. TakuM o00pas3oM, IONyJasluusa OblJla CMellaHHOM B OTHOMEHUM’

HaJinunusga OeCCOHHMUIIH .

Tabamilza 9
CoenmnHeHMNE
CoenmmnHeHMNE
Bpems IndenrnopaMmu
Mnanebo A
(M1H) 25 Mr
(N=12) 20 Mr
(N=13)
(N=22)
376
VICXOIOHHM YPOBEHD 380 (50,1) 382 (47,2)
(506,2)
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Ieur 1/2 V3MeHeHUe
7,4 30,9
OTHOCUTEJIbLHO MCXOIHOT'O 28,3 (33,92)
(52,07) (54,00)
YPOBHSA
Oeur 10/11 VsmMeHeHHue
20,7 26,56
OTHOCUTEJIBHO MCXOIHOTIO 33,92 (46,01)
(64,44) (56,11)
YPOBHSA

[00184] BimnsaHue coemvMHeHMsa A Ha TST [IPOIOPLMOHAJIEHO
oponoJokuTesJisHOCTM TST Ha MCXOOHOM YpoBHe (OUI'. 13). OmHako He
BBJIO OTMEUEeHO CBA3UM MeXOy BeJIMUMHOM Mu3MeHeHUs LPS u yJyulleHVeM
0a30BEHX HOENPEeCCUBHEX  CHUMIITOMOB (OUT. 15), dYTo nomTBepPXIaeT
AHTHUIENPEeCCaHTHEM 500eKT, He BaBUCANUNM OT BJIMAHMA Ha OeCCOHHUIY.

[00185] (b) JlaTeHTHOCTbL HACTYILJIEHMS YCTOMUMBOI'O CHa

[00186] LPS omnpenenseTcsa Kak BpeMsa (B MMHYTAax), I[IPONeNmee C
MOMeHTa BHKJIKUeHVS cCcBeTa M 1o 10 MMHYT HENpPepHBHOT'O CHa. B
CpaBHeHMM C TIL1anebo KaK CcoelIMHeHMe A, Tak ¥ IUQeHTUIPpaMUH
YMEepeHHO CHWXaJu LPS B TeueHMe HOUM Ha »OeHb 1/2. BciencrBue
yMeHbleHrsa LPS y [ODoJiydaBmIMX Ijlalefo CcyObexkToB B OeHs 10/11
OTHOCUTEJIbHEE D20OeKTH COeOMHeHUS A U IupeHTUApaMMHa OBUJIM MEHee
BHpaXeHHBEIMM . CMm. Tabauuay 10. B  uejoM uccjenyeMasd IIONYJIALUus
XapakTepmus3oBRajaCk yBeJMueHHEM (> 20 MuHyT) LPS. Kak uM B cJydae
TST, mnonyjadaumsa Obvla CMEeMaHHOM B OTHOMEeHUM HaJduuusa OeCCOHHMIH Ha

MCXOOHOM YPOBHe CO 3HaueHuaMm LPS Jjmmbs 4,5 MMHYTH.

Tabmmiza 10
CoenquHeHUE
Bpems CoengnHeHNe A IndeHTMOPaMMH
[Inauebo
(M11H) 20 Mr 25 Mr
(N=12)
(N=22) (N=13)
53,8
VICXOIOHHM YPOBEHD 40,9 (22,62) 36,0 (19,20)
(40,12)
Ieur 1/2 VsMeHeHHUe
3,4
OTHOCUTEJIBHO ’ 8,7 (36,04) 6,7 (26,40)
(46,39)
VCXOIOHOTO YPOBHA
IDeur 10/11
N3MeHeHNe 17,5
9,2 (30,41) 0,3 (30,57)
OTHOCUTEJILHO (51,40)
MCXOOHOTO YPOBHA

[00187] BiamsgHue CcoeIMHEeHNA A Ha LPS IPOIOPLMOHAJILEHO
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INIPOOOJIKUTENILHOCTM LPS Ha MCXOIOHOM YpOoBHe (OMI'. 12). OmHakKo He
OBJIO OTMEUEeHO CBA3M MeXOy BeJIMUMHOM Hu3MeHeHUMs LPS u yJyulleHVMEM
0a30BEIX HOENPEeCCUBHEX  CUMIITOMOB (OUT. 14), dYrTo nomTBEepPXImaeT
AHTHIOEeNPeCCaHTHEM 200eKT, He 3aBUCANUNM OT BIMAHMA Ha OeCCOHHMUIY .

[00188] (iv) BakJoueHME

[00189] [IIaHHEHE pes3yJbTaTH I[IOKAa3HBAaKkKT, UYTO B CpPaBHEeHUU C
mianedto M IUdeHTUIPAMMHOM aHTHUIENpPeCCaHTHHN 0bekT coeanHeHUS A
OrJ1 6oJiee  CMJBHEM UM KJIMHUUECKM  3HAUMMBIM. HeoxmmaHHO  OBLJIO
OBHaApPyXeHO, 4YTo 50beKT coelMHeHMA A OBJI MIPperMylleCTBEHHO CBS3aH C
BJIMSAHMEM Ha OCHOBHEE CHUMIITOMH IelpecCUM UM B LejiloM OBJI He CBA3aH
C ero BJAMAHMEM Ha IIYHKTH, OTHOCANMeCcHa KO CHY. AHTHUIeNPpeCCaHTHHM
50PeKT CoOXpaHAJICI B TeueHMe II0 MeHbleM Mepe 14 1»gHelM T1@ocse
IpeKpameHusda JedeHMda. BaXHO TO, UTO YJYyUdlleHMS HaOJoIaJlMChb YXe B
oeHs 11 (mepBad OlLleHKa) M COXPaHAJMChb II0CJIe IpeKpalleHVd JIedeHUd.

[00190] IpuMmep 3

[00191] IaHHEM IHIpUMep OBJI pealM30BaH IOJ4 WILIILCTpaluuu TOTOo,
UyTO CcoeIMHeHMe A MOXHO MCIIOJbL30BaThL BO BpeMsa BCIOMOTaTeJIbHOM
Tepalliu. B YaCTHOCTH, COEeIMHEHNE A  BBOIOWIU cybBeKTaM C
IVaTHOCTUPOBAHHEM MDD (i) B BuUIOe MOHOTepanuu M (i1ii) B KOMOMHALIUU
C WUBBECTHHM aHTUIENIPECCAHTOM, W CHMIITOME IOeIIPecCUU Yy CyOBEeKTOB
OLIeHUBAJIM C MCIOJIb30BaHMeM mkaJl HDRS17 m HAM-D6

[00192] B rpymnmne 1 TpuolaTh CceMb CyOBEeKTOB OBJIM CJIyYallHBM
obpas3oM pacHopeleJieHH B TpPyHNOH (B COOTHOmMeHMM 2:1:1), [OoJdydarBmMue
20 MT coemmHeHMS A, 25 MI OudpeHUITHUIpaMMHa WM ILJlauned®o OOMH pas
B IeHb IIO0 BeuepaM B TeueHue 10 ngHel. B Tpynmne 2 OecadTh CYyOBEeKTOB
BpUIM  CJIyuaVHbIM 00pasoM pachopenejieHsl B TPYHIH (B COOTHOIEHUMU
2:1:1), mnoayuvaBmue 20 MI' coemuMHeHMsa A, 25 Mr IudpeHMITHIpaMMHAa
WM jaunedo OIOMH pas B OeHb 10 BeuepaM B TeueHue 10 nHeM. Kaxnowei
CyDOBEKT B TpyIie 2 TaKxe IPMHMMAJI HEKOTOpoOe KOJIMUECTBO
aHTUIeIpeCcCcaHTa, BEIOPaHHOTO us3 OyJIOKCeTHHa, HuTajonpama,
IapoKCeTMHa WM CepTpaJiMHa, B COOTBETCTBMUM C T[IPedlIMCaHuAIMM €eTo
Jedamero Bpada. J[Jd OIEeHKM CHUMITOMOB Ielpeccur B o0eux Tpylax
OLIEHKM IIPOBOIMJIIM HE3aBUCHMMO IIPpM CKPMHMHIE M Ha HOeHb 11, T. e.
yepes OIOMH »OeHb IIOCJIe MCCIeIoBaHUd, C MCIOoJIb30BaHMeM HDRS:; u
HAM-Dg, Kak ONMCaHO B IpuMepe 2. PesyJjbTaTh OIEHOK IIOKa3aHH B
Tabmmuax 11 m 12. B Tabimuax 11-12 # o3HavaeT BeJUuMHy 5dbekTa
no Kozny, * osHauvaeT P < 0,05 (crartMcrHyeckas 3HAUYMMOCTL), a **
o3HauvaeT P < 0,01.

Tabauiia 11

Cpemumue OGamnnu + CO
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T'pynma T
CoemnHeHue | InpeHrmapamMm
[Inamedo A H
Ixana BpemMms
(N=8) 20 Mmr 25 Mr
(N=18) (N=11)
19,5 19,14
VICXOIOHEM YPOBEHb 21,5 (3,78)
(5,40) (4,80)
ODenr 11
VIsMeHeHNne -2,5 -5,1
-4,2 (4,00)
OTHOCUTEJILHO (4,14) (3,97)
HDRS17 MCXOOHOTO YPOBHSA
BesmmumHa
sbderTa,
coenMHeHre A B -0, 64
CpaBHEHUU C
manedo#
14,4 14,9
VICXOOHHM YPOBEHB 16,4 (3,35)
(4,50) (3,37)
ODens 11
VsMeHeHNue -1,4 -4,3
-2,1 (3,02)
OTHOCUTEJILHO (3,29) (2,97)*
CroOppeKTHUpO -
NCXOOHOTO YPOBHHA
BaHHEM HDRS
BesimumHa
sbdexTa,
coenMHeHre A B -0,93
CpaBHEeHUU C
Hﬂaueéo#
4,4
VCXOIOHHM YPOBEHb 51 (1,53) 5,5 (1,51)
(1,41)
TpeBora -
ODenr 11
dbaxTOpP
VIsMeHeHNne -0,8 -1,6
coMaTUsalmun -0,8 (1,17)
OTHOCUTEJILHO (1,49) (1,65)

MCXOOHOT'O YPOBHA
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BesimumHa
sbpdbexTa,
coeoMHeHre A B -0, 51
CpaBHEeHUU C
nraineso’
9,6 10,8
VICXOOHHEM YPOBEHb 11,7 (2,05)
(3,70) (2,07)
ODenr 11
VIsMeHeHMne -0,8 -3,6
-1,7 (2,15)
OTHOCUTEJILHO (2,25) (2,33)**
HAM-Dg MCXOIOHOTO YPOBHA
BesimumHa
sbderTa,
coenMHeHre A B -1,22
CpaBHEHUU C
namne6o”
Tabmauiza 12
T'pymnna 2
CoenuHeHue |IudpeHTrMOopaMmnH
[lnmauebo
A 20 Mmr 25 MT
(N=4)
(N=4) (N=2)
17,0 15,5
VICXOIOHEM YPOBEHb 11,5 (0,71)
(6,78) (2,08)
IDenr 11 VizMeHeHMe
-5,8 -7,0
OTHOCUTEJILHO -3,5 (0,71)
(3,20) (3,37)
HDRS17 MCXOOHOTO YPOBHSA
Besmmumua »ddperxTa,
coelIMHeHVe A B
-0, 37
CpaBHEeHUU C
namne6o”
12,3 11,8
VICXOIOHHM YPOBEHDb 8,0 (1,41)
(6,29) (1,89)
CKOPPEeKTUPO—
IDenr 11 VizMmMeHeHMe
BaHHEM HDRS -4,3 -5,5
OTHOCUTEJILEHO -3,5 (0,71)
(0,90) (1,29)
NCXOOHOTO YPOBHHA
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Besmmunua »ddexTa,
coelImMHeHe A B
-1,06
CpaBHEHUU C

Hﬂaueéo#

VICXOOHHM YPOBEHb 3,5 (1,00) 2,5 (0,71)
(2,00)

IDenr 11 VzMeHeHMe
-1,0 -1,8
TpeBora - OTHOCUTEJILHO -1,5 (0,71)
(1,41) (0,50)
baxTop VMCXOIOHOTO YPOBHSHA

coMaTmMBalMM |BejimumHa »dderTa,
coegmMHeHMe A B

-0,76
CpaBHEHUU C

Hﬂaueéo#

VICXOIOHHM YPOBEHDb 8,8 (1,26) 4,5 (0,71)
(3,40)

IDenr 11 VizMmMeHeHMe
-3,0 -4,8
OTHOCUTEJILEHO -2,0 (1,41)
(0,82) (1,50)
HAM-Dg MCXOIOHOT'O YPOBHA

Besmmunua »ddpexTa,
coelIMHeHMe A B
-1,49
CpaBHeHUU C

HﬂaHGGO#

[00193] ST  pe3yJbTaTeH MWIJIRCTPUPRYIT, yTo CcoeIMHeHMe A
IPOABJIAET aAHTUIEIPECCAaHTHYKN aKTHMBHOCTE Yy He IIOJIyYaBIMX JIeUeHUS U
y TIOJIYUYaBIIMX aHTUIOEeNpeCCaHTHHEE JeKapCTBEeHHEE CpelcTBa CyOBEeKTOB
c MDD, uTO NOAOTBepXIaeT ero 20PeKTMBHOCTL B BMIe MOHOTepaluu U
BCIIOMOTaTeJIbHOM Tepallu.

[00194] OnmcaHusAa Kaxmoro raTeHTa, [IaTEeHTHOM 3a9BKM U
oyoauKauuy, LIUTUPYEMOWM WM OINMCAHHOM B 2TOM IOKYMeHTe, IIOJIHOCTLIO
BKJIDUEHH B HACTOSIMM HOKYMEHT IIyTeM CCHUJIKM.

[00195] CrneumanmcraM B IaHHOM obJjacTy OyIoeT OUeBMIHO, UTO
IPennouYTUTEJIbHEE BapMaHTH OCyMEeCTRBJIEHUSA ONIMCaHMsa OOIIyCcKaT
MHOXECTBO WMBMEHeHMM M MOIMOMKALMM M UYTO Takue M3IMeHeHUS U
MOOMOUKALMM MOT'YT OHTE BHeCeHEH 06e3 OTCTYyIJIEHMS OT CYMHOCTHU

onmucaHmdg. Takum O@paSOM, rnpemnriojiaraeTcda, WTO IIPMIJIOXEHHEE IIYHKTEI
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@opmyna MBO@peTeHMH OXBaTHEBAKT BCe TaKMe SKBUMBAaAJIEHTHEIEC BapMaluvl,

KOTOPEIE COOTBETCTBYKT CYIIHOCTU U OOBeEMY OIIMCaHUA.
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$OPMYJIA U3OBPE TEHHA

1. Crnoco® »OONOJIHUTEJIBHOT'O JIeueHUda JOelpeccCuu |y IlallMeHTa
yeJioBeKa, B KOTOPOM nauueHT [IPOXOOUT JleueHue [IEPBHM
QHTUIOENIPEeCCAaHTOM U HYXIOaeTCsa B LOOINOJIHUTEJILHOM JIeUeHUM LOellpecCuu,
BRJIOUAKINMY BBeneHMe SOOPeKTUMBHOTO KOJMUECTBAa COeOMHEHMs, KOTopoe
npencTapJigeT cobon [5- (4, 6—-OuMe TUIIIIUPUMUOVNH= 2 —JI) —
reKcarMaponmMpproJio [ 3, 4-claouppon-2-uj] - (2-pTop-6-[1, 2, 3] Tpuazoja-2-
WIQEeHWJI) —~METAaHOH WJIM €TI0 (dapMalleBTUUECKM I[IpMeMIeMyl COJib, WM
(5- (4, 6—OouUMe TUIINIUPUMUOVH-2-WJI) TeKCaTUOpOonIuppoJio [ 3, 4—c] nuppoii—

2 (1H) -nn) (4-meTokcu-2- (2H-1,2, 3-Tprasoj—-2-1i) eHnIJI) METaHOH MIIN
ero QapMalleBTUMUECKM IIPHMEMIIEMYK COJIb, I'Ie COeIMHeHMe BBOINAT IIepen

CHOM U JIeUuaT IICUXUUECKHUM CHUMIITOM oTelipecCrn.

2. Cnoco® mo m. 1, B KOTOPOM CoeIMHeHMe IMIpedcTaBJgeT cobon
[5- (4, 6—OVMe TUIINUPUMUOVH-2 -WJI) —TeKCaruiIponuppoJio [ 3, 4—c] nuppoJi—2-
il - (2-pTop—-6-1[1, 2, 3] TpHuazoii—2-UIOEeHNII) ~METAHOH MJIN ero

bapMalleBTUUECKNY [IPpUeMIIeMyl COJIb.

3. Cnoco6 mo m. 1, B KOTOPOM COeIMHeHMe IpencTaBjiseT cobou
(5= (4, 6-OUMe TUIIIIUPUMUIOVH-2 ~MJI) TeKCaTUIPONIUpPPoJio [ 3, 4—c ] nuppoJi-
2 (1H) -wnm) (4-meTokrcu-2- (2H-1,2, 3—-TpMra30Ji—-2-uJj) QeHMJI) METaHOH MJIN

eTro @apMaHeBTquCKM InprueMiieMyrn COJIb .

4., Cmonoco® 1no JimoboMy M3 OPpeduHOyNIMX OYHKTOB, B KOTOPOM

COeIIMHEeHNVMe BBOIOAT HOUYEBD.

5. Cmooco® mno JmoboMy M3 OPedHOYNIMUX [OIYHKTOB, B KOTOPOM

COeIIMHeHNVMe BBOIOAT OIVMH pPa3 B IO€Hb.

6. Crnoco® mno JmwbomMy M3 OPeOHOIyIMX IIYHKTOB, B KOTOPOM

COeIIMHEeHNVMe BBOIOAT II€pPOpPaJIEHO.

7. Cmooco® 1o JimoboMy M3 IIPeOHOYNMUX [OIYHKTOB, B KOTOPOM

20PeKTUMBHOE KOJIMUECTBO COeIMHeHMSa cocTaBjigeT oT 10 mo 40 wMr.
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8. Cnoco® 1o JoboMy M3 IIpelbOylmMxX I[IYHKTOB, B KOTOPOM

20PeKTMBHOE KOJIMUECTBO COelIMHeHMA cocTabBjigeT 20 Mmr.

9. Crnoco6 1o JoboMy M3 TIOIpelbOynmMx I[IYHKTOB, B KOTOPOM
Ioernpeccus BRJoUaeT B cebs 0oJblioe [OeNpeCCUMBHOE PacCTPOMCTBO,
Ooernpeccuio, CBABAHHYIO c BUMIOJIAPHBIM PacCCTPOMCTBOM, NI

PESMCTEeHTHYI K JIeUeHMIO IOellpeCCH.

10. Cnoco6 mno JgoboMy wm3 IOno. 1-9, B KOTOPOM IOelIpeccCHusd

IIpenoCcTraBjideT cobom BoJbloe IDelipeCCHMBHOE paCCTpOﬁCTBO.

11. Cnoco6 mno JgwboMy M3 Orn. 1-9, B KOTOPOM IeNpecCHusd

IIpeaocraBjideT cobomn PEIMCTEHTHYR K JIEUEeHNMK IOellIpeCCH.

12. Cnoco6 mno JgwboMy m3 morn. 1-9, B KOTOPOM IeNpecCHusd
IpeIcCTaBJIgeT cobon nenpeccuo, CBA3aHHYD C BUIMOJIAPHEM
PacCTPOMCTBOM.

13. Cmnoco6 no JoboMy U3 OPedHOymnMx IIYHKTOB, B KOTOPOM

VKAaBaHHEM IIePBHIM aHTHUICSNPEeCCaHT IOpelcTaBjgeT co0oM CeJIeKTUBHLI
MHTMOMTOP o0fOpaTHOTO 3axBaTa CepPOTOHMHA, MHIUOUTOP OOpPaTHOTO

3aXeaTa CepPOTOHNVMHa ¥V HOpaIlpeHalJlMMHa WMIJIM MX KOMOUHALUN .

14. Cmooco® mno JmfoMy M3 OPeOHOymMx I[IYHKTOB, B KOTOPOM
coeIMHeHMe BBOIAT OOMH pPas B IeHbL, M BBeIeHMe OIOMH pPas3 B IOeHb

IIOBTOPAT .

15. Cmooco® mno JmoboMy M3 OPeOHOymMxX I[IYHKTOB, B KOTOPOM

coelMHEeHMe BBOLOAT B TeueHMe IO MeHbIen Mepe UYeThEpeX HelleJlb.

16. Cmoocof® mno JmoboMy M3 OPEeOHOYyNMX I[IYHKTOB, B KOTOPOM

COeIIMHeHVMe BBOIOAT B @opme TabJIETKNA .

17. Cmoocof® no JmwbomMy M3 OPeIHOymMxX IIYHKTOB, B KOTOPOM
coenMHeHUe BBOIAT HOULIO, u 20PeKTUBHOCTDL aHTUOenIpeccaHTa

COoXpaHfgeTCcd, KoI'ma IauMeHT OOOpCTBYEeT Ha crlenyommi OeHb.
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CoemnHeHne A, KOHIEHTPALUs

CoennHeHne A, KOHHEHTPAaLHsI
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