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CUHTETUYECKHUE HEMPOMOJIY JIATOPHBIE ITEIITH/IbI

I[TPUOPUTET
[0001] Hacrosmas 3asBKa UCIIpalliBaeT IPUOPUTET IPEABAPUTEIbHON 3asBKY HA IATEHT
CIITA Ne 62/818458, nogannoii 14 mapra 2019 r., conep:kaHre KOTOPOH MOTHOCTBIO BKIIFOUEHO

Crof1a noCpeACTBOM CCBLIIKH.

COEPA ITPUMEHEHW A
[0002] Hacrosimee n3o0peTeHne OTHOCUTCS K KOMITO3HULIUSIM, KOTOPBIE BKJTFOUAIOT OEJTKH,
TaKH€ KaK NENTHUIHbIE TEPANIEBTUYECKHUE areHThl, IS JIEUSHUS AENPECCUN U IPYTUX ICUXUYECKUX

PacCTPONCTB.

OIMTMCAHHUE TEKCTOBOI'O ®AWUJIA, ITPEJOCTABJIEHHOI'O DJIEKTPOHHO

[0003] Comepxkumoe TekcTOBOrO (haiijia, MPEACTABIEHHOTO B JJIEKTPOHHOM BHIIE,
MOJIHOCTBIO BKJIFOYEHO B HACTOALIMI JOKYMEHT TMOCPEICTBOM CCBUIKM: KOIHUS CIIHCKa
NOCIIeIOBAaTEIbHOCTEH B MatTnHOUnTaeMoM ¢opmare (ums daitna: LACT-001PC_ST25.txt; nata

3anucu:. XXX pasmep daiina:

OBOCHOBAHUE

[0004] [Hemnpeccusi Kak COBOKYITHOCTb MHOKE€CTBA PA3JIUYHBIX COCTOSIHUH, BIUSIOLIUX HA
S5MOLIMOHAJIBHOE COCTOSIHUE Y€JIOBEKA, 3aTParuBaeT MWJIJIHOHBI JIKOJAEH BO BCEM MHpE, U €€
JIeUeHNe, KaK MPaBHJIO, BCE €Il HE SBJSIETCS YAOBIETBOPHUTEIBHBIM. XOTs ObUIH pa3pabOTaHbI
pasIU4HbIe JIEKaPCTBAa JJIs JICUEHUs NETIPECCUN U CBA3AHHBIX C HEH COCTOSIHUM, OHH, KaK ITPABUJIO,
HEOCTATOYHO crieruduyuHbl U Hea(HeKTUBHBI puMepHO s 40 mponeHToB nmauueHToB. Kpome
TOro, OOBIYHO MPOXOAAT HEAENH, NMPEXIe YeM MalMeHT HauYMHAeT OINYIIAaTh TEPAleBTUYECKOE
JeWCTBHE MPUHUMAEMOro JIeKapcTBa. bosiee TOro, MHOTHME W3BECTHBIE INpernaparbl OONafaroT
pa3nuyHbBIMH TIOOOYHBIME 3¢ dektamu. TpeBoKHOE pPacCTPONCTBO, XOTA M OTIUYAETCS OT
JETPECCHH, YacTo €€ CONMPOBOXKAaeT. MHOrHe aHKCHOJMTHKHU 00JIalaf0T HEAOCTATKAMH CXOKUMHU
C HUMEIIUMHUCS y aHTHUACTIPECCAHTOB. 3amada IOHCKa 3(P(EKTUBHBIX METOAOB JICUSHHS
JEIPECCUH U TPEBOXKHOCTH BKJIOYAET ONpPEAEIEHHE COOTBETCTBYOLINX MULIEHEN JUIsl YCUIICHUS
win nonasienus ux (yHkouu. Jlpyroii mpobnemoit siBisiercst pa3paOoTka O€30MacHbIX U
HEIOPOTUX TEPANeBTHUECKUX CPEACTB, CHEUU(UUYHBIX Ui 3TUX MHUIIEHEH M CHOCOOHBIX
00JIErYUTh CHMITTOMBI IETIPECCHH U TPEBOTH B OTHOCHTEIBHO KOPOTKHE CPOKH.

[0005] CooTBercTBeHHO, oOCTaercss MNOTPeOHOCTH B  pa3paboTke 3PPEKTHUBHBIX U

0e30macHbBIX TCPANICBTUYCCKUX CPCACTB [JdAd JICHCHHUA ACHPECCUNU U CBA3AHHBIX C Heil
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apPeKTHBHBIX PacCTPOICTB.

PE3IOME

[0006] B pasnu4HBIX acmeKkTax HacTosimee H300peTeHrne 00ecneYynBaeT KOMIO3UIUU
(cocraB) u cmocoObI, KOTOPBIE MOJIE3HBI IS JICUSHUS PA3TMYHBIX TICHXUYECKIX, TTOBEIEHYECKUX,
apPeKTHBHBIX U HEBPOTHUYECKUX PACCTPOMCTB, BKJIIOUAs ACMPECCHIO, TPEBOTY M PAaCCTPONCTBA,
CBSI3aHHBIE CO CTPECCOM. B HEKOTOPBIX aCHeKTaxX CHHTETUYECKUI HEMPOMOAYIUPYIOLIUN MEeNTHT,
TAKON Kak, Hampumep, TeTpanentun, B (opme (apMaLeBTUUECKOH KOMIO3ULUHA MOXKHO
HCIIOJIb30BaTh AJIs JIUeHUsl AETNPECCUU U JPYIMX 3MOLIMOHANBHBIX PacCTPOMCTB. B HeKOTOpBIX
BApHAHTax OCYLIECTBJIEHUS MPEACTABIEHA KOMIIO3ULIUS, KOTOpPas COMAEP>KUT CHHTETHYECKUMN
HEHPOMOYyIMPYIOMUI TENTHI, KOTOPbIH onpenensercs odmeit Gopmynoit I: R1R:R3R4 (1), rme
R1 BeiOpan u3 amunokucnotr W, F u D, R; npencrasnsier co0oii ruipopuiIbHYI0 aMHHOKUCIIOTY,
Rs3 mpencrasnsier coboit runpodibHy0 aMUHOKUCTOTY, U R4 BeIOpan u3 amunokucior V u E. B
HEKOTOPBIX BApUaHTaX peanu3alii CUHTETUYEeCKUH HeHPOMOAYIUPYIOIIUM MEeNTH I COCTOUT U3
amuHokucnor F, Q, S u E. B HexkoTOpbIX BapuaHTax peaju3allud CHHTETHYECKHUM
HEUPOMOAYJHUPYIOIUH nenTu coctout u3 aMuHOKUCIOT D, K, T u E. B HekoTOpbIxX BapraHTax
peann3aluy CUHTETUYECKUH HeHpOMOIyIUPYIOLTUI MEeNTH COCTOUT U3 aMuHOKUCIOT W, D, Q u
V. Cunrernueckuii HEUPOMOAYIHPYIOMMA MENTHI WX €ro aHaJlor B COOTBETCTBHUU C
ONMCAHHbIMH BapHaHTAMU pealu3allii He BKJII0OYaeT MNPOJMH. B HEKOTOpbIX BapHUaHTax
peanuzauuu R; otnnuaercs ot Y, a Ry otimyaercs ot L.

[0007] OnucanHble 3a€Ch HEHPOMOAYJIUPYIOLINE MENTHUABI U UX aHAJOTH pa3padOTaHbI
1T MOAYJSILIMH PELIENITOPOB raMMa-aMuHoMacisiHoi kuciaoTel Tuna A (I'AMK-A). Kpowme toro,
B HEKOTOPBIX BapHaHTaxX peaju3alii HeMpOMOAYIUPYIOIIKE MENTUABI U UX aHAJIOTH, ONTUCAHHbIE
B JaHHOM JIOKYMEHTE, MOIYyT MOAYJMPOBAaTh IOTEHIMAI-3aBUCHMbIE KaJlbL[MEBble KaHaJbl
(voltage-gated calcium channels, VGCC). Beuny u3BecTHO cBsi3u Mexkay peuentopamu ' AMK-
A ¥ NCUXUYECKHMH PacCTPONCTBAMHU, BKJIOYAsi TPEBOTY U AENPECCHI0, HEHPOMOAYIUPYIOUN
NEeNTHI IO HacTosmeMy H300pereHnto 3(deKkTHBeH I NPEeNOTBpPAINCHHUS WM JICUSHHS
Pa3JIMYHBIX PAcCTPOICTB JENPECCUBHO-TPEBOXKHOIO CIIEKTPa, a Takke HeHpoJereHepaTUBHBIX
paccTpoiicTB, BKItO4as OosiesHb AusbnreiiMepa u Oonesnp [lapkuHcona. HewcuepnbiBarormuii
CIIMCOK TPUMEPOB COCTOSIHUMN, KOTOpbIE MOJKHO JIEUUTh C TIOMOINBIO OIHCAHHOIO
HEHpOMOyIMPYIOLEro MeNnTHaa, BKIOYAET TPEBOXKHbBIE PACCTPONCTBA, TakUe Kak, Hampumep,
cermapanMoHHasi TPEBOTra, U30upaTeNbHbld MyTH3M, cneruduueckas Gobus (CP), counanbHOe
TPEBOXKHOE PACCTPOMCTBO, MAHMUECKOE PacCTPOHCTBO, aropadoOusi, TPEBOKHOE PACCTPONCTBO,
BBI3BAHHOE JIEKAPCTBEHHBIMU U JPYTUMHU NpenapaTaMu, U TPEBOXKHOE PacCTPONCTBO, BbI3BAHHOE
UHBIMH MEIULIMHCKUM COCTOSIHUEM, T€HEpalM30BaHHOE TpeBOkHOe paccrporicteo (I'TP),

nocTTpaBMaTuieckoe crpeccosoe paccrpoiictso (ITTCP), Gonbimoe nenpeccuBHOE pacCTPONCTBO
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(bAJ1), TtepameBTudecku pesucrentHas npenpeccust (TPII), mocneponosast nempeccus (I1]1),
OWMONsIPHOE  PACCTPOWCTBO WM OWMOJISIpHAs  Aemnpeccusi, 00CECCHBHO-KOMITYJIbCUBHOE
pacctpoiicteo (OKP) u cunagpom neduumra BHHMaHus ¢ runepakruBHoctbio (CIBI),
counanbHas (obus, Bo3OyknmeHue mpu OosesHn AJjbureiimMepa, arpeccuss npu OOJe3HU
AnbiretiMepa u 00CeCCUBHO-KOMITYJIbCUBHOE PACCTPOMCTRO.

[0008] B HEKOTOpBIX acmeKkTax TETPANENnTHIbl MOTYT OBITh ONUMOHAIBHO XUMHUYECKU
MOIU(UIMPOBAHbL. XUMHUYECKass MOIU(UKALMS MOXKET ObITh BbIOpaHAa W3 aMUAUPOBAHMUS,
METHJIMPOBAHUSA U ALETHIINPOBAHHS OJHOW WJIM HECKOJIbKUX aMHHOKHUCIOT. JlONOJHHUTEIbHbIE
XUMUYECKHe MOIU(UKALMA MOTYT BKIIIOUaTh AoOaBieHue (gopmuia, nuporiayrammia (pGlu),
OJTHOW WJIM HECKOJBKUX JKHPHBIX KHCJIOT, MOYEBHHBI, kapOamara, cyibhoHaAMHA, aJKUIAMHUHA
win 000l nx koMOmHaumu. KoMmosumust MoXeT BKJIIOUYaTh (apMaleBTHUECKH MPUEMIIEMBbI
HOCUTENb. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS KOMITO3MLHS MOXKET JOTOJHHUTEIBHO
BKJIFOYAaTh HOCHTENb JJs1 JOCTaBKH, KOTOPBIH MOXET ObITh, HAIpUMEp, JUMOCOMOI,
HAHOYACTULEH WM mojucaxapuaoM. KOMIO3ULNI MOXHO BBOAUTH CYOBEKTY, KOTODBIH, Kak
OTIPENIEJICHO, HY)KAAETCS B JICUEHUH, PA3JIMYHBIMU IYTSIMH, U B HEKOTOPBIX aCTIEKTaX KOMITO3UIUS
COCTaBJICHA JJIs1 MHTPAHA3aJbHOTO BBEICHUSL.

KPATKOE OITMCAHUE I'PA®UKOB U PUCYHKOB

[0009] PUC. 1A, 1b u 1B mwumroctpupyiot BiausiHue anasenama (diaz) B nose 1,25 mr/kr
(puc. 1A) u 5 mr/kr (puc. 1b u puc. 1B) Ha noBenendyeckue napamerpel Danio rerio. PUC. 1A.
Bpewms1, nposeaenHoe B counanbHoii 30He U BHe ee. PUC. 1b. Bpems, nmpoBeneHHoOe B cOLMaNbHOMN
uu «craitHoi» 30He U BHe ee. PUC. 1B. Bpewms, mposenerHoe B ceeTiiom otceke. [1o ocu opauHat
BpeMs B cekyHnax (puc. 1A u 1B) unm npoueHt ot koHTposbHOU rpymmel (puc. 1C). lanHbie
NOKa3aHbl B BUJE CPENHEr0 3HAYEHMs, IUJIAHKH IOTPEIIHOCTEH YKa3bIBAIOT HA CTAHIAAPTHYIO
omHuOKy CpeHero, «*» 0003Ha4Ya0T Pa3Iudusl PH ypoBHE 3HAUUMOCTH P <0,05, «**» pazmmuus
npu p <0,01, «****y paznuuns npu p <0,0001, no U-kpurepuro ManHa-YuTHH.

[0010] PUC. 2: YcTaHOBKa ISl TECTUPOBAHUS TIOBeNEeHUs pbIO B TecTe « OTKPBITOE MOJIe)
(OF).

[0011] PHUC. 3 YcraHOBKa IJisi TECTHPOBAHUS MOBENEHHUS PbIO B TeCTE MPEATIOUTEHUS
«CBerno-TeMHas Kamepay.

[0012] PUC. 4 mnpencraByisier coOOH BUA CHUCTEMBbI TECTHUPOBAHHUS TOBENEHUS PBIO,
UCTIOJIb3YEMOH B TECTE CTAHHOTO MOBEICHUS.

[0013] PUC. 5A, 5b u 5B wmmocTpupyroT BiIMsHHE auaszernama B 1o3e 10 Mr/kr Ha
noseneHuyeckre napamerpsl Danio rerio. PUC. SA. KonndecTBo nepexonoB MeXAy CBETIIBIM H
TEMHBIM OTCEKaMU SKCIEPUMEHTAIBbHON ycTaHOBKH. [0 OCH OpAMHAT KOJIUYECTBO NEPEXOMOB.

PUC. 5b. JlaTeHTHBII nepuoa BbIXOJa U3 TEMHOTO OTCeKa B cBeTJbId. I1o ocu opauHaT Bpems B
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cexynnax. PUC. 5B. Cpennee paccrosiHue, nmpolineHHoe B Tecte B «OTkpbiTOoe noje». Ilo ocu
OpAMHAT JUIMHY B CaHTUMeTpax. JlaHHbIE TPEACTaBJICHbI B BUAE CPEOHErO 3HAYCHUS, IUIAHKH
MOTPELTHOCTEH YKa3bIBAIOT HA CTAHAAPTHYIO OLIHOKY CPEeIHero, «*» 0003HavarT pa3audus mpu
ypoBHe 3HauuMocTH p <0,05, «**» pazmmuus npu p <0,01 no U-kpurtepuro MaHHa-YuTHH.

[0014] PUC. 6A u 6b ummocTtpupyroT Biusiaue (uyBokcamuna (flv) B mozax 5 mr/kr
(PUC. 6A) u 10 mr/kr (PHC. 6b) Ha Bpewms, MPOBEACHHOE HCTBITYEMBIMH >KUBOTHBIMU Ha
MIOBEPXHOCTH akBapuyma B Tecte « OTKpbITOE 1oJie». I1o ocu opauHaT Bpemst B cekyHaax. JlanHble
NPEACTaBICHbl B BUAE CPEAHEro, IUIAHKH IMOTPELTHOCTEH YKa3bIBAIOT CTAHAAPTHYIO OIIMOKY
cpenHero, «**» 0003HavarT pa3anyus npu yposHe 3HaunMocty p <0,01 mo U-kpurtepuro MaHHa-
YutHu.

[0015] PUC. 7A n 7b wnmocTpupyroT BiusiHUE anbga-kazosenuHa-10 (ACZ-10) B noze
0,6 Mr/kr Ha mnoseneHueckue mnapamerpbl Danio rerio. PUC. 7A. Bpews, mnpoBeneHHOE B
«craiinoi» 3oHe. PUC. 7B. Bpewmsi, npoBeaeHHOE Ha MOBEPXHOCTHU B TecTe «OTKpbITOE Moey. 1o
OCH OpJIUHAT BpeMs B CeKyHAax. JlaHHbIE MPeCTaBIEHbI B BU/IE CPEIHETO, INIAHKH ITOTPELTHOCTEH
YKa3blBAlOT CTAaHAAPTHYIO OLIMOKY CpemHero, «*» 0003HA4alT pa3iudus IpH YpPOBHE
3HauuMocTH p <0,05, a «**y paznuuns npu p <0,01 mo U-kpurepuro MaHHa- YUTHU.

[0016] PUC. 8A u 8b wumocTpupyroT BiusiHue Oera-kazomopduna-7 (BCM-7) B noze S5
MI/KT Ha noBeaeH4Yeckne napamerpsl Danio rerio. PUC. 8A. Bpewmsi, mpoBeneHHOE B «CTaHOI»
30He. Ilo ocu opaunar Bpems B cekyHaax. PMC. 8B. Cpennuil npoiifeHHbI NMyThb B TeCTe
«OtkpeiToe mone». Ilo ocu opauHAT IIMHY B CaHTUMeTpax. JlaHHbIE MPENCTABIIEHBI B BHUIE
CPeAHEero, IUIAHKU TIOTPEINHOCTEH YKa3blBalOT CTAaHNAPTHYKO OIIHOKY CpemHero, a «*»
0003HAYAKOT pa3Nu4us Mpu ypoBHe 3HaunMocTH p <0,05 no U-kpureputo MaHHa-YUTHU.

[0017] PUC. 9 unnmrocTpupyeT cpeaHuil npoieHHbl MyTh B TecTe «OTKpbITOE MOJIE»
IpyIIaMu pelO, MOABEPTIINXCS BO3ASHCTBUIO Uaszenama B 1o3ax 1,25 mr/kr («Diazepam 1,25»),
5 mr/kr («Diazepam 5») u 10 mr/kr (« Diazepam 10 ») 1 B COOTBETCTBYIOLINX KOHTPOJIBHBIX
rpynmax («Konrponp-diaz 1,25»,« Konrponp-diaz 5» u «Kontpons-diaz 10»), a Taxke rpynnamMu
pBIO, MOABEPTLINXCS BO3AEHCTBHUIO (piryBoKcamuHa B 1o3ax S Mr/kr ( «Fluvoxamine 5») u 10 mr/kr
(«Fluvoxamine 10») u cooTBeTCTBYIOLINE KOHTpOJbHBIE rpymmbl («KoHTpome-fluv 5») wu
(«Kontponp-fluv 10»). ¥ psid, kotopeiM BBoamwm ACZ-10 (0,6 mr/kr) u BCM-7 (5 wmr/kr),
COOTBETCTBYIOIUMU KOHTposissMU  siBisitoTCcl  «KoHTponpe-ACZ10» u  «KonTponps-BCM-7»
cooTBeTcTBEeHHO. [lo ocm opamMHAT MIMHY B caHTHMeTpax. JlaHHbBIe TIOKa3aHBI KaK CpemHee, a
TUTAHKY TIOTPEIIHOMCTEH YyKa3bIBAIOT CTaHAApTHYH omubky cpenHero. p = 0,1 u p = 0,07 —
TEHACHUUH K CTATUCTUYECKOUN 3HaUUMOCTH 1o U-kputeputo ManHa-YuTHu.

[0018] PUC. 10A u 10b ummrocTpupyroT BiausiHue Helipomoaynupyrouiero nenruga FQSE

Ha nosenenne Danio rerio B recte «OTkpriToe nosie». PUC. 10A. Bpemsi, mpoBeneHHOE B BEpXHEH
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yactu akBapuyma. PHC. 10b. JlatentHsiii nepuon orxona oto aHa. Ilo ocu opauHaT Bpems B
ceKkyHzax. [laHHble mpencTaBieHbl B BUJE CPEAHEro, IUIAHKHU IOTPelIHOMCTEeH yKa3bIBarOT
CTaHIAPTHYIO OIINOKY CPEIHero, a «*» 0003HAYAIOT pa3In4Hs MPH YPOBHE 3HaUnMocTu p <0,05
B cooTBeTcTBUU ¢ U-KputepueM MaHHa-Y UTHU.

[0019] PUC. 11A u 11b wmumoctpupyioT cpaBaeHue s¢pdexros ACZ10, FQSE wu
daysokcamuHa (fluvoxamine) Ha nosenenne Danio rerio B Tecte «OtkpbiToe mose». PUC. 11A.
Bpewms, mposeneHHoe B BepxHel dactu akBapuyMma, %. PUC. 11B. JlarentHsiii nepuoa (JIIT)
BbIXOZAa K MOBepxHOCTH, %. Ilo ocu opauHAT mnokasaHbl 3HaueHHs B % OTHOCHUTEIBHO
KOHTPOJIbHON rpynnbl. JlaHHble @IpeACTaBieHbl B BUAE CpPEOHEr0 3HAYeHUs, IUIAHKU
MOTPELTHOCTEH YKA3bIBAIOT CTAHAAPTHYIO OLIMOKY CPEeIHEro, a «*» 0003HA4YaroT pasiudust Mpu
ypoBHe 3HaunMocTH p <0,05 mo U-kpurepuem MaHHa-YUTHU.

[0020] PUC. 12A u 12b mnmoctpupytot BiusHue FQSE Ha nmosenenmne Danio rerio B
tecte «Cserno-remHast kamepa» (CTK). PUC. 12A. Bpems Haxoxxaenus B cBetyioMm orcexe CTK.
PUC. 12b. Bpewms, mposenenroe B TemHoM oTceke CTK. Ilo ocu opnuHar Bpemsi B CEKyHIaX.
JlaHHble TIPENCTaBJIEHbl B BHUJE CPEIHEro, IJIAHKH MOrPELIHOCTEH YKa3blBalOT CTAHAAPTHYIO
omubKy cpemHero, a «*» 0003HA4YalT pa3nu4us Mpu ypoBHe 3HauuMmoctd p <0,05 mo U-
KpuTeputro MaHHa-YUTHH.

[0021] PUC. 13A u 13b mumocTpupyroT 3G PeKTsl TECTUPYEMBIX BELIECTB HA MOBEICHUE
Danio rerio B Tecte «CBetno-temuas kamepa». PUIC. 13A. Bpemsi, mpoBeneHHOE B CBETJIOM OTCEKE
CTK, B %. PUC. 13b. Bpewms, nposenenHoe B TemHoM otceke CTK, B %. Ilo ocu opauHar
3HaueHus B % OTHOCUTENBbHO KOHTPOJIbHOH rpynnel. JlaHHbIE NpeACTaBIeHbl B BUJI€ CPEIHETO,
TUTAHKU TIOTPEIIHOCTEH YKA3bIBAIOT CTAHAAPTHYIO OLUTHOKY CPEIHEro, «*» 0003HAYAI0T Pa3InIHsI
npu ypoBHe 3HaunMocTH p <0,05, a «**» pazmmuus npu p <0,01 o U-kpurepuro MaHHa-YuTHH.

[0022] PUC. 14A u 14b wnmoctpupytot BiusHue FQSE Ha mosenenmne Danio rerio B
tecte craiinoro noseaeHus. PUC. 14A. Bpewms, nposenenHoe BHe craiiHoro orcexa. PUC. 14b.
JlaTeHTHBIN nepuoa BbIXOAA U3 CTalHOro oTceka. I1o ocu opauHat Bpems B cekyHaax. JlaHHbie
NPEACTaBICHbl B BUAE CPEAHEro, TUIAHKM IMOTPELTHOCTEH YKa3bIBAIOT CTAHAAPTHYIO OIIMOKY
cpenHero, «*» 0003HavarT pa3anyus npu ypoBHe 3HaUUMOCTH p <0,05 o U-kputepuro MaHHa-
Yurnu.

[0023] PUC. 15A u 15b mumocTpupyroT 3 QeKTsl TeCTUPYEMBIX BELIECTB HA MOBEACHHE
Danio rerio B Tecre craitHoro mosenenusi. PMC. 15A. Bpewms, npoBeneHHOe 3a mpenenamu
craitHoro orceka, B %. PUC. 15b. JlatentHsiii nepuon (JIIT) Beixoga u3 craitHoro orceka, B %.
ITo ocu opauHat 3Ha4deHUs! B % OTHOCUTENILHO KOHTPOJIbHOM rpynnbl. JlaHHbIE TPEACTABIEHB! B
BUAE CPEOHEro, IUIAHKU TOTPEINHOCTEeH VKa3bIBAIOT CTAHNAPTHYKO OIIHOKY CpemHero, «*»

0003HAYAIOT pa3iuyus npu ypoBHe 3HaYMMOCTH p <0,05, a «**» pazmuums npu p <0,01 mo U-
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KpuTeputro MaHHa-YUTHH.

[0024] 16A u 16b mmocTpupyroT 3QpQeKTsl TECTHPYEMBIX BEeLIECTB Ha NoBeaeHue Danio
rerio B Tecre «OTkpbiToe nosie». PUC. 16A. Bpemsi, nposenennoe y nosepxuoctu Boasl. PUC.
16b. Cpasuenue >¢pdexroB FQSE (1 mr/kr) u ¢pnyBokcamuna (fluvoxamine, 10 mr/kr), Bpems
npeObIBaHUsT y ToBepxHOCTH BOAbl B %. Ilo ocm opamHar 3Ha4deHHs B % OTHOCHUTENBHO
KOHTPOJIbHOH rpymmel. [laHHBIE TPEACTaBICHbI B BHAE CPEOHErO, IUIAHKU IOTPELIHOCTEH
YKa3blBAlOT CTAaHAAPTHYIO OLIMOKY CpeaHero, «*» 0003HA4alT pa3iu4us IpH  YpPOBHE
3HaynuMocTH p <0,05 B coorBercTBUHU ¢ U-kpuTepuem ManHna-YUTHU.

[0025] PUC. 17A u 17b mumocTpupyroT 3P PeKThl TECTUPYEMBIX BELIECTB HA MOBEICHUE
Danio rerio B Tecte «OtkpriToe nose». PUC. 17A. JlareHTHBIH Mepuo BBIXOA K TIOBEPXHOCTH
BoapbL ¢. ITo ocu opnunat Bpemst B cekyHaax. PUC. 17b. Cpasuenue spdexros FQSE (1 mr/kr) u
¢nyBokcamuna (10 MI/Kr), JaTeHTHBIN Mepuox BeIXOAa K mosepxHocTH, %. Ilo ocu opauHar
3HaueHHsI B % OTHOCHUTENIbHO KOHTPOJIbHOW rpymnmbl. JlaHHBIE MPENCTaBlIEHbl B BUAE CPEIHETO
3HAYEHMs], TUITAHKH MTOTPELTHOCTEH YKa3bIBAIOT CTAHAAPTHYIO OIIHOKY CPEHETO0, «*» 0003HaYar0T
paznuumst npu ypoBHe 3HaumMocTu p <0,05, a «**» pasmuumst npu p <0,01 mo U-kpurepuro
Manna-Yurau.

[0026] PUC. 18 unnrocTpupyeT CpeaHIo0 NpoiaeHHbIH MyTh B TecTe «OTKpbITOE MOJIe»
B Ipynmax pbl0, KOTOPbIM BBOAWIM auaszenaMm B no3e 1,25 mr/kr («Diazepam 1,25»), 5 mr/kr
(«Diazepam 5») u 10 mr/kr ( «Diazepam 10») ¥ B COOTBETCTBYIOLIMX KOHTPOJIbHBIX TIPyIIax
(«control-diaz 1,25y, «control-diaz 5» u «control-diaz 10»), a Tax:xe B rpynmnax psiO, MOJy4aBLINX
¢nyBokcamun B noszax 5 wmr/kr («Fluvoxamine 5») m 10 wmr/kr («Fluvoxamine 10») u B
COOTBETCTBYIOIUX KOHTPOJbHBIX rpymmax («Control-fluv 5» u «Control-fluv 10»). Insa rpynn
pu10, koTopeM BBOAMIK 0,6 Mr/kr ACZ-10 («ACZ-10 0,6»), KOHTPOJIBHBIE T'PYIIIbI HA3BAHBI
cootrBercTtBeHHO «Control-ACZ, -10 0,6»; BCM-7 Swmr/kr - coorBercTtBeHHO «BCM-7 5» u
«Control-BCM-7 5»; terpanentun FQSE B no3zax 1 mr/kr u 10 mr/kr («kFQSE 1» u «FQSE 10y») -
«Control-FQSE 1» u «Control-FQSE 10». Ilo ocu opauHaT AJuHA TPOWAEHHOTO NYyTH B
caHTUMeTpax. JlaHHbIE TIOKA3aHbl KaK CPEIHUE 3HAUEHUs], a TUIAHKU MOTPELTHOCTEH YKa3bIBAIOT
CTaHIAPTHYIO OIIUOKY CPEIHEro.

[0027] PUC. 19A, 19B u 19C unmrocTpupyroT NOBENEHYECKHE XapaKTepUCTHKU Danio
rerio nocine uabekuuu FLPY B no3e 1 mr/kr B Tecte “Cetno-temnast kamepa” (CTK). PUC. 19A.
Bpewmsi, nposenenHoe 6mu3ko k moeepxaoctu (OtkporToe mone). PHC. 19B. Bpemst HaxoxaeHus
B ceeTyioM otceke CTK. PUC. 19C. Bpewms, npoBenerHoe BHe cTaitHOro oTceka. [1o ocu opauHat
BpeMsi B CeKyHaax. JlaHHble MOKa3aHbl KaK CpPEAHUE 3HAUEHUs, a IUIAHKH IOTPELIHOCTEH
YKa3bIBAIOT CTAHIAPTHYIO OMIMOKY CPEIHETO.

[0028] PUC. 20A, 20b u 20B WLIFOCTPUPYIOT MOBEASHUECKHUE mapamMeTpbl Danio rerio
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nocne Beenerns FLPY B noze 10 mr/kr. PUC. 20A. Bpewmsi, mpoBeA€HHOE Y TOBEPXHOCTH B TECTE
“OtkpeiToe none”. PUC. 20b. Bpems npoBeaeHHOE B CBETJIIOM OTceke B TecTe “CBeTsIO-TeMHast
kamepa”. PUC. 20B. Bpewms, npoBeneHHOe BHE “cTaiiHOW 30HBL. [lo ocw opauHaT Bpewms B
cekyHzax. JlaHHble MOKa3aHbl Kak CpeJHUE 3HAUEHHUs, a IJAHKU MOrPeLIHOCTEN yKa3bIBarOT
CTaHIAPTHYIO OIIUOKY CPEIHEro.

[0029] PUC. 21A, 21b u 21B nimrocTpupyoT noBeaeH4Yeckrne mapamerps! Danio rerio B
tTecte Ha craiiHoe moBeneHue mnocne BeeneHust DKTE B nmose 1 wmr/kr. PUC. 21A. Bpewms,
nposeaeHHoe BHe “craiiHoi” 30HbL. PUC. 21b. JlareHTHBIN NEepHO MOCEIEHHS “CTalHONW 30HBI
PUC. 21B. Bpewms, nposeneHHoe Bo3jne “craiiHoii’ 30HbI [lo ocu opauHAT BpeMsi B CeKyHOax.
JlaHHble TpencTaBi€Hbl B BHJE CpPEOHEro 3HA4YeHMs], IUIAHKU MOTPEIIHOCTeH YyKa3bIBAIOT
CTaHIAPTHYIO OIMOKY CPEemHEro. «*» 0003HAYAIT pa3Indus MPU ypoBHE 3HaunMocTH p <0,05, a
«**y» pazmuus npu p <0,01 no U-kputepuro MaHHa-YUTHH.

[0030] PUC. 22 unnrocTpupyeT JaTeHTHbIN NepHo NMocelieHus 1Ha B Tecte «OTKpbITOe
NIOJIE» U1 KOHTPOJIbHOW rpymmbl U rpymnmel pei0, nonydasiiei 1 mr/kr DKTE. TTo ocu opauHar
BpeMsI B CEKYHJax.

[0031] PUC. 23 wmumoctpupyer cpaBHeHHE 5((EKTOB TECTHPYEMBIX BELIECTB Ha
noBeneHue Danio rerio B TecTe Ha CTailHOe moBeneHue. Bpewsi, mpoBeAeHHOE BHE “‘CTalHON
30HbI, %. [IpomrocTpupoBaHsl cieayromue rpynmnsl: auaszenam 1,25 mr/kr («Diazepam 1,25»),
FQSE 10 mr/kr, DKTE 1 mr/kr («<DKTE 1») u coBeryromue KOHTpoJbHbIE Tpynmbl. [1o ocu
OpAUHAT MOKA3aHO U3MEHEHHE BO BPEMEHU B %o OTHOCUTENIbHO KOHTPOJBHOM rpymnmsbl. JlaHHBIE
NPEACTaBICHbl B BUAE CPEAHEro, IUIAHKH IMOTPELTHOCTEH YKa3bIBAIOT CTAHAAPTHYIO OIIMOKY
cpemHero. «*» 0003Ha4YarT pa3u4us NpH ypoBHE 3HaunuMocTu p <0,05, a «**y» pasnuuus npu p
<0,01 no U-xpurepuro ManHa-YutHu.

[0032] 24A u 24P WUTOCTPUPYIOT TMapaMmeTpbl ABUraTEIbHONW AaKTHBHOCTH PBIO,
nonyunBmiux DKTE B nosze 1 mr/kr B Tecre «Otkpeiroe mosey. PUC. 24A. JlniuHa Tpeka B
caatumetpax. PUC. 245. Cpennsist ckopocTb, B cM/ceK. JlaHHBIE IPENCTaBIIEHbI B BUIE CPEIHETO,
a TUTAaHKH TOTPEITHOCTEN YKa3bIBAIOT CTAHAAPTHYIO OIIHOKY CPEIHETO.

[0033] PUC. 25A, 25b u 25B WUIIOCTPUPYIOT MOBEASHUECKHUe mapamMeTpbl Danio rerio
nocne BBepeHus: DKTE B nosze 10 mr/kr. PUC. 25A. Bpewms, nmpoBeIeHHOE Yy MOBEPXHOCTH
(“Otxpsrtoe none”). PUC. 25b. Bpems B ceerniom otcexke CTK. PUC. 25B. Bpewmsi, npoBeaeHHOe
BHe “craiiHol” 30HbI. [I0 ocu opauHAT BpeMs B CEKyHIax.

[0034] PUC. 26A, 26b u 26B noxa3aHbl noBeaeH4Yeckne napamerpsl Danio rerio mocine
unbekiuu WDQV B noze 1 mr/kr. PUC. 26A. Bpewmsi, npoBenenHoe y noBepxHocTd (“OTKpbITOE
noxne”). PUC. 26b. Bpewmst B cBetiiom oTceke B TecTe “Cetiio-temHas kamepa”. PHC. 26B. Bpews,

IpoOBeJIeHHOE BHE “cTaiiHoi” 30HBI. Ilo ocu opauHaT Bpems B ceKkyHaax. JlaHHbIe peacTaBlIeHbl
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B BHJIE CPENHEr0 3HAUEHHs, a IUIAHKU MOTPEIIHOCTeH YKa3bIBAOT CTAHOAPTHYIO OIIMOKY
CpenHero.

[0035] PUC. 27A, 27b, 27B u 271" moka3aHbl OBeIeHUYECKHe MapaMeTpsl Danio rerio
nocne uabekund WDQV B nose 10 mr/kr B Tecte «Cetrno-temuas kamepa» (CTK). PUC 27A.
Oobmee Bpems B ceetiiom otceke CTK. PUC. 27b. Bpewms B ceerniom orceke CTK 3a xaxnyro
MuHyTy skcniepumenta. PUC. 27B. Bpems B temHoM oTceke CTK. PHC. 27T". Bpems B TeMHOM
orceke CTK 3a kaxnayro MUHYTY 3kcriepuMenTa. I1o ocu opauHat BpeMs B ceKyHAax. JlaHHbIe
NPEACTABICHbl B BUAE CPEAHErO 3HAUEHHs], TUIAHKU MOTPELTHOCTEH NMOKa3bIBAET CTAHIAPTHYIO
omuOKy CpeaHero. «*» 0003HAYAIOT PA3IUYUs PH YPOBHE 3HAYNMOCTH p <0,05, a «**» pazmuuus
npu p <0,01 mo U-xpurepuro ManHa-YuTHu.

[0036] PUC. 28A u 28b mumroctpupyrot cpaBHeHHe 3pdexroB WDQV B noze 10 Mr/kr B
tecte «Cerno-temuas kamepay (CTK) c sddexramu nuazenama (diaz 5 mr/kr) u FQSE (10
mr/kr). PUC. 28A. Bpems nposenennoe B ceeriiom otceke CTK, %. PUC. 28b. Bpewms
nposeneHHoe B TeMHOM oTceke CTK, %. Ilo ocu opamHar % BpeMEHH OTHOCHUTEIBHO
KOHTPOJIbHOH rpynmbl.  JlaHHBIE TIPEACTaBICHbI B BUAE CPENHEr0 3HAYCHHs, IUJIAHKH
MOTPELTHOCTEH MOKA3BbIBAIOT CTAHNAPTHYIO OMIMOKY CpPEeIHEro. «*» 0003HAuYaroT pa3siudus MpH
yposHe 3HauuMocTH p <0,05 no xpurepuro MaHHa- Y uTHu.

[0037] PUC. 29 unmoctpupyeT mnuHy Tpeka (cM) B Tecte K OTKpPBITOE TOJie» B TpyIIax
pBIO, KOTOPBIM BBOIWIIM Auasenam B po3ax 1,25 mr/kr («Diazepam 1,25»), 5 mr/kr («Diazepam
5») u 10 mr/kr (« Diazepam 10») 11 B COOTBETCTBYIOIINX KOHTPOJIBbHBIX rpymmnax («Kontpons-diaz
1,25», «Kontponb-diaz 5» u «Konrpomns-diaz 10»), a Taxke B rpynmnax pei0, KOTOPBIM BBOAHIH
¢nyBokcamun B noszax 5 wmr/kr («Fluvoxamine 5») m 10 wmr/kr («Fluvoxamine 10») u B
COOTBETCTBYIOIUX KOHTPoJbHBIX rpynmax («Korrpome-fluv 5» u «Kortpoms-fluv 10»). dnsa
rpynmnel  pei0, kotopeiM BBOAMaH 0,6 MmMr/kr ACZ-10 («ACZ-10 0,6»), cooTBeTcTBYyIOLIEH
KOHTPOJIbHOH rpynmoit sisisiercst «KonTpons-ACZ-10»; ans rpynmnel peld, KOTOPHIM BBOJWIH 5
mr/kr BCM-7 («BCM-7 5»), cOOTBETCTBYIOLIEH KOHTPOJBHOHN rpynmoii sisysieTcs: «KoHTposb-
BCM-7»; u anist rpynmsl peiO, KOTOpsIM BBOA MK TeTpanentun WDQV B noze 10 mr/kr («WDQV
10»), cooTBeTcTByIOmEH KOHTPOJbHOHU rpymmoil siBisiercss «Kortpone-WDQV 10». [lanHble
NPEACTABJICHbI B BUIE CPEIHEro 3HAYEHUS, TUIAHKU MOTPEIIHOCTEH MOKA3bIBAIOT CTAHIAPTHYIO
OIIUOKY CpPeHero.

[0038] PUC. 30 wumocTpupyeT MpOHIEeHHOE pacCTOsSHUE B CaHTHUMETpax B TecTe
“OTtxpsitoe nojie” (OIT) mpimamu BALB/C, nony4yasmmu nabekimu nentuga FQSE B nose 1
mr/kr, 5 mr/kr, 10 mr/kr, 20 mr/kr. Kaxapiii cronben npeacTasiiseT coO0i cpenHee + cTaHaapTHas
omubKa cpemHero. 3HAUMMbIE pasIuuus OOO3HAYAeTCs CHUMBOJIOM «*» (OmHO(AKTOPHBIHN

IUCTIEPCUOHHBIN aHaM3 ¢ mocieayromum tectoM LSD @umepa; p <0,05).
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[0039] PUC. 31 wumocTpupyeT KOJu4ecTBO Ctoek B Tecte “Otkpbiroe mose” (OIT)
mbrmamu BALB/C, nonydasmumu nnbekiuu nenruna FQSE B nose 1 mr/kr, 5 mr/kr, 10 Mr/kr u
20 wmr/kr. Kaxngpii cronbell mpencTaBisieT COOOW cpenHee KOJMYECTBO CTOEK Ha TPyMmy =+
CTaHAapTHast oOwmHOKa CpenHero. 3HA4YMMble pa3jIMyUsl OTMEYEHbl CHMBOJIOM  «*»
(omHOGAKTOPHBIN TUCNIEPCHOHHBIN aHATN3 ¢ nocienyomum tectom LSD @umepa; p <0,05).

[0040] PUC. 32 nnmocTpupyeT KOJUIECTBO BBIXOJOB B LIEHTP B TecTe KOTKPBITOE MOJIE)
(OIT) mbimmamu BALB/C, nony4asmumu nabekunn nenruna FQSE B noze 1 mr/kr, 5 mr/kr, 10
mr/kr, 20 wmr/kr. Kaxneiii cronbern mpencraBisier cobOoil cpemHee oOmnee pacCTosiHHUE =+
CTaHAapTHass oOwmHOKa CpenHero. 3HA4YMMble pa3jIMyUsl OTMEYEHbl CHMBOJIOM  «*»
(omHOGAKTOPHBIN TUCNIEPCHOHHBIN aHATN3 ¢ nocienyomum tectom LSD @umepa; p <0,05).

[0041] PUC. 33 wunmocTpupyeT NpOWHAEHHBIH TMyTb B CaHTUMETpax B TecTe
«I[Ipunognsteiii  kpectoobpasueiii  mabupunt»y (IIKJI) wmermamu BALB/C, nonydaBmmmu
unbekiuu nentuaa FQSE B mosze 1 mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaxnapiii crondern
npencrasisier cobol cpemaHee oOIee pacCTOsTHUE + CTaHIApTHAs OMIMOKA CpemHero. 3HauuMoe
OTJIMYME OT KOHTPOJBHOH rpynmbl 0003HAYEHO CHMBOJIOM «*», 3HAUUMOE OTJIMYHUE OT TPYIIIbI
auazernaMa OOO3HAYEHO CHMBOJIOM «#» (OIHO(MAKTOPHBIA JUCMEPCHOHHBIA aHAU3 C
nocnenyroumum tectom LSD @umnepa; p <0,05).

[0042] PUC. 34 ummocTpupyeT UIUTEIbHOCTb 3aMupaHuil B Tecre «lIpunoaHATHIN
kpecrooOpasnbiii 1adupuHT» (ITKJI) y Memmeit BALB/C, nony4aBmux uabekuuu nentuna FQSE
B no3e 1 mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaskneiii crosiben npencrasisieT codoit cpeqHee +
CTaHJapTHasE OUIMOKa CpenHero. 3HaYMMbIE Pa3JIM4Ms OT KOHTPOJNBHOW rpymmbl 0003HAUEHO
CUMBOJIOM «*» (OZHO(AKTOPHBIN NUCIEPCHOHHBIM aHAIW3 C TOocheayrmuM Ttectom LSD
@uepa; p <0,05).

[0043] PUC. 35 umnmrocTpupyeT BpeMsl B CEKyHIaX, IPOBEIEHHOE Ha OTKPBITBIX PyKaBax
B Tecte «lIpunonusaTeiii kpectoobpaszueiii madbupunt» (ITKJI) mpnmamu BALB/C, nonyuyasmmnmu
nentua FQSE B no3e 1 mr/kr, S mr/kr, 10 mr/kr u 20 mr/kr. Kaskasiii cronden mpeacrasisier coooi
cpenHee + CTaHOApTHasl OMMOKa CpegHero. 3HAYMMble PAa3jM4dsl OT KOHTPOJBHOHN TpyHITbI
0003HaYEHBI CUMBOJIOM «*» (0HO(AKTOPHBIN TUCTIEPCUOHHBINA aHATU3 C MOCIEAYIOIUM TECTOM
LSD ®umepa, p <0,05).

[0044] PUC. 36 unnrocTpupyeT BbIXOAbI Ha OTKpbITbIE pykaBa B TecTe «IIpunoansrsiit
kpecrooOpasnbiil tabupuaT» (I1IKJI) mpimamun BALB/C, nonyuyasmumu nentun FQSE B noze 1
mr/kr, S5 wmr/kr, 10 mr/kr u 20 wmr/kr. Kaxnpeiii cronben mpencrasisier cobol cpemHee =+
CTaHJAapTHasE OLIMOKAa CPEeJHEro. 3HAUYMMBbIE PAa3In4Ms OT KOHTPOJBHOH TPyIIbl 0OO3HAYEHBI
CUMBOJIOM «*» (0ZHO(AKTOPHBIN NUCIEPCHOHHBIM aHAIW3 C TocheayrmuM Tectom LSD

@uepa; p <0,05).
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[0045] PUC. 37 wnmoctpupyer mnoBeneHue pucka Meimeii BALB/C B Tecre
«[IpunognsTeril kpectooOpasHeiit nadbupunT» (ITKJI), monyuasmux s nentuna FQSE B nose 1
mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaxxnbrit cronden npeactasisieT OO0 cpeHee KOJTUYECTBO
aKTOB CBEIIMBAHUI C OTKPBITBIX PYKaBOB * CTaHAapTHas omubka cpemHero. JlocToBepHO
3HAYUMOE OTJHYHE OT KOHTPOJIbHOW TPyHIbl O0O3HAYEHO CHUMBOJIOM «*» (OZHO(AKTOPHBIN
IUCTIEPCUOHHBIN aHaM3 ¢ mocieayromum tectoM LSD @umepa; p <0,05).

[0046] PUC. 38 munroctpupyert uaaekc Tpesosknoctu (UT, %) meimeit BALB/C B Tecte
«I[IpunognsTeIil kpecrooOpasubiit tadupunT» (ITKJI) nns nentuna FQSE B nose 1 mr/kr, 5 mr/kr,
10 mr/kr u 20 mr/kr. Kaxnaeiii ctonber npeacrasisier co0oil cpenHee + cTaHAapTHas OIKMOKa
cpeaHero. 3HAaYNMMOE€ OTJIMYME OT KOHTPOJBHOW Tpynmbl OOO3HAUYEHO CHMBOJIOM «*»
(omHOGaKTOPHBIN TUCIIEPCHOHHBIN aHAIN3 ¢ nocienyomum tectom LSD @umepa; p <0,05).

[0047] PUC. 39 wmumocTpupyer pe3yibTaThl TecTa «YCIOBHO-OOOPOHHUTENBHOE
3aKanbIBaHUE CTEKJISIHHBIX 1apoB» (Marble burying test = MBT) meieii BALB/C, nmony4yaBmunx
nentua FQSE B no3e 1 mr/kr, S mr/kr, 10 mr/kr u 20 mr/kr. Kaskasiii cronden mpeacrasisier coooi
CpeaHee KOJMYECTBO 3aKOMAHHBIX MIApOB + CTaHAAPTHAsA OMIMOKA CPEeAHEro. 3HAYUMOE OTIHYHE
OT KOHTPOJIHOHN TpymIbl 0003HAUEHO CUMBOJIOM «*» (0IHO(AKTOPHBINH AUCTIEPCUOHHBIN aHATH3
¢ nocneayromuM tectoM LSD @umepa; p <0,05).

[0048] PUC. 40 wmumocTpUpyeT MIUTENbHOCTh UMMOOWIM3allMM B CEKYHIAX B TeCTe
«Henzberaemoe miaBanne mo Ilopconbry (aByxaHeBHas Mmoaudukaunms)y Mmbimeii BALB/C,
nonyuasiux nentun FQSE B mosze 1 mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaxneiii cronben
npeacTaBisieT cOO0H CPEIHIO MPOAOIDKUTEIPHOCTh MMMOOWIIM3ALNN + CTaHIApTHAs OMIHOKa
cpeaHero. 3HAaYNMMOE€ OTJIMYME OT KOHTPOJBHOW Tpynmbl OOO3HAUYEHO CHMBOJIOM «*»
(omHOGAKTOPHBIN TUCIIEPCHOHHBIN aHANIN3 ¢ nocienyomum tectoM LSD @umepa; p <0,05).

[0049] PUC. 41 unmocTpupyeT NpOAOJLKUTENBHOCT B CEKYHAaX MaCCUBHOIO IJIABAHUS
B Tecte «Hemsberaemoe mmaBanme no Ilopconbry (aByxnmHeBHass MoauduKanys)» MbIIIEH
BALB/C, nonydapmux nentun FQSE B mose 1 mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaxmbrit
cronbery mpencTaBisieT COOOM CPENHIO MNPOAOJUKUTENPHOCTh MACCUBHOTO TUIABAHHUS +
CTaHIapTHass OUIMOKa CpenHero. 3HAYUMOE OTJIMYME OT KOHTPOJBHOH Tpymnmbl 0003HAYEHO
CUMBOJIOM «*» (OZHO(AKTOPHBIN NUCIEPCHOHHBIM aHAIW3 C TOocheayrmuM Ttectom LSD
@uepa; p <0,05).

[0050] PUC. 42 unnrocTpupyeT NpOAOJLKUTENBHOCTD B CEKYHAAX aKTUBHOIO IJIaBAHUS B
tecte «Hemnsberaemoe maBanue no [opconbTy (nByxaHeBHas Moanugukarus )» meimeit BALB/C,
nonyuasiux nentun FQSE B mosze 1 mr/kr, 5 mr/kr, 10 mr/kr u 20 mr/kr. Kaxneiii cronben
npeacTaBisieT coOOM CPEemHIOI IMPOAOJDKUTENBHOCTh IMACCHBHOTO IUIABAHUS B Trpymdme =+

CTaHZapTHasE OIIMOKa CpenHero. 3Ha4yMMble OTJIMYMA OT KOHTPOJBHOH TIpymIibl 0OO3HAYEHBI
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CUMBOJIOM «*» (OZHO(AKTOPHBIN NUCIEPCHOHHBIM aHAIW3 C TOocheayrmuM Ttectom LSD
@uepa; p <0,05).

[0051] PUC. 43A, 43b u 43B utroctpupyer nosefieHue Kpbic B Tecte KOTKpBITOE MOsIE»
(OI1). PUC. 43A. Bausiaue paznmuunbix 103 FQSE u nuasenama (DZ) Ha Bpems B nientpe OII (B
cexkynnax). PUC. 43b. Biausiaue paznnunbix 103 FQSE u nnazenama (DZ) Ha KOJIMYECTBO BXOIOB
B nentpaipHyo 30Hy OIl. PUC. 43B. Bausaue pasnmnussix 103 FQSE u nnazenama (DZ) Ha
obmee npoiineHHoe paccrosinue B Ol (canTumerper, cMm). Kaxaplii cronder mpeacrapiser codoi
cpeaHee 3HaueHHWe + CTaHAapTHas omunoOka cpegHero. 3Haummble ommums (p <0,05) or
KOHTPOJIBHOH TPYIIBI OTMEUEHBl «*», «#»— OT Trpynmsl, nojydaBuied nuasenam (DZ).
OnHodaxkTOpHBII TUCTIEPCHOHHBIN aHAIN3 € allOCTEPUOPHBIM TecToM LSD @umepa.

[0052] PUC. 44 mmmoctpupyer BiausiHue paszanuHbix 103 FQSE un nuazenama (DZ) nHa
NPOLIEHT BPEMEHH, MPOBENEHHOIO Ha OTKPBITBIX pykaBax B Tecte «l[IpumoaHATHIHN
kpecrooOpasnbiii 1abupunT (IIKJI). 3Haunmeie otauuus (p <0,05) OT KOHTPOJBHOHW TPYIIIBI
0003HaueHbl CHMBOJIOM «*». OnHO(AKTOPHBIA AMCIEPCUOHHBIN aHAIN3 C arOCTEPHOPHBIM
tecrom LSD ®umepa.

[0053] PUC. 45A u 45b wumoctpupyer mnoseneHne kpbic B Tecte «Hemsberaemoe
miasanue o Ilopconpty (nByxmHeBHass moaudukanwms)». PUC. 45A. BrnusHue pa3nudHbIX 103
FQSE (0.01, 0.1, 0.5, 1, 3 mr/kr) u ketamuna (10 mr/kr, K10) Ha 1iuTe1pHOCTD UMMOOUITH3AIIUT
(B cexynmax). 45b. Bnustaune paznmuunsix 103 FQSE (0.01, 0.1, 0.5, 1, 3 mr/kr) u xeramuna (10
mr/kr, K10) Ha Bpems akTHBHOTO Tu1aBaHus (B cekyHaax). Kaxaplii cronben npencrasiser codoit
cpeaHee 3HaueHHWe + CTaHmapTHas omubka cpenHero. 3Haummble ommums (p <0,05) or
KOHTPOJIHOH TPyIIbl 0003HAYEHbI CUMBOJIOM «*». OmHO(pAKTOPHBIN AUCTIEPCHOHHBIA aHAIH3 C
anoctepuopHeIM TectoM LSD ®Puinepa.

[0054] PUC. 46 mumocTpupyeT rpaduk SKCEpUMEHTOB (IeHb SKcniepumenTa-Tect). SPT
— sucrose preference test (Tect Ha npennodTeHue pacTBopa caxaposbl), CMS — chronic mild stress
(xpoHuueckuii Hempenckasyembiii wmsrkuii  ctpecc), EPM  — elevated plus-maze (tecr
NPUTIONHATBEIA KpecTooOpasHeiidi nadupunt), SI — social interaction (TecT Ha CoLMANbHOE
B3aumopeiicreue), FUST — female urine sniffing test (TecT Ha MONOBYI0 MOTHBALMIO H
anrenonuio), NSFT — novelty suppressed feeding test (TecT momasieHust moTpedNIEHUS TUIIH B
HoBoii cpene), FST — forced swim test (TecT mpUHYTUTETBHOTO TIJIABAHUS).

[0055] PUC. 47A u 47b WUIIOCTPUPYIOT MOBeAeHHE Kpbic B TecTe «IIpumomHATHIN
kpectoobpasnbiit madbupunt» (ITIKJI) mocie xpormueckoro crpecca (CMS = chronic mild stress) u
onHokpatHoro BBeaeHus BewiecTs. PUC. 47A. Bpewms, npoBeaeHHOE Ha OTKPBITHIX PyKaBax, B
cexkyHnax. PUC. 47b. Bpems 3amupanus, B cekynnax. Kaxapiii cronder npeacrasisier coOoit

CpeAHee 3HaueHWEe *+ cTaHAapTHas omuoOka cpenHero. * — p <0,05 3HaYMMble OTIWYUS OT
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KOHTPOJIbHOH rpynmsl, # — p <0,05 — 3HaUMMBbIe OTIIMYHS OT FPYIIIBL, MOJyYaBIIeil paCTBOPHUTENb
(CMS+p-np), $ — p <0,05 ot rpynmsl auazenama (uas 0,5). Kputepuit Kpackena—Yomnuca ¢ post
hoc Trecrom JlaHHa.

[0056] PUC. 48 mnmrocTpupyeT MPONOJIKUTENBHOCTh COLMAIbHBIX B3aUMOJEHCTBHIN (B
CeKyHZax) B TecTe Ha couuanbHblii KOHTAKT (SI) mocie CMS u deThipex MHBEKIHHA BELeCTB.
Kasxnpiii crosnber npencrasisier cobol cpeHee 3HaUe€HUE + CTaHIapTHAS OIIMOKA CpeHero. * —
p <0,05 T 3HaUMMBIE OTIMYHUS OT KOHTPOJBbHOH rpymmbl, # — p <0,05 — 3HaYNMBbIE OTJIMYHSA OT
rpynmel, nojydasiiei pactsoputenb (CMS+p-nb). OnHO(aKTOPHBIN AUCTIEPCHOHHBIA aHAHN3 C
anoctepuopHeIM TectoM LSD ®Puinepa.

[0057] PUC. 49 unmocTpupyeT HHAEKC npennouTeHns Moun caMmk (B %) B FUST mocne
CUMS u BocbMu uHBeKIHH BemecTs. Kaxapiii cronben npencrasisieT coO0H cpeHee 3HAaUeHHe
+ crannmaptHas ommoka cpearero. * — p <0,05 3HaYMMBIE OTJINYHS OT KOHTPOJIbHOW TPYIIIEL, # —
p <0,05 — 3HauuMmble OTIAMYUS OT TPYNIel, MoaydaBmeil pactBopurens (CMS+p-inb).
OnHodaxkTOpHBII TUCTIEPCHOHHBIN aHAIN3 € allOCTEPUOPHBIM TecToM LSD @umepa.

[0058] PUC. 50 mmmoctpupyer kKpuBble HakoruieHHs: Kamnana-Maiiepa (tect nuineBas
motuBanus B HOBbIX ycsnoBusix = NSFT). ITo ocu x — narenTHslil nepuox (JII1, B cexyHaax) ensl,
Y - oS KUBOTHBIX, KOTOpble He Hadanu ecTb. Mccienyemble BellecTBa BBOAMIINCH Ha
npoTspkeHud 11 gHei. * — p <0,05 3HaUMMBIE OTIMYUS OT KOHTPOJBHOH rpymmel, # — p <0,05 —
3HaYUMBbIE OTJIMYHUS OT IPYIIEL, mosy4asiuei pacrsopureib (CMS+p-nb). Kpurepuii Xu-kBaapar
¢ post hoc Tecrom Kokca-Manrensi.

[0059] PUC. 51 ummoctpupyer WHAEKC mpennodreHus caxaposbl (%) mociae CMS wu
HIECTHAIATH UHBEKINI UccienyeMbix BerecTs. Kaxnbrii cronben mpencrasisieT coOoii cpenHee
3HauYeHHe + CTaHAapTHas omwuOka cpeanero. * — p <0,05 3HaUMMBbIE OTIUYUS OT KOHTPOJBHOHN
rpynmbl. Tect Kpackena—Yomuca ¢ post hoc Tecrom [lanna.

[0060] PHUC. 52 wmmocTpupyeT IIUTEIHbHOCTh UMMOOMIN3AUU (B CEKYHAax) B TeCTe
npunyaurensHoro miasanus (FST) mocnme CMS m BOoceMHaaLaTH WHBEKUUH HCCIEAYEMBIX
BemectB. Kaxnpriii cronbenl mpencrapisier coboil cpefHee 3HAUYEHHWE T+ CTaHAApTHAs OINMOKa
cpennero. * — p <0,05 3HaUMMBIE OTJIMYUS OT KOHTPOJBHOH rpymibl, a # — p <0,05 - 3HaUnMBbIe
OTJIMYMS OT TPYNIIbL, oyuaBiieit pactsopurens (CMS+p-nb). Tect Kpackena—Yomnmca post hoc
TecTtoM JlaHHa.

[0061] PUC. 53A, 53b u 53B unmrocTpupyroT OBeIeHUE KpbIC B apaaurMe « BeisBaHHOe
MOYOH XUIITHUKA YCIOBHOE M3beranue mecta» (predator odor-induced conditioned place aversion
= POCPA). PUC. 53A. JleMoHCTpHpYeT YCIOBHOE H30€raHhe MecTa IOCie BO3ACHCTBHS
OTPHULIATENBHBIM («—») CTUMYJIOM (MOYa MyMbI) WM TPU OTCYTCTBHUHU 3amaxa. TecTupoBaHHUe

MPOBOAMIIOCH Yepe3 24 yaca mocye npeabssieHus: crumyia. PUC. 53b. YcnosHoe usberanust
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MecTa TOCJe BO3ACUCTBHS 0e3 «—» CTHMYyJa, NMPENBAPUTENBHO TOJYYUBIINX BELIECTBA TOCIE
NpeIbsBIEHUS HE MaxXHYLIEro BaTHOTO AUCKA, U IO TECTUPOBAHUS, IPOBEAEHHOrO uepes 24 yaca
nocie npenbsisieaus. PUC. S3B. YcnoBHoe nzderanue Mecta rnocie npeabsiBJICHHE «-» CTUMYJIA
(3amaxa XUIHUKA B BHJIE CMOYEHHOHW B MOY€ PBICH BATHOTO AMCKA) B TPYIIAX, MPEABAPUTEIHHO
MOJIy4aBUINX BELIECTBA MOCJE «-» CTUMYyJa, U JO TeCTUPOBAHUsA, MPOBEACHHOIO uepe3 24 yaca
nocjie mpenbsiBlieHUs1 3anaxa. Kaxknmeiid crosder; mpencraBisier cOOOW cpenHee 3HAUYeHUE =+
craHmapTHass omubka cpemHero. * — p <0,05 wmexny rpymnmamu. OpHO(aKTOPHBIHA
OUCTIEpCUOHHBIN aHamu3 ¢ post hoc Tectom Heromena-Ketinca. VEH — rpynma xpbic, moydaBinast
uHbeKuu pactsoputesss, DOX — rpynna kpbic, nojydaBiias HHBEKLIHUH JOKCAa3031HA.

[0062] PUC. 54 ummocTpupyeT NPOAOLKUTENbHOCTb 3aMHUpaHus B TecTe «OTKphITOE
noJie» B CEKyHAax. Pe3ynbraThl NpencTaBieHbl B BHIE TPapUKOB (SIMUK C ycaMu» C
MaKCUMaJbHbIMH U MHUHHMAJbHBIMH 3HaueHMsIMU. * - 3HaYUMBbIE PA3IUUUsl OT KOHTPOJIbHOU
rpynmel, # — 3HaUMMbIE Pa3Iu4Ms OT TPYMIBI BeIydeHHOH OecniomomHocTH (BB), p < 0,05. Tecr
Kpackena—Yomnmuca post hoc rectom JlanHa.

[0063] PUC. 55A u 55b unmtocTpupyroT NoBefeHHe KpbiC B TecTe «OTKpBITOE MOJie» B
napaaurme BolydeHHOH O6ecniomomHocTy (BB). PUC. 55A. IIpono/mKkuTenbHOCTh BEPTHKAIBHON
IBUTATENIbHOW AKTUBHOCTH JKUBOTHBIX (croiikm), B cekyHmax. PUC. 55b T'opusoHTanmpHas
IBUTATENbHAS aKTUBHOCTD (TIPOOET), KOJMYECTBO CEKTOPOB. Pe3ynbTaThl MpeaCTaBiIeHbl B BUIE
rpadpuKOB «SIIIUK C yCAMU» C MAKCHUMAJbHBIMA U MUHUMAJIbHBIMU 3HAUEHMSIMU. * — 3HAYUMBbIe
OTJIMYMS OT KOHTPOJBHOH rpynmbl. OnHO(AaKTOPHBINH TUCTIEPCHOHHBIN aHanu3 ¢ post hoc Tectom
ThrOKH.

[0064] PUC. 56A u 56b wumOCTpUpYIOT MOBeAeHHE Kpbic B TecTe «IIpunmonHATHIN
KpecTooOpasHblii TaOUPUHT» B MapaaurMe «BblydeHHOH Oecromomuoctiy (BB). PUC. 56A.
Bpewmsi, npoBeaeHHOe Ha OTKpBITHIX Jydax, B cekyHmaax. PUC. 56b. Uucno BeIrisiabiBaHU U3
3aKPBITBIX PYKABOB JIAOMPUHTA. Pe3ynbTaThl NIpeACTaBICHbI B BUIE TPAPHUKOB SIIIUK C YCAMI» C
MaKCHMaJbHbIMU U MUHUMAaJIbHBIMU 3HAUE€HUAMU.

[0065] PUC. 57A u 57b uutocTpupyroT moseneHue kpbic B Tecte «lIpuHyaurenpHoe
IUIABaHUE» B Tapanurme «BblydeHHOH Oecrmomomuoctn» (BB). PUC. 57A. JlnurensHOCTH
ummobOmnmzamuy, B cekyHaax. PUC. 57b. IIpono/uKUTENbHOCTh AKTHBHOTO IUIABAHUS, B
cexynnax. Kaxnpiii cronben npexacrapiseT cobol cpenHee 3HaueHue + SEM. * — 3Hauumbie
pa3auyus OT KOHTPOJBHON rpyniel;, & — OTIUYHE OT KOHTPOJBHON IPyIIIbl HA YPOBHE TEHACHLIMU
(p <0,1); # — 3naunmeble paznuuus ot rpynmnsl Bb, p < 0,05. OxHodaxkTopHbIN AHCTIEPCUOHHBIHN
aHaJU3 C arnocTepuopHbIM TectoMm LSD ®Puinepa.

[0066] PUC. 58 mmmoctpupyer 6azaibHbIH YPOBEHb KOPTUKOCTEPOHA B IUIA3M€ KPBIC,

HMOJIb/J. Kaxaplii cTtonben mpeAcTaBisieT cOOOW cpelHee 3HAYeHWe T+ CTaHIapTHas OIIMOKa
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cpennero. * —p <0,1 — TeHOEHIMSA K CTATUCTUYECKON 3HAUUMOCTH IO CPABHEHUIO C KOHTPOJIBHOM
rpynmnoit, # p <0,05 — 3HauMMble OTIMYMS NO cpaBHeHUro ¢ rpynmnoii Bb. OmHodaxropHbIit
IUCIepCUOHHBIN aHanu3 ¢ anocrepuopHbiM LSD-tectom @urnepa.

[0067] PUC. 59 wumnnmocTpupyeT BbI3BaHHbIE CTPECCOM H3MEHEHHs KOPTHUKOCTEpOHA
IUTa3MBl KpPBIC TIOCIE OCTPOrO CTpecca M BBENEHHsS (PU3MOJOTMYECKOro pacTBOpa WM
nexcametasoHna (JAMT), amons/n. Kaxaeiii cronder npeacrasisier coOOl cpenHee 3HAYCHHE T
CTaHAapTHas omuOKa cpenHero. * — p <0,05 — 3HaAYMMBbIe OTIMYHNS OT COOTBETCTBYIOIIEH IPYIIITBI
«crpecct ¢pus. p-p.». OnHOPAKTOPHBIN TUCTIEPCHOHHBIN aHAN3 ¢ anocTepruopHbeIM LSD-Tectom
Quiepa.

[0068] PUC. 60 ummoctpupyet odliee MpolIeHHOE pacCTOsTHUE (KOJTMYECTBO KBAPATOB)
tecte «OTKPBITOE IMOJIe» KUBOTHBIMHU TIOCIIE XpOHUUECKOTO mpenckasyemoro crpecca (XIIC) u
BBEIICHUS BEIECTB (KOHTPOJb = KOHT, PacTBOPUTENb = pP-iib, payBokcamun = @O, FQSE 0.3 u
FQSE 3 — nenrtua B no3e 0.3 u 3 mr/kr cooTBeTcTBeHHO). Kasknblil cronder npencrassier codoit
CpeaHee 3HauYeHHue + CTaHAApTHAs OUTHOKa CPEAHETO.

[0069] PUC. 61A u 61b unmoctpupyer noseaeHue kpoic B Tecte «lIpunynurensHoe
IUTABaHUE» TIOCIEe XPOHHMUYECKOro mnpeackasyemoro crpecca (XIIC) u BBemeHHs] BelIecTB
(KOHTPOJb = KOHT, PaCTBOPUTEND = p-Jb, payBokcamun = @O, FQSE 0.3 u FQSE 3 — nentun B
noze 0.3 m 3 wmr/kr coorBerctBeHHO). PUC. 61A. Bpems akTUBHOrO IuUlaBaHUsl (aKTUBHOE
iaBanue + knaiimunr), B cexkyHgax. PUC. 61b. Bpems maccuBHOro rraBaHusi (IIacCUBHOE
iaBaHue + MMMOOWIM3anus), B cekyHmax. Kaxnbrii cronben mpencraBisier coOOW cpenHee
3HaYeHHE + CTaHIAPTHAs OMIMOKA CPEeIHEro. * — CTATUCTHYECKH 3HAUMMBIC PA3UYHs MPH p <
0,05; # — p < 0,05 mo cpasrenuto ¢ rpynmnoit «XITH+p-mp». OnHO(aKTOPHBIA AUCTIEPCHOHHBIH
aHanus ¢ arnocrepuopHbiM LSD-Tecrom @uiuepa.

[0070] PUC. 62 wmmocTpupyeT mOpuMep pe3ynbTaToB BecTepH-OnorTHHra (WB) B
oOpa3max roMoreHara KOpbl W rummokammna Kpeic Sprague-Dawley mnocne XpOHHYECKOTO
npenckasyemoro crpecca (XI1C) u BBeneHus BemecTB (KOHTPOJIb = KOHT, PACTBOPUTEINb = P-Jib,
¢daysokcamun = @O, FQSE 0.3 u FQSE 3 — nentuz B mo3e 0.3 u 3 MI/KT COOTBETCTBEHHO).

[0071] PUC. 63A u 63b nmnocTpupyroT uHTerpaibHyto miomans GAPDH, nonyueHHyro
C TIOMOINBID BECTEPH-OJOTTHHra (HOPMAJIM30BAaHHYIO K 00meMy OeNKy), MO CpaBHEHHIO C
KoHTpoJbHOH rpynnoii, B %. PUC. 63A. Conepxxanue GAPDH B xope ronossoro mosra. PUC.
63b. Conmep:xannie GAPDH B runmokamme. Kaxnaeiii cronber; mpeacrasisier cobol cpenHee
3Ha4YeHHE + CTaHAAPTHAS OIINOKA CPEIHErO.

[0072] PUC. 64A u 64b nwnnmocTpupyroT unterpanpayro miomans BDNF, nonydyernyro ¢
MOMOIIBI BECTEPH-OJOTTHHTA (HOPMATM30BAaHHYIO K 0O0ImeMy Oenky), N0 CpPaBHEHUIO C

KoHTpoJjbHOH rpynmnoi, B %. PUC. 64A. Conep:xanue BDNF B xope rosnossoro mosra. PUC. 64b.
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Conep:xanne BDNF B runmokamrie. Kaxxapiii ctonder nmpeacrasisier coOoi cpeHee 3HaYeHHEe +
cTaHgapTHas oumndka cpennero. * —p <0,05 mo cpaBHEHHUIO ¢ KOHTPOJIBbHOM rpynmoi u # — p <0,05
no cpaBHeHnto ¢ rpynmod «XIIC + p-nmb». OnHO(AKTOPHBIA IUCHEPCHOHHBIA aHAIN3 C
anoctepuopHbeiM LSD-tectom @urnepa.

[0073] PUC. 65A wu 65b wWuOCTpUpPYIOT WHTErpajbHy0 mmiomanas p70s6k
(Thr421/Ser424), nony4eHHYIO BECTEPH-OJOTTUHIOM (HOPMAIM30BAHHYIO K 00IIeMy OefKy), To
CPaBHEHHIO ¢ KOHTpOJbHOH rpymmoii, B %. PUC. 65A. Conep:xanue p70s6k (Thr421/Ser424) B
kope rojioBHoro mo3ra. PUC. 65b. Conepsxanue p70s6k (Thr421/Ser424) B runnokamme. Kaxabrit
cronber mpencraBiseT coboil cpenHee 3HaueHHe + craHmapTHas omudka. * — p <0,05 mo
CPaBHEHHIO C KOHTPOJIbHOU rpynmoi u # — p <0,05 mo cpaBrenuto ¢ rpynmoit «XIIC + p-mby.
OnHodaxTOpHBIN TUCTIEPCHOHHBIN aHAMH3 ¢ anoctepuopHbIM LSD-tectom Puiepa.

[0074] PUC. 66A u 66b mmmoctpupyroT unTerpanpHyto rmiomans p-ERK1 (Thr202),
MOJIyYEHHYIO C TOMOIIBI BECTePH-OJOTTUHTA (HOPMAM30BAHHYIO K oO0memy Oenky), To
CPaBHEHHIO C KOHTposbHOU rpymmoii, B %. PUC. 66A. Conepxxanue p-ERK1 (Thr202) B xope
rosnoBHoro mosra. PUC. 66b. Conepxanne p-ERK1 (Thr202) B runnokammne. Kaxnpiii cronten
npencrasisier coOOl cpelaHee 3HAaYeHWE + CTaHmapTHas omwuOka cpexaHero. * -—p <0,05 mo
CPaBHEHHUIO ¢ KOHTpPOJIbHOU rpynmoii u # — p <0,05 mo cpaBHenuro ¢ rpymmoit «XITC+p-mby.
OnHodaxTOpHBIN TUCTIEPCHOHHBIN aHAMH3 ¢ anoctepuopHbIM LSD-tectom Puiepa.

[0075] PUC. 67A u 67b wimrocTpupyroT uHTerpanpayro momans p-ERK 2 (Tyr204),
MOJIYYEHHYI0 BECTEPH-OJIOTTHHIOM (HOPMAJIM30BAHHYIO K OOIIeMy O€nKy), 1O CpPaBHEHHIO C
koHTpoJbHOU Tpymmol, B %. PUC. 67A. Conepxkanue p-ERK 2 (Tyr204) B kope roJIOBHOTO
moszra. PUC. 67b. Copepxanme p-ERK 2 (Tyr204) B runmoxamme. Kaxnenid cronben
npenacTaBisier co0OW cpefaHee 3HAUYEHHWE T+ CTaHAapTHas omwuOka cpemnHero. * -—p<0,05 mo
CPaBHEHHUIO C KOHTPOJIbHOH rpymmod u # — p<0,05 no cpaBHeHmto ¢ rpynmnoi «XIIC+p-mby.
OnHodaxTOpHBIN TUCTIEPCHOHHBIN aHAMH3 ¢ anoctepuopHbIM LSD-tectom Puiepa.

[0076] PUC. 68A u 68b mumoctpupytoT uaTerpansayo miomans p-PKC (PKC ramma
Thr514), moiy4eHHYI0 ¢ TOMOIIBI BECTEPH-ONIOTTHHTA (HOPMAJIM30BAHHYIO K 00IeMy OeJKy),
IO CPaBHEHUIO ¢ KOHTposbHOU rpynmoH, B %. PUC. 68A. Conepxanune p-PKC (PKC gamma
Thr514) B xope ronosaoro mo3ra. PUC. 68b. Conep:xkanne p-PKC (PKC gamma Thr514) B
runmnokamre. Kaxnplii cronden npencrasiseT co0oi cpenHee 3HaUeHHE + CTaHIapTHas OMHOKa
cpennero. * -— p <0,05 Mo cpaBHEHHIO ¢ KOHTPOJIbHOM Tpynnoi u # — p<0,05 mo cpaBHEHUIO C
rpynmnoit «XIIC+p-nb». OnHO(DAKTOPHBIN AMCIIEPCHOHHBIM aHaMU3 ¢ anoctepuopHeiM LSD-
TecToM Puriuepa.

[0077] PUC. 69A u 69b wmmoctpupyroT uHTerpanbHyro miomans p-GSK3pB (Ser9),

MOJIYY€HHYI0 BECTEPH-OJOTTHHIOM (HOPMAJIM30BAHHYIO K OOIIeMy OenKy), MO CPaBHEHHIO C
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koHTpoJbHOM Tpymnmol, B %. PUC. 69A. Conep:xanue p-GSK3[ (Ser9) B kope rojloBHOro Mo3sra.
PUC. 69b. Conepxxanue p-GSK3p (Ser9) B runmoxammne. Kaxxneiii cronben npencrasisier coOon
CpeaHee 3HaUeHHue + CTaHAapTHasA omunoOKa cpeqHero. * -— p <0,05 mo cpaBHEHHIO ¢ KOHTPOJIbHOM
rpymmoit u # — p <0,05 mo cpaBHenmoo ¢ rpymmod «XIIC+p-mp». OnHOMAKTOPHBINA
IUCIepCUOHHBIN aHanu3 ¢ anocrepuopHbiM LSD-tectom @urnepa.

[0078] PIC. 70 unmoctpupyer Bmusinue SR 95531 u FQSE na cessbiBanue ['H]-SR
95531 ¢ TAMK peuenTopamMu KOpbI TOJIOBHOTO MO3Ta KPBIC in Vitro.

[0079] PUIC. 71 unmoctpupyer iusuue FQSE u keraHcepuna Ha cBsi3biBanue [“H]-
FQSE ¢ FQSE-cBsi3bIBarOInMu KOPTHKAIBHBIMU caiiTamu in vitro. KpuBasi ketancepuHa Oblia
HCIOJIb30BAaHA B KAUECTBE MPUMEpPa, OHA aHAJIOTUYHA JJIsT BCeX BBIOpaHHBIX TUranaos ¢ [Cso> 100
MKMOJIB/JI.

[0080] PHIC. 72 unmoctpupyer Biausuue FQSE u TAMK Ha cesspianue ["H]-FQSE c
FQSE-cneundudeckumu caiitaMu B KOpe TOJIOBHOTO Mo3ra Kpbichl in vitro. Kpueas I'”AMK
UCIIOJIb30BAJIACh B KAueCTBE NPUMeEpPa, OHA AHAJOTHYHA JJISI BCEX BBIOPAHHBIX JINTAHIOB C
IC50>100 MxMoOB/I1.

[0081] PUC. 73 wummoctpupyer BiausHue FQSE, nuaszenama M mperHeHoJioHa Ha
cessbiBanue [PH]-FQSE ¢ FQSE-cneruduueckuMu caiiTaMi CBA3LIBAHUS B KOPE TOJNOBHOTO
MO3Ta KpPBICHI in Vitro.

[0082] PHC. 74 unmoctpupyet snusnue FQSE u isoguvacine Ha cs3bianue [PH]-FQSE
¢ calitamu cBsisbiBanusi FQSE kopwl rojoBHoro mosra in vitro. Kpuasi isoguvacine Obina
UCIIOJIb30BaHA B KAYeCTBE MPUMEPA, OHA aHAJIOTUYHA JUTSI BCeX BbIOpaHHBIX JUTraHaoB ¢ ICso>100
MKMOJIB/JI.

[0083] PUC. 75A, 75b, 75C unnrocTpupyroT NoBeAeHue Mbliiei B Tecte «IIpunoaHaTeiil
KpecrooOpasHblii  jmabupuHty  mocne  BBeaeHuss  FQSE, OukykymmmnHa (bukx) #
ouxykynmnaa+FQSE. PUC. 75A. Bpemsi, npoBeneHHOE Ha OTKPHITHIX JTy4dax, cekyHael. PUC. 756.
Konmnuectso BxonoB Ha otkpeiTeie 1yuu. PUC. 75B. Muanekc tpeBoxHocTH (MUT), %. Pesynbprate
MPEICTaBJICHBI KaK CpelHee 3HaUeHUe + CTaHaapTHas omubdka cpenHero. * — p <0,05 3HauuMbIe
OTJIMYMST OTHOCHUTENIBHO KOHTPOJIBHOU rpynmsbl, # — p <0,05 — OTHOCHUTENBHO TPyl «OuK», $ —
p <0,05 -— otHocuTenpHO rpymnmel «bukykymmus + FQSE». OnroakTopHBIH ANCTIEPCHOHHBIH
aHanus ¢ arnocrepuopHbiM LSD-Tecrom @uiuepa.

[0084] PUC. 76 wunmocTpupyeT [UIMTEIbHOCTb AaKTMBHOIO TIIaBaHUS B TecTe
«Henszberaemoe nmaBanue no [opconbTy (nByXaHeBHast Mogudukanms)y nocie BBeaeHust FQSE,
ouxykynuHa (buk) u Obukykynuaa + FQSE. Pe3ynbraTel BeIpaskeHbl Kak CpeqHee 3HaYeHHe +
CTaHmapTHast ommoOKka cpemnero. * — p <0,05 mpencraBisieT 3HAYUMBIE OTIMYUS OTHOCHUTENIBHO

KOHTPOJIbHOH rpymmsl, # — p <0,05 — oTHOcuTenpHO rpynmsl «buk», $ — p <0,05 — oTHOCHTENBHO
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rpynmbl «buk + FQSE». OnHodakTopHBIH nucnepcHOHHBIH aHamm3 ¢ anocrepuopHbM JIC/I-
TecToM Puriuepa.

[0085] PUC. 77 wummoctpupyer, uro FQSE mnopasnser nunonommcaxapun (JIIIC)-
uHayuuposannyo runepskcnpeccnto MPHK renos TNFalpha, IL-1b u IL-6 B mepBHYHBIX
INIMAJIbHBIX KJIETKaxX Mblleil. Pe3ynbTaThl pencTaBieHbl Kak cpefHee 3HaueHue + CTaHaapTHas
omubka cpenHero. Bce rpymmer ¢ JIIIC mpomeMOHCTpHPOBANN 3HAYMTENBHYIO Pa3HULYY IO
cpaBHeHHIO ¢ KoHTposieM (6e3 JIIIC). # — p <0,05 3naummele ommums ot JIIIC. * — p <0,05
3HaUYUMblE OTJIMYUSA OT KOHTpoJs. CTaTUCTUYECKUIl aHalu3 MPOBOAWICA C HCIOJIb30BAHUEM
HEnapHOro t-KpuTepus.

[0086] PUC. 78 mumocTpupyer, uro ypoeHb 3kcrpeccuu MPHK IKKb He 3aBucut i o1
npucyrctBust JIIIC, Hu ot FQSE B nepBUYHBIX TIIMaNbHBIX KJIETKax MbIIIHU. Pe3yibTaThl
NPEACTABJICHBI KaK CPEIHEe 3HAUEHUE + CTaHIapTHAsI OIINOKa CPEIHETO.

INOJIPOBHOE OITMCAHHME

[0087] B HacTosilieM MAOKYMEHTE MPENCTaBJICHBbI IMENTUIHbIE KOMITO3UIIMH, KOTOPbBIE
UCIIOJIb3YIOTCS, HampuMmep, [Uisl JIeYeHUs JENpPecCUH, TPEBOKHOCTH, 3AMOLIMOHAIBHBIX
pacCTpOMCTB, CBSI3aHHBIX CO CTPeCCOM. B HEKOTOpBIX acrekrax ObuUTH paspaboTaHbl
HEHpOMOJyIUpYIOLME TepaneBTUYeCKHe KOMIIO3ULMHM Ha OCHOBE MEeNTHIOB AN psija
NICUXUYECKUX COCTOSHMH B Mpefenax CIHeKTpa IeNPEeCCUBHBIX U TPEBOXHBIX PAacCTPOUCTB.
Mumenn nentpanbaoil HepHOI cuctembl (LIHC) Obuin BBIOpaHBI Uil TOCTHXKEHHS BBICOKON
cnenuPUIHOCTH U 3PQPEKTHBHOCTH HEHPOMOAYIUPYIOIIUX MENTHIHBIX KoMno3uuuid. B
COYETAHUH C OXKHUIAEMBIM MpodeM 6€30MaCHOCTH MENTHAOB, HX KOMIIO3ULUA B COOTBETCTBHH
C HACTOAIINM H300peTeHneM odecreunBaroT Oe3onacHoe U 3P PeKTUBHOE JIEeUSHHE.

[0088] B BapraHTax OCYIIECTBJICHHUS B COOTBETCTBUU C HACTOSIIIIMM OTKPBITUEM PELIETITOP
I"TAMK-A, KOTOpBIi SIBISIETCS HOHOTPOITHBIM PELIENITOPOM, ObUT BEIOPAH B KAUECTBE MHILICHH IS
OMHMCAHHON TIpynnbl HEHPOMOAYJNATOPHBIX NENTUAOB. OJHIOTreHHblll smrana ['AMK-A
npezncrasisier coboii ramma-aMuHOMacsHy0 kucnoty (ITAMK), koTopast sIBisSI€TCSI OCHOBHBIM
TOPMO3HBIM HellpoMenuaTopoM B LieHTpajibHONW HepBHON cucreme. Peuentopsr ['AMK-A
SIBJISIFOTCSI TIpeobnanatomum TunoM perenropoB I'”AMK B ronosHoM mosre. Pernenropsr TAMK-
A cocrost u3 5 cyopenuaun. CymiectByer He MeHee 19 pasmuusbIX HM30(popM CyOBEnUHUIL,
KOJUPYEMBIX Pa3HBIMU [€HAMH M CTPYIITHPOBAHHBIX B CYOBEOMHHLIBI O, 3, ¥, O, € U G, H3 KOTOPBIX
Haubonee msyueHnl o, B u y. Cm. Nutt (2006). GABA-A Receptors: Subtypes, Regional
Distribution, and Function. J. Clin. Sleep. Med. 2: S7-11. AkruBHslii caiit perentopa ' AMK-A
HA CTBIKE MEXKAY CYObEAMHULIAMH O U [ sIBJIsIeTCS] caliTOM cBsi3biBaHus st ' AMK 1 HeKOTOpBIX
coenuHeHuii. I'”AMK-A-penentop Mo)keT MOAYJIHPOBATBHCS PsIIOM TEPareBTUYECKUX areHTOB,

BKJIFOYAss O€H30AMa3enuHbl, OapOUTYypaThl, AHECTETHKH, 3TAHOJ, LHUHK W HEHPOCTEPOUMBI.
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bensonnazennnbl (b3]]) cBsI3BIBAIOTCS C TaK HA3bIBAEMBIM CATOM CBSI3BIBAHUS O€H30/IMA3EITHHA,
pAacIIONIOKEHHBIM Ha CTBIKE 0- U y-cyObeamHun pernentopo I'AMK-A. Cm. Barnard (1998)
Subtypes of gamma-aminobutyric acid A receptors: classification on the basis of subunit structure
and receptor function. Pharmacol. Rev. 50 (2): 291-313. Takum oOpa3om, OeH30qHa3EHUHBI
CBSI3BIBAIOTCSI C PELIEITOPHBIM y4acTKOM OenkoBoro komruiekca perenropa I'AMK-A, kxotopbiii
otnuyaercs oT caiita cesizpiBanus I AMK. Kak Tonpko 6€H301Ma3€MUH CBSI3BIBAETCS C yUACTKOM
peuentopa 'AMK-A, OeH301Ma3eNMH AJUIOCTEPUIECKH HU3MEHSET KOH(POPMALMIO pelenTopa
I'AMK-A, ysenuuusas cpoactso peuentopa 'AMK-A k TAMK. B To >xe Bpemst HelipocTeponabl
cesaspiBatoTest ¢ I'AMK-A-penentTopamMu Ha y4yacTKe, KOTOPBIM OTJIMYAETCs OT Y4YacTKOB
y3HaBanus ['AMK, OGenzonmnazenwHoB U OapOUTypaToB. DTO MPUBOAHUT K aJJIOCTEPUUECKOH
Moxayssinuu  cBsizbiBanuss [AMK wunu  M3MeHEeHHI0 MNpPOBOAMMOCTU KaHama. Monymsius
HelpocTeponaMu JIMIIeHa CyObeIMHUYHON CEJIEKTUBHOCTH, T. K. OHH CBSI3BIBAIOTCS C CaliTOM,
KOTOPBIH SIBJISIETCS] KOHCEPBATUBHBIM y OOJIBIIMHCTBA WIEHOB cemeiicTBa peuentopoB 'AMK-A.
Oddexr HeitpocTeponnos Ha peuentop I'AMK-A 3aBUCHUT OT TUIA CTEPOUIOB (arOHUCT WJIH
AHTArOHHUCT), THIA PELEeNTOPOB (CHHANTHYECKUN WM BHECHHANTUYECKHUN), CYOBEOMHUIHOTO
COCTaBa U BHYTPEeHHEU CTpyKTyphl creponna. Cm. Wang, M. (2011). Neurosteroids and GABA-A
receptor function. Front. Endocrinol. 2 ,44).

[0089] ABTOpHI HACTOSAIIETO U300PETEHNST OOHAPYKITH HEHPOMOAYIHUPYIOIIHE MENTH IbI
C HOBBIMH CTPYKTYpaMH U 00JIaIat0IIHe CIIOCOOHOCTBIO CBSA3BIBATHCS C AJIOCTEPUIECKUM CAaHTOM
B3/l mexnay o- u y-CyObeqUHMLAMH W/WIH OPYTUM AJUIOCTEPUIECKHIM MOAYJIATOPHBIM CAaHTOM
peuentopa 'AMK-A, TakuM Kak CalT CBS3bIBAHUS MEXIy O- U P-CyObeIMHULBI W/UIH
cBsi3bIBaHME ¢ HeHpocTepounHbM caiitoMm 'AMK-A. Bpuio oOHapy»keHO, 4TO aHKCHOJIUTUIECKAsT
U aHTUACTIPECCUBHAS AKTHBHOCTh OSTUX MNENTHAOB COMNOCTaBMMAa C JHA3eNaMoM M
¢byBOKCAaMHHOM. DTO OBLIO MOATBEPIKACHO SKCIIEpUMEHTaMH Ha pbiOkax [lanno (Danio rerio) u
IphI3yHax, uTo Oojee moapoOHO 00CYKAaeTCsl B IpUMeEpax HUXKE.

[0090] B HekOoTOpBIX BapuaHTax peaju3aluyd HEWPOMOIYJSATOpPHblE MENTUIbI B
COOTBETCTBUM C pPa3IMYHbIMH BApUAHTAMH pPEAIHU3ALUH HACTOSILIEr0 OTKPBITHS MOTYT
MOJIYJIMPOBATh MOTEHLHAN-yrpasisieMble kanbiueBble kaHaimbl (VGCC), Taxke Ha3blBacMble
MOTEeHLIUAI-3aBUCUMBbIME  KasibliueBbIME kaHasmamu (VDCCs), KOTOpbie TPEACTaBISIIOT COOOMH
TPYIIy NOTEHIHAN-yIpaBisieMblXx KajdpiueBbix kaHatoB (VDCC), oOHapykeHHBIX B MeMOpaHe
BO30YIUMBIX KJIETOK (HampuMep, B MBILIEUHBIX, TJIMAJBHBIX KJIETKaX, HEHpOHaxX M T. A.) C
TIPOHMIIAEMOCTHIO i MoHa Kanbius Ca’’. Cm. Yamakage et al. Calcium channels — basic aspects
of their structure, function and gene encoding; anesthetic action on the channels — a review.
Canadian Journal of Anaesthesia. 2002. 49 (2):151-64. Ilpu ¢usnosornyeckoM MeMOpaHHOM

noteruuane wuiu noTeHrmaie mokoss VGCC oObIMHO 3aKphIThI, OHU AaKTHUBUPYIOTCS (T. €.
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OTKpBIBAIOTCS) NpH Aenonspusanuu Memopant. KonnenTpauus nonos Ca’* BHe Kj1eTku 0ObIMHO
B HECKOJIBKO TBICSIY pa3 BhILIE, YeM BHYTpPHU KieTkH, a aktuBauus VGCC obecrnieunBaer NpUTOK
Ca’* B KjeTky, uYTO, B 3aBHCMMOCTH OT TMNA KJETKH, NPUBOAUT K AaKTHBALMM KaJblLHii-
YYBCTBUTEJbHBIX KAJIUEBbIX KaHAJIOB, MBILIEYHOMY COKPAIICHUIO, BO3OYKIEHHIO HEHPOHOB,
YCUJICHHIO SKCIPECCHH M€HOB WJIM BBICBOOOXKIEHHIO TOPMOHOB WMJIM HEHpOTpaHCMUTTEPOB. CM.
Wilson et al. Thromboxane A2-induced contraction of rat caudal arterial smooth muscle involves
activation of Ca’” entry and Ca’" sensitization: Rho-associated kinase-mediated phosphorylation
of MYPT1 at Thr-855, but not Thr-697. The Biochemical Journal. 2005. 389 (Pt 3):763-74).

[0091] beuto mokazaHo, uro THDOC (terparuapone3oKCHKOPTHKOCTEpoH; 30, 21-
auruapokcu-So-nperaad-20-on), DHEA (merunposnuanapocTepoH) U MPErHeHOJOH NeHCTBYIOT
kak aHtaroHuctel VGCC, oOpatumo Omoxupys VGCC B HelpoHax THIIMOKAMIIA B3POCIBIX
miekonuratomux. Cm. Reddy & Kulkarni. Development of neurosteroid-based novel psychotropic
drugs. Prog Med Chem. 2000; 37:135-75. THDOC siBisieTcst OJIOKUTETBHBIM aJIJIOCTEPHUECKUM
moaynsitopom peuentopa ['AMK-A u  obnamaeT CcemaTUBHBIM, aHKCHOJUTHYECKUM U
npotuBocynopoxHeM AericteueM. Cm. Reddy & Rogawski Stress-induced deoxycorticosterone-
derived neurosteroids modulate GABA(A) receptor function and seizure susceptibility. The
Journal of Neuroscience. 200. 22 (9): 3795-805. bbuto nmokazaHo, 4To O€H30AMA3ETTUHBI, TAKUE
KaK, HarpuMep, Auasenam, duiypaszenam U Ae3ankwidiypasemnaM, W APYrHe IMOJOKHUTEIbHbIE
monyisitopsl TAMKA nHanpsimyro uarudupyrot aktueHocTh VGCC L-trna (L-VGCC). Cum. Earl
& Tietz. Inhibition of recombinant L-type voltage-gated calcium channels by positive allosteric
modulators of GABAA receptors. J Pharmacol Exp Ther. 2011 Apr;337(1):301-311.
l'abanenTuHOMOHBIE TIpenapaTel (Hampumep, rabaneHTUH W TperadaliuH), SBISIOLIUECS
ananoramu ['AMK, moryT netictBoBars nmyreM npsimoro uaruouposanust VGCC. Cwm. Patel et al.
Mechanisms of the gabapentinoids and a2 6-1 calcium channel subunit in neuropathic pain.
Pharmacol Res Perspect. 2016. Feb 27;4(2).

[0092] ABTOpBI HACTOSIIETO H300PETEHUS C TOMOIIBIO KOMITBIOTEPHBIX BBIYHCICHUN
co3aiu Habop MENTHAOB, B KOTOPOM MPEAIONAraeTcs, YTo MoJOoOpaHHbIe MENTHIb! SBIISFOTCS
nenTuaaMu-aiocrepuueckumu  Moayisaropamu 'AMK-A co cpoactBom k B3l u cality
cBsizbiBaHus HeiipocrepounoB (NS) TAMK-A. B apyroif cepun 5KCIIEPUMEHTOB OLIEHWBAJIU
APYroi CalT CBSI3bIBAHUS MEXKIY O- M P-cyObenuHULAMH (HA3bIBAEMbIH CAHTOM CBS3BIBAHHS
anba-0eta win o-f). AITOPUTM TPEeXMEPHOTO AOKHHra ObLT MCIOJIb30BaH JUIsl BhiOOpa Oolee
NOIXOAALINX MEeNTHAOB M3 BbIOOPKM mnenTuaoB. B pesynbrare Obuio uaeHTHPHULHUPOBAHO
CEMENCTBO TETPANENTHIOB C HOBBIMU IOCIEAOBATEIBPHOCTIMH. B HEKOTOpBIX acrekrax ¢
MIOMOIIBIO BBIYMCICHUN OBLI CO3/1aH PsIl TETPANENTHIOB B KAYECTBE MOTEHIUAIBHBIX JIEKAPCTB,

1 OBLIO MPOTECTUPOBAHO MOJMHOMKECTBO TeTpanenTuaoB. [loBeneHyeckoe TECTUPOBAHME in VIVO
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MOATBEPAMJIO, 4TO Tpu wumoctparuBHbix mnentuaa, FQSE, DKTE u WDQV, obnanaror
AHKCUOJUTUYECKON M aHTHUICNPECCUBHOM AKTUBHOCTBIK), CPAaBHUMOW ¢ JAua3enaMoM |
(bayBOoKcaMUHOM, 4TO OoJiee MOAPOOHO 0OCYKIAeTCsl HIKE. ABTOPBI HACTOSIIETO M300peTeHus
pa3paboTany M OLEHWIN HEHPOMOIYJIHPYIOIHE MEeNTHUIBL, KOTOpPbIe, KaK OBbLIO YCTAaHOBJIEHO,
00JamaroT crocoOHOCTRIO CBsI3bIBaThCS ¢ calitoM b3/l (anbda-ramma) n/umm caiitom anbda-Oera
w/wnn caiitom HelpocrepounoB I'AMK-A peuenTopoB. B HEKOTOpBIX acrekTax aBTOPBI
HACTOSIIEro M300peTeHHsT MPOBENH BbIUHUCIMTENIbHBIM aHATNU3 M SKCIIEPHMEHTHI Ha MOJEISX
JKUBOTHBIX, KaK OMHCAHO B JAHHOM JIOKYMEHTE, U B pe3yJbTaTe Oblia HASHTU(UIIUPOBAHA IPYIIIa
TeTPANenTUIOB, onpeaesaeMas ciaenyroreit oomet Gopmynoii: RiRa2R3Ry (I).

[0093] B HekoTophIx acrnekrax Ri mpeacrasiser coO0it aMUHOKHUCIIOTY, PACIOOKEHHYIO
B caiitre B3]], wnm B calite cBs3bpiBaHUs 0-f, wiu B caiite Heiipocreponna AMK-A. N-konen
MEenTHAa MOXKET ObITh pacmoyiokeH B caiite b3/l, wnm B caiiTe CBSI3bIBAHUS O-f3, WM B caiiTe
Helipocrepouna 'AMK-A, wnn B HemocpeAcTBeHHOW Onm3octu OT caiita b3/l, wiu B caiite
CBSI3bIBAHMA O-f, Wik B caiite Helipocrepouna I'AMK-A. AnbrepHatuBHO, C-KOHEL menTuaa
MO3KET OBITh pacroioskeH B caiite b3/1, unu B calite cBsI3bIBaHUS O, WK B caiiTe HelipocTeponaa
I'AMK-A. B HuxecineaymoleM ONMCAHUM MENTH7 OIpenessieTcss Kak IOCIeI0BaTeIbHOCTD,
uaymasi oT N-koHua ao C-koHua. B HEKOTOpBIX acrmekTax TeTpanenTu]; B COOTBETCTBUU C
HACTOSILIUM PaCKpPbITHEM HE COJEPKUT MPOJIHH.

[0094] B HeKOTOPBIX BapUaHTAX PeaIU3alHH MTENTH OTPENeIISIeTCS TAKUM 00pa3oMm, 4To
R1 mpencraBnsier coOod aMHHOKHCIOTY, OTIMYHYHO OT Y, W Ry mpencrasiser coOoii
AMHUHOKHCIIOTY, OTJIMYHYIO OT L, U U303J1eKTPUYEeCKON TOUKON NeNTrUaa MeHbie 6.

[0095] ABtopel wu300pereHus OUEHWIN 3(PGEKTUBHOCTD TPeX HILIFOCTPATHBHBIX
nentunos, FQSE, DKTE u WDQYV, a Takke mpoTecTHpOBaju Apyrue (M3BeCTHbIC) TECTHPYEMBbIE
BEIIECTBA, MCIOJIb3Ysl MOJIENH 1N VIVO H In Vitro, kak OoJjiee moapoOHO 0OCyKmaeTcss HUKE B
pasnene «IIpumeps».

[0096] Panee Habmromanoch, 4TO BBICOKAs TPEBOKHOCTH y PbIOOK JlaHMO CBsi3aHa C
YBEJIIMYCHUEM BPEMEHH, NMPOBEACHHBIM B TEMHOM OTCEKE CBETJIO-TEMHOW KaMepbl (yBEIHUEHHUE
CKOTOTaKCHCAa — TMPEANOYTeHUs] TEMHOTBI), a TaKK€ C YCHWICHHEM CcraiiHoro pediekca,
BBIPAKAOLIETOCS B CTPEMJIEHIH K TECHOMY KOHTAaKTy € APYrUMH pbiOkamu Jlanno. YBennueHune
BPEMEHH, IPOBEIEHHOT'0 HA IOBEPXHOCTH aKBapuyMa (M YMEHbIIECHHE BPEMEHH, TPOBEACHHOTO
Ha aHe) B TecTe K OTKPBITOE MMOJIE)» TAKIKE CBS3aHO C MPOTHBOTPEBOKHBIM 3(P(HEKTOM y pBIO: Takne
u3MeHeHus B noBeAeHnn [lanno mox BiusiHueM antunenpeccanta gpayokceruna (CHMO3C) 6bun
onmucanbl panee. Cm. Egan, R. J. (2009). Understanding behavioral and physiological phenotypes
of stress and anxiety in zebrafish. Behav. Brain. Res., 205(1):38-44. bbuio moxa3aHo, 4TO

YBCIINUCHUEC CKOTOTAKCHCA BbI3BAHO CMCILICHHUEM Oananca OpI/IeHTI/IpOBO"IHO-HCCHGHOB&TGHBCKOﬁ



PCT/US2020/022623 21 WO 2020/186155

U 0OOPOHUTENLHOW MOTHBALIMU B CTOPOHY OOOPOHHMTEIBHOTO MOBEICHUS, & CTAWHBIA pediiekc
SIBJIIETCSI OCHOBHOM 3aIUTHOHN peakiueil Ha XUINMHUKA y cTaiiHbix peio. Cm. Maximino (2011)
Pharmacological analysis of zebrafish (Danio rerio) scototaxis. Prog Neuropsychopharmacol Biol
Psychiatry 35: 624-631; Nguyen (2014) Aquatic blues: Modeling depression and antidepressant
action in zebrafish. Prog. Neuro-Psychopharmacology Biol. Psychiatry 55:26-39. Takum
obpasom, Danio rerio siBisieTCsl MOAXOAAIIEH MOJEIBIO U OLICHKH 3(PPEKTOB MOTEHIIHAIBHBIX
AHKCHOJIMTHKOB.

[0097] BeIBOABI aBTOPOB HACTOSIIErO PACKPBITHS COTJIACYIOTCS C OMyOJMKOBAHHBIMH
TAHHBIMH TI0 3TOMY MPEIMETY, COTJIACHO KOTOPBIM NoBeAeHne Danio rerio B yCIOBHAX OTKPHITOTO
MIOJIS, CBETJIO-TEMHON Kamepbl M YCTAHOBKH, OLICHUBAIOINEH CTaiHbIN pedekc, sBIsAETCS
aIeKBaTHOW MOJENBIO JJISi OLEHKH TPEBOJKHOTO TOBENEHHs, a TaKXKe I OUEHKU 3(PPEeKTOB
AHTHIETIPECCAHTOB M aHKCHOJMUTHUYeCKUX npernapatoB Cm. Maximino (2014). Fingerprinting of
Psychoactive Drugs in Zebrafish Anxiety-Like Behaviors. PLoS One. 9. P. €103943). Ilpu
tecTrpoBanuu Ha Jlanno Obuto ycranomieHo, uto FQSE sBnsercs nmuaupyromuM nentugoMm ¢
BBIPA)KEHHOW aHKCHOJHUTHYECKOH aKTUBHOCTBIO 03 ceaTuBHBIX 3(peKToB.

[0098] CornacHo pe3yabraram, MOJy4eHHbIM B Tectax «OTkpeiToe mose» (OII),
«I[IpunognsTeiii  kpecrooOpasnbiii  nabupunaty (IIKJI) u  «YcnoBroe 00OpOHHTENBHOE
3aKanblBaHUE CTEKISTHHBIX maposy (MB), BBenenne FQSE (mocpeacTBoM BHYTPUOPIOIIHMHHON
UHBEKLIHUN) MBIIIaM TPUBOAMIO K BBIPAXKEHHOMY aHKCcHoJuTHUeckoMmy 3¢pdexry. B Tecre
npunyaurensHoro miasanus o Ilopconsty (FST) BBemenue mentuma nmpuBoauio K 3ddexry,
nonobHoMy 3ddexrtaMm aHTHIENPECCAaHTOB. ABTOpPBI M300peTeHus: HaOmonaaun 3¢pQGeKTs
pasnmunusbix 103 FQSE nocne nHTpaHa3anbHOTO BBEACHUS HA MOBeNeHHe KpbIc Sprague-Dawley B
OI1, ITIKJI u B FST. IloBenenuyeckue usmeHenus nocie seeaeHus FQSE yacTUaHO MOBTOPSIIOT Te,
KOTOpbIe HaOMIONAINCh Yy Kpbic, monydaBmux nuazenam B Tectax OIl u ITIKJL, u y kpoic,
nonyyaBmux  keramuH, B FST. HaubGonee  BbIpaeHHble  aHKCHOJUTHYECKHE |
aHTHAenpeccanTHble 3¢dekTsl mentuaa Habmomamuch B no3ax 0,5 mr/kr u 0,01 mr/kr, B
3aBHCHMOCTH OT TIOBEIEHYECKOH mnapamurMbl. lloJyueHHbIE pe3yJabTaThl MPEOIoJararT
no3o3aBucumyro akTHBHOCTH FQSE ¢ mMakcnmmanbHOH 3¢ (EeKTUBHOCTBIO NPU MHTPaHA3aJIBHON
no3e 0,5 Mr/kr.

[0099] FQSE B no3ax 0,05 u 0,5 mr/kr noxaszan 3¢ ¢exT, nogoOHbIH aHTUACTIPECCAHTY, B
PA3NUYHBIX MMOBENEHUYECKUX TECTAX HAa MOJACIH XPOHHYECKOTO YMEPEHHOTO HENpPenCcKa3yeMoro
ctpecca (CMS). B To ke Bpems FQSE B no3e 0,05 mr/kr nokaszan ankcuoguTudeckuii 3gdexr B
TECTe C MULIEBOro noeeneHust B HOBbIX ycioBusx (NSFT) u nerkuit ankcnonutudeckuit adgpdexr
B [TKJI 6e3 npu3HakoB ceqaTuBHOTO 3¢ eKra.

[00100] PesynbraTe! uccienoBanuii aBTopoB nokasany, 4to no3a FQSE B 0,5 mr/kr
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3HAYUTENTbHO OCNadisieT BbI3BAHHOE 3aIaxOM XHUINHHUKA M30eraHue mMecra B OOJNbLICH CTENeHH,
yem nokcaszosnH (DOX).

[00101] Uccnenosanue 3¢ dexTos B mapaaurme odydeHHon OecriomorrHoctu (BB)
nokasano, 4ro FQSE umeer noso3asucumblii ankcnomutuaeckuii a¢gdexr B tecrax OIT u IIKJL, u
s¢dexTsl, MONOOHBIE aHTHAETIPECCaHTaHbIM, B TecTax FST u TecTe ¢ BBeneHHEM JeKcaMeTa3oHa
(JIMT). Beenmenue FQSE mnpenoTBpamano TUMNEPaKTHUBALUI THUIOTAIAMO-THIIO(U3aPHO-
anpenanoBoii cuctemsl (IT'A) u HapyLIeHHE €€ PeryJIILIH, KOTOPOe MPOSBILUIIOCH Y KUBOTHBIX B
OTBET Ha CTpecc.

[00102] bruto obnapykeno, uto BBemeHue FQSE okasbiBaeT MOJOKUTETBHBIN
HelpoTponHelii  3(p(deKkT Tmocae XPOHHYECKOrO BBENEHHS B  MOJENH  XPOHHYECKOTO
npenckasyemoro crpecca (XIIC). ABTopsl U300peTeHUs] CPABHUBAIOT MOJYYEHHBIE PE3YJIbTaThI
MOJIEKYJIApHBIX MexaHu3moB aelicteust FQSE ¢ onucanHol aktuBHOCTBHIO MoAysitopos 'AMK-
A

[00103] Hemeuenntit FQSE cneuuguuecku sbirecHsier [(H]-FQSE B Hu3kux
KOHIIEHTPALMSX: CaliThl crieruduueckoro casasbiBanus ["H]-FQSE B MeMOpaHax KOpbI TONOBHOTO
MO3ra Kpbic Obln 00Hapyxkensl ¢ ICsy) = 2x10° M. Takxke 6bLI0 0OHAPYKEHO, YTO AMA3ENAM H
nperaeHosoH (o6a sBisroTest aurasaaMu st TAMK-A) UMEIOT HEKOTOPYIO CTENeHb CPOACTBA
(ICs0~10* M) k caiiram csi3biBanus [°H]-FQSE B Mem6paHax Kopbl FoJI0BHOTO Mo3ra kpeic. ERK
Va

[00104] bruto mokazano, yro FQSE mnonpaenser mumonomucaxapun (JIIIC)-
WHAYIUPOBAHHYIO JKCIPECCHIO MPOBOCMANUTENbHBIX HUTOKHMHOB TNF-anbda, IL-1b u 1-6 B
MEPBUYHBIX T[IHABHBIX KJIETKaX MBIIIM, YTO MOKET YKa3blBaTh HAa €ro POJib B PEryJsLUU
HelipoBocnaneHus. [lodyueHHbIe NaHHBIE XOPOILIO KOPPEIHPYIOT C paHee IOKa3aHHbIMU
pesynbTaTamMu BecTepH-OnoTrmara (WB), rtme Obuto BbeisiBaeHo, uro FQSE crnocoben
HOpPMAJIM30BaTh CTPECC-BbI3BAHHOE yBeNMUYeHHe ypoBHA QochopummpoBanuss ERK 172
(yaactHuka nytu MAPK). TlomaBneHne SKCIpEeCCHH MPOBOCHAJIHUTEIBHBIX LIUTOKHHOB,
HaOJII01aeMOe B HACTOSIIIEM UCCIIEIOBAHIH, TAKXKe MOJKHO pacCcMaTpuBaTh Kak pesynbrar [ AMK-
A-unnyrupoBHHON penpeccun MAPK. Cm. Lee (2013). Neurotransmitters and microglial-
mediated neuroinflammation. Curr. Prot. Pept. Sci., 14(1), 21-32).

[00105] OTkpbiTUs aBTOPOB M300peTeHus mokazanu, 4to FQSE moxker npoHUKATh
yepes remarosHredannyeckuii Oapbep. Haubonpmee cponctso k mnentuny FQSE  Obuio
0oOHapyKeHO B OOOHSATENBHBIX JYKOBULIAX, TJ€ €r0 CoAep kaHne ObUIO 3HAUYNUTENBHO BBIIIE, YEM B
apyrux obmactsix mosra. Takske ObUIO OOHapyskeHO, uTo OoJjiee BhICOKH ypoBeHb nentuaa FQSE
NpeACTaBIeH B pepOHTAIBHON KOpPe, THIIIIOKAMITE U THIIOTaIaMyCe 110 CPAaBHEHHUIO C APYTHMH

obnactaMu Mo3ra.
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[00106] B HEKOTOpBIX acmekTax MNpenjsaraeTcs KOMIIO3HLMS, KOTOpas COAEPKHUT
CUHTETHYECKUN HEeWPOMOMYJIHPYIOIUN MENTHA, KOTOPBIH ompexnensercss odmeit dopmynoit I:
Ri1R2R3R4 (I), rme R1 BeiOpan u3 amunokucnor W, F u D; Ry — runpodunbraas amuaokucnora; R;
— ruapoduibHast aMUHOKHCIIOTA;, U Ry BeIOpan u3 amuHokucior V u E.

[00107] B HexoTopbIx BapmaHTax peanusanuu Ri mpencrasisier coboit W. B
APYruX BapuaHTax peanmsanuu R npencrasnser codoii F. B eme nonosHUTEIBHBIX BapHAHTAX
peanusaunu R mpencrasisier coboii D.

[00108] B HexoTOphIX BapmaHTax peanuzauud Ry mpencraBmser  coboit
rHAPOGHITBHYI0 aMUHOKHCIIOTY, TTPH 3TOM rUApOo(UIbHAS aMUHOKHCIIOTA BEIOpaHa U3: MOJISIPHOM
U TIOJIOKUTENbHO 3apsDKEHHOW TUapO(UIBbHON aMHHOKHCIOTBHIL, TOJIPHOH W HEHTpasbHOU
ruAPOGUIBHON aMUHOKHUCIOTEl U TIOJSIPHOW W OTPHULATENIbHO 3apsKEHHOW THIpO(UIBHON
AMHUHOKHCIJIOTBL. B HEKOTOPBIX BapHaHTAaX peaJu3aluy MOJApHAas U HEUTpaJbHas MO 3apsiay
ruapouIIbHAS AMHHOKHCIIOTAa TPENCTaBiIsieT CoOOH aMHUHOKHCIOTY, OTIMYHYR0 OT L, o
MOJIOKUTEIFHO 3apsiKeHHasi TuapoduiibHas aMuHOKHCoTa BeiOpana u3 R u K, H. B HekoTopbIx
BApPMAHTAX peaJM3allu TOJSPHAs U HEWTpajbHAs MO 3apsay TruapoUiIbHAS aAMHHOKHCIIOTA
BoiOpaHa u3 N, Q, S, T u C. B HEeKOTOpBIX BapuaHTaX peaH3alUy MOJSPHAS U OTPUIATEIEHO
3apsbKeHHas ruapodibHast aMuHOkucioTa BeiopaHa i3 D n E, C, Y.

[00109] B HekotopbIx BapuaHTax peanuzaunu Ra moxer ObiTh BbIOpaH w3 D, Q u
K, tak uro R, mosxker ObITh 1100bIM 13 D, Q u K.

[00110] B HexoTOphIX BapmaHTax peanuzauud Rs; mpencraBiser  coboit
rHAPOGHIBHYI0 aMUHOKHCIIOTY, TIPU 3TOM THAPOQIIIbHAST AMUHOKHCIIOTA BEIOpAaHA U3 MOJIIPHOM
U TIOJIOKUTENBHO 3apsDKEHHOW TUApO(UIBHON aMHHOKHCIOTHI, TOJSIPHOW U HEHTpPaJIbHOM
ruAPOGUIBHON aMUHOKHUCIOTEl U TIOJSIPHOW W OTPHULATENIbHO 3apsKEHHOW THIpO(UIBHON
AMHUHOKHCJIOTBL. B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS MOJSApHAss M MOJOXKUTEIBHO
3apsbkeHHas ruapouiIbHas aMuHOKHCHoTa BbiOpana m3 R m K. B HekoTopeIX BapuaHTax
OCYILIECTBIIEHHSI IOJISIPHAS U MOJIOXKUTEIIBHO 3apsyKeHHAst THAPOQIIIbHASI aMIHOKHCIIOTA BEIOpaHa
w3 N, Q, S, T u C. B HexkoTOpBIX BapuaHTax OCYIIECTBJICHHS TOJSIPHAS M OTPULATEIBHO
3apsbKeHHas runpoduibHas aMuUHOKMCIOTa BeIOpaHa. m3 D m E. B HekoTopeIx BapuaHTax
peanu3annu R3 Beiopan u3 Q, Su T.

[00111] B HekoTopbIX BapuaHTax peanuzanuu R4 Beiopan u3 Vu E.

[00112] B HekoToprIx BapuanTtax peanmsannu Ri BeiOpan n3 W, F u D, R, BeiOpan
u3 D, QuK, R; Beibpan u3 Q, S u T, a Ry BeiOpan u3 V u E. B Takux BapuaHTax CHHTETUYECKUN
HEHPOMOAYIUPYIOIIUN TENTHA MOXKET BKJIIOYATh JFOOYIO M3 aMHHOKHCIIOT, YKa3aHHBIX BBILIE.
Takum oOpa3oM, B HEKOTOpPBbIX BapuaHTax peajgmsanuu Ri mpencrasnser coboit W, R»

npencrasisier codoit D, Rs; mpencrasisier coboit Q m Ry mpencrasnsier coboii V. B Takux
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BAPUAHTAX OCYLIECTBJIEHUS] KOMITO3ULMSI MOXKET OBITh CIIOCOOHA CBSI3BIBATBCA C CANTOM
CBs3bIBaHUs OeH30muasenuHa u  HeiipocTepounoB peuentopa ['AMK-A. Kpome Toro,
KOMIIO3ULIMSI MOJKET CBSI3bIBATHCS C CAHTOM CBsi3biBaHMsA 0-f perientopa FAMK-A.

[00113] B Hekoropbix BapmaHTax peanuszaumu Ri mpencrasnser coboii F, Ry
npencrasisier cobolt Q, Rs mpencraensier codoit S u R4 mpexacrasnser coboit E. B takux
BApUAHTAaX peajlu3aluyd KOMIIO3MLIUA MOXKET CBS3BIBaTbCS C caiiTaMM  CBA3BIBAHUS
Oensonuaszennaa u HedpoctepounoB penentopa ['AMK-A. Takke B Takux BapuUaHTax
OCYILIECTBJIEHUs] KOMITO3ULIMSI CIOCOOHA CBSI3bIBATBCS C CAWTOM CBS3BIBAHUS O-f peLenTopa
F'AMK-A.

[00114] B Hexkoropeix BapuaHTax peanmuzauuu Ri mpencrasmsier coboit D, R
npencrasisier cobolt K, R; mpexacraenser coboit T u R4 mpencraenser coboit E. B Takux
BApPHAHTAX PEATH3alNU KOMIIO3HUIHNS MOKET ObITh CITIOCOOHA CBSA3BIBATHCS C CAHTOM CBSI3BIBAHHS
Oensonuaszennaa u HedpoctepounoB penentopa ['AMK-A. Takke B Takux BapuUaHTax
OCYILIECTBJIEHHS] KOMITO3ULIHSI MOKET CBSI3BIBATHCS C CAaliTOM CBsi3biBaHMsA - penentopa T AMK-
A

[00115] 3HaueHue U303JIeKTpUIecKkoi Touku (pl) HEHPOMOAYIATOPHOTO MENTHA B
COOTBETCTBUHU C JIIOOBIM M3 BApUAHTOB pPEATHM3ALNH, OMHCAHHBIX B HACTOSIIEM JOKYMEHTE,
cocrasiisieT MeHee 0. B HeKOTOpBIX BapuaHTax peaju3alyy 3HauU€HUE U303JIeKTPUUIECKON TOUKU
HEUPOMOAYJHUPYIOIIEro MEeNTHAAa HAXOAWTCS B HOpUMEpPHOM avanasoHe oT 3,5 ago 4.5 B
JOTOJHUTENIbHBIX ~ BapuaHTax  pealu3allud  3HauYeHUe U303JIEKTPUYECKOW  TOYKHU
HEUPOMOIYJUPYIOIIETrO MeNTUAA COCTABIISIET OT NPUMEPHO 3,3 10 4,2.

[00116] B HEKOTOpBIX acnekTax MNpeAsaraeTcss KOMIO3HULUSA, KOTOpas CONEPHKUT
CUHTETHYECKUN HEHPOMOIYTUPYIOLINH IENTH I, KOTOPBIN onpeaensieTcs: oomeit Gopmynoii la:

[OO] 17] RiR2R3R4 (Ia),

[00118] rrne Ry BeiOpan uz amunokuciot W, F u D, R, BeiOpan u3 amuHokucyiot D,
Q u K, R; mpencrasnsier co0Oil MOJSIPHYIO W HEHTPaJbHYK IO 3apsiAy TUAPOPUIHHYIO
aMHUHOKHUCIOTY, a R4 BeIOpan n3 amuHokuciaoTe! V 1 E. B HekoTopeIx BapuaHTax peanuzaunu Rs
NpeACTaBisieT cOOOH MOJIIPHYIO M HEHTPANbHYIO MO 3apsiay TUAPOQPIIIBHYI) aMHUHOKHCIOTY,
BoiOpanHyro i3 N, Q, S, T, Pu C.

[00119] ITo MeHblIIEH MEpEe B HEKOTOPBIX BapHaHTax peanusanuu R npencrasiser
coboii F, Ry mpencrasisier codoit Q, Rs; npencrasnser coboli S u R4 npencrasnsier codoit E. Tlo
MeHbIIEelH Mepe B HEKOTOPBIX BapuaHTax peaim3anuu Ry mpencrasisier coboit D, Ry mpencrasmusier
coboii K, R; npencrasnser codoii T u R4 mpencrasisier codoti E. Tlo kpaliHeit Mepe B HEKOTOPBIX
BapHuaHTax peanmsanuu Ri npencrasmiser codoit W, R, npencrasnsier coboii D, R3 npencrassier

coboit Q u R4 mpencrassier cobdoii V.
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[00120] Heipomonyaupyrowmuii NenTUA B COOTBETCTBUH C HACTOSIIIIUM OTKPBITHEM
MoxkeT ObiTb B (popme QapmManeBTUYECKOW KOMMO3HIUUA. KOMIO3UIIMID MOKHO BBOJUTH
CyOBEKTYy, HYXXAAIOLIEMYCsl B JICYEHHUH, HANpHUMEp CYOBEKTy, Y KOTOPOro AMArHOCTHPOBAHO
PacCTPOHCTBO, MPOSBIISIOIIEECS B NEMPECCHH W/WUJIN TPEBOTE.

[00121] B HekoTOpbIX BapHaHTaX peaju3alii MenTu Wi 60jee 4eM OIUH MEeTTHT
B COOTBETCTBHU C HACTOSIINM H300PETEHHEM MOXKET OBIThb BKIIOYEH B KAa4eCTBE AKTHBHOTO
UHTPEIUEeHTa B IMUINEBOH MPOAYKT. B 3THX BapuaHTax OCYINECTBJICHUS NENTHI MOXKET ObITh
BKJIFOYEH B KOMIIO3ULMIO, KOTOpas IMpencraeinser coboil mnumeBoill mnpoaykr. Iluimesas
KOMIIO3ULIUSL MOXKET BKJIFOUATh JIIOOblE HEAKTHBHbIE WHIpenueHThl. Kpome Toro, nuiesas
KOMIIO3ULINSI MOKET BKJIFOUATh, IOMUMO TMENTH/A (-OB) B COOTBETCTBHH C HACTOSLINM OITUCAHUEM,
Apyrue aKTUBHbIE HHIPEIUEHTBI, KOTOPBIEC HE BIUSIOT HA 3(p(PEeKTUBHOCTH MeNnTHA.

[00122] B HekOTOpBIX BapHaHTAaxX peanu3aluyd MEeNTHI B COOTBETCTBUH C
HACTOSIIIUM M300pETeHHEM SIBISIETCS AaKTHBHBIM HHIPEIUEHTOM KOMIO3MLMHU. B mpyrux
BApPMAHTAX peaTN3ali AaKTHBHBI WHIPEIUEHT KOMITO3WUIMH TIPEACTaBiIsieT coOO aHajor
NEeNTHIA, KOTOPBIH MOXKET OBITh aHAJIOTOM C MOAWGHUIIMPOBAHHBIM N-KOHLIOM MJIM aHAJIOTOM C
monuduimposanieiM C-xoHuoM. IlenTun B COOTBETCTBUM C HACTOSILINM H300peTEHHEM
HEOoOs3aTeNIbHO XUMHYECKH MOOU(PUIMPOBaH. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
XUMHYeCKass MOIU(UKALMs BbIOpaHa M3 aMHIUPOBAHHS, METHJIMPOBAHUS W ALETHIMPOBAHUS
onHoro uimm HeckosbkuxX R m3 Ry, Rz, R3 u Ry, xak onmncaHo B qaHHOM mOoKyMeHTE [Uist (OPMYITbI
I wn Ia. B npyrux BapuaHTax peasn3aldd MOTYT ObITh BBINIOJHEHbI IPYTrUe Pa3IMYHbIC THUITHI
Mou(pUKALMI TENTUAHOTO OCTOBA W/MIIM OOKOBOM 1ienr. B HEKOTOPBIX BapHaHTax peaiu3aliiu
XUMUYECKHe MOIU(UKALMU MOTYT BKIIIOUaTh AoOamjieHue (gopmuia, muporiayrammia (pGlu),
OJTHOW WJIM HECKOJBKUX JKHPHBIX KHCJIOT, MOYEBHHBI, kapOamara, cyibhoHaAMHA, aJKUIAMHUHA
WIIH JTI000H NX KOMOWHAIIH.

[00123] Hanpumep, B HEKOTOPHIX BapHAaHTaX peaNM3aLUU IENTHI MOXKET OBITh
«TCEeBIOMENTHAOMY, rae oObmuHas mnentuaHas cBs3b (CO-NH) 3ameHeHa oOmHMM U3
H30CTEPUYECKUX HITH U303JICKTPOHHBIX aHaoroB. Hampumep, BoccranosyieHHbii amun (CH2-NH)
MOJKET OBITh W30CTEPUYECKH BBEICH B IENTHI. B HEKOTOPBIX BapHaHTAaX peajM3allH MeNnTHA
MOJKET OBITh TIOJTyueH B OopMe azanenTua, rae o-yriiepo MenTHIHOTO OCTOBA 3aMEHEH Ha a30T
(6e3 W3MEeHEHHs aMUHOKHCIIOTHBIX OCTaTKOB). B KkadecTBe IOMOJHUTENBHOTO IpHMEpa
XUMHYECKOH MOAM(UKALNN CHHTETHYECKHI HEHPOMOAYIUPYIOIUN MENTHI B COOTBETCTBUHU C
HACTOSIIIUM H300pETEeHHEM MOJKET MPEACTABIATh COOOH PETPO-MHBEPCHBIN MENTHI, B KOTOPOM
D-amuHOKHCTOTa UCTIONB3yeTCs B OOpaTHOH MOCIENOBAaTEIBHOCTH. B KauecTBe eme OmHOTO
IIpuMepa, B HEKOTOPBIX BapUaHTaxX OCYLIECTBJICHUS CHUHTETHYECKHH HEHPOMOAYIUPYIOLIHMA

nenTug B COOTBETCTBUU C HACTOAIINUM OTKPBITUEM MOXKET OBITH NENTUIOMUMETHKOM, OOKOBbBIE
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LeNU KOTOPOro MPUCOEIHHEHBI K aTOMy a30Ta OCHOBHOHM LieNU MENTHAA, a He K 0-aToMaMm
yraepona. Takum 00pa3oM, CHHTETHUECKHUH HEHPOMOIYIHMPYIOLIMA MENTHI B HEKOTOPBIX
BApPHAHTAX PEAN3aLUN MOXKET ObITh MENTONUAOM HIIH MOJIU-N-3aMeIEeHHbIM TITHIUHOM.

[00124] B HEKOTOPBIX BapUaHTax peanusanuu CUHTETUYECKHUN
HEHPOMOAYIUPYIOIINH NMENTHA MOKET ObITh ONMIIMOHAIBHO MOAUMDULIUPOBAH MyTEM BKIIIOUEHHS
HEMPUPOJHBIX AMHUHOKHCIOT B OINpENEEHHbIE MOJOXKEHUs B mnentuae. HewcuepneiBaromuin
CIIUCOK TNPUMEPOB  HENPUPOAHBIX  aMUHOKUCJIOT  BKIOUaeT D-amMuHOKMCHOTBL,  N-
METHJIUpPOBaHHbIe (MM N-aJKHJIUPOBAHHbIE) AMHHOKHUCIOTHL ajb(a-3amMereHHble anbda-
AMHUHOKHUCIIOTBI, OeTa-3aMelleHHbIe ab(a-aMUHOKUCIIOTHI, OeTa-aMHUHOKUCIIOTB, M ramma-
AMHUHOKHCJIOTBL

[00125] B HEKOTOPBIX BapUaHTax peanusanuu CUHTETUYECKHUN
HEHPOMONYNIATOPHBIA TENTHI MOKeT ObITh MOAU(PHUIMPOBAH LUKIU3anueld mnentuaa. B
HEKOTOPBIX BAapUAHTAaX OCYIIECTBJIEHUS CUHTETUYECKUM HEHPOMOIYJISTOPHBIM MENTHI MOXET
ObITh MOOU(HUIMPOBAH TaK, YTO MENTHI CTPYKTYPHO MpeACTaBisier coOoii Mumeruk Oera-
noBopoTa. B HekoTOphIX BapuaHTax peanuzauuu ¢enmnananud (F) B mentume, ecnu OH
NPUCYTCTBYET, MOXET OBbITh 3aMEHEH HHUTPO-, aMHUHO-, (TOp(EHUIATAHMHOM WU APYTHMHU
UHTUOUTOpPAaMH TPOTEA3.

[00126] B HEKkoTOpBIX BapHaHTax peaau3allii KOMIIO3ULUS B COOTBETCTBUHU C
HACTOSIIIUM H300pETEHHEM COIEPKHUT (hapMaLeBTHUECKH PUEMIIEMbIH HOCUTEIb.

[00127] B HexOoTOpBIX BapHaHTaxX pealn3alUd KOMIIO3ULUS B COOTBETCTBUU C
HACTOSIIUM H300pETEHHEM COIEPKHUT CPEACTBO AOCTaBKU. Hocurenb it JOCTaBKH MOXKET OBbIThH
BbIOpaH M3 JIMIIOCOM, HAHOYACTHUI U TOJMCAXapHIOB. B HEKOTOPBIX BapuaHTax pealn3aluu
MOJICAXapHT MOKET OBITh BBIOPAH U3 IUKJIOAEKCTPUHA, XUTO3aHA, LIEJUTFOJIO3bI U aJIbIHATA.

[00128] Kommnosunust B COOTBETCTBUU ¢ HACTOSIIIUM H300pEeTEHUEM MOXKET OBbITh
COCTaBJICHA JJIsl Pa3IMYHBIX NyTel BBeneHHs. HencuepnpiBaomuii Ciucok crnocoOOB BBEIEHHS
BKJIFOYAET WHTAJISIHUOHHBI, MHTPaHAa3aJbHBbIN, MepOpaJIbHBI, BHYTPHUBEHHBIM,
BHYTPUMBIIIEYHbIN U TOJKOKHbIN METO/bI BBEJIEHUSI.

[00129] B HEKOTOpBIX BapHaHTax pealn3aluuyd KOMIIO3ULUS COCTaBJIEHA [JIs
WHTPaHA3aJIbHOTO BBeAeHus. Kommosunus, cocTaBjieHHas JUisi WHTPAaHA3aJbHOIO BBENCHUS,
MOJKET BKJIFOYATh 1O MEHbIIEH Mepe OIWH WHTHOWTOpP MpoTeas CIU3UCTONW OOOJNOYKH HOCA.
HeuncuepnbiBaromuii CnUCOK NPUMEPOB HHTHOMTOPOB BKJIOYAET OJHO MJIM HECKOJBKO
COCOMHEHUH, BbIOPaHHBIX M3 OecTaTHMHA, KOMOCTaTaMHJIA3bl, JICUNENTHHA, AalpOTHHHHA,
OauuTpanHa, aMacTaTuHa, OOpOJIeHIINHA, TyPOMHULIMHA, COJIA JKEYHBIX KHCIOT U (Py3UI0BOM
KUCJIOTHl (HAIpUMep, OSTHJISHIWAMHUHTETpaalerar AuHaTpus). HWHTpaHa3anbHas JOCTaBKa

NpeaACTaBIIACT co00i1 HEMHBAa3UBHBIN CIIOCOO BBCACHHUA TEPANCBTUYCCKHUX TICOTUAOB U
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obecrieunBaeT albTEPHATUBY BHYTPUBEHHBIM WUJIH MOJKOKHBIM HHBEKLIHSIM.

[00130] B HEKOTOpBIX BapHaHTax peaJlu3aluyd KOMIO3WULHA COCTaBJICHA IJIs
BBEICHUS IyTEM HHrajsiluU. B HEKOTOPBIX BapHaHTAaX peajnu3alui KOMIO3ULHS, COCTABIICHHAS
JUIsl BBEAEHUS IyTeM WHIAISALHUM, MOXKET BBOAMTBCS C HCIOJB30BAHUEM YCTPOMCTBA IS
MHTPaHA3aJIbHOTO BBEICHUs CYyXOr0 MOPOILKA.

[00131] B HEKOTOpBIX BapHaHTax peaJlu3aluyd KOMIO3WULHA COCTaBJICHA IJIs
BHYTPUBEHHOT'O BBEACHMUSI.

[00132] B HekoTOpBIX BapUaHTax peaju3aluyi KOMIO3ULNA MOIYJIUPYET PELETITOP
ramMMma-aMuHOMacIsTHOH KUcoTel A (TAMK-A).

[00133] B HekoTOpBIX BapuaHTax peanu3aluu (papManeBTU4eCKas KOMIIO3UIUS
NPEACTaBJICHa B COOTBETCTBUU C JIOOBIM M3 BAPHAHTOB pEANU3aLUN UM JF0O0H KOMOHMHAIueH
BAPUAHTOB pPEaJHM3allH{, ONMHMCAHHBIX B JAHHOM JOKYMEHTE, (hapMaleBTHYECKas KOMITO3UIIHS
COIEPKHUT TepaneBTHUECKH 3(P(HEKTUBHOE KOJUUECTBO KOMIIO3UIIMHU MU 10 MEHBIIEH Mepe OI1H
(apMaLeBTHUECKH TPHEMIIEMbII HOCUTEINb, PACTBOPUTEINb WIIM HAIOJHUTENb. J{JIs1 pacTBOpEHHUS
KOMIIO3ULIMK  Cpeau  JPYIrUX  BO3MOXHBIX  pacTBOPUTENEH  MOXKHO  HCHOJb30BATh
¢dusnonorndyeckuii pacTBop, KapOOHATHBIH MM OMKapOOHATHBIN Oydepsl.

[00134] B HekoTOpBIX BapuaHTaX peaJH3aLMH MPEMJIOKEH CrMocod MOAYJISALUU
peuenTopa ramma-amuHomacisiHoOH kucinotel A (ITAMK-A) B knerke. Crnoco® BKIOUaeT
NPUBEICHUE KJIETKH B KOHTAaKT C KOMIIO3MIMEH B COOTBETCTBHMU C JIIOOBIM M3 BapUaHTOB
OCYILIECTBJIEHHUs] WIH JIE0O0H KOMOMHAaIMel BapHaHTOB OCYIIECTBJICHUS, ONMHCAHHBIX B JAHHOM
JOKYMEHTE.

[00135] B HekoTOpBIX BapHaHTax pealn3aluu IPenIaraeTcsi Crocod JeueHus
SMOILIMOHAJIBHBIX PACCTPOICTB MAIMEeHTa, KOTOpbI B 3TOM Hykaaercsa. Cmoco® BKIOYaeT
BBEJICHHE TEPANeBTUICCKH 3(P(HEKTUBHOTO KOJIMYECTBA KOMIIO3HLIMU B COOTBETCTBHH C JIFOOBIM H3
BOIUIOIICHUNA WJIM JIFOOOW KOMOWHAIMel BOIUIONIEHUH, OMUCAHHBIX B JaHHOM JIOKYMEHTE,
NALHUEHTY, HYKIAIOIIEeMyCsl B 3TOM. DMOIMOHAIBHOE PacCTPOHCTBO MOXKET OBITh aernpeccueil. B
HEKOTOPBIX BAPHAHTAX PEATH3ALHNHU ACTIPECCUS] MOXKET IPEACTABIISITh COOOH AETCKYIO AETIPECCHIO
WA TIOAPOCTKOBYIO ACTIpecCHi0. B HEKOTOPBIX BapHaHTax peasn3aliy AeTpeccus MOXKeET ObITh
BbIOpaHa u3 OOJIBIIOrO JENPECCHBHOIO PacCTPOICTBA, AMCTUMHH, TNPOPBIBHOW NENMpPEeCcCHH
(menpeccuu ¢ BO3BpaIlEeHUEM CUMIITOMATHKH MPH NMPHUEME aHTHIENPECCAHTOB), pehpakTepHON K
JICUSHHIO IENPECCHH, ACTIPECCUH, CBsI3aHHOH ¢ OoJie3Hbro IlapkuHCOHA, nenpeccun, CBA3aHHOM ¢
MOCTTPABMATHYECKHM CTPECCOBBIM PACCTPOMCTBOM, MOCIEPOAOBON NEmpeccuu, OWUMOJIIPHON
gernpeccud. B HEKOTOpBIX BapHaHTaX SMOIMOHAJIBHOE PACCTPOHCTBO MOXKET  OBITh
PacCTpPOUCTBOM, CBSI3aHHBIM CO CTPECCOM.

[00136] B HekoTOpBIX BapuaHTax peaju3alydd SMOLMOHAIBHO PacCTPOHCTBO
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npencraBisier cCoOOH TPEBOKHOE paccTpOiCTBO. B HEKOTOpPBIX BapHWaHTaX peau3aluu
TPEBOKHOE PACCTPOUCTBO MPEICTABJISIET COOOM TPEBOTY y AETEH WM MOAPOCTKOBYIO TPEBOTY.
TpeBoskHOE PACCTPOMCTBO MOXKET OBITH TPEBOKHBIM PACCTPOHCTBOM, BBI3BAHHBIM PAa3JIyKOH,
u30MpaTenbHbIM  MyTHU3MOM, crneuududeckoit ¢obueir (CP), couMambHBIM TPEBOKHBIM
paccrpoiictoM (CTP), maHu4eckum paccTpoiicTBOM, aropadodueli, TpeBOKHBIM PACCTPOHCTBOM,
BBbI3BAHHBIM YIIOTPEOJIEHHEM BELIECTB/IEKAPCTB, U TPEBOKHBIMHU PACCTPONHCTBAMH, BbI3BAHHBIMHU
OPYTUM  COCTOSHUSIMH, IeHEpaN30BaHHbBIM  TPEBOXKHBIM  paccrpoiicteoMm  (I'TP),
NOCTTPaBMaTHUECKUM  cTpeccoBbiM  pacctpoiicteoM (IITCP), GonpmuMm  nenpeccUBHBIM
paccrpoiicteom (BJIP), pedpaxrepuoit nempeccun (TPJl), mocieponmosoit menpeccusi (ITPJT),
OUIOJIAPHBIM  PACCTPOHCTBOM HJIM OHUIOJSIPHOW Jlenpeccrel, 00CeCCHBHO-KOMIYJIbCHBHBIM
pacctpoiicteom (OKP), cunapomom neduumra BHMMaHUs W runepaktuBHoctu (CIBI),
coruanbHOM (odueid, BO30YANMOCTBIO U arpeccueii npu 00j1e3HN AJblreiiMepa u 00CECCUBHO-
KOMITYJIbCHBHOM ~pacCTpOHCTBE. B HEKOTOPBIX BapHaHTaxX peATH3alMH H>MOLMOHAIBHOE
paccTpoOMCTBO mpencTaBisier coboi mm3odpeHnro. B HEKOTOPBIX BapWaHTaxX peaTH3aluu
SMOLMOHAIBHOE  PACCTPONCTBO  MPEACTaBIseT COOOH MOCTTPABMAaTHUECKOE CTPECCOBOE
paccTpoiicTBo. B HeKOTOphIX BapuaHTax peaju3aldyd 3MOLIMOHAIBHOE PpacCTPOICTBO
MpeNCTaBysieT COOON TPEBOKHOE PAaCCTPOMCTRO.

[00137] B HeKOTOpBbIX BapHaHTaxX peasu3aluil MPEAOCTAaBJIEH CHOCco0 JeueHus
SMOILMOHAJIBHBIX PACCTPONCTB B COOTBETCTBHH C JIOOBIM M3 BAPUAHTOB OCYIIECTBJICHUS WU
mr000# KOMOMHALIMEH BAapHAHTOB OCYLIECTBJICHUS, ONMMCAHHBIX B JAHHOM JOKYMEHTE, CIIOCO0
JOTIOJIHUTENIPHO BKIIFOYAET BBEIACHHWE AHTHIETIPECCAHTA. AHTHIENPECCAHT He00sA3aTeNbHO
BbIOpaH U3 TPYMIIBL, COCTOSIIEH U3 MHIMOUTOPOB OOPAaTHOTO 3aXBaTa CEPOTOHHMHA, CEIEKTUBHBIX
uHruouTopoB obparHoro 3axsara HopanuHedppuHa, CHUO3C/CHUO3CH KOMOMHHPOBAHHOTO
JEeWCTBUS, AaHTArOHUCTOB CEPOTOHUHA-2/UHIMOUTOPOB OOPATHOTO 3aXBaTa, AHTUACTIPECCAHTOB C
AHTarOHW3MOM aiib(ha-2+CEePOTOHNH-2 U AHTArOHU3M CEPOTOHWHA-3, AHTHIEIPECCAHTOB C
WHTHOWPOBAHUEM obpaTHOrO 3axBara cepoTOoHMHA/HOp3MuHeppuHa/nodaMuHa,
AHTHIETIPECCAHTOB C HMHrHOMpOBaHUMEM OOpaTHOTrO 3axBara HopamHHeppHHA M nodamuHa,
anraronucra S-HT-laneda, antarommncra S5-HT-10era, aronucroB peuentopa S-HTIA,
aroHUCTOB U aHTaroHuctoB penentopa 5S-HT1A, antaronuctos peuentopa 5-HT2, Bunokcazuna
THOPOXJIOPHIA, NETHAPOSIHAHIOCTEPOHA, aHTaroHUCTOB perentopa NMDA, moTeHuuaTopos
peuentopa AMPA, aHTaroHucToB cyOCTaHIMU P/aHTaroHMcTOB penentopa HEHpPOKWHWHA-],
HETIENITUAHBIX AHTarOHUCTOB CyOCTaHIMH P, aHTaroHNCTOB HEHPOKWHMHA 2, AHTarOHHWCTOB

HEUPOKUHUHA 3 AHTArOHHUCTOB peLenTopoB KOPTUKOTPOMUH-PUITH3UHT-(HAKTOPA,

2

AHTUTIFOKOKOPTUKOUIHBIX TPENApaTOB, AHTAOHUCTOB TIIFOKOKOPTUKOUIHBIX PELUCITOPOB,

areHTOB, OJIOKUPYIOLUINX KOPTH30J, WHTHMOMTOPOB CHHTE3a OKCHIAA Aa30Ta, WHTHOUTOPOB
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dochonmscrepaspl, UHTHOMTOPOB >HKEe(anuHa3bl, aroHuCToB peuentopa ['AMK-A, areHrtos,
yJIaBJIMBAIOIIUX CBOOOIHBIE paankaibl, HHTHOUTOpoB MAQ, cenekTuBHbIX MAOI HHrHOUTOPOB,
TOPMOHOB, (POJMHOBOW KHCJIOTHBI, JIEHKOBOPHHA, Tpamanojia U TpunrodpaHa B KOMOMHALNU C
AHTUIICUXOTUYECKUM JIEKAPCTBEHHBIM CPEICTBOM, MPU 3TOM YKa3aHHOE AaHTUIICHUXOTHYECKOe
JIEKapCTBEHHOE CPENCTBO BHIOPAHO W3 FPYIIIBI, COCTOSIIEH U3 aTUITMYHOTO aHTUIICHXOTHIECKOTO
npemnapara u crabuinzaropa 10paMiuHOBON CHCTEMBI.

[00138] B HeKkoTOpBhIX BapHaHTax peaJH3alHMH TPENCTaBICH Crocod JedueHus
SMOLMOHAIIBHOTO PACCTPOHCTBA B COOTBETCTBHUH C JIFOOBIM M3 BAPHAHTOB PEATU3ALINH WIIH JIFOOOH
KOMOMHAIMe BAapUAHTOB peaIM3alllM, OINHCAHHBIX B JAHHOM JIOKYMEHTE, Crocod
JOTOJIHUTENIbHO  BKJIIOYAET BBEJEGHME JOIMOJHUTENBbHOIO IpenapaTta OT  JeNpeccuH,
HeoO0s13aTeNIbHO BBIOPAHHOTO U3 OJJHOTO MJIM HECKOJIBKHX JTOTIOJTHUTENBHBIX areHTOB.

[00139] B HekoTOphIX BapHaHTax OCYLIECTBIEHUs ONMUCAaHHOE H300peTeHNne
OTIpeneNsieT HACTOSIIIHE KOMITIO3ULUH U CIHOCOOBI, KOTOpPBbIE OMOJIHUTEIBHO BKJIFOYAIOT
JOTIOJIHUTEIbHBIN ar€HT B CIIOCOOBI BBEACHHUS TOTIOHUTENIBHOTO areHTa CyobekTy. B HEKOTOpBIX
BAPMAHTAX OCYIIECTBJICHUS HM300PETEHHE OTHOCUTCS K COBMECTHOMY BBEACHHUIO W/WUJIH
COBMECTHOMY COCTaBJIeHHIO. JIF00ast N3 ONMMCAHHBIX 37I6Ch KOMIO3HLIUH MOXKET OBITh COCTABIICHA
COBMECTHO W/HJIH COBMECTHO BBEJICHA.

[00140] B BapmanTax peanm3aumu W300pPETEHUS  JIOMOJHUTENbHBIH  areHT
npencrasisier coOOH oaMH uaM Heckonbko mpernaparoB m3: CYMBALTA mnepopamibHbIi,
LEXAPRO nepopanehbiii, EFFEXOR XR nepopanbnbiii, ZOLOFT nepopanbnsiii, CELEXA
nepopanbHbiii, TRAZODONE nepopanbubiii, PROZAC nepopanpubii, WELLBUTRIN XL
nepopanbHbiii, CITALOPRAM nepopansubiii, PRISTIQ nepopanbubiii, AMITRIPTYLINE
nepopanbhbiil, SAVELLA nepopanbhsiii, VIIBRYD nepopansubiii, PAXIL CR nepopanbHbii,
WELLBUTRIN nepopaneneiii, PAXIL nepopanbnsiii, SERTRALINE nepopanbHbii,
REMERON nepopansubiii, NORTRIPTYLINE nepopanbhsiii, VENLAFAXINE nepopanbHbii,
FLUOXETINE nepopansubiii, BUPROPION HCL mnepopansubii, MIRTAZAPINE
nepopanbHbiii, RITALIN nepopanbubiii, PAROXETINE nepopansasiii, WELLBUTRIN SR
nepopanbhbiii, DOXEPIN nepopansueiii, METHYLPHENIDATE nepopanbnsiii, SYMBYAX
nepopanbHbiii, ESCITALOPRAM OXALATE nepopansheiii, PAMELOR nepopanbHbIi,
IMIPRAMINE nepopanssbiii, BRINTELLIX nepopansubiii, DULOXETINE nepopanbHblii,
NARDIL nepopanbusiii, FETZIMA nepopansasiii, EMSAM TRANSDERMAL, PARNATE
nepopanbhbiii, PEXEVA mnepopansubsiii, BRISDELLE nepopanbnsiii, CLOMIPRAMINE
nepopanbHbiii, ANAFRANIL nepopanbubiii, TOFRANIL nepopansubiii, FLUVOXAMINE
nepopanbhbiii, ZYBAN nepopanbubiii, DESIPRAMINE nepopanbubiii, SARAFEM
nepopanbhbiii, PROZAC WEEKLY nepopanbubiii, APLENZIN nepopansubiii, METHYLIN
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nepopanbHbiii, NEFAZODONE nepopanbhbiif, QUILLIVANT XR nepopanbhnbiii, TOFRANIL-
PM nepopanbubiii, NORPRAMIN nepopanbubiii, REMERON SOLTAB nepopanbHbii,
BUPROPION HBR nepopanenbiii, OLEPTRO ER nepopanbnbiii, DESVENLAFAXINE
SUCCINATE nepopanbueiii, BUPROBAN nepopanbubiii, IMIPRAMINE PAMOATE
nepopanbhbiil, VILAZODONE nepopanphnbiii, MILNACIPRAN nepopansusiii, PAROXETINE
MESYLATE nepopansubiii, SURMONTIL nepopanbnsiii, MAPROTILINE nepopanbHbIii,
PROTRIPTYLINE nepopanbubiii, PHENELZINE nepopanbubiii, MARPLAN nepopanbHbIii,
OLANZAPINE-FLUOXETINE  nepopanensiii, TRANYLCYPROMINE  nepopanbHbIi,
SELEGILINE tpancnepmaneubiii, AMOXAPINE nepopanssbiii, FORFIVO XL nepopanbHblIii,
ISOCARBOXAZID nepopansubiii, DESVENLAFAXINE nepopanensiii, KHEDEZLA
nepopaibabiii, LEVOMILNACIPRAN nepopanereiii, VORTIOXETINE nepopanssblii, and
DESVENLAFAXINE FUMARATE nepopaibHblii.

[00141] B HekoTOphIX BapHaHTaX peajin3alii JaHHOTO N300peTeHHs MPEACTABIICH
croco0 JieueHUs] 3MOLMOHAIBHOTO PACCTPONCTBA B COOTBETCTBHU C JIFOOBIM W3 BapHaHTOB
peanmzanyu WId JO0OW KOMOMHauWedl BapHaHTOB peajM3allH, ONMHCAHHBIX B JaHHOM
JIOKYMEHTE, CIIOCOO AOMOJHUTENBHO BKIIFOYAET BBEACHUE MTPENapaToB JOTIOIHUTEIBHOTO JICYSHUS
TPEBOXKHOCTH, HEOOSI3aTEIbHO BRIOPAHHOTO U3 OJTHOTO MJIM HECKOJBKUX CIIEAVIOIIHNX are€HTOB. U3
rpynmnbl  OeHzonnasennHoB anmpaszonaM (XANAX), ximonazenam (KLONOPIN), nunazemam
(VALIUM), nopaszemam (ATIVAN), okcazenam (SERAX), xnopamazenokcun (librium), u3
rpymmbl Oera-6mokatopoB npornpanosion (INDERAL) u arenonon (TENORMIN); u3 rpymmsl
Tpunukindeckux anrtupenpeccaHTos umunpamMu (TOFRANIL), nesunpamun (NORPRAMIN,
PERTOFRANE), noptpuntiima (AVENTYL win PAMELOR), amutpuntinna (ELAVIL),
nokcenuH (SINEQUAN umn AD APIN), knomunpamud (ANAFRANIL); u3 rpyminsl HHTUOUTOPOB
monoamuHokcuzasbl (MAOIs) - ¢enemsun (NARDIL), tpanunuumnpomun (PARNATE); u3
TPYIIBl CENEKTUBHBIX WHrHUOMTOPOB OOpaTHOro 3axsata cepotoHuHa (SSRIs) - dayokcernn
(PROZAC), c¢nysokcamna (LUVOX), ceprpamua (ZOLOFT), mnapokcernun (PAXIL),
scauranonpam okcaiar (LEXAPRO), uuramonpam (CELEXA), u3 rpymmbel HHrHOMTOPOB
obOparHoro 3axBara cepoToHHHa-HOpamuHeppuHa (SNRIs) - Bennadakcun (EFFEXOR),
BeHnagakcuH XR (EFFEXOR XR) u nynokcernn (CYMBALTA), w3 rpynmbl MSATKHX
TPaHKBWJIN3AaTOPOB, Takue kak OycrupoH (BUSPAR); u mpoTHBOCYZOPOXKHBIX TNPENaparos,
BbiOpanHbie u3 Banbnpoara (DEPAKOTE), mnperadamuna (LYRICA) u rabanentuna
(NEURONTIN).

[00142] B BapuanTax peanusanuu M300pETEHHs NOMOJHUTEIbHBIA areHT MOKET
ObITh OOBENHEH C MENTHAAMH B COOTBETCTBUH C HACTOSIIIUM H300pETEHHEM.

[00143] B BapumaHTax peanuszalnny HACTOSINEro M300PETEHUS] KOMIO3ULUH MOTYT
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OBITh CIIUTBI C IPYTUMHU (PparMeHTaMHu, HAaPUMED, € TOTIOTHUTENbHBIM ar€HTOM HJIH (PParMEHTOM
IUISL TIPOJUIEHUS TIEpUOa TONyBBIBEACHUS in vivo. [ToMrMo moBbieHns cTaOUIBHOCTH, TaKHe
(parMeHTbl MOTYT TaKXe YBEIMYHBATH PACTBOPUMOCTb MOJIEKYJbI, C KOTOPOH OHH CIHTBHL
@dparMeHT, KOTOPBIH YBEJIWYMBAET PACTBOPUMOCTH (HANpUMep, MPENOTBPAINAET arperaruo),
MOKeT 001er1uTh oOpaleHne ¢ KOMIO3ULIUSAMH U, B YACTHOCTH, YJIYUIIHTb CTA0MIIBHOCTD U CPOK
XpaHeHHs.  XOpOWIO  M3BECTHBIM  NPUMEPOM  Takoro ¢parmenra siusgercs [IO0
(MONMMATUNIEHTIIMKONB). JTOT (PparMeHT OCOOEHHO TPEAyCMOTPEH, MOCKOJBKY OH MOJKET
UCTIOJIB30BATHCS KaK JIMHKEP, a TaKke Kak COMoOMIM3upyromui ¢pparment. [pyrue npumepsl
BKJTOYAIOT MENTUABI U OeJTKK Wi OeJIKOBbIE JOMEHBI WITH aake enbie oenku (Hanpumep, GFP).
B 3TOM OTHOIIEHNH ClleAyeT OTMETHTD, YTO, Kak U I10I, oguH parMeHT MOXKeT NMETh pa3HbIe
¢ynkunn umn 3¢p¢exrer. Hampumep, t™r (DYKDDDDK) npencrasisier co0oii menTuaHbIHN
(parMeHT, KOTOpBIH MOXKHO HCIIOJIB30BAaTh B Ka4eCTBE METKH, HO HM3-3a ILUIOTHOCTH 3apsiia OH
Takke Oyaer yiydmaTh CONOOWIM3anui0. Yike ObUI0  MPOJEMOHCTPHUPOBAHO, YTO
[I3I'mmpoBaHue yBENINYUBAET PACTBOPUMOCTE OMO(papMalieBTUIECKHX TIpenapaToB (Hanpumep,
Veronese and Mero (2008), The impact of PEGylation on biological therapies, BioDrugs; 22 (5)
315-29). [oOaBneHue mnentuaa, MNOJUNENTHAA, O€NKa WJIM Tera OEJNKOBOrO IOMEHa K
NPEACTABISIOIEH HHTEPEC MOJIEKYJIe IIMPOKO OMMUCAHO B JaHHOM obnacth. [IpuMeps! BKIIFOYAIOT,
HO HE OTPAaHUYHMBAIOTCS MU, IENTUBL, OJy4YeHHbIE U3 cHHYKIIenHa (e.g., Park et al., Protein Eng.
Des. Sel. 2004; 17:251-260), SET (meTka, moBbIIIAOLIast pacTBOPUMOCTD, Zhang et al., Protein
Expr Purif 2004; 36:207-216), tnopenokcun (TRX), I'myratuon-S-rpancdepasza (GST), Genoxk,
ces3piBatomni - Manbto3y (MBP), N-yrunmmsupyromee BemectBo (NusA), HeOOJbIION
youkButnHOMIONOOHBIH Monudukatop (SUMO), youmksutun (Ub), mucynbdpunHas ceszp C
(DsbC), 17-xkunomansroHOBbIH npoTenH (Skp), @parmenT nportennkuHassl ¢ara T7 (T7PK), Bl
nomeHa Oenka G, Ilopropsommiics momen ZZ IgG Oemka A, W CBA3BIBAIOLIMNA JOMEH
bakrepuanpHoro nmmyHoroOynnaa (Hutt et al., J Biol Chem; 287(7):4462-9, 2012). Ilpupona
METKH OyZIeT 3aBUCETh OT MPUMEHEHHsI, KOTOpoe OyAeT onpenensaTsh crnennanuct. Hanpumep, mist
TPAHCTEHHOH SKCIPECCHH OMUCAHHBIX 37I6Ch MOJIEKYJ MOKHO MPENYCMOTPETh CIMSTHUE MOJIEKY.JT
¢ Oonee KPyMHBIM JOMEHOM JJIsl IPEAOTBPALIEHUS TPEKACBPEMEHHON eTpafallii KJIETOYHbIMH
MexaHu3Mamu. Jlpyrue mNpUMEeHEeHHsT MOTYT TMpenyCMaTpUBaTh CIHSHHE C MEHbIIECH
COTIOOMIM3UPYIOLIEH MeTKoU (Hanpumep, MeHee 30 aMUHOKHCIIOT, Wik MeHee 20 aMUHOKHUCIIOT,
wii gaxe MeHee 10 aMHHOKUCIIOT), YTOOBI HE CIUIIKOM CHIJIBHO U3MEHSTh CBOMCTBA MOJIEKYIL
JlomoTHUTENbHBIE XUMHYECKHEe MOAU(PUKALMK MOTYT BKIOYaTh pobaBieHne ¢Gopmuna,
nupornyramuiia (pGlu), OmHOW MM HECKOJBKMX JKUPHBIX KHCIOT, MOYEBHHBI, Kapbamara,
cyab(hOHAMHUIA, ATKHUIAMUHA WK JTFOO0N X KOMOWHAIIH.

[00144] I[TomMumo yBenMUeHUs NEPUOAA MOJYBBIBEICHUS], HACTOSILINE KOMITO3ULUU
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MOTYT OBITh CIUTBI C (parMEHTaMH, KOTOPblE H3MEHSIOT IPYrue WIH AOTOJHHUTEIbHbIE
bapMakoknHeTHUECKHE U (hapMaKOAMHAMUYECKHUE CBOHCTBA. HampuMmep, N3BECTHO, YTO CIUSHUE
C aNbOYMHHOM (HampUMep, CbIBOPOTOYHBIM aJTbOYMHHOM YEJIOBEKa), aibOyMHUH-CBS3bIBAIOIIAM
JOMEHOM WM  CHHTETHYECKHMM  aJbOYMUH-CBSI3BIBAIOLIMM  MENTUAOM  YJIy4IIaeT
(bapMakOKMHETHKY U (hapMaKOAMHAMUKY Pa3JIMUHBIX TepaneBTHuecknx OenkoB. (Langenheim &
Chen (2009). Improving the pharmacokinetics/pharmacodynamics of prolactin, GH, and their
antagonists by fusion to a synthetic albumin-binding peptide. J. Endocrinol., 203(3): 375). Hpyroii
94aCcTO MCIOJb3YeMbIH (pparMeHT MpencTaBisieT coOoil (parMeHT KpUCTALTH3YIOLIEeHCs 00nacTu
(Fc) anturena. [lpupony 3THX CIUSHUN MOXKET ONMPENeSUTh CHEIUAINCT B JaHHOW OOJNacTu B
3aBHCHMOCTH OT OOJIACTH MTPUMEHEHHSI.

[00145] B HExOTOpBIX BapHaHTax peannu3aluu NEeNTH/bI JAHHOTO OTKPBITUS MOKHO
BBOJUTh KaK CaMOCTOSITEJbHbIN (DapMalleBTUUYECKUI areHT Win B KOMOWHALMHM C OJHUM HWJIH
HECKOJIbKUMHU JPYrUMH  (papMaleBTUUECKUMH areHTaMy, I7i¢ KOMOWHAIMs HE BBI3BIBAET
HENPHUEeMJIEMBIX TOOOUYHBIX 3(PdeKToB.

[00146] KonuyecTBO akTMBHOrO KOMIOHEHTA, BBOAWMOIO MPH JIEUEHUU OJHOIO
WIA HECKOJIbKUX COCTOSIHHH, MOJKET BapbHPOBATHCS B 3aBHCHMOCTU OT TAKHX YCJIOBUH, Kak
KOHKPETHBIN MMENTH] U MPUMEHseMasi eAMHULIA JO3UPOBKH, CIIOCOO BBEACHUS, IEPUO JICUSHHUS,
BO3PACT, BEC, MOJ MAIMEHTAa, KOTOPbIH MPOXOIUT JICUEHHE, a TAKXKE XapakTep U CTEINeHb
3aboneBanHus. KoMmo3ummst B COOTBETCTBHM C HACTOSIIIAM HM300PETEHHEM MOKET BBOAUTHCS
CyOBEKTY B COOTBETCTBYIOIIEH 103€ OTPENEICHHBIM MyTEM.

[00147] B HekoTOpBIX BapuaHTax peanu3aluMd [A03a M[EeNTUIA, KOTOPYIO
HEOOXOIMMO BBOIUTH, OOBIYHO OyAET HAXOAMTHCSA B AuanaszoHe oT mpuMepHo 0,001 mr/kr mo
npumepro 200 mr/kr Beca Tena, ot npumepro 0,01 mr/kr no npumepHo 100 Mmr/kr Beca Tena, OT
npumepro Ot 0,01 mr/kr no npumepHo 50 Mr/kr Beca Tena, oT mpumepHo 0,01 MI/kr 10 npuMepHO
40 mr/kr Beca Tena, ot npumepHo 0,01 Mr/kr no npumepro 30 mr/kr Beca Tena, ot mpumepHo 0,01
MI/KT 10 ipuMepHO 20 MI/KT Beca Tena, oT npuMepHo 0,01 MI/Kr 1o mpuMepHO 5 MI/KT Beca Teda,
ot nmpumepro 0,01 mr/kr no mpumepro 10 Mr/kr Beca Tena, ot nmpumepHo 0,1 Mr/kr 1o nmpuMepHO
10 mr/kr macca Tena, ot npuMmepHo 0,1 Mr/kr mo mpumepHo 20 Mr/Kr mMacchl Tena, oT okoJio 0,1
MI/KT 10 0K0Ji0 30 MI/Kr Macchl Tena, 0T 0koJji0 0,1 Mr/kr 10 0k010 40 MI/KT MaccChl T€IA, OT OKOJIO
0,1 mr/kr no mpumepHo 50 Mr/kr Beca Teja. KIIMHUYECKH MOAXOASAIINE CXEMbI JTO3UPOBAHHUS
BapBUPYIOTCS OT OJHOIO 1O Tpex pa3 B JeHb. PapMaleBTHYECKas KOMIIO3ULHUS C
HEHPOMOAYIATOPHBIMH TNENTHUAAMH, OIHUCAHHBIMM B JAaHHOM JOKYMEHTE, TAaKKe MOXKEeT
BBOJAUTBHCS B BHIE OAHOKPATHOW N03bl M3-3a OezomacHOCTH M 3(P(PEKTUBHOCTH KOMITO3ULIMH
pa3oBas 032 KOMIIO3UIIMH MOKET ObITh 3 (HEeKTHBHOM IJIs1 0OJIerYeH!s] CUMIITOMOB, CBSI3aHHBIX

¢ nmempeccueld wim TpeBoroil. I'paduk JNedeHus Takke MOXKeT ObITh paspaboraH misi Gonee
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JUINTEbHOrO  Kypca JedeHus. Hampumep, B  HEKOTOpbIX BapuUaHTax peanu3aluu
dapmMarieBTHUECKas] KOMIIO3MLMS B COOTBETCTBUM C BapHAHTAMU pPEATH3ALMH HACTOSLIETO
U300pETeHNsT MOKET BBOJAUTHCS B TeueHue Oojiee OHOTO JHs, HApuMep, oT 2 nHei 1o 60 nHei,
uiu oT 2 nHel 1o S0 aHei, unu ot 2 nHeit 1o 40 auelt unu ot 2 nHeit 1o 30 aHel, a cyToyHas 103a
MOJKET HaXOAWUTBCS B JEOOOM M3 BBIIEYKA3aHHBIX THANa30HOB. BeexeHue Oosee OmHOrO AHS
MOXKHO MCTIOJIb30BATh AJIS JIEYEHUSI XPOHUUECKUX CUMIITOMOB MJIA PACCTPOUCTB, KOTOPBIE MOTYT
OBITB JIFOOBIMH U3 PA3IMYHBIX MCUXHUYECKUX, MOBEAEHUECKHUX, ah()EeKTUBHBIX, HEBPOTHUYECKUX U
SMOLMOHAJIbHBIX PACCTPOMCTB, BKIJIIOUas AEMPECCUI0, TPEBOTY U PAacCTPOMCTBA, CBS3aHHBIE CO
CTPEcCcOM.

[00148] «CyOBeKkT» — 3TO MIIEKOMUTAIOINEee, HAMpUMep YeNoBeK (Hampumep,
JKEHIIMHA WJIM MY3KYHHA), MBIIIb, KPbICA, MOPCKasi CBUHKA, cO0aka, KOIIKa, JIOIIaab, KOPOBA,
CBUHbBSI HJTH IPUMAT, TAKOU Kak 00e3bsiHa, IUMIIaH3e, 0a0yHH WK pPe3yc, a TEPMUHBI «CYOBEKT»
U «TALUEHT» UCIOJB3YIOTCS 3/1eCh B3aMMO3aMEHsIEMO.

[00149] OrnucaHHbIe 31€Ch MENTUIBI MOXKHO BBOJIUTD B (JOpMeE CIIpeeB, HApUMED,
WHTPaHA3JIbHBIX CTIPEEB.

[00150] Hzobperenne takke obecreynBaeT HaOOPBI, KOTOPbIE MOTYT YIIPOCTUTh
BBEJCHHE JIOOOr0 areHTa, OMHMCAHHOTO B JAHHOM JOKyMeHTe. MiumrocTpaTHBHBI HabOp MO
n300pETEHHUIO BKIIFOYAET JTI00YI0 KOMIIO3HLIUIO, OTIMCAHHYIO B JAHHOM JOKYMEHTE, B CTAHAAPTHOM
JekapcTBeHHOH popme. B ofHOM BapraHTe OCYINECTBICHUS CTAaHAAPTHAS JIEKapCTBEHHAst hopma
npencTaBisier coOOH KOHTEHHEep, TAKOH KakK NMPEABAPUTENbHO 3aIOJHEHHBIH LINPUL, KOTOPBIHA
MOKET OBITb CTEPHJIbHBIM, COIEpsKaluii 000N areHT, ONMMCAHHBIA B JAHHOM JOKYMEHTE, W
(apMareBTHUECKH NPUEMIIEMbIi HOCHTENb, pa30aBHUTENb, HANOJHHUTEIb WU HAIOJHUTEIb.
Habop MOeT HNONOJHUTENBHO COAEPkKATh OSTUKETKY WM HarleyaTaHHbIE WHCTPYKIHH,
UHCTPYKTUPYIOIIHNE UCTIOIB30BaHUE JIFOOOTO areHTa, ONMMCAHHOTO B JAHHOM JOKyMeHTe. B Habop
TaK:Ke MOXKET BXOJUTh PACIIUPHUTENb BEK, aHECTETUK JJIi MECTHOTO MPUMEHEHHs U ouuniiadiiee
cpeacTBo st Mecta BBeneHHMs. HaGop Taxke MOXKET AONMOJHHUTENBHO BKIIIOYATb OJUH WIIH
HECKOJIBKO JOTIOJHUTEIbHBIX areHTOB, ONMUCAHHBIX B JAHHOM JOKyMeHTe. B ogHOM Bapuante
OCyLIeCTBJIeHHs] HAaOOp BKIIOYAeT KOHTEHHep, coxepkamuid >PQPEeKTHBHOE KOJIUYECTBO
KOMIIO3ULIUH IO HACTOSIIEMY H300peTeHnI0 U 3((PEKTUBHOE KOJIMYECTBO APYroil KOMIO3HLIUH,

TaKOI Kak OMUCaHHAas 37eCh.

[00151] Hacrosiimee OTKpBITHE MOMNOJHUTENBHO WIUTFOCTPUPYETCS CIAEAYIOLIUMU
pUMepaMu.

ITPUMEPLI

[00152] IIpumep 1: BeruucnurenbHbIN AU3aliH NENTUIOB

[00153] Habop menTunos u3 ruapoimn3ata KOPOBBETO MOJIOKA ObLT pa3fesieH Ha 5
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KaTeropuii U mpeodpa3zoBaH MPU IMOMOIIH KOMITBIOTEPA B HAOOP BCEX BO3MOXKHBIX TETPAIIEIITHIOB
C MTOMOIIBIO CKOJIB3AIIEr0 OKHA C pa3MepoM mara B 1 amuHOKHCIOTY. Beero Obut monyuen 341
YHUKaJIbHBIA TeTpanenTtua. Jns kaxmoro mentuaa Obul mpuMeHeH ajiroputM 3D CTBIKOBKH
(moxmHra), 4roObl MONOTHATH NENTHA K caiiTy cBs3biBaHUS OeH3omuasennHoB (b3J1) Ha
peuenTopax 'AMK-A u k caiity mexay anbda- u 6era-cydorenununamu peuentopa AMK-A,
YTO MpHBENO onpeneneHno 10 20 BO3MOXKHBIX KoH(popMmaimii nentuaa. Beero Opuio co3gano
5650 yHuKaJbHBIX MOJOXKEHUH menTuaa. Bee mosuimn Oblin 0ObeOMHEHBI, 1 ObLIa pacCUNTaHa
94acToTa, C KOTOPOW aToM OIPENeNIeHHOTO THMa (apOMaTHUECKUil yriepoj, IOHOP/aKUenTop
BOJIOPOJIHOM CBSI3U U T. /1.) HAXOIUTCS B 3aMaHHON obactu. Kaxyro koHpOopMannio B3BEIINBAIIH
COMJIACHO KapTe NPOCTPAHCTBEHHOW IJIOTHOCTH U HOPMHPOBAJIM HAa KOJWYECTBO aTOMOB U
ocratkoB. CalT CThIKOBKHM ObuT BhIOpaH Oousbine, yem cat b3J[, u, Takum oOpazom, YTOOBI
OOJIErYuTh OIICHKY Pe3yJIbTaTOB, enTuaaM donbine, yem cait b3 /1, Ob1a mprucsoeHa orenka 0,0.
Bce oObruHbIE B3aMMONEHCTBHS (TaKUe KakK JEKTPOCTATHUKA, BOJOPOIHBIE CBSI3U U T. A.) ObLTH
yUTEHbl HA OJTale CThIKOBKH/MOATOHKH. Kpome TOro, Ha OCHOBAaHHMH HX OLIEHOK ObUIH

npeaBapuTenbHO otobpansl 100 TeTpanenTHaos.

[00154] ITpumep 2: BeiOop ueThIpex MenTUAOB AJIsl TECTHPOBAHUS
[00155] 2.1 Lenp uccnenoBanus
[00156] BeIsiBUTE T€ TeTpamenTuabl, KOTOpble OYAyT HMMETh MAaKCHMaJbHOE

CpoACTBO K OeH3omuasenuHoBoMy caiity pernentopa AMK-A cpeau maHHBIX MENTHAOB, C
MOMOLIBIO BBIUUCIUTEIbHBIX METOJIOB.

[00157] 2.2 Pe3ynbTarhl

[00158] Hannaeii HaOOp MENTHIOB W3 TUAPOJIHM3aTa KOPOBBETO  MOJIOKA,
pa3zmeseHHbI Ha 5 Kareropui, Obu1 mpeoOpa3oBaH B HaOOp TeTpanentuaoB. Bece BO3MOKHBbIE
TeTpanenTH bl ObLTH MOJYYEHBI U3 KAKIOrO MEeNTH/IA C ITOMOLIBIO CKOJIB3SILIIETO OKHA C pa3MepoM
mara B 1 aMmuHOKHCHOTY. Beero Obut monyuen 341 yHUKaIbHBIA TETPANeNTH.

[00159] Kasknpiit mentua Obu1 MOIUGULIUPOBAH CIEAYIOUTUM 00pa3oM: arleTHIbHAs
«mpobka» Obia modasyieHa kK N-KOHIy, a MeTUJIbHAs - K C-KOHITy.

[00160] Jnst kaxaoro mentuna MpOBOIAWIN CTHIKOBKY ¢ caiitom B3]l peuentopa
I'AMK-A, renepupyss no 20 xondopmauumii. Bcero Opumio momydeno 5650 yHHKaJIbHBIX
MIOJIOXKEHHH TenTUAOB. B nanpHeimem Bce pe3ynbTarsl ObUTH 00BeINHEHB! 1 TPOAHATM3NPOBAHA
4acToTa, C KOTOPOU aTOM 3TOro THMA (ApOMAaTUYECKHI YIriiepoll, JOHOP/aKIenTop BOJOPOIHOMN
CBSI3M M T. 1.) MOMajgaeT B 3aAaHHy obOmacte. Kaxnayro KoH(GOpMAaLWIO B3BEIIMBAIH B
COOTBETCTBUU C 3TOM KapTOW MPOCTPAHCTBEHHOW IUIOTHOCTHM M HOPMHUPOBAJIU HA KOJUYECTBO
aTOMOB W OcCTaTkoB. TakuMm oOpas3oMm, ObLI MPOBENEH CBOEro pojAa CTATHCTUYECKUN aHAJIM3.

ITockonbKy CTBIKOBOYHAS sueiika, Mo o0memMy mpusHaHuio, Obuia Oonbine, yem cat b3/, mis
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oOJierdeHus OLICHKH pe3yJibTaTa MenTH/IbI, BRILIEANIe 3a peaens! calita b3/1, nmpucsanBarorcs ¢

UCITIOJIB30BAHNEM OLIGHOUHOW OTMeTkH 0,0. Yuer OOBIUHBIX B3aMMONEHCTBHH (TaKUX Kak

3JIEKTPOCTATHKA, BOJOPOIHBIE CBS3H U JIP.) B SIBHOM BHJE MPOUCXOAUT Ha 3TAIE CTHIKOBKU.
[00161] Takum obpazom, O6buT0 ToNy4eHo okoio 100 pe3ysnbTaToB CO 3HAYCHHEM

¢dbyHkUMM oueHku >0,7:

[00162] Kpatkoe naszpanue/ Hazpanue nmosumn/ OtieHka
[00163] YLQY YLQY out modell6.pdb  1.00
[00164] YQLY YQLY out model9.pdb 0.99
[00165] YQLY YQLY out modelll.pdb  0.94
[00166] YLQY YLQY out_modelS.pdb 0.93
[00167] YLEQ YLEQ out modell0.pdb 0.92
[00168] QYLY QYLY out modellO.pdb  0.92
[00169] YLKY YLKY out model9.pdb 0.90
[00170] YLKY YLKY out modell9.pdb  0.89
[00171] YLKT YLKT out model4.pdb 0.89
[00172] YQLY YQLY out model3.pdb 0.86
[00173] FLLY FLLY out modell10.pdb 0.86
[00174] YQLY YQLY out model20.pdb  0.86
[00175] YQKF YQKF out _model2.pdb 0.86
[00176] YLQY YLQY out_model4.pdb 0.85
[00177] YLKY YLKY out model6.pdb 0.84
[00178] LYQE LYQE out model8.pdb 0.84
[00179] FQSE FQSE out_model5.pdb 0.84
[00180] FLLY FLLY out model7.pdb 0.83
[00181] QYLY QYLY out modelll.pdb  0.82
[00182] FYQK FYQK out_model5.pdb 0.82
[00183] LYQE LYQE out model2.pdb 0.82
[00184] FLLY FLLY out modelll.pdb 0.81
[00185] YLGY YLGY out modell5.pdb  0.81
[00186] YLQY YLQY out modell2.pdb  0.80
[00187] PFTE PFTE out modelll.pdb 0.80
[00188] WDQV WDQV _out modelll.pdb 0.80
[00189] PEVF PEVF out _model16.pdb 0.80
[00190] FLLY FLLY out modell3.pdb 0.80

[00191] YLQY YLQY out modell3.pdb  0.79
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[00192]
[00193]
[00194]
[00195]
[00196]
[00197]
[00198]
[00199]
[00200]
[00201]
[00202]
[00203]
[00204]
[00205]
[00206]
[00207]
[00208]
[00209]
[00210]
[00211]
[00212]
[00213]
[00214]
[00215]
[00216]
[00217]
[00218]
[00219]
[00220]
[00221]
[00222]
[00223]
[00224]
[00225]
[00226]

36
LSRY LSRY out modell2.pdb 0.79
LLRF LLRF out model2.pdb 0.79
WDQV WDQV_out_modell5.pdb
MPLW MPLW _out _modell7.pdb
KYQF KYQF out modell0.pdb  0.79
YLKY YLKY out model7.pdb 0.78
YLKT YLKT out modelS.pdb 0.78
FYQK FYQK out modell3.pdb  0.78
YQLY YQLY out _model7.pdb 0.78
YQKF YQKF out modell4.pdb  0.78
LLRF LLRF out model5.pdb 0.78
KYQF KYQF out modell6.pdb  0.78
YQKF YQKF out model3.pdb 0.77
YLQY YLQY out modell8pdb  0.77
QYLY QYLY out modell7.pdb  0.77
YQLY YQLY out _model8.pdb 0.77
YQFL YQFL out model8.pdb 0.77
FFVA FFVA out model6.pdb 0.77
KTVY KTVY out modell8.pdb  0.77
YOQLY YQLY out modell3.pdb  0.76
KYQF KYQF out modelll.pdb  0.76
FSDI FSDI out modell4.pdb 0.76
FFVA FFVA out model5.pdb 0.76
YLKY YLKY out modell3.pdb  0.75
FFVA FFVA out model7.pdb 0.75
SFSD SFSD out modell4.pdb 0.75
FLLY FLLY out model8.pdb 0.75
FFVA FFVA out modell2.pdb 0.75
LLYQ LLYQ out _model5.pdb 0.75
DKTE DKTE out model20.pdb 0.74
LLYQ LLYQ out _model6.pdb 0.74
QYLY QYLY out model8.pdb 0.74
YYVP YYVP out modell3.pdb  0.73
YQKF YQKF out modell3.pdb  0.73
LSRY LSRY out model9.pdb 0.73

0.79
0.79

WO 2020/186155
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[00227]
[00228]
[00229]
[00230]
[00231]
[00232]
[00233]
[00234]
[00235]
[00236]
[00237]
[00238]
[00239]
[00240]
[00241]
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YOQLY YQLY out modell9.pdb  0.73
YLKT YLKT out modell4.pdb 0.73
FTES FTES out modell5.pdb 0.73
LSRY LSRY out model4.pdb 0.73
GTQY GTQY out modell3.pdb  0.73
PEVF PEVF out model7.pdb 0.72
FLGA FLGA out model7.pdb 0.71
YTDA YTDA out modellO.pdb  0.71
YPSY YPSY out modell8.pdb 0.71
KTVY KTVY out_model2.pdb 0.71
YPSY YPSY out modell9.pdb 0.71
FTES FTES out modell2.pdb 0.71
FPKY FPKY out model9.pdb 0.71
QYLY QYLY out modell8.pdb  0.70

Mo:xHOo OLCHUTDH NONAJAaHUEC OTACIBbHBIX TETPANICIITUAOB B CIIMCOK JIYHIIIHUX

pe3ynbTaToB. [IOCKOJBKY OOJBITUHCTBO MENTHAOB JIMHEHHO PACMOJIONKEHbl HA TOBEPXHOCTH

OeNKoB, MOXKHO OIpeNenTh HampapiieHHe No oTHomeHuro k caiity b3/l Hmxke F o3nadaer

«Brepen» - N-KOHeI[ eNTHAa PacroiokeH B caiite b3/] unm B HemocpeacTBEHHON OJIM30CTH OT

Hero. R o3Havaer «oOpaTHbIi» - C-koHen nenTuna pacnosoxkeH B caiire b3/ - B aTux cimy4asx

NEeNTUAHYIO NOCNIEA0BATEeNbHOCTh cieayeT paccmarpuBath oT C-koHua 1o N-koHua. Ilentump,

cozeprKalue ToJbKo KoHGopMep R, He SABISIOTCS MenTHIAMH U3 MPEIOCTABICHHOTO CITUCKA!

[00242]
[00243]
[00244]
[00245]
[00246]
[00247]
[00248]
[00249]
[00250]
[00251]
[00252]
[00253]
[00254]
[00255]

YQLY 8 F/R
YLQY 6 F/R
YLKY 5 F/R
QYLY 5 F/R
FLLY 5 F/R
YQKF 4 F
FFVA4F
YLKT 3 F
KYQF 3R
LSRY 3R
FTES 2 F
PEVF 2R
YPSY 2 F/R
LYQE2F



PCT/US2020/022623 38 WO 2020/186155

[00256] LLRF 2R
[00257] KTVY 2R
[00258] FYQK2F
[00259] WDQV 2 F
[00260] LLYQ2F
[00261] DKTE 1 F
[00262] YTDA1F
[00263] FQSE 1 F
[00264] FSDI1F
[00265] PFTE 1 F
[00266] MPLW 1 R
[00267] GTQY 1R
[00268] SFSD 1 F
[00269] YQFL 1 F
[00270] FLGA1F
[00271] YLEQ1F
[00272] YLGY 1R
[00273] YYVP1F
[00274] FPKY 1 R
[00275] Jlyumue Haxoaku TOBOJBPHO PABHOMEPHO PacrojioskeHsl Ha caiite b3/
[00276] 2.3 3akyroueHne
[00277] IIpu ouenke Hanbojiee TOIXOASINNX BapUAHTOB, ObBUTM OOHAPYKEHBI

terpanentunasl u3BectHoro nentuaa YLGYLEQLLR. Onnako Obutn OOHApy:KE€HbI U APYTHe
MNENTUbI, KOTOpBbIE CYLIECTBEHHO OTJIHWYAKTCS OT MNENTHUAOB IO IOCIEAOBATEIbHOCTH, HO
HE3HAYUTENIbHO OTJIMYAIOTCA 10 3HAYEHHI0 OmeHO4HOH ¢yHkuuu. g nmajgpHeimen
SKCMEPUMEHTAIIbHON MPOBEPKH ObLTH BbIOpaHbI crenyroniue ucxoausie nentuael: FQSE, WDQV,
DKTE, a s otpunatenbHOro KouTpods - FLPY.

[00278] KpoMe TOro, WCHONB30BANNCh BBIYUCIUTENbHBIE METOIbI, UYTOOBI
npoeeputsh, MoxeT Ju nentun FQSE umeTs cpoacTso k HelipoctepouaHoMy caiity TAMK-A.

[00279] Terpanentun FQSE nepBoHavaisHO ObUT HAESHTH(PUITMPOBAH MOCPEACTBOM
BBICOKOTIPOU3BOAUTEIBHON KOMOWHATOPHOW CTHIKOBKH BCEX BO3MOJKHBIX TETPAINENTHIOB BO
BHeKJIeTOUHbI noMeH penentopa ['AMK-A. Beuto oOHapy:keHO, YTO MNPEANOYTUTETHHBIM
KapMaHOM CBSI3bIBaHMsI JUIsl 3TOro mentuja sisisiercst cailt b3/l 3arem pexuMbl CBSA3bIBAHUS
FQSE Obun HE3aBUCHUMO TPOBEPEHBI BO BPEMsI KOHTPOJIBHOW CTBIKOBKH C TIOJHOH MOJEIBIO

peuentopa I'AMK-A ¢ BKIIFOUEHHEM €ro CKPBITHIX B MeMOpaHe anb(a-CrupasbHBIX JTOMEHOB.
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DTOT 3amyCcK MNPOAEMOHCTpHpoBai Bbicokoe mpeanourenne FQSE mo cpaBHeHmio ¢ caiitom
cBs3bIBaHus HeripocTepounoB ' AMK-A co Bcemu aydmmnmu coBnageHussMu u3 20 He3aBUCUMBIX
PEIUINK, PaclOJIOKEHHBIX B HEM.

[00280] OTHU BKCMEpPUMEHTHl JAeMOHCTpupytoT, uto nentua FQSE cessbiBaer
petentop TAMK-A B nByx 00nacTsX: OCHOBHOH CIOCOO CBSI3bIBAHUSI COOTBETCTBYET CaHTy
HEWPOCTEPOUA, a BTOPOCTeNEeHHbIM — caitty b3 /1.

[00281] IIpumep 3: Omnenka BAUSHUS BbIOPAHHBIX TENTUAOB U IPYIUX
TECTHPYEMBIX BelecTB Ha noseaenune Jlanno-pepuo (Danio rerio)

[00282] Iensro uccnenoBanusi Obla pa3paboTka CTAHTAPTHOTO MPOTOKOJNA ISt
OLIEHKH HEeHPOTPOIHOM aKTUBHOCTU HOBBIX HEMPOMOAYJIMPYIOLIMX MENTHUIAOB MyTEM aHajIu3a
3¢ eKTOB NMCUXOAKTHBHBIX areHToB Ha moBeaeHue [lanmo pepuo (Danio rerio). B wactHocTH,
OLIEHUBAJIOCH BJIMSIHHUE OJHOKPATHOM MHBEKLIMN TAKUX aHTUJIENIPECCAHTOB 1 aHKCHOJIUTUKOB, Kak
($yBOKCAMHMH W AHMAa3ernaM, Ha CKOTOTAKCHC, JBUTATENbHYI) aKTUBHOCTb, HCCIENOBATEIbCKHE

p€akiin U CONHUAJIBHOEC TTIOBCACHUC.

[00283] 3.1. Marepuanbl 1 METOIBI
[00284] 3.1.1. ConepxaHue KUBOTHBIX
[00285] Pri0b1 comepkanuch B nporounoii cucteme ZebTEC npu temmneparype 28

oC, pH 6,8-7,5, ocMoTiuHOCTBEO 550-700 MOCMOJIB/JI, CO CBETOBBIM pexkuMoM 12/12, MOCTOSIHHOM
aspaumeri. KopMieHne ocymiecTBISIIOCh B pa3a B JAeHb CIEUAIBHBIM KOPMOM It pbiO. Bo
BpEeMs SKCIIEPUMEHTA. KOPMJIEHHE OCYIIECTBIIIOCh BEYEPOM HAKAHYHE SKCIIEPUMEHTA U BEYepOM
B JICHb 3KCIIEPUMEHTA MOCJE ero nposeneHus. Bee mpouenypsl ¢ :KUBOTHBIMH ITPOBOJAUINCE B
cooTBercTBUH ¢ eBponeiickumu (Aupextusa 2010/63/EC Epponetickoro napiamenta u CoBera oT
22 centsa0ps 2010 r. 0 3amUTe KUBOTHBIX, UCIOIB3YEMBIX B HAYYHBIX LEJSIX) U POCCHHCKUMHU
(«Pexomenmatmn 'OCT 33216-2014») pekoMeHDAUMsAMH MO COAEPIKAHUIO M yXOOy 3a

1ab0pPaTOPHBIMU JKUBOTHBIMU.

[00286] 3.1.2. BemiectBa, ux 103bI U CIOCOO BBEACHHE
[00287] Junaszenam
[00288] Huazenam  (diaz, OeH30MA3EMMMHOBBI  AHKCHOJWTHK) JIEHUCTBYET,

CBSI3bIBASICH ¢ OeH301naszenuHoBbIMU caiitamu I' AMK-A penienrropos (Cl” kaHaoB), MPOJOHTUPYsT
UX OTKPBITOE€ COCTOSIHHE, 3a CYEeT 3TOr0, NPEANOoJaraercs, 4YTO HHM3KHE A03bl 00JajmaroT
AHKCHOJUTUYECKUM JIEHCTBHEM, a BBICOKHE — MOILIHBIM CeAaTUBHBIM 3 dexkTom. Mcrnonap3oBanu
no3bl 1,25 mr/kr, 5 mr/kr, 10 mr/kr.

[00289] @ yBOKCAMUH

[00290] dnyBokcamuH (fluv, aHTHAETIPECCAHT IPYIIIBI CENIEKTUBHBIX HHTHOUTOPOB

3axBara ceporornHa — CMO3C) ucnonb3oBanu B no3ax 5 mr/kr, 10 mr/kr
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[00291] bera-kazomopdun-7 (BCM-7)
[00292] BCM-7 koposbero monoka (H-YPFPGPI-OH; IUPAC: L-tyrosyl-L-prolyl-
L-phenylalanyl-L-prolyl-glycyl-L-prolyl-L-isoleucine) — ¢parment Oera-ka3enmHa MoOOKa.

H3BecTHO, 4YTO maHHBIA menTHn OONagaeT OMHOUIHOW AaKTUBHOCTBHIO (€CTh IaHHBIE 00
AHAJIBI€TUYECKOH U AHKCHOJUTHYECKOW AaKTHBHOCTH NAHHOTO NENTHAA), MPEUMYIIECTBEHHO
IeHcTBys Yepe3 Mro-onuonaHsle perentopsl (Kaminski S., et al. (2007) Polymorphism of bovine
beta-casein and its potential effect on human health. J. Appl. Genet. 48:189-198).
Hcnonb3oBanace 103a 5 MI/KT.

[00293] Anbpa-kazozenun-10 (ACZ-10)

[00294] ACZ-10 — ¢parmenT anbda-xazemna mosoka. llo manaeiM Miclo ¢
coasropamu (Miclo (2001) Characterization of alpha-casozepine, a tryptic peptide from bovine
alpha(sl)-casein with benzodiazepine-like activity. FASEB J. 15:1780-2) AKZ-10 oGmanaer
OeH30Ma3enUH-TION00HON aKTHBHOCTBIO, TaK Kak Ojaromapss OCOOEHHOCTSIM TPEXMEpPHOM
CTPYKTYPBI CIOCOOEH CBSI3BIBATHCS C OeH3o0mua3enuHoBbiM caiitoMm ['AMK-A peuentopos, u
IEeWCTBOBATh MOJOOHO XMMHYECKUM JIEKAPCTBEHHBIM MpernapaTaM O€H30JUa3eIHMHOBOIO Psizia.
Hcnonb3oBanack no3a 0,6 MI/Kr.

[00295] TeTrpanenTuabl COrTACHO U300PETEHHIO

[00296] Beimn mpoTecTUpoBaHBI YETHIPE BBIOPAHHBIX TETPANIENTUAHBIX JIUTAHIA
I'AMK-A npu aByx no3upoBka 1 mr/kr u 10 mr/kr. IlenTunbl UMenu CIEQyIOMYIO MEPBUIHYIO
crpyktypy: FQSE, DKTE, WDQV u FLPY. Cpeau stux Bemects FQSE, DKTE u WDQV 0butu
WLUTIOCTPATHBHBIMU TeTpanenTuaamu, Torna kak FLPY Obut oTpuULIaTeIBHBIM KOHTPOJIEM.

[00297] Beenenue

[00298] Hccnenyembie BemecTBa BBOAUWIN pbidaM BHYTpuOpromuHHO (B/0), 3a 10
MUHYT 7O Hadaja TeCTUPOBAHUS, ¢ MOMOIIbI0 nHCyInHOBOrO mmpuna (0,5 mi, 30g). B kadectse
pacTBopuTenss wucnoyp3oBan - pusmonorndyeckuii  pacreop (0,9% NaCl). Amnecresus wu
00e3BM)KMBAHNE KUBOTHBIX IMPOBOIWIOCH MYTEM IOMEINEHUs1 B BoAy Temmeparypoir 10°C.
PBIOBI KOHTPOJIBHBIX TPYII MOJy4ain B/0 MHBEKUWU 3KBHBAJEHTHOTO OOBEMa PacTBOPUTEIS,
TaK)Ke COMPOBOKIAABIINECS NPEABAPUTEIbHBIM OXJIAKIACHUEM.

[00299] 3.1.3. Obopynosanue

[00300] Tect «OtkpbiToe mosey (OI) mpoBOaMIM B TpaneUEeBUIHOM aKBapuyMe
BMECTUMOCTBIO 4 uTpa, mapameTps! ykasansl Ha PUC 2. OcHoBaHue, 3a1HsI 1 OOKOBBIE CTEHKU
CIeNaHbl W3 MAaTOBOIO YEPHOIO IUIACTHKA, a TepenHss CTeHKa (MeHbLIeH MJIUHBI) — U3
NPO3payvHOro TUIEKCUTIaca. Y CTaHOBKa A TecTa «cBeTno-reMHast kamepa» (CTK) cocrout u3
TPEX OCHOBHBIX YacTeH: CTAPTOBOrO OTCEKA, CBETJIOrO OTCEKA, M3TOTOBJIEHHOIO W3 Oenoro

miaacTuka U TEMHOI0 OTCCKAa, U3TOTOBJICHHOI'O M3 YCPHOTO IJIACTHUKA, MapaMETPbl YCTAHOBKU
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ykazanbl Ha PUC 3. OcBelienne B JaHHBIX TECTaX APKOE, OOECIIEUNBAETCS JIAMIION Ha MOJICTaBKe
(cBeTomuonHas mamma PL, 11W, cBetoBoii motok ~600 Lm, okoso 500 JIk HEemocpencTBeHHO Hall
MOBEPXHOCTBIO BOJIbI), KOTOPAst MPUKPETUISETCS K BEPXHEH 4aCcTH aKkBapuyMa.

[00301] YcTaHOBKa Ui CTAWHOTO MOBEACHHS MPECTaBIIsIeT COOOW KOHTEHHEp U3
TIeKcUriiaca co cbemHoi neperopoakoit (PHC. 4). B MajoM oTceke pacroiaraim «CTar». 5
B3poCIbIX 0cobeit Danio rerio, B 60JIbIION OTCEK MOACAKUBAIIN TECTHPYeMYO pbiOy. OcBerenue

B JJAHHOW YCTAaHOBKE pacCessHHOE, o0ecreunBaeTcsi OOBIYHBIM OCBEIIEHHEM KOMHATHI (0K0J10 200

JIx).

[00302] 3.1.4. IloBeneHUYECKHE TEKCTHI
[00303] 3.1.4.1. Tect «OTKpBITOE TIOJIEN
[00304] Tect nposenen cornacHo Maximino et al., 2013 (Maximino, Caio, et al.

(2013) Role of serotonin in zebrafish (Danio rerio) anxiety: relationship with serotonin levels and
effect of buspirone, WAY 100635, SB 224289, fluoxetine and para-chlorophenylalanine (pCPA)
in two behavioral models. Neuropharmacol. 71: 83-97.). 3a 20-30 cekyHa IO MOMEIIEHHUST PHIOBI
B YCTAaHOBKY TECTOBOI'O aKBapuyMa BKJIFOUAJIH 3aMHUCh BUIEO (CheMka GoHa). Tectupyemyro poiOy
noMernany B akpapuym otkpeitoro nosist (OIT) ¢ momoibio cayuka. 3armuch MPOBOIMIN B TEUSHUE
nsiti MuHYT. OOpaOOTKYy AaHHOTO TeCTa OCYLIECTBISIM € MOMOLIb0 mporpammel Noldus
Ethovision XT. Ilporpamma perucTpupyer MINHY ANCTAHLHMH, MPOWIEHHON »XHUBOTHBIM, €ro
CKOPOCTb, KOJHYECTBO 3aXOJOB B TpPU YCJIOBHbIE 30HBI aKBApHyMa. «IHO», «LUEHTP» H
«MOBEPXHOCTb» (COOTBETCTBEHHO, HIJKHSS, CPENHsIsl U BEpPXHssl TPEThb aKBapHyMa), Bpemsi

Hpe6bIBaHI/I$I B 3THX 30HaX, a TaKXKeE JIATEHTHBIMN nepuoa 3axoga B CEPEANHY U K MOBEPXHOCTU

aKBapuyMma.
[00305] 3.1.4.2. 2. Tect «CTaliHO€ IOBEACHUE
[00306] Tect mpoBeneH coriacHo Parker et al., 2014 (Parker et al. (2014) The utility

of zebrafish to study the mechanisms by which ethanol affects social behavior and anxiety during
early brain development. Prog. Neuro-Psychopharmacology Biol. Psychiatry. 94-100).
OnHOBPEMEHHO C MOMEIIEHUEM PHIOBbI B YCTAHOBKY BKJIFOUAIH KAMEPY M OCYIIECTBIISIIH 3aITHCh B
TeueHue 5 MUHYT. Buneoszanucu oOpabarsiBanu ¢ momolnbto nporpammel RealTimer (kommanust
OpenScience). B xone obpaboTku 3anmcell perucTpUpoOBaId BpeMst MpeObIBaHUS B KOJIUYECTBO
3aX0JI0B B TPEX YCIOBHBIX 30HAX aKBAPHyMa, PABHBIX 10 pa3MepaM — OKOJIO «CTany, B CEpeIuHe
aKBapHyMa, U OKOJIO IPOTHUBOTIONIOKHOH CTEHKH.

[00307] 3.1.4.3. Tect «CBeT0-TeMHast Kamepa»

[00308] Tect mposenen cornacHo mo Maximino et al, 2011. PriOy nomemanu B
cBeTNblii OoTcek cBeTo-TeMHON kamepbl (CTK) ¢ momompro cadka, OIHOBPEMEHHO C 3THM

BKJIFOYAJIM KaMepy M 3aIHChIBAJIU IOBEICHUE B TeUeHUE 5 MUHYT. Buneo3anrcu oOpabarbiBany ¢
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nomotpio mporpammbel RealTimer (xommanusi OpenScience). B xome oOpaboTtku 3ammuceit
perucTpupyercsi Bpemsi mpeObIBaHUS U KOJMYECTBO 3aX0I0B B CBETJIBIA U TEMHBIH OTCEK TECTOBON
YCTAHOBKH, a TAK)KE JIATEHTHBIH MEPUOJT MOCEIIEeHUs] 000OMX KOMIIAPTMEHTOB

[00309] 3.1.5. AHanu3 naHHbIX

[00310] JlaHHBIE, MOJYYEHHbIE B XOJA€ MOBEACHYECKHX TECTOB, COXPAHSAJIU B
dopmare Tabmuu B mporpamme Statistica. Cratuctudeckas oOpabOTka TaHHBIX, a TaKKe
nocTpoeHue rpaduKoB OCYIIeCTBIIIOCH B porpamme Graph Pad Prism 6.

[00311] OuenuBanach HOPMaJIbHOCTb paclpeAeNeHus MOTyUeHHbIX NaHHBIX. Jls
CpaBHEHMsI TIOKas3aTellel, pacrhpeleseHle KOTOPbIX HE COOTBETCTBOBAJIO HOPMAJbHOMY,
NPUMEHSUICS HenapaMeTpruecKuil kpurepuil (tect Mana-YUTHH), TaK Kak K KQKJOMY BEIIECTBY
3aMMChIBAJICS NAPHbBIN KOHTPOJIb, TPUMEHEHHE [TAPHOTO TECTa MPaBOMEPHO. 111l MHOKECTBEHHBIX
CpPaBHEHHUI HMCIOJIB30BAJICS HemapameTpudeckuil tect Kpackena-Yoieca, ¢ MHOKECTBEHHBIMU
CpaBHEHUsIMH ¢ ToMo1nbko Tecta JlanHa. Ha rpadukax naHHbIE MOKA3aTENN MPEICTABICHBI B BUE

cpenHero, pa3dpoc — B BUIIE CTAHNAPTHOMN OLTUOKH CPETHETO.

[00312] 3.2. Uccnenosanue 3¢ ekToB npenapaToB CpaBHEHUs Ha noBeaeHue Danio
rerio.

[00313] 3.2.1. Inazenam

[00314] B skcnepumeHTa pbHOW cepuu, TOCBSIMIEHHOW oueHke 3hdexTos

nuasernama Ha nosefeHue Danio rerio, ObLIO BBISBJIEHO, YTO AUA3€enaMm B A03ax 1,25 mMr/kr, 5 mr/kr
u 10 mr/kr (B/0) n3MeHseT NOBeAeHNE PhIO MO CPABHEHUIO C KOHTPOJIbHBIMHU JKUBOTHBIMHU. [1pu
5ToM B 103e¢ 1,25 Mr/kr ObUIO BBISBJIEHO CTATHUCTUYECKH 3HAYMMOE CHIDKEHHE BpPEMEHH,
NPOBEIEHHOTO B OTCeKe psnoM co «ctaeiy (PUC 1A); u3sMeHeHus Apyrux napaMeTpoB MOBEACHUS
TECTHPYEMBIX KUBOTHBIX OOHapy>keHO He Obuto. BBeneHne nuasenama B 103€ S MI/KT BBI3BIBAJIO
3HAYUTENIBbHO OOJiee BBIPAKEHHBIE MOBENEHUECKHE 3PQPEKTh: y PbIO ONMBITHOW Tpymmbl OBLIO
3apEruCTPUPOBAHO YBEIMUYEHHE BPEMEHHM, IPOBEIEHHOIO B OTCEKE PsIOM CO CTEHKOH,
npotuBonoyioxkHon «crae» (PHC. 1B), a Taxke 3HaYMMO OBLIO YBEIMYEHO BPEMsI B CBETIIOM
orcexke CTK (PHC 1B). Bausiaus nuazenama Ha nosenenue Danio rerio B OI1 BeisiBieHO He ObLIO.

[00315] B nose 10 mr/kr auasemnam BbI3bIBAJ YBEJIMYSHHE KOJMYECTBA MEPEXOI0B
Mesxay cBeTbM U TeMHbIM oTcekoM B CTK (PHC. 5A), 1 ymeHbIIeHNEe BpeMEHH NEPBOTO BBIXOA
(TaTeHTHOTO TIEpHOa) B OCBEIEHHYIO YacThb cBeTI0-TeMHoM kamepsl (PUC 55). B OIl y prib mox
BO3ACHUCTBMEM BBICOKOW JO03bl aAMazernama HaONIofajiach TEHACHLUS K CHIDKEHUIO JUIHHBI
OUCTAHIINH, TPOHAeHHOH 3a Bpemsi TectupoBanus (PHIC 5B).

[00316] 3.2.2. ®ayBOKCAMUH

[00317] B xone nccnenosanus 3¢pexTon GayBoOKCaMHHA, KaK B TO3UPOBKE S5 MI/KT,

Tak U B 103upoBKe 10 MI/Kr, OBLIO BBISIBIIEHO M3MEHEHHE MOBEACHUE PBIO OMBITHOH TPYIIIIBI
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TosbKo B TecTe OII, B TO Bpems kak B «ctae» U CTK craTuCTUYECKH 3HAUMMBIX Pa3Inuuil Mexay
OTIBITHOM M KOHTPOJIBHOM rpymmoi oOHapyskeHo He Obut0. B 00enx no3ax (yBoKCaMUH BBI3BIBA
CTaTHUCTUYECKH 3HAYMMOE YBEJIMYEHHE BPEMEHHU, NPOBEIEHHOTO Yy IOBEPXHOCTH akKBapuyma
orpertoro noist (PUC 6 AB). B nmo3ze 5 wmr/kr HaOmomanoch yBeJIWYEHHE UINTENbHOCTU
npeObIBaHUS Ha CBETY MPUMEPHO B 6,8 pas, B no3e 10 mMr/kr — npumepHo B 7,2 pasa.

[00318] 3.2.3. Anbda-kazozenun-10

[00319] Y  peidb, monyuyaBmmMx ~BHyTpHOpromuHHOe BBemeHnne AKZ-10,
HaOJIIOANOCh CTAaTHCTUYECKH 3HAYMMOE CHIDKEHHE BPEMEHH, MPOBENEHHOTO BHE CTAaWHOTrO
orceka (PHC. 7A), a Taxke yBeTMYEHHE JITUTEIBHOCTH PEOBIBAHUS Y TOBEPXHOCTH BOABI B TECTE
«OTKpPBITOE TIOJIE» MMPUMEPHO B 2 pasa, Mo CpaBHEHHIO ¢ KoHTposbHOH rpynmoi (PHC. 7b).

[00320] 3.2.4. bera-kazomop¢pun-7 (BCM-7)

[00321] Kax noxazano Ha PUC. 8A u 8B, pbIObl, mONy4aBIIne BHyTPUOPIOMIUHHBIE
uHbekunn BCM-7 B gno3e S5 MI/KI Takxke MPOAEMOHCTPHUPOBAIN CHUKEHHE BPEMEHH,
MIPOBEJIEHHOIO PSAIOM C IPEACTaBUTENAMH CBOErO BHIAa B TECTE€ «CTas», MO CPaBHEHUIO C
KOHTPOJIbHOH TpyNIiol, a TakXke HEKOTOPOE YBEJIHYEHHe IUIMHBI mpolera (TEHACHLHS K
JI0CTOBEpHOMY paznuumto 1o U-kpurepuro Manna-Yurau p=~0,07).

[00322] 3.2.5. CpaBHenue 3 peKkTOB TECTUPYEMBIX BEINECTB Ha MOBeAeHHe Danio
rerio

[00323] B nposenenHbIx 3xcnepumentax Toibko BCM-7, okasan AoCTOBEpHbII
3¢(deKkT Ha CPEemHIO JIMHY AUCTAHLIMH, MPONNEHHOW MOIOMBITHBIMU *KUBOTHBIMU. JIaHHBIN
MIOKa3aTelb OTpakaeT OOIIYI0 JIOKOMOTOPHYIO aKTUBHOCTD M, B HEKOTOPOH CTENeHH, (PU3NIECKOe
Onaromosiyune TectupyeMbix pbid. Ho gmazemam, ¢aysBokcammHn u  ACZ-10 He
MPOJEMOHCTPUPOBAIH  KaKUX-THOO 3HA4YHMTENbHBIX J((HEKTOB Ha CpenHee pPacCTOsSHHE,
NpoiIeHHOE SKCIIepUMeEHTaIbHBIME Danio rerio. Mi3MeHeHns He HaOMOAaI0Ch HH IIPH CPABHEHUH
C COOTBETCTBYIOIIUM KOHTPOJIEM, HU MEXIY IOCJIEeN0BATENbHBIMU KOHTPOJIBHBIMHU TpYIIIaMu
(PUC. 9).

[00324] OrnucaHHbIe 31€Ch SKCMEPUMEHTHI MOKA3bIBAIOT, YTO AUA3EMaM, KOTOPBIHA
SIBJIIETCSI THITUYHBIM TPEACTaBUTENIEM OCH30Ma3eTNHOBBIX aHKCUOJUTHYECKHX IMPENapaToB, B
no3e 1,25 Mr/kr cHIXKaeT CTaliHbIN peduiekc, a B 103€ 5 MI/KT CHIDKAET Kak CTaiHbIN pediekc, Tak
U BBIPAKEHHOCTb CKOTOTAKCHCA B CBETJIO-TEMHON KaMepe. JTO yKa3blBaeT Ha CHH)KEHHUE YPOBHS
TPEBOXKHOCTH PBIO, TOJIyYaBIIUX JHA3€NaM B OMNHCAHHBIX SKCIEPUMEHTAIBHBIX YCIOBHSIX.
Huazenam B no3e 10 MI/kr, MOMHMO aHKCHOJUTHYECKOTO 3(deKTa B CBETIO-TEMHOU KaMepe,
BBbI3bIBAJ JIETKUI CeNaTUBHBIA 3((eKT, KOTOPBIH BBIpaKaJCs B TEHACHUUU K CHIDKEHHIO
JBUTATEJbHON AKTUBHOCTH B TecTe «OTKpbITOE MOJiey. DTU pe3yJbTaThl COIJIacyroTCs ¢

pe3yapTaTtaMi, MOJYUCHHBIMH B APYIUX HUCCIICAOBAHUAX, B KOTOPBIX ONHUCAHBI aHAJOTHUYHBIC



PCT/US2020/022623 44 WO 2020/186155

s¢dexTer OeH30anazenuHOBbIX aHKCHOIUTUKOB (Gebauer et al. (2011). Effects of anxiolytics in
zebrafish: similarities and differences between benzodiazepines, buspirone and ethanol.
Pharmacol. Biochem. Behav. 99: 480 -486; Bencan (2009). Buspirone, chlordiazepoxide and
diazepam effects in a zebrafish model of anxiety. Pharmacol. Biochem. Behav., 94 (1): 75-80;
Giacomini et al., (2016) Fluoxetine and diazepam acutely modulate stress induced behavior.
Behav. Brain Res. 296).

[00325] B onmcaHHBIX 3KCOEPUMEHTAX AHKCHUOJIUTUYECKHUE M TMOJOKHUTEIbHBIE
HetiporpomnHeie 3¢ dextsl nentunos AKZ-10 u BCM-7 Ha nosenenue Danio rerio HaOmoganucey
1OCie ONHOKPATHOH BHYTPHUOPIOIIMHHOW WHBEKUUH. ABTOpPBI H300peTeHUs OOHAPYKUIH
U3MEHEeHHs B MoBeneHNH Danio rerio, KOTOpbIe YKa3bIBAIOT HA TO, YTO HEMPOMENTHIbI CITIOCOOHBI
OKa3blBaTh HEHUPOTPOMHbIA 3(dekT B CcHeKkTpe TPEeBOKHO-ACTIPECCUBHBIX PACCTPOICTB.
IIpumeuarensHo, uyto npoduib 3pdexkruBHocTn AKZ-10, koTopbelii Oojiee H3BECTEH Kak
AHKCHOJIUTHK, OOJIbIIE COOTBETCTBOBAN Mpoduio ¢uyBOKCaMuHa, 4eM auasernama. B To xe
Bpemss BCM-7 mokazan yMepeHHYK aHKCHOJIMTHYECKYIO 3(P(PEKTUBHOCTb. JTH Pe3yJIbTaThl
MOKa3bIBAIOT, 4YTO Danio rerio sBISETCS MOIXOAALIEH MOJENbIO Ui CKPHHUHTAa HEHPOTPOITHBIX
3¢ EeKTOB HOBBIX JIEKAPCTB B CIIEKTPE TPEBOKHO-IETIPECCUBHBIX PACCTPOMCTB, TI€ HOBBIE
JIEKapCTBa HE OrPaHUYMBAIOTCS HEOONBIIMMHU MOJIEKYJIAMHU, HO MOTYT TAKXKe BKJIIOYATh MMEMTHIbI
(HarmpuMep, OJIUTONETTUABI).

[00326] 3.2.6. FQSE Terpanentua

[00327] IMentun FQSE uccnenosanu B nozax 1 mr/kr u 10 mr/kr. B onucaHHbIx
SKCIEpUMEHTax HauboJyiee 3aMeTHble U3MEHEHHUsl B MoBeneHnHu Danio rerio HaOMOOaUCh MpH
noze 10 mr/kr. Takum obpaszom, kak nokazano B PHC. 10A, B recte «OTkprITOE MONIe» Danio rerio
NPOAEMOHCTPHUPOBAJIN CTATUCTUYECKH 3HAUNMOE YBEJTMUEHHE BPEMEHH, MPOBEEHHOTO B BEPXHEH
YacTH akBapuyMma (T. €. y TMOBEPXHOCTH U B LEHTPAJbHOW YacTH, a HE Ha JHE). DTOT K€ TeCT
MOKa3aJl 3aMeTHOE YMEHBLIEHHE JIATEHTHOTO MEepHoJa TMOKWUAAHUS HIKHEH 4YacTH B OIBITHOM
rpymnmne, kak nokazaHo Ha PHC. 10b. DToT pe3ynbTaT MOKa3bIBa€T YMEHbIIEHHUE TPEBOKHOCTU
Danio rerio, nocine so3neiictsus nentuga FQSE B noze 10 mr/kr. Kak HaOm04anoch B OMUCAHHBIX
3/1eCh HKCIEPUMEHTaxX C (PJIIyBOKCAMHUHOM, Pe3yJbTaThl MpoBereHHus Tecta «OTKPBITOE TOe)
SBJIIIOTCSL XOPOIIMM HMHIMKATOPOM aKTUBHOCTH (QuyBokcamuHa. Taxum oOpaszom, 3¢(dexTs
FQSE, nadbmonaemsie B Tecte «OTKPBITOE MOJIE», MOKHO HHTEPIIPETUPOBATH KAK CBUIETEIBLCTBO
anTunenpeccusHoro ¢ dexra FQSE.

[00328] Kak mnokazano B PUC. 11A u 11b, npu cpaBreHun 3¢dexkroB mpyrux
BemiectB (ACZ-10 u guryBokcaMuH), Ha ONMMCAHHBIE TOBEACHYECKUE MTOKA3aTeNN ObLIO BBISIBJICHO,
yro FQSE B nose 10 mr/kr npoxeMoHCTpUpOBasl 0obinyi0 3)(PEeKTUBHOCTD, IO CPABHEHUIO C

AKZ-10 (0,6 Mr/kr), KOTOpBIH HE MOBJIMAI Ha BpeMs, nmpoeneHHoe B Tomme Boabl (PUC. 11A),
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XOTSl M 3HAYUMO CHU3WJI JaTeHTHbIH mepuox (JIII) oTxoma OT mHA TECTOBOrO aKBapuUyMa.
O¢pdexruBrocts FQSE mo cpaBHermto ¢ GuryBokcaMHUHOM (SMI/KT) OKa3aiach HECKOJIBKO HUXKE:
npu oguHakoBoM cHinkeHuu JIIT otxoma ot mua (PUC. 116), FQSE noctoBepHO yBennuuBaeT
BpeMsi, IPOBEACHHOE B TOIE BOABI HA 35%, B TO BpeMsi Kak (iyBOKcaMuH — OoJjiee ueM Ha 80%.
Tem He MeHee, B JaHHOM TeCTe Mbl HAOJOAaeM BBIPAKEHHBbIE M3MEHEHUS IMOBENEHUs IO
BozzaeticteueM FQSE, cxonHble ¢ TeMH, KOTOpbIe HHAYLHPYET BBEACHNUE (PITYBOKCAMUHA.

[00329] B Tecte «cBetno-remuas kamepa» (CTK) y pbI0, mony4aBmux BBICOKYIO
no3y mnentuga FQSE, HaOmomany Kak CTaTHCTUYECKH 3HAYMMOE YBEIMYEHHE BPEMEHH,
MPOBEIEHHOTO B CBETJIIOM OTCEKE, TaK U YMEHbIIEHHE BpeMeHH, nposeneHHoro B remaoM (PHUC.
12 A, b). Cxonnblii 3¢dext Obul BbISIBIEH HaMU U y O€H30IHA3€MUHOBOTO AHKCHUOJUTHKA
nnaszernaMa B nose S mr/kr (puc. 13 A, b). OTHocuTenpHOE yBeIMUeHHEe BPEMEHH, IPOBEICHHOTO
B cBeriioM otrceke mpu Beenennn FQSE, cocraBunmo mpumepno 140%, mo cpaBHEHHIO C
KOHTPOJIbHOW TPYIION, Mpu BBemeHuu amazenama (Smr/kr) — = 210%, CHUKEHUE BPEMEHH B
TEMHOM OTCEKE€ B OOeHX Trpymnmax cocTaBmio npuMepHo 40% OTHOCHTENBHO KOHTPOJBHOM
TPYIIIBL

[00330] CHmkeHue CKOTOTakcuca (CTpeMIIEHUS] K 3aTEMHEHHBIM MPOCTPAHCTBAM)
OBUIO MHTEPNPETHPOBAHO HAMH KaK CHIDKEHHE TPEBOXKHOCTH, TaK KakK JaHHBIA TOKa3aTelb
CYLIECTBEHHO CHIDKAJICA MOJA JeHCTBUEM aHKCHOJIWUTHKA ua3ernamMa, U OCTaBajiCsl HEM3MEHHbIM
npyu BBeACHWHU (PyBOKCAaMHHA. DTO TO3BOJAT chenath BeiBoA, uto FQSE B moze 10 mr/kr
oOJamaer 3aMeTHBIM aHKCHOJIUTHIECKUM 3 dekrom.

[00331] PUC. 14A u 14b numoctpupytot Biusiaue FQSE Ha mosenenune Danio rerio
B TeCTe cTaiiHoro moseneHus.. bbuto nokaszano, yro nmox Bo3aeiicrBueM FQSE (10 mr/kr) y poid
YMEHBLIAETCS JJATEHTHBIN MEPUOJ] OTXOA OT CEKTOPA CO «CTaehy, a Takke HaOJIFOIaeTCst 3aMeTHas
TEH/ACHIUS K YBEJMUEHUIO BPEMEHH, IPOBEIEHHOTO BHE cTaliHOro orceka (p=0,054 mo kpuTepuro
ManHa-Yursu.

[00332] PUC. 15A u 15b nnmroctpupyrot cpaBHeHue 3¢ ¢exron nuaszenama, BCM-
7 u nentuga FQSE Ha mnoBemenne Danio rerio B Tecte craiiHOro mnoBeneHus. CHIKeHHE
JIATEHTHOT'O MEePUOJIa OTX0Aa OT «ctamy», Bbi3BaHHOTO FQSE B no3e 10 Mr/kr 3ameTHO crabee, 4eM
y auasenama B 1o3€ 1,25 MI/KT U 5 MI/KT, 1 HAXOOUTCS MPUMEPHO HA TAKOM XK€ YPOBHE, KaK Y
BCM-7, KOTOpBIH TaK e HE MPOJEMOHCTPUPOBAJ CTATUCTHYECKH 3HAUUMOTO 3(dekra Ha Bpems
BHe craiiHoro orceka (PHC. 15b). Kak 6110 oT™MeueHo panee, y FQSE HaOmonaercs ysennueHue
BPEMEHH BHE CTal TOJILKO HA YPOBHE TEHAEHLIMH, B TO BpeMs Kak IOl BO3JIEHCTBHEM AMa3enama
B no3e 1,25 MI/Kr OHO CTAaTUCTHUYECKH 3HAYMMO YBEJMYUBAETCs NpuMepHO B 1,5 paza mo
cpaBHeHUIO ¢ KoHTposbHOH rpynmoi (PUC. 15A). Craiinblii peduiekc HHTEPIPETHPYETCs Kak

3aH_II/ITHI:>II\/'I, CBI/II[eTeJ'IbCTBYI-OH_II/Iﬁ O TIOBBIIIIEHHOM TPEBOXKHOCTU B NNPUCYTCTBUU C€CTCCTBCHHBIX
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BparoB, NMpH XUMHUYECKUX AHKCUOTEHHBIX BEINECTBAX WJIM B HOBOH oOcraHOoBKe. Jlnazemam
OKa3bIBAET YBEPEHHOE aHKCHOJIUTHUECKOE IEHCTBHIE B JAHHOM TECTE, CHIDKAS JIATEHTHBIN MEPHO.
oTxX0Ha OT cTau (prida OBICTPO aNaNTUPYETCSI K CBOOOHO IJIABAET JAEKO OT CBOUX COPOAUUEH),
a TaKk)Ke YBEJINYHMBAst BPEMsi, IPOBEACHHOE BHE CTAHHOIO OTCEKA.

[00333] PUC. 16A, 16b, 17A u 17b mumocTpUpYIOT CpaBHEHUE 3PPEKTOB eNTHIA
FQSE wu ¢nyBokcamuHa Ha noBeneHue Danio rerio B TecTe «OTKpbITOe mosie». B mosze 1 mr/kr
FQSE coxpanun 3HaunMble mnoBeneHueckne 3((eKTbl TONBKO B TECTE «OTKPBITOE IOJIEY,
CTaTUCTHYECKH 3HAYMMO YBEJIMYHB KaK BpeMs, poBeneHHoe y nosepxHoctu Boael (PUC.16A),
TaK W JIATEHTHbIH nepuon Beixona k nosepxaoctu (PHC.17A). Kpome toro, sddextsr FQSE B
MaJIoil 103€ COMOCTAaBUMBI C TAaKOBBIMU s (pimyBokcamuna B no3e 10 mr/kr (PUC.16b u PUC.
176). T. e. B no3e 1 mr/kr FQSE nposiBnsier mogo0HbIN aHTHIETPECCAHTHOMY 3(PdeKT.

[00334] PUC. 18 umrocTpupyeT CpenHo0 IINHY Tpeka B TecTe KOTKPBITOE MOJIe)
B rpynmnax Danio rerio, KOTOpeIM BBOJWJIHM HCCIIEy €Mble BEIIECTBA: AUa3enam B 1o3ax 1,25 mr/kr
(«diazepam 1,25»), 5 mr/kr («diazepam 5») u 10 mr/kr («diazepam 10») U COOTBETCTBYIOLINX
KOHTposbHBIX rpynmax («Konrposp-diaz 1,25», «Kontpons-diaz 5», «Kontpomnbs-diaz 10»);
¢nyBokcamuH B posax S5 wmr/kr («fluvoxamine 5») m 10 wmr/kr («fluvoxamine 10») u
COOTBETCTBYIOIIUX KOHTPOJbHBIX rpymnmnax («Konrp-fluv 5» u «Kontp-fluv 10»); ACZ-10 B noze
0,6 mr/kr (<ACZ-10 0,6») u cootBercTByOmEel kKoHTposbHOH rpynme («Kortp-AKZ-10 0,6»); 5
mr/kr BCM-7 («kBCM-7 5») u cootBercTByomel KoHTposnbHOU rpynme («Kontp-BCM-7 5»);
terpanentug FQSE B nozax 1 mr/kr u 10 mr/kr («FQSE 1» u «FQSE 10» cooTBeTCTBEHHO) 1
COOTBETCTBYIOUX KOHTpObHBIX rpynmnax («Koutp-FQSE 1» u «Kontp-FQSE 10»). Ha PUC. 18
MOKa3aHo, 4To B o3¢ 1 mr/kr, a Taxxke B 1o3e 10 mr/kr FQSE He okasain cymecTBEHHOTO BIUSHHUS
HA JIBUTATEJbHYIO aKTMBHOCTH Danio rerio, 4To mposIBISETCS B OTCYTCTBHH M3MEHEHUH JJTMHBI
npoiigerHoro nytu B Tecte OIL

[00335] DTH S3KCHEpPUMEHThl TMoka3bBatoT, uTo mnentug FQSE okaseiBaer
KOMIUIEKCHOE aHKCHOJHTUYECKOE M aHTUACTIPECCUBHOE NeicTBHE Ha moBeneHue Danio rerio.
Ankcnonurnyeckuii 3¢ ekt FQSE Obu1 mponeMOHCTPUPOBAH B TECTE «CBETIO-TEMHASI KAMEPay.
YBenudeHne BpeMeHH HaXOXKIEHUs B CBETIIOM OTCEKE KaMePhI SIBJIIETCS PE3YJIbTATOM CHIKEHHSI
TPEBOXKHOCTH, YTO JOTMOJIHUTEIbHO MOATBEPIKIAETCS CHI)KeHHEeM craiiHoro peduekca. Takske
Habmonancs antunenpeccanTHeii 3pdext FQSE B tecte «OtkpbiToe noniey. FQSE B no3e 1 mr/kr
JIEMOHCTPUPYET BbIPAXKEHHBINH aHTHAeTIpeccaHTHBIN 3 ekt B TecTe OIl, He N3MeHsIsI MOBENeHHS
Danio rerio B apyrux recrax.

[00336] 3.2.7. FLPY Terpanentun

[00337] B onucanHbix skcnepumentax terpanentun FLPY wucnonb3osBanu B

Ka4ecTBe OTpULAaTeTbHOro KoHTpoJs. Mccnenosanue sddexro nenruaa FLPY Ha nmosenenue
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Danio rerio nmpoBoamiock B AByX Ao3ax — 1 mr/kr u 10 mr/kr. Kak nmokasano Ha PUC. 19A, 195,
19B, 20A, 20b, u 20B, CTaTUCTHYECKH 3HAYMMBIX H3MEHEHHI Oa30BBIX MOBEIEHUYECKHX
NoKa3aresyie TeCTUPYEeMbIX pbIO He OBUIO BBISIBJIEHO HU B OJHOM U3 IPOBOIMMBIX TECTOB, KaK MPHU
BBEICHUU OOJbIIEH, Tak © TPH BBEOSHHM MEHbIIEH O3Bl TETpamenTuaa. ITo
MPOAEMOHCTPUPOBAJIO OTCYTCTBUE HEUPOTPONHOro AekcTBusa nentuaa FLPY.

[00338] 3.2.8. DKTE Tterpanentun

[00339] Oddexter nentuna DKTE Ha nosenenune Danio rerio Obuti U3y4deHsbl AJist
nByx no3 DKTE - 1 mr/kr u 10 mr/kr. PUC. 21A, 216, u 21B wimoCcTpupyOT mapaMeTpsl
noBeneHuss Danio rerio B TeCcTe CTAWHOrO TMOBEACHHs. BHYTPUOPIOIIMHHOE BBEICHUE
terpanentuga DKTE peibam B mo3e 1 MI/Kr BbI3BaJO CHIDKEHHME CTaWHOTO pediexca, 4to
BBIPA)KAETCS] B CTAaTUCTHUYECKH 3HAYMMOM YBEJIHYEHHH BpPEMEHH, IPOBEICHHOTO phIOaMu
OTBITHON TPyNIbl y CTEHKH, NMPOTHBOMNOJOXKHON oTceky co «craeit» (PHC. 21A), a Takxe
yBEJIIMYCHHUEM JIaTeHTHOro mnepuoaa mnoaxoma k «crae» (PUC. 21B). CHmwkeHne BpeMeHH,
NPOBEIEHHOIO B OTCEKE CO CcTaell B MaHHON rpyrme, Haxogurcs Ha ypoHe TeHnaeHuuu (PHC.
21B).

[00340] PUC. 22 unmroctpupyet yBenndeHue JaTEeHTHOrO epUoa MoaXoAa KO AHY
y Tectupyembix pri0 B Tecte «OTkpbiToe noney. Kak mokasano Ha PUC. 22, tect «OTKpbITOE
nosie» mpoaeMoHnTpuposai, yto nentung DKTE B nmo3e 1 MI/kr mpuUBOIUT K YBEJIWYEHUIO HA
YPOBHE TEHACHLIUH JIATEHTHOTO TIEPHOA MOIX0Aa KO AHY Y TECTHPYEMBIX PBIO.

[00341] PUC. 23 unmroctpupyet cpaBHeHHe 3QdekxToB nuasenama, nenruaa FQSE
u nentuna DKTE Ha mosenenme Danio rerio B Tecte craiiHoro noseneHus. llpu cpaBHeHHH
s¢pdexroB nentuna DKTE B noze 1 mr/kr Ha craiiHOe MOBeneHHE, ¢ APYTHMH BELIECTBAMHU,
MOBEJICHYECKAs] aKTUBHOCTb KOTOPBIX ObLIA MCCIIEOBAaHA PaHee, ObUIO BBIIBJICHO, YTO 3P (eKThI
DKTE B sTo#i no3e conoctaBuMbl ¢ 3QQeKToM BelecTBa cpaBHeHuUs1, auazenama (1,25 mr/kr)
(PUC.23). IIpu 3Tom BrusiHue Ha craiiHyto akTuBHOCTE DKTE 1 Mr/kr okasanace Bblle, 4eM y
FQSE B nosze 10 wmr/kr, y KOTOpPOTO yBeNW4YeHHE OBLUIO TOJHKO HA YPOBHE TEHIEHIMU K
nocrosepHoctu (PUC.23).

[00342] OpnHako, ¢ y4eroM OTCYTCTBUs 3(P(EKTOB TAHHOTO MENTHAA B TeCTe
«Cerno-TeMHast kamepa» U ciaObiM 3((HEKTOM B TECTe «OTKPBITOE TOJE», MOXHO CHeNaTh
BbIBOJ, uT0 DKTE B no3e 1 mr/kr obianaer Gosee caaObiM aHKCHOJUTUYECKUM JEHCTBHUEM, 1O
cpasHeHuto ¢ FQSE.

[00343] PUC. 24A u 24b WUIIOCTPUPYIOT NapaMeTphbl JOKOMOTOPHON aKTHBHOCTH
(nmuHa Tpeka u cpenHss ckopocTh) B Tecte «OTkphiToe noyie» mpu BBeaeHun DKTE B noze 1
mr/kr. Ilokasano, yro DKTE B mo3e 1 MrI/kr He BIMsUT Ha 3TH NapaMeTpbl JBUTATENIbHON

AKTUBHOCTH.
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[00344] PUC. 25A, 25b, u 25B wumoctpupyer noBeneH4eckre napamerpsl Danio
rerio mocne Beenernss DKTE B no3e 10 mr/kr. B wactnoctn, PUC. 25A nemoHCTpHpyeT Bpems,
npoBeeHHOE y nmoBepxHOCTU (B TecTe «OTKphITOoE money), PUC. 25b nemoHCTpHpyeT Bpems,
IIPOBEJIEHHOE B CBETJIOM OTCeKke cBeTyo-TeMHOIl kamepbl, U1 PHC. 25B noxasbiBaer Bpewms,
NPOBEIEHHOE 32 MpEeAesiaMH OTCeKa «CTamy B TECTe CTaWHOro MoBieHHs. BHyTpuOprommHHOE
BeeneHne DKTE B noze 10 Mr/kr He BBI3BAJIO CTATUCTUYECKH 3HAYUMOTO U3MEHEHHUSI OCHOBHBIX
NOBEJEHYECKHUX TOKa3areneit Danio rerio B Tectax « OTkpbITOE M0JIe», « CBETIO-TEMHAs Kamepa»
U «craiiHoe moBeneHue». Bumumo, nosza 10 mr/kr Haxogutcst BHE 3(P¢EKTUBHOTO Iuamna3oHa
KOHLIEHTpaLui AJ JaHHOTO MeNTHA.

[00345] Kax moxasbiBatoT mannble 3kcnepumenTsl, nentugy DKTE B noze 1 mr/kr
JEMOHCTPUPYET aHKCHOJUTHYECKYI0 AKTUBHOCTb B TECT€ «CTallHO€ MOBeNeHUe», CHUXKas
BBIPQKEHHOCTb CTAHHOTO peduiekca Mo psiAy OCHOBHBIX Mokaszareneil. CHIDKEHHE BPEMEHH,
MIPOBEACHHOIO BHE CTAHHOrO oTceka npu Bo3aelictsun DKTE B nanHOM A03UPOBKE CONMOCTABUMO
CO CHH)KEHHEM 5TOr0 TMOKas3aTejs, BbI3BAHHOrO auasenamMoM B no3e 1,25 mr/kr. B Ttecre
«otkpeitoe mosey DKTE (1 wmr/kr) BeBanm cnabblii  aHTUAENPECCAHTHBIA 3 QExT,
BBIPAXKAIOIIUICS JIMIIDb B YBEJMYEHUHU JIATEHTHOTO MEePUOJIa MOoAXoaa Ko nHy. B mose 10 mr/kr y
DKTE He ObLIO BBISIBIEHO MOBeASHUECKHUX 3(P(PEKTOB HU B OJTHOM U3 TECTOB.

[00346] 3.2.9. WDQYV Terpanentun

[00347] UzydeHune BIMsSHUS BHYTPUOPIOIIMHHOTO BBEACHUS TeTpanentuna WDQV
peitbam Danio rerio mpoBoamnoce B nmo3ax 1 mr/kr m 10 mr/kr. PUC. 26A, 26B, u 26C
WLTIOCTPUPYIOT MOBEJEHUECKHe napaMmerpsl Danio rerio mocne uabekiuu WDQV B nose 1 kr/kr.
B nose 1 mr/kr He Obwio BeIABICHO 3(dexroB mentuma WDQV Ha moepeHue peid B Tpex
nosezieH4YecKux Tectax — «OTkpbITOE noje», «Ceeryo-TeMHas kamepa» U «CtaliHoe noBeaeHne»

[00348] PUC. 27A, 27b, 27B, u 271" unnrocTpupyoT apameTprl noeaeHus Danio
rerio mocyie uHbeka WDQV B nose 10 mr/kr B Tecte «Cernio-reMHas kamepay. Kak mokasaHo
Ha PUC. 27A u 27B, B no3e 10 mr/kr nentun WDQV oka3an BiIusiHUAE Ha MTOBEACHHE PHIO TOBKO
B Tecte «CBeTyio-TeMHast KaMepay. PbIObI M3 ONMBITHON TPYIIBI JEMOHCTPUPOBAIN YBEIHUCHHE
BpeMeHH, npoBeAieHHOro B cBeTiioM oTceke CTK, kak cymMMapHO 3a Bce 5 MUHYT TeCTHPOBAaHUS,
TaKk U C TpeTbel mo msroil MuHyty tectupoBanus (PHC. 27 A, B). CooTBeTCTBEHHO, MOA
BozaeticteueM WDQV B nmo3e 10 MI/Kr mpoMCXOAWT M CHU)KEHHE BPEMEHH, MPOBEISHHOIO B
temHOM otceke CTK, kak cymmapHO, Tak U B AMHaMHKe, kKak nokaszano Ha PUC. 27b u 27T

[00349] PUC. 28A u 28b mumoctpupytot cpasaeHue 3¢gpdexros WDQV (10mr/kr)
B TecTe «CBeTno-TreMHast kamepay» ¢ 3dgdekxramu quazenama, (5 mr/kr) u FQSE (10 mr/kr). bruio
oOHapyxeHo, uto WDQV TeTpanentun uMeeT CXOAHBIA MO HANPaBJIEHHOCTH U BBIPAKEHHOCTH

aHkcuonutndeckuii 3gpdext, kak FQSE.
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[00350] PUC. 29 unmocTpupyeT CpenHoro JIHHY Tpeka B TecTe KOTKPBITOE MoJIe)
B Ipymmax pelO, MOMBEPTIINXCS BO3ASHCTBUIO nuaszemnama B no3e 1,25 mr/kr (Diazepam 1,25), 5
mr/kr (Diazepam 5) u 10 mr/kr (Diazepam 10) U B COOTBETCTBYIOIINUX KOHTPOJIBHBIX IPyIIax
(Kontp-diaz 1,25, 5 u 10), B rpynmax pbIO, MOABEPTIINXCS BO3AESHCTBHIO (DIIyBOKCAMUHA B J103€ 5
mr/kr (Fluvoxamine 5) u 10 mr/kr (Fluvoxamine 10), cOOTBETCTBYIOIHE KOHTPOJIBHBIE TPYIIIIBI —
Kontp-fluv 5 u 10. B rpynnax pei6, noayuaBmmnx AKZ-10 (AKZ10 0,6), cOOTBETCTBYIOLIHIA
koHTpoJb — Koutp-AKZ10; BCM-7 — cootBerctBeHHO BCM-7 1 Koutp-BCM-7, Terpanentun
WDQV B noze 10 mr/kr (coorBerctBerHO WDQV 10) u coOTBETCTBYIOIEH KOHTPOJBHOMN
rpynmel. PUC. 29 umumroctpyer, uto Terpanentun WDQV B noze 10 mr/kr He okasbiBaet 3 dexra
Ha TIOBEACHYECKHE IMapaMeTpPbl, B YaCTHOCTH, HE OBUIO BBIABICHO BJIMSHHUS TETPANENTHIA HA
IBUTATENbHYIO aKTUBHOCTD B TecTe OTKPBITOE TOJIEY.

[00351] DTH 3KCIEPUMEHTBI MOKa3bIBalOT, uTo Terpanentuny WDQV B moze 10
MI/KT' TIPOJIEMOHCTPUPOBAJ AHKCHOJNUTHUECKUH 3(dekT B Tecre «CBETIO-TEMHast KaMepay,
COIOCTABUMBIH TI0 BBIPAKEHHOCTH ¢ OSH30JMa3eTTMHOBBIM aHKCHOJUTHKOM JIHA3€MaMoM B J103€ 5
mr/kr u TerpanentuaoM FQSE B noze 10 mr/kr. OnHako B APYrux TecTax He ObLJIO MOKa3aHO
u3MeHeHus nopeAeHust Danio rerio mox Bo3aeiicteuem WDQYV B gannoi nose. Taxoke WDQV B
no3e 1 MI/kr He uMen BbIpaXXeHHbIX 3(dexkToB Ha moBeneHue porid. CyMMHUpPYsT IOBEIEHUYECKHE
s¢pdexter WDQV, MOXKHO MPEanookuTh, YTO OH 00JaaeT MOJIOKUTEIbHBIM HEHPOTPOITHBIM
3¢ dexToM, OJHAKO MEHee BBIpaKEHHBIM, 4eM y nuasenama u terpanentuga FQSE, kotopbrit
obnanan 6ojee MIUPOKUM CIIEKTOPM MOBEACHYECKUX 3 (EKTOB.

[00352] IIpumep 4: Onpenenenue HeiipoTponHoi aktuBHOCTH mentuaa FQSE B
SKCMEPUMEHTAX Ha MBIIIaxX

[00353] Ilenpro »TOrO 3KCHepUMeHTa OBLIO BBISBIEHHE TMOTEHIUATBHOTO
HelipoTpornHoro 3¢ dexra paznuunbix 103 nentuna FQSE Ha noeenenue mbineit BALB/C npu
OCTPOM BHYTPUOpIOUTMHHOM BBeaeHuU. DddexTrl BBeneHus nentuna FQSE nHa mosenenue
meieit BALB/C cpasauBanu ¢ s¢pdexramu BBenenus nuazenama. dPdexrsl kak nentuna FQSE,
TaK M Jua3enama Ha MOBEACHHE MbIIIel OleHuBaIN ¢ moMombto Tecta «OTkpoeiToe mosey (OF),
«I[IpunognsTeIil KpecToobpazueiii nadupunaty (ITKJI), «YcnoBHOe 00OPOHUTENBHOE 3aKaNbIBAHUE
crekysHHBIX 1mapoB» (MB), u «Heusberaemoe mnnaBanme mno Ilopconbry (2X nHEBHas
momudukamnus)» (FST). Ot Tectl mpeactaBisitoT coOOM MeTOAbl WU3MEPEHHs MOBEIACHUS,
CBSI3AHHOTO CO CTPECCOM W TPEBOTOH, Ha JKMBOTHBIX MOJENAX sl OLEHKH 3(PQeKTHBHOCTH
NOTEHINAIBHBIX AHTHIAETIPECCAHTOB U AHKCHOJIUTHKOB.

[00354] B skcnepuMeHTax, MpOBEAEHHBIX B 3TOM UcCienoBaHuy, Meimeit BALB/C
nonsepranu rectam OIL, TTKJI 1 MB niist onpeneneHust aHKCHOJUTHUECKUX 3(h(eKToB nruasenama

u nentuna FQSE na mpnueii. CornacHo pesynbratam, nojiydeHHsiM B Tecte Oll, tecte IIKJI u
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tecte MB, BBeneHue nuasenama (BHYTPHOPIOIIWHHO) MBIIIAM MPHUBOAMIIO K BBIPAKEHHOMY
AHKCHOJUTUYECKOMY 3(¢ekTy. DTH pe3yabTaThl MOATBEPXKAAIOT, YTO MOJENb Ha MbIIax
SIBJIIETCSI JOMYCTHUMON MOJIENBIO0 JJIsl TECTUPOBaHUsS 3(PQPEKTOB BELIECTB, BKIIOYAS MENTUIBI,
KoTopbie cBs3biBarOTCA ¢ perentopom 'AMK-A. Kpome Toro, B 3ToM HCCIEIOBAHHH MBIIEH
BALB/C noxsepranu tecty miuasanus [lopconra (qByxaHeBHas MOIU(PUKALHS ) IS OTIPENEICHUS
aHTUAeTIpeccaHnTHO-NoA00HBIX 3 dexros mentuaa FQSE Ha mbrmeii. [Tentun FQSE B no3ax ot 1

10 20 MI/KT IPOSIBIISUIT aHTHAETIPECCAHTHBIN 3(h(eKT.

[00355] 4.1. Marepuajbl 1 METOABI
[00356] 4.1.1. DkcnepUMeHTANbHbBIC JKUBOTHBIC
[00357] CembrecsT neBsth Mmbimei-caminoB BALB/C ucnonb3oBaii B JaHHOM

3KcnepuMeHTe. Macca Tesna KakI0oro KUBOTHOTO B Hadajle SKCIEPUMEHTA COCTaBiisia oT 18 1o
20 rpammoB. Bce xuBOTHBIE ObLTH CBOOOAHBI OT BUAOCHenupudecknx matoreHoB (cratyc SPF
cornacHo cniricky FELASA, 2014 r.). Y)KuBoTHbIE COAEPKANNCH B YCIOBUSIX CBOOOTHOTO JOCTYIIA
K Bojie u muine. [loMmemenre KOHAUIMOHUPOBAJIOCHh (CKOPOCTh 0OOMeHa He MeHee 15 p/d) ¢ Lukiiom
129:124 cBer-TemHoTa (cBeT BKJIOHaercs B 09:00), temmeparypa Bozmyxa 20-24C°+2°C
(Bo3MokHBI KoJieOaHWsT B mpenenax He Oonee 2 °C B cyTtku), BiaxHoctb 30-70%. s
UCCIIEIOBAHMSI MBILIEH pa3aeniIi Ha IIECThb TPYII, U TECTHPYEMbIE BEIECTBA BBOAMIIH IPYIIIaM,
coriacHo Tabmune 1. C yderom paszmeseHus Ha TPYMIIBI HHTEPBAT MEXAY TECTAMH COCTABIISI
OIuH AeHb. Bce mpouenypbl ¢ JKUBOTHBIMH NPOBOAMIIMCH B COOTBETCTBHUU C €BPOIEHCKUMHU
(dupexrusa 2010/63/EC Epomneiickoro napiamenta u Coseta ot 22 cents0ps 2010 r. o 3amuTe
YKUBOTHBIX, HCIIOJIb3YEMBIX B HAYUHBIX LEJIsIX) U poccuiickuMu («Pykosopsiiue npuHoumnbsl [OCT

33216-2014»). buosTHuecKkuMu PEeKOMEHIALMSIME 110 COJIEPKAHHUIO M YXOAY 3a Ja0OpaTOPHBIMHU

JKUBOTHBIMH.
[00358] Tabnuua 1. DxcrepuMeHTaIbHBIE TPYIIITBI
Hassanue rpynner  [Kon-o TecTupyeMoe BelmecTBo BosnelicTeue
PKUBOTHBIX

1. nTakTHbIN 13 B/6 BBemenme pactBOpuUTENs MOKY CIOBHOE

KOHTPOJIb CXeMe BBEICHMs BEINEeCTB H3000POHUTENBHOE
OTILITHOM TPYIIITBI BaKarbIBaHUE

2. FQSE 1 mr/xkr |13 B/60 BBemenne FQSE B no3e ICTEKISIHHBIX  LIAPOBY,
MT/KT «IIpunoaHATHINA

KpPeCTOOOpa3HbIHI

ma0upuHT», «OTKPBITOE

3 Ilentun FQSE 513 B/6 BBemenne FQSE B mo3ze 5

nojie», «Heuszberaemoe
MI/KT MI/KT
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4. Ilentun FQSE 1013 B/6 BBenenne FQSE B nose 10miasanue mo Ilopconby
MT/KT MT/KT (nByXnHEBHAs
S. llenrrun FQSE 20114 B/6 BeBenenune FQSE B nose 20Moxnduxanms)»
MT/KT MT/KT
6. Diazepam 13 B/6 BBeEJIEHUE npemnapara
cpaBHeHus1 diazepam B mo3ze 0,5
MT/KT
[00359] Ilocne mepuopa aganTalMM HUCHBITYEMOE BELIECTBO BBOJAWJIM MBbILIAM

BHyTpuOpromuHHO. [lapamerper moBeneHus: n3Mepsan yepe3 30 MUHYT MOCIEe HHBEKIUU. TecThl
NPOBOIWINCH clienyromum obpasom: 1-ii neHb - Tect «OtkpbiToe money (OII), 3-i neHb - Tect
«TPUIOAHATHIN KpecTtooOpasHbiid nadupunt» (I1IKJI), 5-i neHp - TecT Ha 3aKarblBAaHUE LIAPOB

(MB), 12-13 guu - tect «Heusberaemoe mnaBanme mno Ilopconty» (FST) (mByxmHeBHas

MOTU(UKALIHS).
[00360] 4.1.2. CraTucTUYECKUI aHAIN3
[00361] Craructuueckuii aHajiu3 JAaHHBIX BBIIOJHSUIM C  HUCIOJb30BAHUEM

HermapaMmeTpuueckux  kpurepueB (MaHHa-YuTHHM) i BBIOOPKM € HEHOPMAJbHBIM
pacripeneneHueM UK C UCTIOIBb30BaHUEM OJHOCTOPOHHETO AUCTIEpCHOHHOTO aHanmu3a (ANOVA)
¢ nocneayromuM TectoM LSD @umepa aiist BBIOOPKH ¢ HOPMAJIBHBIM PaCIIPECICHUEM.

[00362] 4.1.3. OI1

[00363] YcraHoBka npencrapisier codol apeHy AnamMeTpoM 63 CM., OCBEIIEHHYIO
sapkuMm ceeroM (500 JIk) (HITO «OtkpsiTast Hayka»). Perucrtpupyembie mapamerpul. OOIIHN
npoler (B cM), BpeMsi ABMKEHUs (TIPU CKOPOCTH OoJiee 5 cM/Cek), BpeMsi HeTTOABIKHOCTH (TIpU
ckopoctu MeHee 0,2 cMm/cek), CpeaHsss U MaKCHMajlbHash CKOPOCTb, KOJHMYECTBO SIHU30JI0B
IBUTATENbHOW aKTUBHOCTH W 3aMHpaHus. Takol ke HaOOp mapameTpoB, a TakXKe JaTEeHTHBIH
NEPUOJ U JTUTEIBbHOCTD NPeObIBAHMS PETUCTPUPYETCS I LEHTPAIbHOTO cektopa. Hedekanuu,
CTONKHM (IIOCTAaHOBKA KUBOTHOTO Ha 3aHHE JIambl) oueHnBanyu BusyaibHo (File and Wardill (1975)
Validity of head-dipping as a measure of exploration in a modified hole-board. Psychopharmacol.,

44: 53-59). Tect mnpemHa3Ha4eH [UIsI OLIEHKH YPOBHS MOTOPHOW U HCCIIENOBATENbCKOM

AKTHUBHOCTH.
[00364] 414 IIKJ
[00365] TecT cocTOUT U3 2 3aKPBITBIX U IBYX OTKPBITBHIX Jy4€H, pPaclOOKEHHBIX

HANpOTHUB APYT npyra (mimHa jty4da 30 cM), BeicoTa OOPTUKOB 3aKpPBITHIX JIyueil paBHa 15 cM. Bes
ycraHoBKa npunoznsaTa Ha 70 cm Hax yposHeM nosia (OOO HIIK «Otxkpeiras Hayka», Poccust).
OTKprITHIE JTydu UMEIOT sipkoe paBHOMepHOe ocBeleHue 400 mokc, 3akpbiTeie — 30—40 mrokc.

JKvBOTHOE MOMEINAIOT B LEHTP JAOWPHHTA, TOJIOBOH K OTKPBITOMY Jiydy. B Teuenue 5 mMuHyT
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nporpammoii «Ethovisiony, Noldus aBToMaTHuecku peruCTPUPYETCS CIEAYIOIUe TOBEACHUE
napaMeTpsl. oOmwuii poder (B M), BpeMsi ABIKeHUs (MPU CKopocTu Oosiee 5 cM/cek), Bpems
HETOABIDKHOCTU (rpu ckopoctu MeHee 0,2 cMm/cek), cpenmHsisi M MaKCUMAajbHash CKOPOCTb,
KOJIMYECTBO STH30J0B MOIBIKHOCTH M 3aMHUpaHus. Takol ke HaOOp mapaMeTpoB, a TaKxkKe
JATEHTHBIN MEPHOA U UTHTEIBHOCTb NMPeOBIBAHMS PETUCTPUPYETCS UL LEHTPAIBHOTO CEKTOPa,
OTKPBITOTO U 3aKPBITOTO PYKABOB IO OTACIBHOCTH.

[00366] 4.1.5. MB

[00367] YcraHoBka npeacTaBisier coOoi ctannapTHyro kietky T3 (19 cm x 29 cm
X 13 c¢Mm), KOTOpasi HaNOJHSAETCS] MOJACTHIIOM (BBICOTA CJos - ScM). [l Tecta MCIONB3YIOTCS
CTaHIAapTHBIE CTEKJIIHHbIE mapuku Marbles (muamerp 15MM, Bec 5,2 T, IPOU3BOJIbHBINA LIBET).
IMTapuky yxaaaplBarOTCs HA NOBEPXHOCTh PABHOMEPHO, B 4 psAna, Mo 5 WITYK B kKaxxaoM. [lanee B
YCTAHOBKY MoMelnaercst >kuBoTHoe Ha 30 muHyT. [lo ncTeueHnn BpeMeHH JKUBOTHOE aKKypaTHO
BBIHUMAETCS, TIOJICYUTHIBAETCS YHCIIO 3aKOMAHHBIX IAPUKOB (DoJjiee yeM Ha 2/3 nmuameTpa).

[00368] 4.1.6. FST

[00369] In B pamkax naHHOH MoAu(HKauUKd TPOBOAUTCS 2 TECTUPOBAHUS B
TE€YEeHHE IIBYX IHEH. YCTaHOBKa MPEACTaBIsIeT COOOH MPO3padHbIi cOCyn, BBICOTOH 30 cM,
aramerpoM 10 cM, 3amosHeHHbIH Bonoi (t Boxbl +21 -+23°C) no ormerku Ha BeIcOTE 25 cM. B
MEPBBIM A€Hb KaXA0€ >KMBOTHOE mnomemand Ha 10 MHHYT B ycCTaHOBKy. lloBemeHueckue
napameTpel He peructpupoBasd. Ha BTOpOH NeHb JKUBOTHBIE TAaK)Ke MOMEIIAIM Ha 5 MUHYT B
YCTAHOBKY. PeructpupoBaiu mpoJOJLKUTENBHOCTh AKTUBHOTO (PHEPIHYHBIE JBIIKEHHUS] BCEMHU
JlatiaM#) U MacCUBHOTO (caadble rpeOKy 3aJHUMHU JIallaMK) TUTABAHUS, a TAK:Ke HEMOABHKHOCTH
(mvmmobunmzanmn) (Porsolt et al. (1977) Behavioral despair in mice: a primary screening test for
antidepressants. Arch Int Pharmacodyn Ther. 229(2):327-36). Ilocne kaXmoro TeCTUPOBAHHS
MBILIEH MOMEeIIany B 000TPEeBaeMyI0 KJIETKY 10 BbICBIXaHUSI.

[00370] 4.2. U3ydyeHne aHKCHUOJUTHYECKOTO IEMCTBUS ITpenapaToB

[00371] Jlns oueHkH aHKCHOJUTHUECKHX 3(dexToB uccienyemMoro mentuaa B
pazauunbix go3ax (1, 5, 10, 20 mr/kr) ObLIM HCHOJB30BAHBI CIEAYIOUIWE TECThl. 1H IeHb
«OTkpeITOE TIONEY, 311 NeHb «IIpumoaHATEIN KpecTooOpa3Hblil TabUpPUHTY». SH AeHb « Y CIOBHOE
0OOpPOHUTENIBHOE 3aKaNblBAHUE CTEKJISIHHBIX IMapoBy». B KadecTBe mpenapara CpaBHEHHs ObLI
ucnoib3oBaH «Jlnazemam» B nosze 0,75 mr/kr. Bce BemecTBa BBOAMINCH BHYTPUOPIOLIMHHO B
obwveme 10 MkJ pacTBopa Ha 1 r Beca JKUBOTHOTO 3a 30 MHHYT 10 MIOBEIEHYECKOTO TECTHPOBAHUSI.

[00372] Ha >XMBOTHBIX MOAENSAX COCTOSAHHE TPEBOXKHOCTU ONPEAENSIETCS Kak
KOHQTUKT 00OpPOHUTENBHOMN u OPUEHTUPOBOYHO-UCCIEA0OBATEIbCKON MOTHBALIUM.
CooTBercTBeHHO, ecnu mpeoOnagaer OOOPOHHMTENbHAS MOTHUBALMs, TO (opMupyercs

SMOLMOHAIbHOE COCTOSIHME TIOBBILIEHHON TPEBOKHOCTH, W, HAOOOPOT, eciu mpeodianaer
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OPUEHTHPOBOYHO-UCCIENOBATENbCKAST  MOTHBALMSA, TO JAENAI0T BBIBOA O  CIIOKOWHOM
SMOLMOHAIIBHOM COCTOSIHUM. TakuM 0Opa3oM, aHKCHOJIHTHYECKUH 3(dekT mpemapara MOXKET
NPOSIBJIATHCS KaK B OCIA0IEHIH OOOPOHUTENbHON MOTHBALIUY UJIH B YCUJIIEHUH OPHEHTHPOBOYHO-
HCCIIEIOBATENbCKOTO KOMIIOHEHTA, TAK M B COBOKYITHOM Pa3HOHAIIPABJIEHHOM BJIMSIHUU HA 3TH J1BA
SMOLMOHAIIBHBIX COCTOSIHUS. YacTo neicTBHE aHKCHOJUTHKOB OIMUCBHIBAIOT B KA4ECTBE CABHIra
KOH(JIMKTAa MEXAy OOOPOHHUTEIBHON W OPUEHTHPOBOYHO-HCCIIENOBATENBCKONH MOTHBALIMSIMU B
CTOPOHY MOCJIETHEM.

[00373] 4.2.1. OueHka BIUSHUS TECTUPYEMBIX BELECTB HAa MOBEJEHUE MbILIEH C
nomoleto Tecta OI1

[00374] B kaudecTBe MepBUYHON OLICHKU BJIMSIHUS MPENApaTOB HA JBUraTEIbHYIO
(oOmmast mpoiineHHast TUCTAHIUA) U OPUEHTUPOBOYHO-UCCIIENOBATEIBCKYIO (YUCIIO CTOCK, BPEMSI,
NPOBEIEHHOE B LIEHTPE U YHCJIO BBIXOJOB LIEHTP) aKTUBHOCTD JKHUBOTHBIE ObLTH MPOTECTHPOBAHBI
B Tecte «OTKphITOE NoJIey. [1o mapamerpy obuieit npoiineHHOH AUCTaHINUY AJis TpyIel Jnazenam
(2542,24179,77 cM) OTMEYAJIOCh CTATUCTHYECKH 3HAYMMOE YBEJIMYEHUE NAHHOTO MapameTpa
OTHOCHTENBHO Trpymnmbel  KoHTposst (1925,6£12931 cm) (PHC.30). Cxoxue mnokazarenu
Habmromanuch U as Bcex 4x rpymm, kotopbiM BBomwics FQSE (2423+133,81; 2464+124,67,
24414185,97; 2478+100,41 cm cootBercBeHHO misi rpymin; «FQSE 1 mr/kry, «FQSE 5 mr/kry,
«FQSE 10 mr/kry», «FQSE 20 mr/kr»).).

[00375] Ha PUC. 31 u 32 npencrasnensl napamerpbl («KomudecTBo croex» u
«Yacrora BBIXOZA B LIEHTPY»), OTPAKAIOLINE OPHEHTHPOBOYHO-UCCIIEAOBATENBCKYIO aKTHBHOCTD
JKUBOTHBIX. JIJIsi TpymNmbl JKMBOTHBIX, KOTOPBIM BBOIWICSA JlMazernam — KOJIMYECTBO CTOEK
(10,8+2,1); 6bUTO 3HAUMMO BBILIE AHAJOTMYHBIX 3HAYSHHUH 1JIs1 KOHTPOJBHOH rpynmsl (4,7+0,94),
B TO BPEeMsI KaK 4aCTOTa BBIXO/IA B LICHTP M CaMO BpeMs B LIEHTpe He oTimyaiock. s rpynn FQSE
1 mr/xr u FQSE 10 Mr/kr Takke 0TMeuajIoch yBennueHue koandectsa ctoek (11,7+2,3 u 11,7£3,6,
COOTBETCTBEHHO) OTHOCHTENIbHO KOHTPOJIbHBIX 3Ha4eHUH. [Ipn 3TOM 171 JKUBOTHBIX, KOTOPBIM
BBOAWICS menTu B 03e IMr/kr u 20 MI/Kr ObLJIO XapaKTepHO U OOJIbIIee KOJHYECTBO BBIXOA0OB

uentp (13,1£2,26 u 11,6+2,5), uem y rpynmnsl KoHTpOJs (5,3+1,44).

[00376] 4.2.2. OueHka BIHMSIHUSI TECTHPYEMbBIX BEIIECTB HA MOBEICHUE MbILIEH B
Tecte TTKJI
[00377] B Tecte ITKJI 6b110 BBISIBJIEHO ABE IPYMITbI MOBEICHUECKUX MOKAa3aTeNeH,

KOTOPBIE XapaKTePH3YIOT aHKCHoMuTHUecKui ekt npu BBenenuu npenaparos. [lepsas rpymnmna
NoKa3aresyiell CBsi3aHa C ABHraTEJIbHONW aKTUBHOCTBIO JKUBOTHBIX, B HEE BXOIST: JUIMTEIBHOCTD
«3amupanus» (T. €. Bpemst Oe3 nBmxkeHwus, c), 1 «OOmas npoiiaeHHas nucranuus, cmy». Obmee
YBEJIINYCHHE IBUTATEIbHON aKTUBHOCTH MOJKET CBUAETENIbCTBOBATh OO YMEHBIICHUH ITaCCHBHO-

O60pOHI/ITeJ'IbHOFO MOTHUBAIIMOHHOT'O KOMIIOHEHTA, T. €. 00 aHKCHOJIUTHYECKOMH HaIlpaBJICHHOCTHU
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neiictus npernapara. Ha PUC 33. mpencrasnen rpaduk ¢ oOmiell mpoHAEHHOW IUCTAaHIUEH
JKUBOTHBIX, BBEJEHUE IIpernapara cpaBHeHUs «/luazemam» mpuBENO K BBIPAXKEHHOMY
CTaTHUCTUYECKH 3HAUUMOMY YBEJIMYEHUIO JaHHOTO [TapaMeTpa OTHOCUTENBHO I'PYIIIbI KOHTPOJIS U
cocraBmio: 1219+91,4 cm npotus 960+56 cm. Beenenne nentuaa B 1o3e 1 Mr/kr u 20 Mr/Kr Taxxe
YBEJIMYMBAJIO 3HaueHHe nporaeHHoi nuctanuuu (1156+48.2 u 1290+30,5), nmpu 3TOM CHIKas
obmee Bpems 3amupanus (PUC.34) no 36,6+£3,97 u 30,1+3,07 ¢ COOTBETCTBEHHO OT 3HAYEHUM
koHTpoJs (57,7+7,05 ¢).

[00378] Bropass rpynma mokasarenieil BKJIOUaeT B ce0sl Takue mapameTphbl, Kak
«Bpems Ha OTKpBITHIX pykaBax JadupunTta, o» (PHC. 35), «Hucno BIXOAOB HA OTKPBITBHIE PyKaBa»
(PUC.36), «Yucno nmoBeneHN pruckay (CBEIINBAHMUS U CTOHKHU Ha OTKPBITHIX Jydax), (PHC 37), a
TAKXKe NMPOU3BOAHBIN MOKa3arenb «uHAeKC TpeBoxHOCTH» (PHUC.38), KoTOpHBIH paccunThIBaeTCS
o clenyroltuei Gopmyire:

[00379] UT = 100*(1- (Bpemst Ha cBeTy/00IIEE BpEMs TECTUPOBAHMS + BBIXOABI HA
cBeT/001mee KOJMIECTBO BBIXOA0B)/2)

[00380] VYBenuueHue BpEMEHH, NPOBEACHHOIO Ha SPKO OCBELIEHHBIX JIydyax
JTaOUpUHTA, W CBA3aHHOE C HUM yMeHblieHne WT SBISAIOTCS KITACCHUECKUMH IMOKa3aTeNs MU
MOBBILIEHUS] OPUEHTHUPOBOYHO-UCCIIEOBATENBCKON aKTUBHOCTH, CHH)KEHMM TPEBOKHOCTH, T.€.
TAKXK€ CBHIETEIBCTBYIOT 00 aHKCHOJIUTHYECKOM ACHCTBUU BEIECTBA.

[00381] Ucxonss W3 TONYYEHHBIX JAaHHBIX, BHYTPUOPIOLUIMHHOE BBEIEHHUE
npenapara «/luasenam» >KUBOTHBIM IPUBOAMIO K SIPKO BBIPAXKEHHOMY AaHKCHOJIUTHYECKOMY
JEMCTBUIO OTHOCUTENBHO [apaMeTpOB IMOBEAEHMsI KOHTPOJIBHBIX MbIlIeH, a WMEHHO:
YBEJIIMYMBAJIOCH BPEMs], TPOBEACHHOE HA OTKPBITHIX Jydax jJadupunta (67,4+18,43 u 2348,12 c);
YHUCJIO BBIXOJIOB Ha OTKPBIThIE Jyun (6,5+0,99 u 3,5+0,81); yucno nosenenuit pucka (15+2,8 u
742,3), 4TO B UTOT€ BBIPAKAIOCH B CTATUCTHYECKH 3HAYMMOM CHIJKEHHUH «HMHIEKCa
tpesoxHOCTI» UT no (73+4,7% )orrocurenbro (85+3,4%) B KOHTPOJIBLHOH rpymIie.

[00382] Cxoxue pe3ynbraThl ObUIM TOJYYEHBI IJISI TPYIII, KOTOPBIM BBOJMIICS
uccaenyembiii nentua. Ilo mapamerpy «Bpems Ha OTKPBITBIX Jy4ax» YyBEIMYECHHE 3HAYCHUU
otHOcHTeNbHO rpynmbl «KoHTponby Habmomanoch y rpymmsl FQSE 20 mr/kr (69,149,98 c);
«Uncno BBIXOOB HA OTKPBITHIC Jydrm» U «HYHCIIO MOBeNEeHUH prcKa» 3HAYUMO ObLIO OoJbLIe Yy
rpymm «FQSE 1 mr/kr» (7,7£0,79 u 15£2,1), «FQSE 10 mr/xr» (6,5+1,07 u 1543,2), «FQSE 20
MI/Kr» (6,9+0,79 u 16+2,1). Takum 06pa3oM, KUHAEKC TPEBOKHOCTUY IS JKUBOTHBIX M3 TAHHBIX
TPYII TaKke ObLT HI)KE KOHTPOJIbHBIX 3HAUEHUH U cOCTaBIsT 72+2%; 72+3,8% u 69+3,3% s
JKUBOTHBIX, KOTOPBIM BBOJMIICS UCCenyeMblid entun B 1o3e 1; 10 u 20 Mr/Kr COOTBETCTBEHHO.

[00383] 4.2.3. OueHka BIUSHUS TECTUPYEMBIX BELECTB Ha MOBEJEHUE MbILIEH C

noMol1ibo Tecta MB
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[00384] Hanuume B wuccrmenyemMoil yCTaHOBKE ONECTSANINX CTEKJISTHHBIX IIapOB
BOCIIPHHHUMAETCS JKMBOTHBIM KaK Pa3Ipa’kUTeNlb U MOOYKIAeT 3aKOMAaTh UX B MOJCTHII, YTOOBI HE
UMETh 3PUTEIBHOTO U TAKTHJILHOrO KOoHTakTa. CHIbKeHne uncna 3akonanabix mapos (PHC. 39)
NOJT BJIMSTHMEM TIperapaTa 3a OINpenesieHHbIH MPOMEXYTOK BpeMeHH (30 MUHYT) YKa3bIBaeT Ha
CHIDKEHHE TPEBOXKHOCTH >KUBOTHBIX. [I0 MOJNyYeHHBIM MAAaHHBIM O KMBOTHBIE W3 TIPYIMIBI
«KoHTponb» B cpenHeM 3akanbianu 5,2+1,04 map, KOraa kak >kHBOTHBIE U3 Fpynbl «/luasenam»
3aKalnblBAJIA 3HAYUTEIBHO MeHbIe — 1,2+0,39 mapa. Tak:ke CHUKXEHUE YUCIa 3aKONaHHBIX [apOB
otMmeuanock y rpynm: «FQSE 5 mr/kr» (1,940,99 map); «FQSE 10 mr/kr» (2,6+0,877 mapoB) u
«FQSE 20 mr/kr» (1,440,68 mapos).

[00385] 4.3. OueHka aHTUAECTIPECCAHTHOTO NEHCTBUS UCCIICYyEMbIX BELIECTB

[00386] JIist OLIEHKW aHTHIEMPECCAHTHBIX CBOWCTB MPENapaToB ObLT UCMOJB30BaH
tect «Hemsberaemoe mnaBanme mno IlopconmbTy», nAByxmHeBHast Moaupukauus. JaHHBIN
SKCHEPUMEHT SBJISETCS OAHUMH M3 OCHOBHBIX METOAOB [JIs1 OLEHKH JAEeNpeCCUBHOMN
COCTAaBJISIFOLIEH TOBEICHUS )KUBOTHBIX U BJIUAHUS HA HEE TECTUPYEMBIX IPENapaTOB.

[00387] 43.1. «Heusberaemoe tutaBanme 1o IlopconbTy (mByXImHEBHas
monudukanus)» (FST)

[00388] JByxaHeBHass Moau(UKalusl TecTa TMO3BOJSIET JKHUBOTHOMY CIEpBa
alanTHPOBATHCS K OCOOCHHOCTSIM MPOBEACHNUS SKcriepruMenTa (11 neHb), 94To no3Bosstercs Ha 2i
JeHb TIOJYyYUTh OOJiee YeTKHE W HArJsiAHbIE PA3fIMYUs B MOBEACHYECKHX peakuusx (B ciydae,
KOTZa OHU ecTh). 1l0 maHHBIM JUTEpaTypbl NPUHATO CYUTATH, YTO 4YeM OOJblIe 3HAUEHHUE
JUTUTENIbHOCTH COCTOSTHHSI MMMOOWIN3alUU (BpEMEHU 3aMHpaHus), TeM OoJiee NenpecCUBHBIM
SIBJIIETCSI ’KUBOTHOE. 3HAYUMOE CHIDKEHHE BPEMEHH UMMOOMIM3AaLNH MO/ BIMSHUEM ITPETapaToB
XapaKkTepU3yeT HX CIOCOOHOCTb MPOSIBIATH AHTHIENPECCAHTHBIH 3((EeKT W peryiupoBathb
JEIPECCUBHOE COCTOSTHHE.

[00389] Ha ocHOBaHMM [aHHBIX, NPEACTABJICHHBIX BBEACHUE Mpenapara
«/Inazermam» B no3e 0,75 MI/Kr HE MPUBOIUIO K U3MEHEHUSIM HH IO OJHOMY H3 HUCCIIETyEMbIX B
JAHHOM TeCTe MapaMeTpoB (BpeMsi aKTUBHOTO, TACCUBHOTO TUIaBaHuUs U Bpems 3amupanus) (PUC.
40, 41, 42). Bsenmenue uccnenyemoro nentuga FQSE (PHC.40), HanpoTuB, NMPUBOAMIO K
CHIDKEHUIO OO0INero BPEeMEHH 3aMHUpPaHUs OTHOCHUTENIbHO KOHTPOJIbHBIX 3HAUYEHUI BO BCEX
paccMoTpeHHbIX go3ax (142+12,7; 115+15,4; 145+16,5; 144+10,2 cexkyHI COOTBETCTBEHHO AJISI
rpymn: «FQSE 1 mr/kr», «FQSE 5 mr/kr», «FQSE 10 mr/kr» u «FQSE 20 mr/kr» npotus
189+11,1 ¢ ansa rpynmel «KonTponsy). Ilpu stom mst rpynn «FQSE S mr/kry, «FQSE 10 mr/kr»
u «FQSE 20 wmr/kr» Ttakke OTMEYANOCh YBEJIWYCHHE BPEMEHH ITACCUBHOTO IUIABAHHSA H
cocraBysuio 151+12)5; 162+12,1; 143+14,6 ¢, korna kak KOHTPOJIbHbIE 3HAYEHHS] COCTABJISAIU

105+11,1 c. CTOUT OTMETUTB, YTO BBEACHIE NIENTHA B 03¢ 20 MI/KI CTATUCTUYECKH JOCTOBEPHO
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YBEJIMYMBAJIO M BPeMsl AaKTUBHOTO IUIaBaHUS (CKMBOTHOE [IBUTA€T OJHOBPEMEHHO 4
KOHEYHOCTSIMH) 10 27+8,3 ¢ (KOHTPOJIbHBIE 3HAYEeHUs 5£2 ¢).

[00390] 4.4, CpaBHeHUE AHKCHOJUTHYECKOTO WM AHTHIEMPECCUBHOTO 3(P(EeKTOB
TECTUPYEMBIX BEILECTB

[00391] ABTOpBI HACTOSIIETO OTKPBITHS OOHAPYKHIIM HA OCHOBAaHUU PE3YJIBTATOB,
MOJIYYEHHBIX B TPEX pPAa3jMYHBIX IOBEJEHUECKUX TecTax (TecT «OTKpBITOE TOJE», TeCT
«I[IpunogHsTHI KpecTooOpa3HbIil JTaAOUPUHT» U TECT «YCIOBHO OOOPOHHUTEIBHOE 3aKalbIBAHUE
CTEKJITHHBIX IIApOBY»), YTO BHYTPHOPIOUIMHHOE BBEACHHE (OTHOKpATHAs MHBEKLHS) MEeNnTHAA
FQSE B gnoszax or 1 mr/kr mo 20 mr/kr 3a 30 MHHYT A0 SKCIEPHUMEHTOB NPUBOAWIH K
BBIPAXKEHHOMY aHKCHOJUTHYeCKOMY 3¢ dexTy. TouHO Tak ke OTHOKpaTHAs! BHYTPHOPIOIINHHAS
uHBEKIUs nuazernama B 1o3e 0,75 mr/kr meimam BALB/C 3a 30 MUHYT 10 IOBEIEHYECKUX TECTOB
MPUBENA K BBIPAKEHHOMY aHKCHOJUTHYECKOMY (D dexTy.

[00392] CornacHo pe3ynbratam, nonyueHHbIM B Tecte OIl, IIKJI u MB, BBeneHue
auasenamMa (oCpeaCTBOM BHYTPHOPIOIIMHHOW MHBEKIMH) MbIIIAM MTPUBOAMIIO K BBIPAKEHHOMY
aHkcuonmutudeckomy 3ddexty. DTu pesynbTaThl COTNACYIOTCS ¢ WH(pOpMaLMeld W3 Hay4YHOU
JUTEpaTyprl, KOTOpas MOATBEPXKIAET, UTO MOJENb Ha MBbIIIAX SIBJSIETCS JOMYCTUMOM MOJEINbIO
111 TECTHPOBaHUS 3 (PEKTOB JIEKAPCTB, BKIIIOYAs ENTUABI, KOTOPBIE CBSI3BIBAIOTCS C PELIETITOPOM
IF'AMK-A. 3akmoueHne 00 aHKCHOJUTHYECKOM JIEHCTBUM Mpernapara OCHOBBIBAIOCH Ha
CJIEYIOIUX JaHHBIX: YBEJIMUEHNE ABUTraTeIbHON U HCCIe0BaTeNbCKO akTuBHOCTH B TecTe Ol;
yBeJIMUYEHUE TaAKUX NapaMeTpoB, Kak «BpeMst Ha OTKPBITBHIX pyKaBax», KoJIn4ecTBa «Bbixonos Ha
OTKpBITBIE pyKaBa» U «IIOBEJEHHME pHUCKa», a TaKXke yMeHblueHue napamerpa «HHaekc
TpeBoxxkHOCTHY B TecTe IIKJI, ymeHnpIeHne Kon4yecTsa 3aKONaHHbIX ApUKOB B TecTe MB. Bee
J03bl NENTHIOB, UCTIOJIb30BAHHbIE B 5TOM UCCIIEI0OBAHUY, IPUBEJIN K YBEJIUUYEHUIO IBUTATENbHON
akTUBHOCTH kUBOTHbIX B Tecte OIIl. TloBblieHWe wuCCIENOBATEIBCKON AKTHBHOCTH (IO
napamerpy « BeIxozbl Ha OTKpBITBIE pykaBay) Habronaitock st rpymm FQSE 1 mr/kr u FQSE 20
mr/kr. Tect TTKJI BeisiBUn cHikeHune napamerpa «Mupekc TpeBoskHOCTHY B rpymmax FQSE 1
mr/kr, FQSE 10 mr/kr u FQSE 20 wmr/kr. Takum o0pa3oM, Ha OCHOBAHHU pE3YJIBTATOB,
MOJIyYEHHBIX B TpeX pa3jJUYHbIX I[IOBEAEHUECKUX TECTax, MOXHO CAeJaTb BBIBOJ, 4YTO
BHYTPUOPIOIIMHHOE BBeIEHUE menTtuaa B po3ax oT 1 mr/kr mo 20 mr/kr 3a 30 MuHYT 7m0
SKCMEPUMEHTA MPUBOANT K BBIPAXKEHHOMY aHKCHOJUTHYECKOMY 3P PEKTy.

[00393] B oskcnepumeHTax, MNPOBENEHHBIX ABTOPAMU HACTOSILETO OTKPBITHS,
mbimeli BALB/C moasepranu tecty FST nns onpeneneHus aHTHUAENPECCAHTHBIX 3(PQPEeKTOB
mnazerniama u ientuaa FQSE Ha mermeit. OnHOKpaTHAs BHYTPUOPIOIIMHHAS HHBEKLHS AUa3ernama
B go3ze 0,75 mr/kr mbimam BALB/C He BbI3bIBasia aHTHIaenpeccaHnTtHoro sddexra. OmHako,

coriacHo pesynbrataM Tecta FST, ogHokpaTHas BHyTpuOpromnHHas nabekus nentuna FQSE B
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nozax oT 1 mo 20 mr/kr mokasana aHtHaenpeccaHTHbli 3¢dexr. Kpome Toro, mHBEKIUSA
apasernaMa BbI3Bajia MOOOYHBIA CemaTUBHBIA 3PQeKT, B TO BpeMs Kak BHYTPUOPIOLINHHBIE
uabekuuu nentuga FQSE mpu Bcex ypoBHAX 103 B nuamna3oHe ot 1 mr/kr go 20 Mr/kr He
BBI3BIBAJIN OTPULIATENILHOTO Noaassisiroiiero aevicreust Ha LIHC.

[00394] IIpumep 5: D¢ddexrsr mHTpanazampHoro BeeneHus nentuna FQSE B
MOBECHYECKUX TECTaX Ha TPEBOXKHOCTD M JETIPECCHIO Y caMIIOB KpbIc Sprague Dawley.

[00395] Lensro HCCIEA0BAHUS SIBJISLIIOCH OLIEHUTh 3¢ (HeKTUBHOCTH
uHTpaHa3anpbHOro (W/H) BBeneHus nentuna FQSE B moBeneHUecknx TecTax Ha TPEBOXKHOCTD H

ACMPECCUBHOCTD Ha KpbICax.

[00396] 5.1 Marepuanbl U METOIIBI
[00397] 5.1.1. XKusoTHble
[00398] Bcero npns uccnemoanuii ucnojp3oBanu 110 camiioB kpeic Sprague

Dawley (Charles River, Wilmington, MA). M3Ha4anpHO KpbIC coaep:kanu mo 3—5 ocobeil B
MIOJIUTIPOTIUIICHOBBIX KJIETKAaX, pa3MeIleHHBbIX B Kpyribix mosikax (Animal Care Systems, Inc,
Centennial, CO), pacnoyio>K€HHBIX B BUBAPHUHU C KOHTPOJIHUPYEMON TEMITEPATYPOH U BIAXKHOCTBIO,
B KOTOPOM TIOJIEPKUBAIH PEXKUM CBeT/TeMHOTa 129:124. (cBeT BKIItOUAscs B 6 yTpa). B Hauane
SKCIEPUMEHTA KpbIChI Becrsid 0KoJio 250-350 r u umenu Bo3pact He MeHee 100 nueit. [Iuma u
BO/a ObUTH TOCTYITHBI B HEOIPAaHMUEHHOM KOJIMUYECTBE Ha MPOTSKEHUH BCETO UccienoBanus. Bee
nponenypsl Obun ogo0peHpl KOMUTETOM MO MHCTHTYLHOHAJIBHOMY YXOIy M HUCIHOJIb30BAHHIO
JKUBOTHBIX XBIOCTOHCKOTO YHHMBEPCHUTETa B COOTBETCTBHH C peKOMeHmaumsiMu HalmonaapHOTO
HHctuTtyTa 31paBOOXpaHeHus.

[00399] 5.1.2. Ucnoap3yeMble BELECTBA

[00400] Huazenam (DZ 2.0, Sigma-Aldrich, Cent-Jlync, Muccypu, CIIA, 2 mr/xkr,
BHyTpuOptomuHHO) u keramuH (Miller Veterinary Supply, Fort Worth, TX, 10 wmr/kr,
BHYTPUOPIOIINHHO) TOTOBUJIM B CTEPHIIBHOM (pu3nosiornueckom pacteope. [sts no3 FQSE (0,01,
0,1, 0,5, 1 u 3 mr/kr, CS, Menlo Park, CA) roToBmiu CBe:KUMU Ha KaKIbIi J€Hb TECTUPOBAHUS B
CTEPHJIBHOM (PU3UOJIOTHUECKOM PAcTBOPE W BBOIMJIM HHTpaHa3aipbHO 3a 30 MMHYT 10
TECTHPOBAaHMA. TeCTHPOBANM MATHAIIATH KPBIC HA TPYNNy HAa KAKAYK 103y NENTUaa, 3a
UCKJIFOYEHHEM TOTO, 4TO B rpymnme kKoHTpous (0) Obuto aBanuate Kpeic. Kakayo 103y BBOAUIH
KpbICAM B PaHIOMHM3MPOBAHHOM Tmopsnake. llepen BBeAEHHWEM BELIECTB KPbIC —CIETKa
aHectresupoBanu (mo mortepu pedrekca BompsiviieHus) m3oduypanom (2,5%, 0,5 n/ muH
KHCJIOPOAa), TIOMEINajn B TOJOXKEHHE JIeXKa, 3aTéM TOHKYIO IUIacTUKOBYIO mureTky (Fischer
Scientific) BCTaBIsUIM B HO3IPH M BBOIWIM NenTuA B o0beme 15-20 MK

[00401] 5.1.3. IloBenenueckuii annapar U NPOLEAYPbl TECTUPOBAHUS.

[00402] Tect «OtkpbITOE MONE» (OIT).
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[00403] Ycranoeka «OTKpBITOE TIOJIE» CHENaHa U3 ceporo oprerekia (17 moiMoB
mmuHa X 17 mroiimoB mupuHa X 12 mroiiMoB BbicoTa (43,2 cm x 43,2 cm x 30,5 cm; Homnmye,
JIucOypr, Bupmxunus) ¢ mmdpoBBIMH KaMepaMy, pacHoOJOXEHHbIMU Han apeHamu. Jlos
OMpEAeseHNsl pa3MYHbIX [OKa3aTesiell AaKTHUBHOCTU C MOMOULIBIO CHELUATU3UPOBAHHOTO
nporpammuoro odecnieuerns (Ethovision, XT12) kpricam cHauana pa3peinim alanTHPOBATHCS B
TECTOBONH KOMHare B TeueHUe 30 MHUHYT, MOKAa OHU HAXOAWINCh B HMX JOMAIIHEH KIETKE.
TecTupoBanue HaUMHAIH, TTOMENIAsl )KUBOTHOE B LIEHTP KaMepbl OTKPBITOTO IMOJIsI U TIOBEICHHE

3aIUChIBAJIOCh B TedeHHe 30 MUHYVYT. Ha6n}0):[aTenb HE€ HaxXxOoAWuJICd B KOMHATE BO BpPEMA

TECTUPOBAHUSI.
[00404] «[IpunognsTeIil KpecTooOpasublit madbupunty (ITKJI)
[00405] Kpeicam  cHavana  fgaBaiu  BO3MOXKHOCTb — QanTUPOBATBCA B

SKCIEPUMEHTAJbHOU KOMHATe B TeueHue 30 MUHYT, MOKa OHU HAXOAWJIHCh B HUX JOMAIIHEHN
KJeTke. Bo BpeMst TecTupOBaHMS KPBICY MOMEINAIN Ha 5 MUHYT B JJAOMPUHT, KOTOPBIH COCTOUT U3
IBYX OTKPBITBIX pyKaBoB (anuHa 45 cM x mupuHa 10 cM), IBYX 3aKpBITEIX PYKaBOB (UIMHA 45 cM
x mmpuna 10 cM X BbicoTa 30 ¢M) U cpenHero oTceka (IuMHa 4 cM X mupuHa 4 cM), 00pa3yoLIHii
dbopmy TUTFOCA, PACTIONIOKEHHBINH Ha BbicoTe S0 ¢cM OT nojia. CeaHe TeCTUPOBaHMS ObLT 3aMKUCaH B
muppoBoM Bume s nocnenyromero ananmsa (Ethovision, XT12). Bce TtectupoBaHus
NPOBOIWINCH TIPH KpPacHOM OCBelleHuu. lccrnemoBatenb HaOmMoOman 3a KPbICOW BO BpeMs
TECTUPOBAHUs Yepe3 CIeLHalbHOE CMOTPOBOE OKHO, BCTPOEHHOE B JIBEPb JKCIIEPUMEHTAIBHO

KOMHAThIL. AnmapaTr OYHMIaIn Ae3uHPUIUPYIOIUM cpenctBoM LpH mocrie kaxaol mocaaku

YKUBOTHOTO.

[00406] «Heunszberaemoe maBanue no IlopconbTy (AByXnHEBHas Moampuranys)»
(FST)

[00407] Kpeicam  cHavana  fgaBaiu  BO3MOXKHOCTb — QanTUPOBATBCA B

SKCHEPUMEHTANIBHON KOMHATe B TedeHue 30 MHUHYT, MOKAa OHM HAXOJWIMChb B MX JOMAlIHEH
kietrke. Hemsberaemoe masanue no IlopcosbTy MPOBOAMIIN C UCTIONB30BAHUEM LIMJIMHAPOB U3
oprcrekia (10 B mupuHy, 18 B BBICOTY), 3aMOJIHEHHBIX BOAOH ¢ TeMmneparypoii okoso 25 °C. B
NEepPBbII JIeHb SKCIEPUMEHTa KpbIC CHadana azantupoBainu (15 MHHYT) K YCTPOMCTBY miIst
MPUHYAUTEIBHOTO TJIaBaHus, MOMeIlasi UX B BOJAY JIMLIOM K cTeHke muiauHapa. Ha crenyromuii
JIeHb OBLIM TIPOBENEHBI TECTbl MNPUHYIUTENBHOrO TIuaBaHus (5 MHHYT). AKTHUBHOCTB
perucrpupoBasach  LOUPPOBBIMH  KaMe€paMH M aHAJIM3HPOBajachb C  TOMOLIBIO
CHeLHaIM3UPOBAHHOTO NporpammHoro obecnedenus (Ethovision XT12).

[00408] 5.1.4. CraTuctudeckuii aHan3

[00409] Bpewms, npoBeaeHHOE B LIEHTPAJIBHON 30HE, BXOAbI B LIEHTPAJIBHYIO 30HY B

tecte OII, % BpemeHu, mpoBeneHHOro Ha OTKpeiToM pykaBe B Tecte IIKJI u Bpems
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HETOBIKHOCTH U MOABMKHOCTH B FST ObuTn mpoaHamu3upoBaHbl C MOMOIIBIO OJTHOCTOPOHHETO
nucnepcuonHoro ananmsa 1X7 One-Way ANOVA ¢ no3zoii Bemectsa (0,01; 0,1; 0,5; 1; 3 FQSE,
nuasenam 2 win keramuH 10 MI/kr) B kadecTBe OCHOBHOTO (akropa. Ilpoueaypsl momapHbIX
MHO>KE€CTBEHHBIX CPaBHEHMI NPOBOAMJIMUCH C HUCMOJb30BaHHeM Merona CteroneHTta-HblomaHa-
Keynca mnm amoctepropHOro KpuTepusi HauMMeHbluer 3HauuMmon pasauiel (LSD) Pwumepa.

CrarucTudeckas 3HaYMMOCTh OblIa yCTaHOBJIEHA Ha ypoBHe P <0,05

[00410] 5.2. Pe3ynbTaThl
[00411] OI1
[00412] Bpewms, npoBeneHHOE B LIEHTPAlIbHONW 30HE YCTAHOBKH, NOCJE BBEIAECHUS

pasnuyHbIX 703 mpenapara npenacrasieHo Ha PUC. 43A. AHanu3 BBISIBUN 3HAUYUTEIbHBIN
ocHoBHO 3(pdexT (P <0,05) nnst no36! mpemnapaTa. AOCTEPUOPHBIE MHOKECTBEHHBIE CPABHEHUS
BPEMEHH, IPOBEJEHHOIO B LIEHTPaJbHOW 30HE [UIsl pa3HbIX J03 BeLIeCTBAa IOKa3alu
3HAYUTENbHYIO pasHHULY Mexay KoHTposeM (90,9 + 11,6 ¢) u neyms nozamu FQSE: 0,5 mr/kr
(204,1£46,6 ¢c;P=0,0017) u 3 mr/kr (166,2 = 18,4 ¢, P =0,038) nentuna. Bxoabl B HeHTpaIbHYIO
30Hy IIOCJIe BBEICHUs pa3IMYHBIX A03 NpenapaTtoB npencrasieHsl B PUC. 43b. Ananus BbIsiBUI
3HaYUTENbHBI OCHOBHOH »ddexr (P <0,05) nmna mo3sl mpemapata. ANOCTEpHOPHBIE
MHO>KE€CTBEHHbIE CPaBHEHUsI BXOJOB B LIEHTPAJbHYIO 30HY IO J103aM JIEKAPCTBEHHOTO CPECTBa
NOKa3aJIi 3HAYUTEJbHbIE pasiuuusi Mexxay HocureneM (33,6 £ 3,9) U 4eThIpbMsI TECTOBBIMHU
rpymmamu; 0,01 mr/kr (49,1 + 6,5; P = 0,048), 0,5 mr/kr (54,2 £+ 8,3; P = 0,009), 3 mr/kr (54,1
4,6; P = 0,011), nuazenam (54,3 + 6,2; P = 0,0089). Obmee paccrosiHre (CM) NOCEe BBEACHHUS
pasnuyHbIX 103 mnpernaparta mnpencrasieHo Ha PUC. 43B. AHanu3 BBISIBUJ 3HAYUTENbHBIN
ocHoBHOH 3ddext (P <0,05) nnst mo3bl npenapara. AnocrepropHslii Tect LSD ®@ummepa BbIIBUI
3HAYUTEJbHBIE PA3IMIHs MeXIy KOHTpoJsieM (4441 + 292 cm) u aBymsi TecToBbIME Tpynnamu: 0,5
mr/kr (5338 £ 316,2 cm; P = 0,014) u nuazenamom (5289 + 263 cm; P =0,02).

[00413] TTKJI

[00414] IIpoueHT BpemeHH, NPOBEAEHHOTO HAa OTKPHITOM pykase B Tecre [IKJI
npexncrasieH Ha PUC. 44, AHanu3 BbISIBIII 3HAUNTENbHBIA OCHOBHOM 3¢ dext (P <0,05) st mo3w!
npenapata. AnocrepuopHbiii Tect LSD @uinepa BbIABUJI 3HAUUTEbHbIE PA3IUYUS MEXKAY
koHTpojeM (6,1 + 1,4%) B nByx TectoBbix rpymmnax: 0,01 mr/kr (10,6 + 1,6%; P =0,032), 0,5 mr/kr
(11,3 +£2,05%; P=0,015) u nuazenam (10,8 + 1,11%; P = 0,028).

[00415] FST

[00416] Pe3ynbrarel TECTOB NPUHYAWUTEIBHOIO IJIABAHWS HA HEMNOJBH)KHOCTH
npencrasiensl B PUC. 45A. Ananus nokazaTeseil HemOABUKHOCTH BbISIBUJI 3HAUUMBbIN OCHOBHOM
spdext mns go3er mpemapara (P <0,001). Anocrepuopnsiii Tect JICJ| ®umepa mnokasan

3HAYUTENbHBIE Pa3IUdMs MeKAy KoHTposneM (231,1 £ 7,99 ¢) u nBymMs 10o3aMH JIEKapCTBEHHOTO
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nentuaa; 0,5 mr/kr (157,1 7,98 ¢; P <0,0001) u keramuaoM 10 mr/kr (196,4 + 8,9 ¢; P < 0,008).
KeramuH Taxke ObLT CBsI3aH CO 3HAYUTEIBHBIM CHHKEHHEM HETIOABIKHOCTH TIO CPABHEHUIO C
nentugoM 0,1 mr/kr (238,1 + 9,19 ¢; P = 0,003). Hukakux CyImeCTBEHHBIX PA3IUUUN MEKIY
MOOBIMH IPYTHMH TECTHPYEMBbIMH J03aMH OTMe4eHO He Obuio. Ilokasarenn MOOMIBHOCTH
npencrasiensl B PUC. 46b. Ananu3 mokasartesieil MOOMIIBHOCTH BBISIBUJI 3HAYUMBbIH OCHOBHOM
sbdext mna nos3el mpemapara (P <0,001). Anmocrepmopsbiii Tect LSD ®@umepa mnokasan
3HauUUTeIbHBIC pazmuyus Meskay 0,5 mr/kr (142,9 + 7,98 ¢; P <0,0001) u Hocuresem (68,6 + 7,99
¢). IlogsuxHOCTH MOCTe BBeneHust keramuHa (103,6 + 8,9 ¢) Takke Oblia BbIIIE IO CPABHEHUIO C
HocuteneM (P = 0,008) u nmosoii mentuma 0,1 mr/kr (P = 0,0032). Hukakux CymecTBeHHBIX
Pa3NUIHA MEXIY JTFOOBIMU APYTUMH TECTHPYEMBIMHU 103aMH OTMEUEHO He ObLIIO.

[00417] 5.3. Obc¢cyxneHue pe3yabTaToB

[00418] JTO HWCCIenoBaHNE PAacCMaTPHUBAET MOBeneHuUecKue 3(P(EKThl pa3InIHbIX
no3 terpanentuna FQSE mno cpaBHeHHIO ¢ BBEACHNEM TMa3enaMa WiIH KeTaMHHA.

[00419] B Tecre OIl Obuto obOHapyxkeHo, uto Benmenue FQSE mpuBomuio k
YBEJIIMYCHUIO MPOUIEHHOTO paccTosHus (mpu go3e 0,5 MI/KT), a TakKe K YBEIMYSHHUIO BPEMEHH,
NpOBeNEeHHOro B eHTpe (npu go3e 0,5 u MI/Kr) U YuCIIoM BBIXOAOB B neHTp (B nose 0,01, 0,5, 3
mr/kr). TloBemenue xuBOTHBIX B Tecte OIl oTpaskaer OalaHC MEXKIy HCCIENOBATEIBCKOM
MOTHBALMEH U CTPAXOM HOBHU3HBL. CHIKEHHE TUTMOTAKCHCA BMECTE C YCHIIGHHEM JIOKOMOLIMH
MpenoiaraeT CHIKEHUe TPEBOKHOCTH y Kpbic, nonydaBmnx FQSE. Haubosee BbipakeHHBIN
s¢dext nenTuna Habromancs npu gose 0,5 Mr/kr u ObuT conoctaBuM ¢ 3ddexramu quazenama.
ITenTin BO BceX A03axX HE OKA3bIBAJ CENATHBHOTO JEHCTBHUS.

[00420] B TIKJI Habnromany COKpaleHHe BPEMEHH, MPOBEIEHHOTO HA OTKPBITHIX
pykaBax mocie obpaborkn FQSE B mozax 0,01 u 0,5 mr/kr. Tecr IIKJI mmeer cHibHYIO
MPOTHOCTUYECKYIO LIEHHOCTh JJIsl CKPMHUHTA aHKCHOJMTHYECKUX mpenapatoB. IloBenenyeckne
pesynbratel Jederns FQSE B 3ToM TecTe mpeanonaratoT aHKCHOJUTHYECKYIO AaKTHBHOCTB
nentuaa B no3ax 0,01 u 0,5 mr/kr.

[00421] Tect FST siBnsiercss neliCTBEHHBIM HHCTPYMEHTOM ISl OLICHKH JIEKAPCTB C
MOTEHINAIBbHON aHTHIENPECCAHTO-MIONOOHOW AKTHMBHOCTBIO. B aHHOM HCCIENOBaHWHU MOCTE
BeeneHuss FQSE B nosze 0,5 mr/kr Habmoaanock 3Ha4MMOe COKpAIleHHUe BPEMEHH HAXOKICHHS B
HETIOJBIDKHOM COCTOSIHUM W YBEJIMYEHHE BPEMEHHM AKTUBHOIO IIIABaHWE. ODTH H3MEHEHHs
AHAJIOTUYHbI W3MEHEHUsM, HaOMIOaeMbIM TIIOCJIE€ BBEACHUS KETaMUHA, M IPEAINOJIAraroT
aHTuaenpeccanTHeli 3¢dexr menTuma. Kpeicel, mony4yaBmue papyrue A03bl NENTHAA, HeE
OTJIMYAJIMCH OT JKUBOTHBIX, IMOJTyYaBIINX (PU3HOJOTHUECKHI PacTBOP.

[00422] 5.4. 3akmoueHue

[00423] B nanHoM uccnenoBanuu BiusiHHE pasanuHbix 103 FQSE Ha noBenenue
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kpbic Sprague-Dawley oniennBanu ¢ ucnonszoBaruem Tecto OIL, ITKJI u FST. IloBeneHueckue
u3MeHeHus nocie BeeaeHus: FQSE yacTuyHO MOBTOPSIIOT Te, KOTOpBIE HAOMIOAANCH Y KPBIC,
nony4asmux auaszenam B Tectax OIl u ITKJI u y kpoic, mony4yasmux keramus, B FST. HauGonee
BbIPQ)KEHHBIE aHKCHOJUTUYECKHE U aHTHAenpeccaHTHbIE 3()(eKThl menTuaa HaOII0IaIUCh PU
nozax 0,5 mr/kr u 0,01 Mr/kr, B 3aBHCHUMOCTH OT IOBEICHUYECKOH MapaaurMbl. Pe3yibTaTel
NPEANoJararoT 10303aBUcuMyr0 akTHBHOCTH FQSE ¢ makcumanbHO 3()(EKTUBHOCTBIO TNpH
UHTpaHa3aIbHOM 103¢ 0,5 MI/Kr.

[00424] Ilpumep 6: HccnepoBaHue AaHKCUOJUTUYECKMX W AHTHUAEIPECCAHTHBIX
s¢dexro nenruna FQSE Ha Moaenu XpoHUYeCKOro Hempeackazyemoro jerkoro crpecca (CMS).

[00425] Ienpro 3TOro wWCCAENOBaHUS OBUIO W3YYUTh AHKCUOJUTHYSCKUA U
AHTUJETIPECCAHTHBIN MOTeHUMan pa3iauudHbix n03 nentuga FQSE nocne xponuudeckoro

MHTPaHa3aJIbHOTO BBeAEHUs Ha Mojienu CMS.

[00426] 6.1. Marepuanbl 1 METOIBI
[00427] 6.1.1. )Kusotnslie
[00428] PaGora mposenena Ha 110 cammax kpeic jguHuUM Wistar (TUTOMHHK

71a0opaTopHBIX KUBOTHBIX «CTos00Bas»). JKMBOTHBIE CONEPKAIUCH B CTAHIAPTHBIX YCIOBUAX
JUIEH3UPOBAHHON SKCIepuMeHTaIbHO-0nonornyeckoit kimuuku ®I'bY «HMMUI] ITH um. B.I1
CepOckoro»  (BerepunHapuoe ymocroBepeHue Ne 277-0001701 ot 16.06.2010 1),
COOTBETCTBYIOLIEH NEeHCTBYIOIUM TPeOOBaHMSM ST SKCHEPUMEHTAIbHO-OHOJOTTUECKUX
kianHUK («JlabopaTtopuble xuBOTHBIEY llonoxkenune m pykoBomcTBo, M.,2003). B kauectBe
MOACTWJIKH UCTOJb30BAIN MEJIKYH CTPYXKKY U3 3KOJOTMYECKH YUCTOU APEBECUHBI JIUCTBEHHBIX
nopox (TY 5313-001-1897639-92). Kpsicel nMenn cBOOOIHBIHN JOCTYII K uiie U Boae. CBETOBOM
neHb cocTaBisi1 12 gacos (¢ 7:00 o 19:00). OcBeIneHHOCTD B CBETIIBIN EPUOJ LIUKJIA COCTABIISLIA
70-90 nkc. Temneparypa B OMEIIEHHE IOCTOSIHHOTO coaepskanust Obuta 24°C. Bee MaHUMYISLIIH
C YKMBOTHBIMH TPOBOIMIIUCH C COOJIFOICHNEM NPABUIJI TYMaHHOTO oOpaleHust ¢ J1adopaTOPHBIMU
JKUBOTHBIMU. [ Ipu ocymecTBieHuN faHHOM pabOTHI BBINOIHEHBI 001ue TpeboBanmst [lpukasa 267
M3 P® or 19.06.2003 - «lIpaBuna naGoparopHoii mnpaktuku P®», «PykoBoxcrBa 1o
SKCMEPUMEHTAITBHOMY (IOKIMHUYECKOMY) HM3YYEHHIO HOBBIX (DapMAaKOJOTHYECKHX BEILECTBY,
2005 (M3nmanme BTOpoe) M «PyKOBOACTBA MO COAEPKAHUIO M Pa3BENEHHUIO JIAOOPATOPHBIX
JKUBOTHBIX B MUTOMHHKAX W HKCIEPUMEHTAIbHO-OMOJOrMYECKUX KIMHHUKAX (BUBApUAX) U UX
UCIIOJIb30BAHUIO B HAYYHBIX, Y4eOHBIX U MPOU3BOJICTBEHHBIX 1esix», M.,2003.

[00429] Ilocne pocraBkM B BHBapuil M A0 Haydaja SKCIEPUMEHTA >KUBOTHBIE
BBIJIEPKUBAINCE 2 HEAENH B KAPDAHTUHE AJIA aJallTALUH.

[00430] 6.1.2. IIpoTOKOa UCCIENOBAHUS

[00431] IIporoxon »skcnepumenta mnpencrasied Ha PHUC. 46, B Hauane
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SKCIIEPUMEHTA KUBOTHBIX IOMELIAJIH B OTAENbHbIE KJIETKU AJIs IPOBEACHUS TeCTa IPEAIIOUTEHUS
caxapo3bl W OIpeleseHHs] YPOBHS AaHTeJOHUM MAJid 3JIMMUHALUU JKUBOTHBIX C HHIEKCOM
NPEANOYTEeHUs caxapo3bl Hike 65% (SP1).

[00432] JKvBOTHBIE, KOTOpBIE COOTBETCTBOBAJH BBIOPAHHBIM KPUTEPUSM, ObLTH
pa3zeseHbl Ha PYIIy HATUBHOTO KOHTpoJs (n = 10) u rpynmy, NOABEPrIIVIOCS XPOHHYECKOMY
Hemnpeackazyemomy ymepenHomy crpeccy (CMS) (n = 52).

[00433] 6.1.3. IIpoTokon cTpeccupoBaHus

[00434] Bo Bpems cTpeccupoBaHUsl SKCIEPUMEHTAJIbHBIE >KMBOTHBIE €XEIHEBHO
NOMEIIAINCh B WHAMBUAyaJIbHble KiIeTkH. OOmas mIUTeNbHOCTh BO3ACHUCTBUS CTpecca
coCTaBJsiia 26 THEM.

[00435] Henb 1. 10 yrpa — 6 Beuepa. [loMmelieHne kpbIC B XOJIOAHOE MOMELIEHNUE Ha
1 gac. 6 Beuepa — 10 yrpa. CMeHa ocBelieHus (BKIIIOYSHNE/BBIKIFOUEHUE CBETA KaK/bIe 2 Yaca).

[00436] Henb 2. 10 ytpa — 6 Beuepa. HaxuioH kietku nop yriom 45°. 6 seuepa — 10
yTpa. JInmeHnue BOALL

[00437] Henr 3. 10 yrpa — 6 Bedepa. Bxirodyenwe cTpoOOCKOnma B TEMHOM
nomeuieHuu. 6 seuepa — 10 yrpa. BkiroueHue cBeTa HOUBHO.

[00438] Henb 4. 10 yrpa — 6 Beuepa. Mokpas kierka (nodasnerne 250 Mt BOABI B
KaXIyo KieTKy). 6 Beuepa — 10 yrpa. IlomerneHre JKMBOTHBIX B TECHYIO MBIIIUHYIO KJIETKY.

[00439] Henb 5. 10 yrpa — 6 Beuepa. U3bsaTue noacruna. 6 seuepa — 10 yrpa. Cmena
OCBelIeHHs (BKIIOUEHHE/BBIKIIFOUEHNE CBETA KaXK/Ible 2 Jaca).

[00440] Henbp 6. 10 yrpa — 6 Beuepa. IlomelneHne HOBOro mapTHepa B KJIETKY
(maptHEp Bo3pacToM 6 MecseB). 6 Beuepa — 10 yrpa. Bximrouenne ceta HOUbIO.

[00441] Hensb 7. 10 yrpa — 6 Beuepa. Bxirouenne Oenoro myma. 6 Beuepa — 10 yTpa.
Brurouenne cTpoOOCKOMUYIECKOTO OCBEIIEHNST HOYBIO.

[00442] Jenb 8-26. IIoBTOpeHNE UCMONB3YEMBIX paHee CTPECCOPOB B YKA3aHHOMU
MOCJI€ZI0BATEIbHOCTH.

[00443] Ilocne mpoBeaeHuss OpoLEaypbl CTPECCUPOBAHMS 3KCIEPUMEHTATIbHBIM
YKUBOTHBIM ITOBTOPHO MTPOBOAMJICS TECT HA MPENMIOYTEHHE CaXapO3bl Ut OLEHKU 3(P(PEKTUBHOCTH
CTPECCHUPOBAaHMsI U BBISBJIEHUsI KPbIC, JEMOHCTPUPYIOIIMUX MpU3HAKU aHreaoHuu. Ilo wurory
oneHkn 1 kpeica OblIa HMCKJIIOYEHA M3 TPYIIBI HATUBHOTO KOHTPOJSI B CBSI3M C HHU3KUMH
3HAYEHHMSIMH TIPEATIOUTEHHS caxapo3bl (<65%). B skcnepumMeHTa bHble TPYIIIBI ObUIO OTOOPaHO
40 >KUBOTHBIX.

[00444] 6.1.4. DxcriepuMeHTaNbHbIE MPYIIIbI

[00445] Bce otoOpanHbIe JKMBOTHBIE OBLITH pa3ieieHbl Ha cienyromue rpymmsl: (1)

rpynmna «CMS+p-np» 10 camuoB — nonyuanu ¢uspactsop w/H. 3; (2) rpynma «CMS+0,05» 10
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CaMIIOB — MOJIy4aJTi SKcrepruMenTanbHbIi npenapat FQSE, pacTBopeHHbIi B U3pacTBOpE, B 103€
0,05 mr/kr w/H; (3) rpynma «CMS+0,5» 10 caMIoB — mosiydaiu 3KCIEPUMEHTAIbHBIN Mperapar
FQSE, pactBopenHsiii B ¢puspactsope, B no3e 0,5 mr/kr w/H; (4) rpynna «CMS+/Iuaszy» 10 camuos
— nonyyanu Jluazenam B moze 0,5 mr/kr B/6; (5) rpynma «KOHTPOJIbY 9 CaMIOB — MOJyYajH
¢duspacTBop B/O M M/H. DKCNIEpUMEHTAJIbHBIE BEIECTBA BBOIIIIN €:KEAHEBHO HaUMHAas ¢ 58-59 nHs
skcnepuMmenTta, 3a 30 MHMH [0 Hayana IOBEJEHYECKOro TecTUpoBaHMs. B aHu, xoraa
TECTHPOBAHUHN HE IMPOBOIUIIOCH, BEIIECTBA BBOIMIN B YTPEHHHE YaChl.

[00446] Table 2. KonudecTBO BBEHEHUN UCCIEIYyEeMbIX BEIIECTB K Hadaly

MOBEJEHYECKUX TECTUPOBAHUI

Tect Kon-Bo BBeneHuit menruna

[TpunoausTHIA KpecTooOpa3Helii TabupuHT (58-59 | 1

JICHb)
ConmanpHoe B3aumozeiicTeue (61-62 nenp) 4
[Ipennouterne Moun camku (65-66 neHb) 8

Tect mogasjeHUs MUILIEBOrO MoBeneHusl B HOBOM | 11

obcranoBke (68-69 neHb)

IIpennoutenne caxapo3sl (73-75 neHb) 16

[IpurynurensHoe masanue (75-76 neHsp) 18

COop 00pasnoB Mo3ra (KoHel 3kcrepumMenTa — 79- | 22

80 nmeHb)
[00447] 6.1.5. IloBeneHueckue METOOUKHA
[00448] Tect Ha npennouTeHne pacTBOpa caxapo3sl (BbisiBieHHe anrenoHnn) (SPT)
[00449] JUis  OLEHKH COCTOSIHMS AHTEIOHUH (KOTKa3a OT MPHSTHOTO»),

SIBJIIIOLIETOCS KJTFOUEBBIM CHMIITOMOM JIETPECCHUH, ObLI MCIONB30BAH TECT, HANPABJICHHBIH Ha
oTIpenieIeHne TPEANOUTEHHsT PacTBOpa caxapo3bl. JKMBOTHBIM B YCIOBHSIX CBOOOJHOTO BBIOOpA
MPENbBIUIOCH 2 MOUJIKU Ha 24 4Haca: OJHY ¢ BOAOH, Ipyryto — ¢ 1% pacTBopomM caxaposbl. 3a
JIeHb 10 MPOBEACHUS TECTa KPbICAM MPEIbSIBILINCH IOMIKH ¢ 2% pacTBOPOM caxapo3bl Ha 2 yaca
B BEUEpHEE BPEMsI CYTOK JUIsI O3HAKOMJIEHHUs. BO BpeMst TECTHPOBAaHMS MOUJIKH MEHSUTH MECTaMH
BO n30ekaHue BbIPAOOTKH MpeArnoyTeHus: Mecta. [IoMKku mpeaBapuTeNbHO B3BEIIMBAIU U IO
pa3HHIE MacC BBIYUCISUIM OOBEMbI BBIMMUTOHN JKUIKOCTH. 3aMepsiTH OOBEMbI BBIITUTOH OOBIYHOMN
BOJBL, CIIAAKOW BOABI U OOmMiA 00BEM MOTPEONEHHOW KUAKOCTH. MHIOEKC NpeArnoyuTeHus
BBIYHCIISUTH 110 (pOpMyJIe:

[00450] (O6bem BbBImuTON cnankod Boabl*100%) / OOwmmit 00beM BBIMUTON
skupkocTu [1].

[00451] Tect «IIpunoanaATeIii KpecTooOpasHblii 1adupunT» (ITKJI)
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[00452] JIns OLEeHKH YpPOBHSI TPEBOKHOCTH, ABUTATEIbHOW U OPUEHTUPOBOYHO-
UCCIIEIOBATENIbCKON aKTUBHOCTH JIAOOPATOPHBIX JKUBOTHBIX Obul mcrmosp3oBan TecT [IKJL
JIaOupUHT COCTOST U3 ABYX 3aKPBITHIX M JBYX OTKPBITBIX PYKABOB, PACIOJIOKEHHBIX HAIIPOTHUB
Apyr apyra (IuinHa pykasa 45 ¢M), BBICOTa OOPTUKOB 3aKPBITHIX pykaBoB 10 cm. Bcro ycraHOBKY
NOJHUMAIIM Ha HOXKY A0 BbICOTBI 70 cM Hax ypoBHeM mona. Kpbicy momemanu B LEHTP
JTa0UpPUHTA, TOJOBOH K OTKPBITOMY pyKaBy. B TedueHne 5 MHH pErucTpUpPOBAIM CIEXYIOLINE
MapaMeTPhI: YHUCIIO BBIXOIOB HAa OTKPBITHIE PYKaBa M BpeMst PeOBIBAHUS B HUX, YHCIIO TIEPEXOIOB
MEXIY pyKaBaMH, BpeMs 3aMUpPAHUs, MIUTEIBbHOCTb M YHUCJIO aKTOB TPYMHHIA, KOJIUYECTBO
BBITJISIIbIBAHUN B OTKPBITHIE pyKaBa JAOUPUHTA, KOJMYECTBO CTOCK U CBEIIMBAHUIA.

[00453] Tect «Conmanbraoe B3aumonericteue» (SI)

[00454] JIns  OIIEHKW COLMANBHON aKTHBHOCTH U JENPECCUBHO-MOAOOHOTO
COCTOSIHMSI HKCIIEPUMEHTAJIBHBIX JKMBOTHBIX HCIOJB30BAJICS TECT, OLEHHUBAIOLINHA COLMAIBHOE
B3aMMOJIEHCTBHE I'PhI3YHOB. B TecTe kK KpbiCe B JOMAIIHIOK KJIETKY MMOMEINAICs FOBEHUJIBHBIN
cameny Bo3pactoM 1 mecsau. B Teuenume 10 MMHYT (UKCHPOBAIHMCH MJIUTEIBHOCTh M YHCIO
COLIMAJBHBIX KOHTAKTOB C FOBEHIJIBHBIM CaMLIOM, UIMTEIBHOCTb M YHCIO YIPOKAOMUX H
arpecCUBHbIX KOHTakTOB. COIMaNbHBIMH KOHTAKTAMH CUUTAJIUCh PEAKIHs CIIEeIOBAHUS,
oOHIOXMBaHUSI FOBeHUJIbHOTO camima u ap. (Vishnivetskaya et al. (2007). Effect of MAO A
deficiency on different kinds of aggression and social investigation in mice. Aggress. Behav.
33(1), 1-6). B Hop™Me 1OBEeHHIIBHBIN caMel] He MPEICTaBIIAET HUKAKONW OMAcHOCTH JJISl B3POCIION
KPBICBL, TO3TOMY KpPbICa B CTIOKOHHOM COCTOSIHUH AE@MOHCTPHPYET AOCTATOUHO BBICOKHE 3HAUEHHSI
NoKa3areyell COLUANBbHOIO B3aUMOJEHCTBUS M HE MPOSBISIET arpeCCHBHOIO IMOBENEHUS MO
OTHOIIEHHIO K FOBEHUJIbHOMY camily. [Ipu3Haku arpeccuu siBJSIFOTCS CIEACTBHEM OTKJIOHEHHUH B
NOBEJICHUH, a CHIDKEHHE COLMAJbHBIX KOHTAKTOB MOXKET CBHIETEJIbCTBOBATH O HAJIMYHH
JETPECCUBHO-TTOTOOHOTO MOBENEHIS.

[00455] Tect moaaBeHUs MUIIEBOTO MOBEACHMs B HOBOI oO0cTanoBKe (NSFT)

[00456] JLJist OLIEHKH TPEBOXKHOCTU U MUIEBOH MOTHBALIMK ObLT UCTIOJIb30BAH TECT
NOJIABJICHUS] MHUILIEBOrO MOBENEHUs] B HOBOU cpene. B manHOM Tecte mabopaTopHOE KMBOTHOE,
MpPEeABAPUTENIBHO TOJBEpraBLIeecss NUINEBOM AenpuBalud Ha 24 wyaca, NOMEHAIOCh B
SKCIIEPUMEHTANIbHYIO YCTAaHOBKY, MPEACTABIISIONIYIO CO00 KBaapaTHyIo apery S0*50*40 cMm, Ha
5 munyT (Jiao et al. (2019). Influence of Xiaoyaosan on depressive-like behaviors in chronic stress-
depressed rats through regulating tryptophan metabolism in hippocampus. Neuropsych. dis. treat.
15, 21). B ueHTpanbHYIO SPKO OCBEIIEHHYIO 4YacTh APEHBI MOMEINAICS KYCOUEK JIAKOMCTBA
(xycouek uyepHoro xiueba). PUKCHUPOBAICS JIATEHTHBIH MEPUON MOIXOAA K MHINE, BPEeMsS ee
uccnenoBanus, jateHTHeId nepuon (JIII) Havana m AMUTENBHOCTH MOTpebieHus JakoMcTBa. B

CBA3U CO CTPAXOM OTKPBITHIX OCBCUICHHDBIX MPOCTPAHCTB I'PhI3yHAMM, HaHHbIﬁ TECT UCTIOJb3YyECTCA
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JUTsl OLIEHKH YPOBHSI TPEBOXKHOCTU. JKMBOTHBIE, IEMOHCTPUPYIOLIUE BBICOKUN YPOBEHb TPEBOTH,
B HOPME HE MOAXOIAT K JJAKOMCTBY, B TO BpEMsI KaK aHKCHOJUTHYECKHE TTPenapaThl 3HAYUTEIIbHO
CHIDKAIOT JIATEHTHBIM TMEPHOJ TMOAXO0Ja K MHUINe. XPOHUYECKOE BBENECHUE AHTUICIIPECCAHTOB
Taxke npuBoauT kK cHkenuto JII1 noaxona k ene B JTaHHOM TecTe.

[00457] Tect na anrenonuto, Female Urine Sniffing Test (FUST)

[00458] JIist OIIEHKH aHTEAOHUM, MOJOBOW MOTHBAIIUM M TTIOUCKOBOTO MOBEICHUS,
ACCOLIMMPOBAHHOTO C JIEMPECCUBHO-MIOAOOHBIM COCTOSIHHEM Y JIAOOPATOPHBIX T'PBI3YHOB, ObLI
UCTOJIb30BaH TecT Ha npeanourenue moun camku FUST (Gould et al. (2009). Mood and anxiety
related phenotypes in mice. Humana Press). Tect npoBoauics mpy 3aTEeMHEHHOM OCBeEIEeHUH (3
JIFOKC) B KJIETKE ¢ moacTuiaoM. Ha mepBoM sTame 3KCIepUMEHTa KHBOTHOMY TPEIbsIBIISIACH
BaTHasl MNaJO4YKa, CMOYCHHAas IUCTWIIMPOBAHHOW BOJAOW, Ha 3 MuHyTHL. Pukcuposaics
JATEHTHBIH MEPUOJ MOAXOAA K MAJOYKe, BPeMs M YUCIO OOHIOXHMBaHUU. YUepe3 45 MHUHYTHBIH
MEepPEePBIB KPbICE MPEIBSBIINIACH BaTHAs MMAaJOUKa, CMOYEHHAs MOYOM CaAMKH TOH JK€ JIMHUH,
HaXOMSIIIENcs B mepuoe dcTpyca. Takxke GUKCHPOBAICS IATEHTHBIN MEPUOJT MOAXO0A K MaJIOUKe,
BpeMsl U YMCIO OOHIOXWMBAaHWUU. [ ompenesieHus] MpenrnoyYTeHus ObLT PACCUUTAH WHACKC IO
dopmyne: (Bpemst obHroxuBanust moun camkn®100%)/O0mee Bpemsi oOHIOXHBaHUs. B HOpMe
MOJIOBO3PEJIbIE CaMLIbI AEMOHCTPHUPYIOT BBICOKHI YPOBEHb HHTEPECA K MOUYE CAMKH, HAXOISAIEHCS
B MEPHOJE 3CTPYCA, MOKA3BIBASI BHICOKYIO MOJIOBYI0 MOTUBALMIO, YTO BBIPAXKAETCS B CHIIKEHUH
JATEHTHOTO TEpHoAa MOAXO0Ja K CMOYEHHOW BaTHON MaJO4YKe W YBEJIWYEHUU NJIUTEIbHOCTH
B3anMOJeHCTBUSL. B TO ke BpeMs HU3KHE TOKa3aTelld B3aMMOJICHCTBUS C OOBEKTOM MOTYT
CBHUJIETEJILCTBOBATh O HAPYILIEHWH MOUCKOBOTO MOBEACHUS M PAa3BUTHH AHT'€IOHUU — OCHOBHOTO
CUMNTOMA KJIMHUYECKOU IENpPEeCCUU.

[00459] «Henszberaemoe masanue» no Ilopconbty

[00460] Bo Bpems TecTa kaxxA0€ JKUBOTHOE NOMELIAJIOCH B IUJIUH]P, HAOJIHEHHBIN
Bozoil (Temneparypa 24 <C) na rnybuny 30 cMm, Ha 8 munyt. Jnamerp cocyna 31 cm, Beicota 40
cM. B Tedenme mnocnenqHux © MHUHYT PErUCTPUPOBAIM MPOAOCJLKUTEIBHOCTh aKTUBHOTO
(3HEepPrUYHOE NBIKEHUE BCEMU KOHEYHOCTSIMH) M MACCUBHOTO (Clabble ABUKEHUS 3aJHUMHU
KOHEYHOCTSIMH) TUIABAHUST W HEMOJBIKHOCTH. [lapamerp «UMMOOHIIM3NLUS» OTpaskaeT
COCTOSIHUE OTYasHUSI JKUBOTHOTO M €ro OTKa3 OT MOTBITKA COeXaTh M3 HKCIEPUMEHTABLHOM
YCTAHOBKH. DTO MOJKET OTPaXKaTh COCTOSIHUE allaTHH U ABUTATEJIbHON OTCTAJOCTH, BOSHUKAIOLIEE
IIPU KJIMHUYECKOH ACTPECCHH.

[00461] 6.1.6. Cratuctudeckas obpaboTka

[00462] Kpurepnii Ilanupo-Bunka uCHoab30BaNiyM [jIs1 OLEHKH HOPMAJIBHOCTHU
MOJTYYCHHBIX TaHHBIX.

[00463] [Tapamerpuyeckuii aHaau3 (B Cly4ae HOPMaJbHOTO PACIIPENSICHISI: YUCIIO
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CTOCK, BpEMA COLHAJIBHOTO BSaHMOI[efICTBI/Iﬂ, HHACKC MNOpPEeANOYTCHHUS MOYM CaMKHU U
NPEANOYTEHHUS CaXxapo3bl) MPOBOAWICS IPH MOMOIIHM AucniepcuonHoro aHanm3a ANOVA u nanee
OpU TIOMOIIM KPUTEPUsT MHOKECTBEHHOTO cpaBHeHHs Twroku i post hoc anammsa.
Henapamerpuueckuii ananu3 (B ciydae HEHOPMAJBHOTO PACIpeNesieHus]) MPOBOIWICA NPU
nomo1nu kpurepusi Kpackemna-Yosumuca u gajee KpUTepusi MHOXKECTBEHHOTO cpaBHeHHs [[aHHa

ais post hoc ananmuza. JloctoBepHbIMU cunTaNUCh pasianyus npu p<0.05.

[00464] 6.2 .Pe3yabTaTsl.
[00465] 6.2.1. IIKJI
[00466] Tect nmposoaunn AN ONpENENeHUs] YPOBHS TPEBOTH Y KPBIC, KOTOPBIN

MOJKET OBITh TIOBBILIEH Y YKUBOTHBIX C ACTIPECCUBHO-TIOOOHBIM (DEHOTHUIIOM.

[00467] IIposepka Ha HOpManIbHOCTE ¢ momouipro kputepus Illanupo-Bunka nHe
MOJTBEPAIIIAa HOPMAJIbHOE pacIpefeieHne MaHHBIX B TPYIIAX, MMO3TOMY Pe3yJIbTaThl OyayT
OLIEHEHbl C MOMOLIbI0 HEMapaMeTPUUeCKUX KpUTepHueB. Pe3ynpTaTbl NMPUMEHEHUs KpUTEpUs
Kpackena-Yonneca BbisiBMM 3HauuMblid dddexr daxropa I'pynma (H (4, N= 49) =21.5; p
=0,0002) Ha Bpems, mpoBeneHHOE Ha OTKPHITHIX Jydax [IKJI. Bbuio BBISBIEHO AOCTOBEpHOE
CHIDKEHHE 3TOTO MOKa3aTessl y JKUBOTHBIX U3 rpynmel «CMS + p-mb» (p = 0,04) mo cpaBHEHHIO €
KOHTPOJIBHOH TPYIIOH, YTO CBHIETENBCTBYET O pa3BUTHH TpeBoxHOro ¢eHotuna (PUC 47A).
Pa3HuLBI MEXTy KOHTPOJIBHBIMH YKHBOTHBIMH U *KHBOTHBIMH, MOJIYYaBIIUMH MENTHI, HE OBLIO,
YTO CBHIIETENBCTBYET O HOpManu3auun yposHs ctpecca. FQSE B noze 0,05 Mr/kr takke mokasai
TEH/ACHIUIO K YBEJIHMUYEHHIO STOTO MapaMeTpa Mo CPaBHEHUIO ¢ KOHTpoJieM (p = 0,07), 4To MOKeT
yKa3blBaTb HA YMEPEHHBIH aHKCHOJUTHUYECKUH 3(dekT mentunma. Y >KUBOTHBIX, MOJTy4YaBIIMX
auasernaM Ha (poHe XpOHHYECKOTo cTpecca, ObLIO BBISIBICHO YBEIHMUEHHE BPEMEHH, TPOBEICHHOTO
Ha OTKPBITBIX pyKaBax, II0 CPaBHEHUIO C JKMBOTHBIMM, IIOJBEPrLUIUMHCS CTpeccy, HO
nosydaBiumMu pacteopurenb (p = 0,0001) u obe nossl nentuna (p = 0,05 no cpasHennto ¢ FQSE
0,05 u p = 0,009 vs. FQSE 0,5) (PUC. 47A), 4TO OTpa’kaer ero CHIIbHBII aHKCUOJIUTHUECKHI
a¢dexr.

[00468] Kpome toro, 6buto otmedeno BnusiHue ¢akropa I'pymma (H (4, N= 49)
=12,6; p =0,013) Ha Bpems 3amupanus B Tecte [IKJI. ITpumenenne post hoc ananmsza mnoxasano
3HAUUMOE YBEJIMYEHHE 3aMHpPaHMsl TOJBKO B TPYIIeE >KUBOTHBIX, IOJYYaBIIMX Ha3eraMm
(p=0.006) mo cpasHermto ¢ koHTpoJbHOH rpynmoi (PUC. 47b). [lanuebii a¢gdexkr moxer ObITh
CBSI3aH C MOOOYHBIM CeJaTUBHBIM ICHCTBHEM AHA3erama.

[00469] 6.2.2. SI

[00470] Tectr Ha couMadbHOE B3aMMOACHCTBHE YKa3blBAET HA HHTEpPEC K
COLIMAIBHBIM KOHTAKTaM Y KPBIC, KOTOPBIH MOXET OBbITh CHIKEH MPU IENPECCHBHO-NOTOOHOM

COCTOSIHUMU.
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[00471] IIpoBepka Ha HOPMaJNBHOCTH C NOMOLIBIO Kpurepus [lanupo-Buika
MOJTBEPAIIIAa HOPMAJIbHOE pacIpefeieHne MaHHBIX B TPYIIAX, MMO3TOMY Pe3yJIbTaThl OyayT
OLICHEHbl C TIOMOINBI0 MapaMeTpudecKux Kpurtepuen. [IpumeneHne OmHO(AKTOPHOTO
mucriepcuoHHoro ananmsa (ANOVA) nokasano 3HaunMoe BiusiHue (pakropa I'pynmna Ha Bpems
counaibHbIX KOHTAKTOB (F (4, 44) =7.5; p=0,0001). MHOXECTBEHHOE NIOTIAPHOE CPAaBHEHHUE TPYIIIT
C HCIOJIb30BaHUEM KpuTepusl TIOKM BBIIBUJIO 3HAUUMOE CHUKEHHE AJIUTENbHOCTH COLIUATIBbHOTO
B3aUMOJIEIICTBUS B TpPYMNNax >XUBOTHBIX, MEPEHECLINX CTPECC M MOJYy4aBLIMX PacCTBOPUTEND
(p=0.0002), nmuazemnam (p=0.01) u B no3e 0.5 mr/kr (p=0.007) Mo CpaBHEHUIO C KOHTPOJbHBIMH
HECTPECCUPOBAHHBIMU Kpbicamu. Torna Kak KMBOTHBIE, MOJy4aBinue nentun B go3e 0.05 mr/kr
HE OTJIMYAJINUCh MO JAaHHOMY IIapaMeTpy OT KOHTPOJIBHBIX, & JUINTEJIbHOCTb COLIMANIbHBIX
KOHTAKTOB TI0 CpaBHEeHHIO ¢ rpynmnoi CMS+p-nb Opina 3HaunMo Bbite (p=0.01) (PHC.48)

[00472] 6.2.3. FUST

[00473] IIpoBepka Ha HOPMaJNBHOCTH C NOMOLIBIO Kpurepus [lanupo-Buika
MOATBEpPANJIa HOpPMaJbHOE paclpefesieHue AaHHBIX C paclpeieleHue AaHHbIX B TpyIIax,
MIO3TOMY PE3YJIbTaThl OYAYT OLIEHEHBI C MOMOIIBIO NMapaMeTpUIeckux kputepuen. [Ipumenenue
onHOaKTOPHOTO mucnepcuoHHoro aHanmmsza (ANOVA) nokasano 3HaYUMOe BJIHsIHHE (haKkTopa
I'pynna Ha uHnexc npennoureHust Mouun camku (F (4, 44) = 5,8073; p=0,0007). Ilpumenenune post
hoc aHanm3a BBIIBMIIO CHH)KEHHE JAHHOTO MMOKA3aTelNsl B TPYIIE CTPECCHPOBAHHBIX JKUBOTHBIX,
MOJIY4aBIIMX PACTBOPHUTEINb IO CPABHEHUIO C KOHTPOJIbHOH rpynmoi (p=0.03). BBenenue nentuaa
B 103ax 0,05 1 0,5 MI/KT mpUBEJIO K YBEJINICHUIO MPEATIOYTEHUS] MOYH CAMKH Y KPBIC B CPABHEHUH
C JKMBOTHBIMH, TNEPEHECUIUMH CTPECC W MoJydaBIIMMHU pacTBopurenb (p=0.003 u p=0.001)

(PHC.49). lnazenam He OKa3as BIMSHUS HA MOBEICHNUE )KUBOTHBIX B TAHHOM TECTE.

[00474] 6.2.4. NSFT
[00475] Tect NSFT npoBoautcst njist onpeneneHust ypoOBHs TPEBOKHOCTH Y KPBIC.
[00476] JlarentHeiii mepuon (JIII) Hawanma enpl MCCIEAOBAaNM C  MMOMOIIBIO

MHO>KHUTeJbHBIX OlleHOK Kannana—Meliepa, KOTOpble yUUTBIBAIOT LIEH3YPUPYEMblE IIEpEMEHHbIE
(aesbInonHeHne peakuun — orcyrcTeue JIII Havana ensr). [lonydeHHbIE KPUBBIE TPEACTABICHBI
Ha PUC. 50.

[00477] IIpumenenue kpurtepusi Xu-KBaapaT BbIIBUIO 3HAYUMBbIE PA3IUYUS MEXAY
rpynnamu 1o uccienyemomy mapamerpy (Chi sq = 12,1; df = 4; p =0,01). CpaBHeHnue rpymnmn
MPOBOAUJIN C UCOJIb30BaHUEM TecTa MaHnTensa-Kokca. bbuio mokazaHo, 4TO XpOHUYECKHUI CTPECC
He npuBe K yenndernto JII1 moaxona k ene mo cpaBHEHUIO ¢ KOHTposbHOH rpymnmoii (F (6, 8) =
1,3 p=0,35). Hy>kHO OTMETHUTB, 4TO B KOHTPOJIbHOH rpymre 0osee 60% KUBOTHBIX HE MOIXOAMIN
K €I, 4TO CBSI3aHO C BBICOKOH CTPECCOPHOW HAarpy3koW AaHHOrO Tecta. BBeaeHue nuazenama

NpuBeNO K 3HauuMoMy cHuxkeHuto JIIT no cpasuenuro ¢ rpynnamu «Kontpons» u « CRS+p-nb»
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(F (6, 14) =3,5; p=0,02 u F (8, 14) =3,2; p=0,02 coorBeTcTBeHHO0). CXOnHBIH 3 dekT Hadmonancs
B TpyHIne KpbiC, mojydaBmux nentua B noze 0,05 mr/kr: 3naummoe ysenmuenune JIIT Obuio
OTME4eHO B cpaBHeHUH ¢ rpynnamMu «Kontpons» u « CUMS+p-16» (F (6, 16) =4,2; p =0,009 u F
(8, 16) = 3,71 p =0,01). XKusornsle, nony4asmue FQSE B noze 0,5 mr/mr, He OTIUYAIUCH OT
KOHTPOJIHOH TPYMITBI M CTPECCHPOBAHHBIX KUBOTHBIX, TOJTyYaBIINX (PU3pacTBOp.

[00478] 6.2.5. SPT

[00479] JIaHHBIN TECT XapaKTepU3yeT CTENEHb AHT€IOHUH KUBOTHBIX, IEPEHECIINX
XPOHUYECKUH CTpecC.

[00480] IIpoBepka Ha HOpPMaJIBLHOCTH ¢ MoMoOIIbI Kputepusa lanupo-Bunka He
MOJTBEPAIIIAa HOPMAJIbHOE pacIpefeieHne MaHHBIX B TPYIIAX, MMO3TOMY Pe3yJIbTaThl OyayT
OLICHEHbl C TIOMOINBI) HENMapaMeTPUUECKUX KpUTEpHeB. Pe3ynbpTaThl NMPUMEHEHUS KPUTEPHS
Kpackena-Yonneca BbIsBHIN 3HaUUMBIA >¢dexT (akropa ['pynna Ha MHIEKC MPEANOYTEHHUS
caxaposel (H (4, N= 49) =11,8; p =0,018). JKuBOoTHBIE, NEepeHECIINE CTPECC W TOJyYaBIINE
pPacTBOPUTEINb, UMENIN 3HAYMMO O0JIee HU3KHI MHAEKC, YeM KOHTPOJbHbIE kuBOTHBIE (p=0,017).
CtpeccupoBaHHbIE JKUBOTHBIE, MTOJIyYaBIINE AUA3ETIaM U NMENTHUA B 000UX 033X, HE OTJINYAIUCH
10 JAHHOMY MapaMeTpy OT Ipymibl «kKOHTposb» U « CUMS~+duspactsop» (PUC. 51).

[00481] 6.2.6. FST

[00482] [Inpoko WCMOTB3YEMBIM TECTOM JUISI OLIEHKU aHTHIETPECCAHT-TIO00HOM
AKTUBHOCTH BELIECTB SIBJISIETCS TECT MPUHYAUTEIBHOTO TUIABAHMSL.

[00483] IIpoBepka Ha HOpPMaJIBLHOCTH ¢ momolIbl Kputepusa lanupo-Bunka He
MOJTBEPAIIIAa HOPMAJIbHOE pacIpefeieHne MaHHBIX B TPYIIAX, MMO3TOMY Pe3yJIbTaThl OyayT
OLICHEHbl C TIOMOINBI0 HENapaMeTPHUUECKUX KpUTepHeB. Pe3ynbTaThl NMPUMEHEHUS KPUTEPHs
Kpackena-Yonneca BpissBIIIN 3HAYNMBIH 3 dekT (akropa I'pynmna Ha BpemMst UMMOOHIN3ALNH B
nanHoM tecte (H (4, N=49) =12,2; p =0,01). IIpumenenne post hoc aHann3a BEIIBHIO 3HAYUMOE
yBEJIMYCHHE HMMMOOWJIM3AIMA B TPYIE >KABOTHBIX, IEPEHECIINX CTPECC U TONYyYUBIINX
pPacTBOPUTENb, IO CPABHEHUIO C KOHTPOJbHBIMU 3HaueHussMH (p=0,04). FQSE B noze 0.5 mr/kr
3HAYUMO CHHU3UJ BPEeMsl HMMOOMIM3ALMU B JAHHOM TeCTe M0 CpaBHEHMIO ¢ rpynnoid CMS+p-nb
(p=0.03) (PHUC. 52). Anazenam u nentug B go3e 0.05 Mr/Kr 3HAUUMO He OTIUYAIHCH IO JAHHOMY

MOKA3aTeNI0 HU OT KOHTPOJBHOM TPYMHIbI, HU OT CTPECCHUPOBAHHON TIpPYyMIbl MOJy4YaBIIEH

(bu3pacTBoOp.
[00484] 6.3. OOcykaeHne pe3yIbTaToOB
[00485] Hcnonp3yemass mMoAenb XPOHUYECKOTO CTpecca MNpHUBENia K Pa3BUTHIO

CTOMKOTO JENMpPEeCCUBHO-MOAOOHOTO COCTOSIHUS, HAOMI0JaeMOro BO BCEX HCIOJIB3YEMBbIX
MOBENEHYECKUX TecTax. BBemeHue puasenmama B go03e 0,5 MI/KT  OKazalo TOJBKO

ankcnonutnyeckuil d¢p¢ext B tecrax IIKJI m NSFT, u He okaszano BIMSHUS Ha NOBEICHHE
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JKUBOTHBIX B T€CTaX Ha AenpeccuBHO-nonobHoe cocrosiaue (Tabmuma 3).
[00486] Hccnenyempbie SKCIEPUMEHTAJIbHbBIC npenaparbl OKaszanu

aHTHUIETIPECCaHTHO-TIOA00HBIH 3dekT B TecTe [lopconTa, TeCTe HA CONMATBHOE B3aUMOCHCTBIE
U Ha YPOBEHb aHT'€IOHUU B TECTE HA MpeAnodTeHrne Moun camku. Ilenrun B o0oux 103ax okasalm
AHTHIETIPECCAHTHBIH 3(PQeKT, HO HE BO BCEX MOBENEHYECKMX mnapamurmax. Hawubomee
BbIpakeHHbIN 3¢ ekt nentuna B odoux nozax HaOmoxnancs B trecre FUST. AnTunenpeccanTHbIHI
s¢dext FQSE nabmonancs yxe nmocie 4-ro BBEACHHSI.

[00487] B noze 0.05 mr/kr LCGA-17 oxa3an ankcuonurudeckuii 3pdext B NSFT.
HyxHO OTMETHTB, YTO B JAaHHOM TECT€ NPOTHBOTPEBOXKHBIA 3(¢eKT HabmomaeTcs U mocie

XPOHUYECKOTO BBCACHUA KIHMHUYCCKH MHCIOJIB3YEMbIX QHTUACTIPCCCAHTOB - CECICKTUBHBIX

UHTHOUTOPOB 00paTHOTO 3axBara ceporoHrHa (SSRIs).

[00488]
[00489]

6.4. 3axmoueHue

OTta MOACIb HEHOPCACKA3yEMOI'0 XPOHHUYECKOI0 CTpecCa MNPUBOAWUT K

Pa3BUTHUIO CTOMKOTO ACPECCUBHOIO COCTOAHHA Y KPbIC.

[00490]

BBeI[eHI/Ie AuascriaMa OKa3bIBACT BBIPAKCHHOC AHKCHUOJIUTHUYCCKOE U

CeaTUBHOE JIEHCTBUE.

[00491]

FQSE B no3ze 0,05 u 0,5 MI/kr oka3piBaeT aHTUAENPECCAHTHOE EHCTBUE B

Pa3JIMIHBIX TOBCACHYCCKUX ITapaaurMax.

[00492]

FQSE B nosze 0,05 mr/kr nokaszan aakcuonutnueckuil a¢gpdexr B NSFT u

MSTKHI TpOTHBOTPeBOKHBIHN 3¢ dext B [TKJI, Oe3 npusHakoB cenarum.

[00493] Tabnmuua 3. Pe3ynbrarhl, NOJyYeHHBIE B MOJENM XPOHHUYECKOTO CTpecca,
NIOCJIE BBEIICHHSI NCCIIEAYEMBIX BELIECTB.
CMS
Tect
¢buspacTBop Juazenam FQSE 0,05 mr/kr | FQSE 0,5 mr/kr
AHKCHOJUTHYEC
AHKCHOJUTUYECKU
TIKJI KU 151
- i sddexr | -
(1 BBeneHue) CellaTUBHBIN
(TenneHLusn)
s¢dexr
JETIPECCUBHO-
SI AHTHIETIPECCAHTH
nogobHoe - -
(4 BBeneHuN) bl 3P PexT
MIOBEZICHHE
aHTeOHUS,
FUST AHTUIETPECCAHTH | AaHTUAEIIPECCAHTH
JETIPECCUBHO- -
(8 BBeneHuil) bl 3P PexT bl 3P PexT
nogobHoe
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MIOBEZICHHE
NSFT
( AHKCHOJIUTUYEC | AaHKCHOJIUTHYECKH
11 - -
kui 3¢pdexr it appexr
BBEICHU)
aHTeOHUS,
SP
JETIPECCUBHO-
(16 - - -
nogobHoe
BBEICHU)
MIOBEZICHHE
FST JENPECCUBHO-
AHTHIETIPECCAHTH
(18 nonobHoe - -
bl 3P PexT
BBEICHU) MOBE/ICHUE
[00494] ITpumep 7: Dddexter FQSE Ha KUBOTHON MOIENN MOCTTPABMATHUECKOTO
ctpeccoBoro paccrpoiicta (IITTCP)
[00495] Ha ceronusmnuii neHp He cymectByeT >¢dextuBHoro neuenus I[1TCP,

nepsas guHus nedenus IITCP sxmouaer CMO3C, xoTs B oTuere MHCTUTYTa MEAULIMHBI CAENaH
BBIBOJ O TOM, YTO HMEIOIIUXCS JAHHBIX HEAOCTATOYHO ISl TMOATBEPKACHHUA 3PPEKTHBHOCTH
CHO3C umm apyroii ¢papmakoreparuu npu [ITTCP. (Treatment of posttraumatic stress disorder:
An assessment of the evidence. Washington, DC: National Academies Press. Institute of Medicine;
2008). OueBHUAHO, HYTO OTKPbITHE HOBBIX (HAPMAKOTEPANIEBTUUECKUX METO/OB JICUCHUS
TPEBOKHOCTH MPEACTABIISIET COOON OOJBINYIO aKTyaIbHYI) MEAHIIMHCKYIO MOTPEOHOCTS.

[00496] enwro uccnenoanus Obu1o oueHuTh 3P dextsl nentuna FQSE Ha Mmonenu

MOCTTPaBMATHYECKOTO CTPECCOBOIO PacCTpOICTRA.

[00497] 7.1. Marepuanbl U METOIbI
[00498] 7.1.1. Conep:xaHue SKCIIEPUMEHTANIBHBIX )KMBOTHBIX
[00499] Bcero pns uccnemoanuii ucnojp3oBanu 120 caMmIioB KpbeIC Sprague

Dawley (Charles River, Wilmington, MA). M3Ha4anpHO KpbIC coaep:kanu mo 3—5 ocobeil B
noymmnponuieHoBbix kietkax (Animal Care Systems, Inc, Centennial, CO), pacroyio;keHHBIX B
BUBApUU C KOHTPOJIHMPYEMOH TeMIepaTypol W BIIAXKHOCTBIO, B KOTOPOM MOAJEPKUBAIU LIUKJI
ceer/TemHoTa 12:12 (crapt B 6 yTpa). B Hauane skcriepuMeHTa KpbIChI BeCHITH 0KoJio 250-350 r
u uMenu Bo3pacT He MeHee 100 mmei. Iluma u Boma ObUTM AOCTYNHBI B HEOTPAHUYEHHOM
KOJIMYECTBE Ha MPOTSKEHUN BCEro uccienoBanus. Bee mponenypst Obutn onodpensr KomureTom
MO WHCTUTYIIHOHAJILHOMY YXOAY M HUCTOJIb30BAHUIO KUBOTHBIX XBIOCTOHCKOTO YHUBEPCUTETA B
COOTBETCTBUU C peKOMeHAaUsIMHI HallMOHATBHBIX HHCTUTYTOB 3APABOOXPAHEHUSI.

[00500] 7.1.2. Ucnonib3yemble BEIECTBA
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[00501] Hoxkcazosun (DOX, Sigma-Aldrich, Cent-Jlyuc, Muccypu, CIIIA, 1 mr/xkr,
BHYTPUOPIOIIMHHO) TMOJyYaJd B CTEPHJIbHOM (PH3HOJOrHYECKOM pacTBope. Panee Obuio
nokaszaHo, uto DOX s¢dexTuBeH npu JiedeHUH HEKOTOPBIX CUMIITOMOB MOCTTPABMATHYECKOTO
crpecca y BerepaHoB. (Rodgman et al. (2016). Doxazosin XL reduces symptoms of posttraumatic
stress disorder in veterans with PTSD: a pilot clinical trial. J. Clin. Psychiat., 77(5), e561-565).

[00502] e nosel FQSE (0,05 u 0,5 mr/kr, CS, Menlo Park, CA) rorosuim
CBEKMMH Ha KQX/IbIi I€Hb TECTUPOBAHUS B CTEPUIIBHOM (PU3HNOJIOTHUECKOM PACTBOPE M BBOAUIIH
UHTpaHa3aJIbHO 32 30 MUHYT 10 TecTHpoBaHMs. Kakyro 103y BBOAMIIN B PaHAOMH3HPOBAHHOM
nopsiake mo rpynmnam. Ilepen no3upoBaHHEM KpbIC ClieTka aHeCTe3UpOBaJH (10 moTepH pediexca
BbIIIpsIMIIEHUsT) u3odurypaHoMm (2,5%, 0,5 n/MuH KHUCIOpOaa), IOMEINad B MOJIOKEHHE JIeKa,
3aTeM TOHKYIO I1acTukoByro mumeTky (Fischer Scientific) BcTaByisny B HO3APH M BBOIIIIN MENTH
B obbeMe 15-20 mknm Ha HOo3apu. Ta ke mpoueaypa ¢ u30(QIypaHOM HCIONB30BANACH IS
BBEICHMS JOKCA303WHA, OJTHAKO MPETnapaT BBOAWIN BHYTPHOPIOIIHUHHO.

[00503] 7.1.3. IloBenenueckuil annapar 1 NpoLEAypPbl TECTUPOBAHUS

[00504] IIpoTokonbl CTpecc-BO3AEHCTBUsA 3alaxa XWUIIHUKA B U OTBpAIlEHUsA K
MeCTy ObLTM OCHOBaHBI Ha paHee omyOmukoBaHHBIX ucciaenoBaHusx ((Edwards et al. (2013).
Traumatic stress reactivity promotes excessive alcohol drinking and alters the balance of prefrontal
cortex-amygdala activity. Transl. psychiatry, 3(8), €296; Roltsch et al. (2014). Predator odor stress
alters corticotropin-releasing factor-1 receptor (CRFIR)-dependent behaviors in rats.
Neuropharmacology, 79, 83-89; Whitaker et al. (2015). Blunted hypothalamo-pituitary adrenal
axis response to predator odor predicts high stress reactivity. Physiol. behav., 147, 16-22). Kpbicsl
MIOJIBEPraJINCh BO3JEHCTBUIO pacTBOpa Oe3 3araxa (CTepUIIbHbINA (PU3HOJOTHUECKUH PaCTBOP) HITH
pacTBopy ¢ 3amaxoMm xuinHWKa (Moda peicu, PMart, Sandy Point, ME) ¢ wucnonbp3oBannem
ycraHoBkHU Juisi mpennourenust mecta (MED Associates, Fairfax, VT), cocrosimmero u3 AByX
orcekoB (8x8x11 mrOHMOB), KOTOpbIE Pa3IMYaINCh KaK BH3YAJIbHBIMU (LIBET CTEHBI), TaK H
TAKTHJIbHBIMH (TEKCTYpa M0J1a) CUTHAJIAMH, CO€ITMHEHHBIMHI MEHBIINM CPeIHIM OTCeKoM (5x8x11
nroiiMoB). OTceku ObLIM pasnesieHbl aBTOMATHYECKUMH ABEpLAMH T'HIIBOTHHBI. Mcnombp3oBanu
Meton 0e3 MpeArnouTeHnst KphlIcCaMH OJHOW Kamepe apyroi. Mexny 8—-10 uwacamu yTpa KpbIC
NOMEIIAIN B CPENHUN OTCEK, MOJHUMAN THJIBOTHHHBIE IBEPU M TO3BOJBLUIM HCCIENOBATh
YCTAaHOBKY B TedeHue 15 mmHyT (amanramus). Bpemss B KammoM OTCeKe M aKTHBHOCTb
PErUCTPUPOBAIUCH C TIOMOLIBIO HHPPAKPACHBIX AATYMKOB M 3aHOCHIINCH B TAOJIUILY C TOMOIIBIO
UMEIOIIerocsi B mpoxpaxke mporpammHoro obecreuennss (MED Test, Bepcus 4.2.0.0, MED
Associates, Fairfax, VT). Mexny 14 u 16 yacamu AHsI KpbICaM CHOBa MO3BOJISLTA UCCIIEOBATH
YCTAHOBKY, U PEruCTPUPOBAIN BPEMs M AKTUBHOCTb (MCXOAHBIH YPOBEHb IO MPEATIOUTEHHS).

Cryctst 24 yaca KpbIC CIy4aliHbIM 00pa3oM pacipenessuiy Mo KaMepe U TOABEPTraiii BO3ACHCTBHIO
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¢u3nonornueckoro pacreopa (B TeueHne 15 MUHYT B yCTAHOBKE NMPENNOUTEHH MecTa. Beuepom
TOrO K€ JHsI KPBIC COAEPKAIU B MPOTUBOMOJONKHOM OTCEKE U MOABEPrald BO3ACHCTBHUIO 3aMaxa
XHUIIHUKA (MM OTCYTCTBHSA 3amaxa) B TedeHne 15 muHyT. KBagpaTHbIil KyCOK (HUIBTPOBAIBHOMN
Oymaru 2x2 nroiiMa, MPOMUTHIBATH S5 MI (PU3HUOJIOTHUECKOTO PacTBOpPAa MM MOYM PBICH H
MOMELIAIN MO PeLIeTYaThIi Mo kaMepsl. Ha cnenyromuil 1eHp nocie CTPECCUPOBAaHUS 3aI1aXOM
XHUIIHUKA KPBIC TOMEINAN B LUEHTPAIBHOE OTAEIEHUE U NTO3BOJISLIIN UCCIIEI0BATh BCE YCTPOUCTBO
B TeueHHne 15 MuHyT. Y KpbIC He ObUIO MPSMOrO AOCTYIA K MOYH phIck. Bech anmapar ounimancs
e3UHPUIUPYIOIINM CPEICTBOM TOCIIE KAXKIOTO CeaHCa IKCIIEPHUMEHTA.

[00505] 7.1.4. CTaTuCTUYECKUN aHAITN3

[00506] CraTuctuueckuii aHanu3 NPOBOAWIICS AJIl BPEMEHHU B OTCEKax, BBIYTEHHOM
U3 UCXOMHBIX mokazarenedl anst 117 kppic. AHaM3 BpeMEHH B OOO3HAYEHHBIX Kamepax MeEKIy
rpynmnamu 6e3 3amaxa 1 MoABePKEHHBIMHU 3a11axy, KOTOPBIM BBOAMIIHN (PH3UOJOTHUECKHH PaCTBOP,
MPOBOJUIN C UCIOJIb30BAHUEM HE3aBUCUMOTIO t-kpurTepus. IloTeHIuanbHble pa3inyus MEXAy
IpynnaMy, He IMOJBEepPraBIIMMUCSA BO3JEHCTBUIO 3amaxa, W TIpyINamMy, [OJBEepraBIIUMUCS
BO3ACUCTBUIO 3araxa, aHAIM3UPOBAIH C HCIOJB30BAaHHEM OAHO(PAKTOPHOIO AMCIEPCHOHHOTO
aHaJM3a C 1030 JIEKAPCTBEHHOT'O CPENICTBA B KAUECTBE OCHOBHOTO (hakTopa. 3a 3HAUNTEIHHBIMH
OCHOBHBIMH 3 PEeKTaMH CIEIOBAIHU MPOLEYPhI OMAPHOTO MHOKECTBEHHOTO CPaBHEHUS (METOA
Creronenta Heromana-Keynca). 3naunmocTs Oblia ycTaHoBieHa Ha yposHe p <0,05.

[00507] 7.2. Pe3ynbTaThl

[00508] PUC. 53A unmocTpupyeT TpyNibl, NOABEPruINecs U HE MOJBEpriInecs
BO3ACUCTBUIO 3araxa NpPU BBEACHUU (U3UYECKOrO pacTBOpa. AHAIM3 TOATBEPIKIOAET, HYTO
BO3JICIICTBUE 3amaxa XUIIHUKA BbI3bIBaeT 3Hauumoe (t (27) = 2,690, p=0,012) obycnoBneHHOE
OTBpalleHe K MecTy uepe3 24 yaca nocine Bo3aeiictaus. Kak npencrasneno 8 PUC. 535, ANOVA
HE BBIIBIJI 3HAYMMBIX Pa3jIMYUil B IPyInax BBEACHUS MPH OTCYTCTBHHM 3alaxa XWIIHHUKA (p =
0,746). AHanu3 BpEeMEHU MJIsl TPYII, MOABEPTUINXCS BO3AEHCTBUIO 3araxa XUIIHUKA, BBIIBUI
3HaYUMBIH OCHOBHOM 3¢ dexT nist no3el npenapara (F (3,57) = 2,780, p=0,050). AnocrepuopHsbie
MHOXXECTBEHHbBIE CPABHEHHS BBIABWIM 3HAUUTEIBHYH) PA3HULY MEXAY MaKCHUMalbHON 10301
nentuna (FQSE 0,5) u ¢msnonornueckum pactsopom (P = 0,036) (PUC. 53B) u TerneHunio K

JOCTOBEPHOMY Pa3IMIHIO Mexkay Hu3koi no3oit nentuna (FQSE 0,05) 1 BBICOKOM 10301 menTuaa.

(P =0,159).
[00509] 7.3. 3akmoueHue
[00510] B stom otdere omwuceiBaoTCS 3(PQEeKTH MENTUIHOTO TECTHPYEMOTO

npenapara, BBOAUMOIO MHTPAaHA3aJbHO, HA TECTBI HA MOJEIN IOCTTPABMAaTHIECKOIO CTPECCOBOTO
paccTpoicTBa JKMBOTHBIX. llepBHYHBIE pe3yJbTaThl BKIIOYAKOT: 1) MOATBEpPXKIEHHUE

0OyCJIOBJIEHHOTO 3araXxOM XHITHHKA OTBPAIIEHUS K MECTy, Kak ObLIO MPOAEMOHCTPHPOBAHO
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paHee, 2) OTCYTCTBHUE SIBHBIX MOOOYHBIX 3()(HEKTOB JIEKAPCTBEHHOTO CPEACTBA MIIM NEeNTHAA U 3)
3HaunMOe OCiTabyieHNe BBI3bIBAEMOTO 3aI1aXOM XUILITHUKA OTBPAIIEHHUS K MECTY Y KPBIC, KOTOPBIM
BBOJMJIM CAMYIO BBICOKYIO JIO3Y MENTHAA.

[00511] DKCIepUMEHTBI o MPEANOYTEHUIO MecTa Ha MOJENH
MOCTTPABMATHUECKOTO CTPECCOBOIO  PAcCTPOHCTBA HA IKUBOTHBIX, IPOJEMOHCTPUPOBAIIH
npenpiaymue uccienosanus pesyibratel (Edwards et al. (2013). Traumatic stress reactivity
promotes excessive alcohol drinking and alters the balance of prefrontal cortex-amygdala activity.
Transl. psychiatry, 3(8), €296). Amamu3 rpymm, mnonydaBmmx DOX wu nmentuny u He
MOJIBEPraBIINXCS BO3ACHCTBUIO 3a1axa XUIIHUKA, MPOJEMOHCTPUPOBAJ HOPMAaJIbHOE MTOBENEHHE,
NIOCKOJIBKY B TEUEHHE BPEMEHH B CIYYailHO CIIAPEHHBIX Kamepax He ObUIo OOHapy:KeHO
3HauuTeNbHBIX 3(¢dexkroB. OOmas akTUBHOCTh (HE MOKa3aHa) TAKKe HE pa3indaliaCh MEKIY
rpynnamu. Kak nmokaszano na PUC. 53B, camas Beicokast no3a nenrtuna (FQSEOQ,5) momHocThIO
ocnabisiia BBI3BAHHOE 3alaxOM XHIMHHKAa OTBpamieHue k mecry. DOX, mpemnapaT, KOTOpBIA
nokazan 35((EeKTUBHOCTh Y JIOAEH C MOCTTPAaBMATHYECKHM CTPECCOBBIM PaCCTPONCTBOM
(Rodgman et al. (2016). Doxazosin XL reduces symptoms of posttraumatic stress disorder in
veterans with PTSD: a pilot clinical trial. J. Clin. Psychiat., 77(5), e561-565)), Taxxe ocmabnsn
OTBpAIlEHUE K MECTY, BBI3BAHHOE 3aI1aXOM XUIIHUKOB, OJHAKO HE ObLIO 3HAYMTEIBHBIX OTIMIHMA
OT rpymnbl (U3NOJIOTHIECKOTO PACTBOPA MPHU UCTIONB30BAHUHU NAHHONW CTATHCTUYECKON MOAEIIH.
CyMMapHO, HaHHbIE NOATBEPIKOAIOT AANbHEHINYIO pa3paOOTKy HCCIEAYEMOro MENTHAHOTO
npernaparta B Ka4eCTBE NMOTEHIIHAIBHOTO CPEACTBA JICYEHUS TOCTTPABMATHYECKOTO CTPECCOBOTO
paccTpoONCTBa.

[00512] ITpumep 8: Mccnenosanue >¢dexTos nHTpanazanbHoro BBeaeHus FQSE Ha
NOBEJICHYECKNE W SHAOKPUHHBIE MapaMeTpbl KpPbIC B MOJENH JENPECCUH «BBIYYEHHAs
0eCrOMOIIHOCTDY .

[00513] Lensro HCCIEA0BAHUS SIBJIAETCSA HU3yYCHUE MOTEHIHATIBHOTO
AHTHIETIPECCUBHOTO U aHKCHOJIUTHUECKOTO 3(QeKTa MHTPaHA3aIbHOTO BBEICHUS NENTHIHOTO
moaynsatopa TAMK-A peuentopa FQSE Ha noseneHueckue 1 SHIOKPUHHbBIE TApaMETPbI KPBIC B

MOJIEJIN ACTIPECCUH «BBIyUeHHOU OecriomornnocTny (BB).

[00514] 8.1. Marepuanbsl U METOIBIL.
[00515] 8.1.1. XKusoTHbIe
[00516] HccnenoBaHue BBIMONHEHO HA 45 B3pOCIBIX caMiax Kpbic Wistar Maccoit

220-250 1, (cpemanii Bec 230 1) 3 «Komnekmu nabopaTOPHBIX MIIEKOIHMTAOIIUX PA3HOM
TAaKCOHOMHUYECKOH npuHaanexxnoctn» P PAH, monnep:kaHHOH mporpamMmoil OHOpecypCHBIX
xomekuuit @PAHO Poccum, conep:kaBlIMXCs B CTaHAApTHBIX ycioBusix. Ilpu mpoeaeHuu

SKCIepUMeHTOB colmonanuce TpedoBanmst dupextuset 2010/63/EU Esponeiickoro [Tapiamenta
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u Cosera EBponetickoro Coro3a o oxpaHe >KMBOTHBIX, HCIIOJIb3YEMbIX B HAYUHBIX LEJISIX.

[00517] 8.1.2. Uccnenyempble BeleCcTBa

[00518] IMentunnseii Monyastop FAMK-A FQSE BBoawmu uHTpaHa3anbHO (W/H)
exxenHeBHO B TedeHne 10 nuelt B noze 0,5 mr/kr wim 2,5 mr/kr. il IPUTOTOBIIEHHUS] PACTBOPOB
nentuga FQSE Obut npurorosnen 0,3% OukapOonatHeii Oydep (3 r OukapOoHara HaTpus
NaHCOs na 1 1 ddH20, pH 8; nnst npurotosnenus: pacrsopa Oydep codupanu gepe3 GuibTp ¢
nomompro mmpuua Millex 0,45 mxm (Millipore). PacTtBop s uHTpaHa3aabHOrO BBEIEHHE 2,
Mmr/kr B oobeme 20 Mk (omHOKpaTHOe BBeneHue) coxepkan 0,575 mr FQSE, a pactsop mns
UHTpaHa3anpHOrO BBeneHus 0,5 Mr/kr B o0beme 10 Mkt (omqHOKpaTHOE BBeAeHue) cogepxan 0,115
mr FQSE. Bec u3Mepsinu Ha aHaTUTHYECKUX Becax ¢ TOUHOCThIO 0,0001 1, pacTBOp rOTOBUIIH C
3anacoM 0,5 mu. Jlna 3KChepuMeHTa HCHOJb30BajIM CBeXenpurotoBieHHb pactop FQSE;
BTOPBIE CYTKH PAaCTBOP XPAaHWIM B XOJIOAWIbHUKE mpu + 4°C.

[00519] 8.1.3. BelecTBo CpaBHEHUSA

[00520] Terpauuknudeckuit antugenpeccanT ManporwimH (Mar.), uHrHOUTOp
o0paTHOro 3axBara MOHOAMHHOB, HCIIOJIb30BAIM B Ka4deCTBE IOJOXKHUTEIBHOTO KOHTPOJIS.
JKvBOTHBIE mMONYYaN €XKEAHEBHYI0 BHYTPHOPIOIIMHHYIO HHBEKIHIO (B/0) MampoTHJIMHA B
TeueHue necsatu aaeit (M9651, Merck, 4,5 Mr/kr, paCTBOpPeHHBIH B (PU3HOJIOTMYECKOM PACTBOPE:
200 MKJI Ha BBEIEHUE).

[00521] 8.1.4. Mogenb BbIy4eHHOU OECTIOMOIITHOCTH

[00522] Knaccudeckass mapagurma «BblydeHHOH Oecrnomomuoctn» (BB) Obina
UCTIOJIb30BaHA B KA4eCTBE OHKCIEpUMEHTaNbHOW Mozpenu aenpeccuu (Seligman et al. (1975).
Learned helplessness in the rat. J. Comp. Physiol. Psychol., 88(2), 534). Cocrosinue «Bbly4eHHOMH
0eCrOMOIIIHOCTHY IO COBPEMEHHBIM TIPEACTABJICHUSM aJEeKBATHO OTPAKAET TPEBOXKHO-
JETPECCUBHBIN CHHAPOM, BOCIIPON3BO/IS OCHOBHBIE MMPU3HAKU SHAOT€HHON JAETPECCUH YEIOBEKa,
BKJIFOYAsl BBIPAXKEHHOCTh TOCJIEACTBUH OECIOMOIIHOCTH, OE3BICXOMHOCTH U XapaKTEPHBIX
SHIAOKPUHHBIX HapymieHuil. [lna passutus BB kpbiCel moasepranvicb HEKOHTPOJIUPYEMOMY
HeM30eKHOMY  aBEPCHBHOMY  CTpeccy  (3JIEKTPOKOXKHOE — pasapakeHue).  JKHBOTHBIX
CTHMYJIUPOBAIH dyeKTprdecKiM TOKoM (1 MA, 1 T'm, 15 cex) B 3aMKHYTOM MPOCTPAHCTBE KIIETKH
pasmepom 13x16x26 cM ¢ MPOBOAALIMM MOJOM C HMCIOJb30BAHUEM HWHTEPBAJIOB Pa3JIMYHBIX
MPOMEKYTKH BPEMEHH MEXKY IMOAa4Yei TOKa Ha JHO KaMephl TaK, YTOOBI KaKAast KpbIca MojyJaia
60 cTUMyIALUN B TEYEHHE Yaca, YTO MPUBOIIIIO K PA3BUTHIO CTOHKOIO AETIPECCUBHO-MIOJOOHOTO
cocrostHusA. CTUMYJISALMS BBITNOJNHAJIACH aBTOMATHYECKU C HCIOJB30BAHMEM IMPOTrPAMMHOTO
pPaHIOMH3ATOPA.

[00523] 8.1.5. «OTkprITOC MTOJIE»

[00524] Tect OIl — knaccuueckuii METOJ OLEHKH YPOBHSI JIOKOMOTOPHOM
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AKTUBHOCTH W OPUEHTHPOBOYHO-HCCIIEAOBATENBLCKOTO TOBENCHHUS TIPBI3YHOB B  HOBBIX
(CTpecCOreHHBIX) YCIOBUSIX — MPOBOIMIIH B Kamepe 90x90x45 ¢cm 6e3 KpbILIH, TIOJ B KOTOPOM ObLT
pacyepueH Ha KBaapatel 15x15 ¢cM u ocBelleH cBepxy jamnoil MmouHocThi0 60 Bt. Ha 5 nenn
nocyie crpeccupoBanusi B moaenu BB kpeicy momemanu B uentp OIl u B Teduenwe 5 MuH
PEruCTPUPOBAIIN JIATEHTHBIN MEPUOJ 10 HAaYajla ABHXKEHHSI, KOJMYECTBO MEePECEUEHHBIX KPAHUX,
MIPOMEKYTOUHBIX M LIEHTPAIBHBIX KBAIPATOB, MPOJAOILKUTENBHOCTh CTOEK 1 HIMMOOMIIU3ALIH Y.

[00525] 8.1.6. I[IpunonHATHIH KpecTooOpa3HbIi TaOUPHHT

[00526] IIKJI no3BosisieT OXapakTepU30BaTb IMOBEAEHUE TPBI3YHOB B YCIOBUAX
NEPEMEHHON CTPECCOTeHHOCTH, YTO JaéT BO3MOXKHOCTb OLIGHHTh YPOBEHb TPEBOXKHOCTH
JKUBOTHBIX M aHKCHOJHMTUYECKOTO IEHCTBUS MPErnapaToB COOTBeTCTBEHHO. Ha 6-e cyTku mocne
SKCMEPUMEHTAIIBHOTO BO3ACHCTBHUS KPBIC MO OJHOM TECTHPOBAJIN B TEUEHUE 5 MHUH B YCTaHOBKE,
PacoJIOKEHHON Ha BBICOTE 75 CM HaJ MOJIOM, M COCTOSIIEN U3 2 OTKPBITBIX OCBELIEHHBIX U 2
3aKPBITBIX PYKaBOB ¢ BbIxogamu. OIEHWBANIHM BpeMs, NMPOBENEHHOE *KMBOTHBIM BHYTPH M BHE
3aKPBITBIX PYKaBOB (B OTKPBITHIX PYKaBax M B LEHTPE), YUCJIO MEPEXOJOB MEXKIY pPyKaBamH,
BBIPQ)KEHHOCTb W JAMHAMHUKY IIOBEACHUS «BBIMAABIBAHUY. OOBIYHO TPEBOKHOE IMOBENEHUE
JKUBOTHOTO XapaKTEPHU3YETCsl TMPEANOUTEHHEM 3aKPBITBIX PYKABOB OTKPBITBIM W LIEHTPY
nabupunta (Pellow et al. (1985). Validation of open: closed arm entries in an elevated plus-maze
as a measure of anxiety in the rat. J. Neurosci. Methods, 14(3), 149-167;, Walf et al. (2007). The
use of the elevated plus maze as an assay of anxiety-related behavior in rodents. Nat. Protoc., 2(2),
322-328).

[00527] 8.1.7. llpunynurenpHoe muasanue no [lopconty

[00528] FST otHOCcWTCS K  CTaHmApTHBIM  TeCTaM Uil  BBISBJICHUS
AHTHIETIPECCAHTHBIX W AHKCHOJUTHYECKUX CBOWCTB BELIECTB M BO3ACHUCTBUI MyTEM OLICHKH
JBUTATEJIbHON aKTUBHOCTU KPBIC, MOMELIEHHBIX B CTEKJISHHBIA LHJIUHAP AuameTrpoM 30 c¢M u
BbicOTON 90 cM, Ha 2/3 3amoJiHEHHBIH BOAOW ¢ Temmepatypour 26+1°C. B omHOmHEBHOM
moaudukanuu tecta Ilopconra ((Porsolt et al. (1977). Behavioral despair in mice: a primary
screening test for antidepressants. Arch. Int. Pharmacodyn. Ther., 229(2), 327-336; Slattery et al.
(2012). Using the rat forced swim test to assess antidepressant-like activity in rodents. Nat. Protoc.,
7(6), 1009) BBIHYXIEHHO€ IUIABAHHE >KMBOTHBIX, 110 OJHOMY IIOMEIIEHHBIX B IIFIMHJD,
UCCIIENIOBAIOCh B TE€UYEHHE 5 MHH, ObUIM 3aperHCTPUPOBAHBI BPEMSI aKTHBHOTO M IMACCHBHOTO

IiIaBaHusd, JJIUTEIbHOCTD I/IMMO6I/IJ'II/13aL[I/II/I KUBOTHBIX PA3HbIX I'PYIIIL.

[00529] 8.1.8. JlekcameraszoHoBbiii TecT (JAMT)
[00530] OueHky CTpeccCOpHOro BbIOpOCAa  TIFOKOKOPTUKOUAHBIX TOPMOHOB
(KOpTHKOCTEpOHA — aHaJlora KOPTHU30JIa Y UYeNOBE€Ka) M €ro IOJABJICHHE BBEIEHUEM

CHHTETHYECKOTO TIIIOKOKOPTHUKOCTeponaa npoBomn Ha 9—-10 cyrku mocne BeipaboTku BB B
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IBYXIHEBHOM IEKCAMETa30HOBOM TECTE MO CXEeMe, YUYHMTBHIBAIOIEH OCOOCHHOCTH LMPKATHON
purmuku ¢yakunun HPA y kpeic (Zhukov (1993). The dexamethasone suppression test in
genetically different rats exposed to inescapable and escapable electric shocks.
Psychoneuroendocrinology, 18(7), 467-474).

[00531] B nepsbiit nenp Tecra (AMT1) B 10:00 >KUBOTHBIM BHYTPHOPIOIIUHHO
BBOAMIHN (PU3HONOTUYECKHH pacTBOp, 3areM B 16:00 Toro ske mHs oTOMpamu oOpasLbl
nepudepuIeckoil KPOBH IJIsl OTIpeieNIeHHsT 0a3aIbHOTO YPOBHS TOPMOHA, Y€M BBI3BIBAIN CTPECC,
u yepe3 30 MUH moOCe B3ATHS KPBICHI U3 KJIETKH U TOJYyYEHHs] HA4aJbHOro o0pasla, MOBTOPHO
Opasu KpoBb (CTPECCOPHBIN YPOBEHB).

[00532] Jns U3YYEHUs YyBCTBUTEIBHOCTH TUTOTAIaMO-THIIO(PU3APHO-
anpenanosoii (IT'A) cucremsl kK curHainaMm oOpaTHOH CBs3M, Ha cienyromuid neHp B 10 4 yTpa
KpbIcaMm BBOIWIHM fekcameraszoH (10 mxr/kr B/0) (JIMT2), u BellmeonucaHHas npoLeaypa B3sTUs
KPOBH W3 XBOCTOBOW BeHBI 4epe3 6 u 6,5 u mostopsiack. ComepskaHne KOPTHUKOCTEpPOHA
OTIPeNeNIsTU METONOM TBepAO(a3HOro MMMyHO(GEPMEHTHOTO aHalin3a ¢ HabOpaMu PeareHTOB
“KoprukocrepoH-UPA” («Xema», PD) B aAByX nmapamienbHbIX mpodax.

[00533] OKCnepUMeHTaIbHbIe JaHHble 0O0padaThIBaM, BBIYUCISS CPEIHIOKO
apru(pMETHUECKYI0 BEIHMYMHY U CTAHAAPTHYIO OLIMOKY CPEIHEr0 B HMCCIEAYEMBIX MOATPYIIax
JKMBOTHBIX, N=9 ISl KAXKA0W TOUKH.

[00534] 8.1.9. Cxema skcriepuMeHTa

[00535] JlabopaTopHBIX KPBIC pa3IeNuif Ha 5 SKCMEPUMEHTAIbHBIX TPYHII 10 9
SKMBOTHBIX B KQ)KJIOM:

[00536] «KoHTponb» — y rpynnbel HHBEKLIUOHHOTO KOHTPOJIsSI MPOBOAMIIOCH 10-
ITHEBHOE €KeHEBHOE WHTpaHa3abHOe BBeneHue pactsopurens (0,3% OukapOboHaTHbIN Oydep).
«Bb» — rpymma >KMBOTHBIX, TOABEPTHYTHIX CTPECCHPOBAHUIO, Y KOTOPBIX (opmupyercs
JETPeCCUBHONIONO0HOE  COCTOSIHME  «BBIy4eHHOH  OecnomomHoctw». B rpymme Bb
dapmakoTepanysi He MPOBOIMIACH, MCCIENOBANN PA3BUTHE 3KCIEPHUMEHTAIBHONW AETPECCHU.
«BB+FQSE 0,5» — rpynna momenu aenpeccun (BB) ¢ dapmakonoruyeckoil KOppeKiue,
nonyyasuiasi 10-nHeBHOe exeAHeBHOe uHTpaHasainbHoe BBeaeHue LCGA-17 B nmosuposke 0,5
mr/kr. «BB+FQSE 2,5» — rpynna Bb ¢ dapmakonoruueckoit koppekuueH, noiydasmas 10-
THEBHOE exXeaHeBHOe MHTpaHasanbHoe BBeneHue FQSE B mosuposke 2,5 mr/kr. «Bb+Marm.» —
rpyIIe mpenapara CpaBHEHUs IOCIE CTPECCHPOBAHUS Ui BBIPAOOTKH 3KCIIEPHUMEHTAIbHOM
JeTPecCuy BHYTPUOPIOMINHHO IECITHIHEBHO €KEIHEBHO BBOIMIM MappOTHIINH B IO3UPOBKE 4,5
MT/KT.

[00537] Tabmuma 4. OOmas cxemMa TNPOBEACHUS SKCIEPUMEHTA, BBEACHHUS

NpenapaToB U TECTUPOBAHUS (TIOSCHEHHS B TEKCTE).
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Henb BBepgenust | 1 2 3 4 5 6 7 8 9 10
OIl H FS JIMT | IMT
+ +
Oyde | Oyde | 6yde | Oyde | |+ Byde
Kont salin Oyde | 1+ 2+
PUH |pPUH |pHUH |p UH Oyde | p =
e p Oydep | Gydep
p
cTpe AMT T
Bb P OIT | IIKJI FS M
cc 1 2
OIl H FS JIMT | IMT
+ +
Bb+FQ | ctpe | FQS | FQS | FQS | FQS + FQS
FQS FQS | 1+ 2+
SE 0.5 cC Ewn |E ua | E un | E un FQS | Eun
E E FQSE | FQSE
E
OIl H FS JIMT | IMT
+ +
Bb+FQ | ctpe | FQS | FQS | FQS | FQS + FQS
FQS FQS | 1+ 2+
SE 2.5 cC Ewn |E ua | E un | E un FQS | Eun
E E FQSE | FQSE
E
TKJI JIMT | IMT
Bb ctpe | Man | Man | Man | Man | OIl+ Man | FS+
+ 1+ 2+
+Man cc BO BO BO BO Man BO Man
Man Man | Man
[00538] 8.1.10. Craructuueckuit aHaIu3 pe3yJbTaTOB
[00539] JIns ucnonb30BaHus aIeKBATHBIX CTATUCTUYECKUX KPUTEPUEB ISl aHAIN3A

MOJYYEHHBIX PE3yJbTaTOB MPOBOAWIM OLEHKY XapakTepa pacnpeneieHus aaHHbiX. [lpu
HOPMAJIbHOM pAaclpeiesieHud — WCIOJb30BAIH ONHO(DAKTOPHBIN JTUCTIEPCUOHHBIA aHAN3
(ANOVA) ¢ npumenenuem post hoc kputepuss Trhroku. J[ji1 HEHOPMAJIBHO pacHpenesieHHbIX
JAHHBIX HCHOJb30BaNu Kpurepudl Kpackena-Yomneca ¢ MNOCHEAYOIMM MHOKECTBEHHBIM
cpaBHeHHeM ¢ mpumeHeHueM Ttecta [lanHa. Ilopor 3mauumoctm Obutl paBen 0.05. JlaHHbIE
MPEICTaBICHbBl KaK CpeAHee =+ CTaHgapTHas OMUOKa CpemHero WIM Kak MenuaHa W

I/IHTepKBapTHJIbeIfI pasMax ¢ MUHUMAJIbHbIM U MaKCHUMAJIbHBbIM 3HAYCHUSAMU.

[00540] 8.2. Pe3ynbTaThl
[00541] 8.2.1. OI1
[00542] I'pynna Bb xapakrepus3oBanach 3HAYUTEIBHO MOBBIIIEHHBIM BPEMEHEM

UMMOOHITN3ANH (YTO COOTBETCTBYET ABUTATEILHOMY TOPMOKEHHIO Y TTALIMEHTOB, CTPAAIOIINX
JeTnpeccueii) Mo CPpaBHEHUIO ¢ KOHTPOJBHOU rpymnmoi. OcoOeHHO SpKO 3TO OBLIO BBIPAXKEHO B
HauvalbHbIN mepuon B neHtpe mabupunra (p = 0,01, PUC. 54). Kpome Toro, 3Ha4MTeNnbHO
COKPaTHJIOCh BPEMsI BEPTHKAJIBHON HccaenoBareibckoi aktuHocTH (p = 0,03; PUC. 55A), uto

CBUIACTECIIBCTBYET O TPCBOXKHOCTHU KUBOTHBIX U CHUXKCHUH HUX HCCHGHOBaTeHbCKOﬁ AKTUBHOCTH.
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Xponunueckoe Beenenne FQSE 2.5 mr/kr (w/H) m Manpotwiuna 4,5 mr/kr (B/6) npuseno k
3HAYUTETbHOMY COKPAIIEHUIO BPEMEHH MMMOOWIIM3AINH, KOTIa JKUBOTHBIX MOMELIAN B LIEHTP
YCTAHOBKH, MO cpaBHeHUro ¢ rpynmnoi Bb (p = 0,04 u p = 0,044 cootBercrBeHHo, PHC.54).
ExxennesHoe BBeneHne ManpoTwivHa NOPUBOAWIO K 2,3-KPaTHOMY CHIIKEHHMIO KOJIMYECTBA
JKUBOTHBIX, MPOSIBISIFOIINX uMMoOmmm3anno nociie BB, B rpynmax, monydaBmux FQSE, stot
NoKa3arenb Takke cHu3wics: B 1,75 pasa B rpynme 2,5 mr/kr u B 1,4 pasza B rpynne 0,5 Mr/kr,
OJTHAKO CpeqHee BpeMsl HMMOOUIIM3AINY Y BCEX JKUBOTHBIX 3THX TPYMI HE ObUIO 3HAYUTENIBHO
oTin4aercs ot rpynmns! Bb.

[00543] 3HauMMOe CHI)KEHNE BEPTHKAIBHONH aKTUBHOCTH OBLIO TaKKe OTMEYEHO B
rpyIIe KUBOTHBIX, nepeHecnx Bb u monyunsmux nentun B nose 0,5 mr/kr (p = 0,01, PUC.
55A). I'pynmer «Bb + Map» u «Bb + FQSE 0,5» He oTin4anichk HA OT KOHTPOJIBHOM TPYIIIBI, HU
oT rpynnsl Bb, 4TO MOXeT yka3blBaTb HAa YaCTUYHYK) KOPPEKLHUIO HETaTUBHOTO BO3ACUCTBUS
Hen30eKHOTO CTpecca STHMH BeleCTBaMU. J|BUraTenbHast aKTHBHOCTD JKUBOTHBIX HE H3MEHSLIIACh
BO Bcex onbITHBIX rpymnmnax (PUC. 55B).

[00544] 8.2.2. IIKJI

[00545] B Tecre ITKJI Ob10 OTMEUEHO MPAKTUYECKU MOJIHOE OTCYTCTBHE BBIXOIIOB
Ha OTKPBITbIE pyKaBa B KOHTpOJbHONH M «Bb» rpymme. DTOT pe3ynbTaT MOKET yKas3blBaTb Ha
BBICOKYIO CTEMEHb HOBU3HBI U CTpPECCa B 3TOM TecTe. B TO ke BpeMs *KUBOTHBIE, MOJy4YaBIINe
Man unu FQSE, BeIxoaunu Ha pykaBa yallle, HO 3TU pa3jndMsl HE AOCTUIIIN CTATUCTHUYECKOMN
3HauuMoctu (PHUC. 56A). KonmuecTBo BBITJSIIBIBAHUN M3 3aKPBITBIX PYKABOB TaKXke He
paznuganock mexxay rpynnamu (PHC. 56b).

[00546] 822 FST

[00547] BBenenue anTHnenpeccaHta ManpoTWINHA >KUBOTHBIM, MOPOLIEAIINM
CTPECCOPHOE BO3ACHUCTBHE B MOJAENIH ACNPECCUH, NMPUBOAWIO K JOCTOBEPHOMY YMEHBLIEHUIO
BPEMEHH UMMOOWIN3ALNN TECTE MPUHYIAUTENBHOTO TUIABAHUSI OTHOCHUTENBHO TPYIIIBI KOHTPOJIb
u «BBb» (p = 0.02 u p = 0.03, coorBercTBeHHO, PUC. 57A), 1 yBenM4eHHIO BpEMEHH aKTHBHOTO
miasanus (p = 0.01 u p = 0.02, coorBercTBenHo, PUC. 57b). Beenenue FQSE B noze 0.5 mr/kr,
HO HE 2,5 MI/KI' NPHUBENO K CHIDKEHUI0 UMMOOWJIHM3ALMH M, COOTBETCTBEHHO YBEJINYECHHUIO

AKTHUBHOTO IJIABAHUS HA YPOBHE TEHACHLIMH OTHOCUTENIbHO TPYMIbl KOHTPOJb (p=0.09 u p=0.08

COOTBETCTBEHHO).
[00548] 823 IMT
[00549] Hsyuenne OasampHOTO ypoBHS KopTukocTepoHa (KC) B miasme kpbic,

MOKAa3aJ10 YBEJIMYEHUE HA YPOBHE TEHICHLIMH COACPKAHUS FOPMOHA Y XKUBOTHBIX, NIEPEHECLINX
CTpecC W MOJIYYaBIIMX HHBEKIUH (PHU3pacTBOpa MO CPABHEHUIO C JKUBOTHBIMH KOHTPOJBHOM

rpynmel (p=0.07). JlaHHbIi pe3ynbTar cBUaeTeNnbCTBYET O runepaktuBanuu [ TA ocu. Ilpu sTom
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kpeichl mosydaBmue Man u FQSE B oboux no3ax He OTIMYAINCh TO JNAaHHOMY MapameTpy OT
HECTPECCHPOBAHHBIX JKUBOTHBIX U MMENH 3HAUUMO OoJiee HU3KUH ypoeHb KC 1o cpaBHEeHHIO C
rpynmnoit «Bb» (p<0,02), 4TO CBHIETENBCTBYET O CHIKEHHU CTPECC-PEAKTUBHOCTH KHBOTHBIX
(PHC. 58). UHTEpEeCHO OTMETUTB, YTO MPOBEICHHOE PaHEe UCCIENOBAHUE TI0 MPENYIPEKACHUIO
SKCIIEPUMEHTANIBHOI Jelpeccud B JAHHON MOAENN aHTHAENPECCAHTOM MAMNpPOTUINHOM B
BbIcOKHX n03ax (Rybnikova et al. (2008). The possible use OII hypoxic preconditioning for the
prophylaxis OIT post-stress depressive episodes. Neurosci. Behav. Physiol., 38(7), 721-726)
MPUBOJMIIO K CHHXKEHUIO COZIEP KaHMsI KOPTUKOCTEPOHA B KPOBHU HHM)KE KOHTPOJIBHOTO YPOBHSI.

[00550] JlexcaMeTa30HOBBIM TeCT — Mapkep mnepBuuHO aenpeccuu. CorjaacHo
KJIMHUYECKHIM JaHHBIM, V 3IOPOBBIX HCHBITYEMBIX, Ha (pOHE BBEOEHHS JAEKCaAMETa30Ha,
COZepKaHNe KOPTHU30J1a CHIKAETCS BCIENCTBHE TOPMOYKEHHS CEKpPEeLMH KOPTHUKOJIMOEpUHA |
AKTT no mexanm3My OTpuLaTeNbHOH 0OpaTHO# CBsA3H. Y OONBHBIX SHAOTCHHOW AETpeccueit
CHI)KEHME COZiep KaHUsl KOPTU30J1a NPU BBEJEHUH JIeKCaMeTa30Ha B KPOBU MEHEE BbIPA)KEHO, TaK
KaK TpU 3TOM 3a00JIEBAHUU HAPYIIAETCS MEXAaHWU3M OTPHUIATENbHOW 00paTHOU cBsizn. Crnadbiii
s¢dexT nexcamMeTazoHa Ha YPOBEHb KOPTH30J1a B KPOBH, KOTOPBII HA3BIBAETCS MOJIOKUTENbHBIM
pe3yJbTaTOM TECTa, CBUJETENbCTBYET O HAJMUNHU 3HOT€HHO Ienpeccuu.

[00551] JMT Tect BpIsIBUN y Kpbic rpynnel «Bb» HapymeHue perynsuun
runo¢pu3apHO-aAPEHAIIOBON CHCTEMBI IO TIIFOKOKOPTHKOUIHON OTPHULIATEIbHON OOpaTHOMN CBSI3H.
WHbeKIusT TakuM >KMBOTHBIM JI€KCAMETa30HAa NPAKTHUECKH He CHWXKajla HU Oa3aibHBIH, HU
cTpeccopHbiii ypoBHU chiBopoTouHOro KC mo cpaBHenuto ¢ 6osee yem 50% mnonmaBiieHUEM y
kOHTpoJbHBIX KpbIC (PUC.59, Tabmuna 5). beuo odHapyskeHo, uto BBenenne Mamn u FQSE B noze
0.5 mr/kr, HO He 2.5 MI/KT TPUBENI0O K 3HAYNMOMY IOJABJICHHUIO CTPECC-MHIAYLUPOBAHHOTO
yBennueHus: conepkanusi KC B kpoBu xuBoTHbIX nocie Beenerus [IMT (PUC.59, Tabnnna 5),
YTO MOXKET CBUAETENbCTBOBaTh O HOpManu3auuu TopmoxkeHus IT A cuctemsl y KpbIC JaHHBIX
IpyIIL

[00552] Beenenne FQSE B mo3upoBke 2.5 MI/KT OKa3bIBajO MEHee BBIPAKEHHOE
BJIUSHUE HA BEJWYMHY IOJABJIEHUS CTPECCOPHOTO YypPOBHA TIOPMOHA 3K30I€HHBIM
rmokokopTukounom: A B rpynmne «BB+FQSE 2,5» okazanace BIBO€ HIDKE, YeM B KOHTPOJIbHOM,
HO, BMECTE C T€M, MPEBbIIIaa TAKOBYIO B rpymre «Bby (tabnuna 5, A (®P-AMT)).

[00553] Table 5. Bennunna nmonasieHHs CTPECCOPHOTO BBIOPOCAa KOPTHKOCTEPOHA

BBCACHHUEM 3K30I'CHHOT'O CTEpOUIA.

Bennunna nonasienust - A mexay ©P u JIMT B cTpeccopHOoM
YPOBHE KOPTUKOCTEPOHA, HMOJIB/JT

Bb+ FQSE | BB+FQSE
KonTpons Bb 05 5 s Bb+Man
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303,6 88,9 ‘ 298,8 146,2 248.5
[00554] 8.3. akimoueHue
[00555] Pesynbprarel  IPOBENEHHOIO  3KCIEPUMEHTAJIBHOIO  HCCIEAOBAHUS

CBUJETEJBCTBYIOT O TOM, YTO JECATUAHEBHOE UHTpaHa3albHOe BBeAeHue nentugHoro I'AMK-A
monyisitopa FQSE oOnamaer 10303aBUCHMBIM, aHKCHOJHTHYECKUM (BJIMSHUE HAa BpEMs B
oTKphIThIX pykaBax B IIKJI, miourensHOoCTh (ppusunra B OII), n antunenpeccantHeM (JIMT,
cHmkeHne BpeMern nmmoouusanuu B tecte FST) addexrom, u, mo-euaumMomy, npeaoTspamaet
THIEPAKTUBALIMIO THIIOTAJIAMO-THIIO(PU3APHO-aIPEHOKOPTUKAIIbHOH TOPMOHAJIBHONH CHCTEMBI H
HapyLIEHHE €€ PEeryJsIUU N0 MEXaHN3My OOpaTHOH CBSI3H, KOTOPbIE MPOSIBISUTUCH Y JKUBOTHBIX B
OTBET Ha Heu30eraeMblil cTpecc.

[00556] Tem cambim nenrunsbiii ' AMK-A moayasitop FQSE nposiBasier cTpecc-
NPOTEKTHBHBIE CBOWCTBA W JEMOHCTPUpPYET 3(P(PEeKTHMBHOCTP B OTHOIIEHWH KOPPEKLHH
MIOCTCTPECCOPHON TPEBOKHOCTH. JTH aHHBIE, B COYETAHUH C OTCYTCTBHEM BUIAMMBIX TOOOYHBIX
MOBEIEHUYECKUX 3(PPEKTOB IJIs1 HCCIENYEMBIX TO3UPOBOK MpenapaTa, Mo3BOJSIOT MPENTONOKHUTh
NEepCNeKTUBHOCTh JajbHelero usydeHuss FQSE 1 BO3MOXXHOCTH €ro HCIHOJIb30BaHUs MpHU
TPEBOKHO-/IETIPECCUBHBIX PaCCTPOICTBAX.

[00557] IMpumep 9: UccnenoBanue HeHpOTpOMHBIX 3((EKTOB WHTPAHA3AIBLHOTO
BBeneHns FQSE B Momenyn XpOHMYECKOro MMMOOHITH3AI[HOHHOTO CTpecca

[00558] ensro padoTel crosuio usyueHue mnoeaeHueckux 3ddexroB FQSE, a
TAKXKe OLIEHKAa OTHOCHUTEJBHBIX ypOBHeH comep:kanus 0enkoB BDNF, p-p70S6k, p-ERK (1 u 2),
p-GSK3p u p-PKC B cTpykrypax mo3ra kpbic nociie BBeeHust FQSE B Monmenn XpoOHUYECKOTO

npenckasyemoro crpecca (XIIC).

[00559] 9.1. Marepuanbl U METOIIBI
[00560] 9.1.1. ’)Kusotnsle
[00561] PaboTa Obuia BbIMONHEHAa Ha camiax Kpeic Sprague-Dawley B BO3pacte

Tpex-uerbipex Mecsne (N=50). JKuBoTHble conep:kaquch B YCJIOBUSX BuBapus HayuHoro
LenTtpa Hesposoruu, co cBOOOAHBIM JOCTYIOM K IHIIE U BOJAE M €CTECTBEHHOM YepEeNOBaHUU
cyrouHoi ocBemeHHOCTH. Coaep:kaHMe JKHUBOTHBIX UM IPOBENEHHE  SKCIIEPHMEHTOB
OCYILIECTBIISUIH B COOTBETCTBUU ¢ MexnyHaponusiMu EBponefickumu (Directive 2010/63/EU of
the European Parliament and of the Council OIT 22 September 2010 on the protection of animals
used for scientific purposes) u Poccuiickumu (I'OCT 33216-2014 PykoBOACTBO MO CONEPKAHUIO
U yXoay 3a J1abopaTOPHBIMHU JKUBOTHBIMH) OMO3THYECKUMU TPABUIIAMH.

[00562] 9.1.2. Mogenb xpoHudeckoro mpenckasyemoro crpecca (XI1C)

[00563] Jst MOJETUPOBAHUS JeTPeCCUBHO-MIOA00HOTO COCTOSIHUS

SKCIIEPUMEHTAJIBHBIC )KUBOTHBIC TIOABEPTaAJIUCH CTPECCUPYOLIEMY BOSI[GI\/'ICTBI/H'O — IIOMCIICHUIO B
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WHIMBUAYAJIbHbIE MEHANbI-OrpaHnduTend apmxenns («OTkpbiTast Haykay, Poccus) Ha 6 dacos
exxenHeBHo B TeueHue 14 nneii (manee XIIC). C nenbro m3ydeHUs HEHPOTPOMHOTO NEHCTBHS
nentunaHoro npenapara FQSE sxuBoTHbIe OblH pa3nenensl Ha S rpymm, o 10 ocoleil B kaxmoii:
1) — uHTaKTHBIE KUBOTHBIE 0€3 «CTpecca», MOoJydaBIIne MHTpaHa3aibHO 10 MKI (Mo 5 MKI B
KQOKIYI0 HO3API0) (U3HOJOTHYECKOr0 pacTBopa (KOHTPONb);, 2) — «CTPECCHPOBAHHBIE»
JKUBOTHBIE, TIOJTy4aBIIve uHTpaHasanbHo 10 Mk ¢pusunonorudeckoro pacrsopa (XIIC+dus p-p);
3) — «cTpeccHupOBaHHBIE» JKUBOTHBIE, TOJTyYaBLINE BHYTPHOPIOIIMHHO (PJIYOKCETHH B 103€ 5 MI/KT
(XTIC+®O, moNoXHUTEIbHBI KOHTPOJIb) 4) — «CTPECCHPOBAHHBIC» >KUBOTHBIC, MOJyYaBLINE
FQSE unrpanazansHo B 1o3e 0,3 mr/kr B 10 Mk pusnonorunueckoro pacrsopa (XIIC+0,3); 5) —
«CTpeccUpOBaHHbIE» XUBOTHBIE, nony4asmne FQSE unTpanazansHo B mo3e 3 mr/kr B 10 MK
¢usnonorudeckoro pacteopa (XIIC+3). Brenenue npenapaToB OCYIIECTBISIIN €KEIHEBHO, 3a 30
MUHYT 10 MOMEIIEHHsI KPbIC B IeHabI-orpannyanTend. J{o3sl npenapara FQSE Obin BeIOpaHs! Ha
OCHOBAHUU PE3yJIbTATOB MIPEIBAPUTENBHBIX HCCIEIOBAHUI.

[00564] 9.1.3. IloBeneHUECKOE TECTUPOBAHUE

[00565] H3meHeHns1 OBUraTeabHON AKTUBHOCTM M 3MOLIMOHAJIBHOTO COCTOSTHHS
JKUBOTHBIX onleHuBau B Tectax «Otkpeiroe none» (OIl) u «IIpunynurenpHOe maBaHue» (TECT
ITopconTa) depe3 14 mHeli mocie Havana SKCepuMeHTa. Bo BCex clydasx >KUBOTHBIM BBOAVIITH
npemapatsl 32 30 MuHYT 10 Havana tecta. YcranoBka OIl mpexacrasisier coOoil KBaapaTHBIN
k0po0, co croponoit 90 cm, BeicoToit 35 cm. Ilon ycraHOBKH pa3zmeneHna Ha 25 xBaapatos. Ilpu
IIPOBEJIEHUH TECTa B T€UeHHE 3 MMH OLIEHUBAJIU TOPU30OHTAIBHYIO U BEPTUKAIbHYI aKTUBHOCTD
JKUBOTHBIX. lloACUMTBIBaIM TPOMIEHHYIO IOUCTAHLUUIO (CM), KOJHMYECTBO MEPECeUeHHBIX
KBaJpaToB U yucyo croek. Tect IlopconTa npoBoaAnIN B HUIMHAPUYECKHUX CTEKIISSHHBIX COCYAaX
BbICOTOH 40 cM, arameTpoMm 19 cM, HATIOJTHEHHBIX BOJIOH TemmepaTypoii +24°C. B Tecte B TeueHue
8 MHUHYT OLIEHMBAJIM BPEMsI aKTHBHOT'O IIJIABaHUS, BO BPEMsI KOTOPOTO KpbIca aKTUBHO paboTaer
BCEMHU 4YETbIPbMsI JlallaMH, JeJaeT MOMNbITKU BbIIPBITHYTh U3 BOJbIL, MOJHBIPUBAET, a TaKKe
MIACCUBHOTO TUIABAHHS, BO BPEMsI KOTOPOTO pabOTarOT TOJBKO JHOObIe 2 Jambl KHBOTHOTO H
UMMOOHITN3aLNH WK Apefida, Koraa ;KHBOTHOE HEMOIBIKHO BHCHT B BOJE.

[00566] 3anuch U aHAN3 MOBEAEHYECKUX SKCIIEPUMEHTOB MMPOBOAMIIN € TTIOMOLIBIO
CUCTEeMBbI BUEO HAOIIOEHHS 3a TIOBEIEHUEM KUBOTHBIX “Any maze”.

[00567] 9.1.4. ITpobomoaroToBka 00pa3oOB MO3ra

[00568] I[Io OKOHYaHMM TOBENEHUYECKUX TECTOB KpPbIC JEKAUTHPOBAIU U
U3BJIEKAIIM MO3T ISl TOCHEAyroIeld NpoOOMOArOTOBKA U HMCCIENOBAaHUS OEJIKOB METOJIOM
BECTEPH-OJIOT.

[00569] Bcero ot 3akaszunka Obuia mosydena 51 mpoba roMOreHU3npOBaHHOM TKAaHU

rOJIOBHOTO Mo3ra kpbic Sprague Dawley (Bo3pactom 3—4 mecsina). 25 nmpo0b npeacTaBiisiu co0oi
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rOMOT€HAThI KOPbI OOJIBLIMX MOJYIIAPHIA TOJIOBHOTO MO3ra, 26 Mpod - TOMOreHAaThl TUIIIOKAMITA,
BBIJIEJICHHOTO U3 TOJIOBHOTO MO3ra KpbIC. KOMTMYECTBO rOMOr€HH3NPOBAHHON TKAaHH B KaXKIIOM
obpasne 6buto MeHee SO mr. ['omorenuzanuio nposoawm B Oydepe (SOmM Tpuc-HCI, pH 7,5,
0,15M NaCl, 1% NP-40, 0,1% SDS) B cootHomennn 1 min Oydepa Ha 100 mr obpasma.
Wukybuposanu Bo nbay 30 muH. 3aTeM npoOsl enTpudyruposau npu 12000g, 15 munyT, +4°C.

[00570] 9.1.5. luzaiin s3kcnepuMeHTa

[00571] AHanu3 ypOBHEH TOTAJILHOTO Oejika B UCCIIEAyeMbIX 0Opa3liax MPOBeNeH C
HCIIOJIb30BaHNEM TPUXJIOpITaHOJA Mo craHaapTHoi metonuke (Ness et al. (2015). Western blot
optimized exercise: an efficient u more environmentally friendly approach in the lab classroom.
Biochem. Mol. Biol. Educ., 43 (5), 358-365).

[00572] Bvutu mpoBeneHbl BCe CTaAnK, HEOOXOAUMBIE IS aHATTN3a YPOBHEH OEJIKOB
BDNF, p-p70S6k (Thr421/Ser424), p-ERK (1 u 2) (Thr202/Tyr204), p-GSK3p (Ser9), p-PKC
(PKCG gamma Thr514) u pedepencroro denka GAPDH B uccnenyembix obpasnax MeTOIOM
Western blotting:

[00573] OnekrpodopeTrueckoe pasaeeHne OeKOB MPOU3BOAMWIM 1O JISMMITH B
12% nenatypupytomem nojuakpunamuaaom rene (ITAAT: 0,375 M Tpuc-HCI, pH 8.8; 0,1%
SDS; 12% akpunamun) mpu 10 B/cMm. B kauecTBe MapkepoB HCHONBb30BAN (PUPMEHHBIN HAOOp
npousBoautens Thermo Scientific.

[00574] ITepeHoc OenkoB W3 reisi HA HUTPOLEIUTIOJIO3HYID MeMOpany (PVDF
0.45um) npoussoamnu B Oydepe miast neperoca (25 MM Tpuc; 190 MM rmunms; 10% EtOH, pH
8,3) B TeueHHe HOYM NPH KOMHATHOU Temmepatype. KauecTBo nepeHoca (mpu HEOOXOIUMOCTH)
OLICHMBAJIM TI0 OKPALIMBAHHMIO BCEX IOJIOC HAa MeMOpaHe HecTeUn(pUIeCKUM KpacHTelIeM
AmidoBlack.

[00575] - MemOpany otMbiBanu ot Kpacku pactsopoM PBS-T (8mM Na;HPO4, 150
mM NaCl, 2mM KH;PO4, 3mM KCI, 0.05% Tween® 20, pH 7.4) u Oj10KkupoBaiu pacTBOPOM
00e3’KUPEHHOT0 CyXoro Mojioka nin BSA, B 3aBUCIMOCTH OT aHTHUTEN, B TedeHHe 60 MUHYT MpH
KOMHATHOH TeMIeparype.

[00576] 3arem MeMOpaHy uHKyOupoBannm B HOub npu +4°C ¢ THepBUYHBIMU
AHTHUTENIAMU K LIeJIEBOMY O€JIKY B pa3BeIeHUH, PEKOMEHIOBAHHOM npou3BoauteneM. Ilocie atoro
MeMOpaHy BHOBb OTMbIBAJIM U HHKYOUPOBAJIM CO BTOPUUHBIMH aHTHTENAMH, KOHBIOTMPOBAHHBIMU
C MePOKCHIa30l XpeHa, B TeueHne | vaca mpu KOMHAaTHOH Temmepartype. Okpacky MeMOpaHbI
OCYILIECTBIISUIH XeMITIOMUHeCIeHTHRIM cyOcTpaToM Thermo Scientific SuperSignal™ West Dura
Extended Duration Substrate. AHanu3 OKpaleHHbBIX MeMOpaH MPOBOIMIN HA CUCTEME AETEKLIUU
u Bmsyanusannn ChemiDoc (Bio Rad, CIIIA).

[00577] B kadecTBe KONMYECTBEHHOW OLEHKH OBLIH MOCYUTAHBI WHTETPATbHBIE
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IUIOINAAN TIOJNYYEHHBIX TMATeH mpu nomomu mnporpammel Image Lab 5.2.1 u nanee
OTHOPMHUPOBAHBI HA KOJIH4YecTBO Oenka B mpode. Ha rpadukax 3HaueHus npeacraBieHsl B Buae %o
OT KOHTPOJIbHBIX 3HAUYEHUH.

[00578] 9.1.6. Cratucruueckast 00padoTKa TaHHBIX

[00579] Jannasie obpabareiBaiu B mporpamme Statistica 10, ¢ HCMONB30BaHHEM
onHO(AKTOPHOTO  AuCriepcroHHOTO aHanmuza (one-way  ANOVA) ¢ mocnenyromum
anoctepuopHeIM TectoM Puiepa Ay cpaBHEHUs MexXAy rpynnaMmu. B ciydae oTKJIOHEHHsS OT
HOPMAaJIbHOTO pacnpenesieHns, npuMeHsiu kputepuii Kpackena-Yoseca ¢ anoCTepUOPHBIM
tectoM JlanHa. CraTtucTudecku 3HAUMMbIMH cuutanu pasauuuss npu p <0.05 JlaHHble

NPpEACTABJIICHBI B BUAC CPCAHCTO 3HAYCHUA + CTaHOapTHad omnoKa CPEOAHETO.

[00580] 9.2. PesynbTaThl

[00581] 9.2.1. INosenenueckue 3¢pdexter FQSE B Mmogenu XIIC

[00582] 9.2.1.1. OIl

[00583] Amnanus npoiinenHoro nytu B OIl He nmokasan 1O0CTOBEPHBIX U3MEHEHU HU

TocJie CTpecca, HU rmocie BBeaeHus uccnenyeMoix Bemects (PHUC. 60).

[00584] 9.2.1.2. Tect IlopconbTa

[00585] He 6b110 BBIsSIBNEHO 3dexToB cTpecca u BeeneHuss @O Ha IIUTETHHOCTD
AKTHUBHOTO TUIABaHUs Y )KMBOTHBIX. CTpeccupoBanHbie Kpbichkl noiyuaBnx FQSE B noze 3 mr/kr
MPOBOAMIIA OOJIbIIE BPEMEHU AKTUBHO IUIaBas, 4eM »KUBOTHble B rpymmne “XIIC+dus p-p”
(PUC.61A).

[00586] JITUTeTPHOCTh MAJIOAKTHBHOTO TMOBEACHMsI ObLTa BBINIE B MOArPYIIIE
JKUBOTHBIX, MIEPEHECIINX CTpPecC M IMOJyYaBIIUX MHBEKLUH pacTBopuTens. BeeneHue nenrtuaa
FQSE B no3e 3 MI/Kr 3HaUUTENBHO YMEHBIIAJIO BPEMSI MAJIOAKTHBHOTO MPOBEISHHS B TAHHOM
tecte no cpaBHeHHI0 ¢ rpynmnoi “XIIC+¢us p-p” (PUC. 615). Beenenne @O He oka3bIBaIO

BJIMAHHUEC HAd AKTHUBHOCTD IJIaBaAHHA JKUBOTHBIX B TCCTE HOpCOJ’IbT.

[00587] 9.2.2. Obcyxnenune pesyiabratoB noeeneHdeckux 3¢gdexroB FQSE B
moaenu XIIC
[00588] XPpOHUYECKUN MPEACKa3yeMbIl CTPeCC SABJISIETCS OJHUM U3 OCHOBHBIX

UHCTPYMEHTOB I MOAEIHPOBAHUS TPEBOKHO-IENPECCUBHOTO (peHOTUNA Yy IphI3yHOB. On1HAKO,
4acTO OTMEYAETCs, YTO XPOHHYECKHH HWMMOOWIIM3ALMOHHBIN CTpecc SBISETCA CJIaObIM
CTPECCUPYIOLIUM BO3AEHCTBUEM, H CTENEHb BOCIPOU3BOJUMOCTH 3TOW MOJENH BapbUPYET OT
naboparopuu K yaboparopun. B Hacrosimem MccienoBaHUH MJIAHUPOBAIOCH MPOBECTH OLICHKY
MOBEJICHHS KPBIC MOCiie XpoHndeckoro BeeaeHus nenruaa FQSE Ha poHe nMMOOHITHN3aIIIOHHOTO
cTpecca.

[00589] B Tecte OIl He OBUIO OTMEYEHO W3MEHEHUS TOPU3OHTAIBHOMN
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IBUTaTeJIbHOW AKTUBHOCTH Y JKHBOTHBIX, MEPEHECUINX CTPECC M MOJy4aBIIUX (U3IPACTBOP.
[NenTuz Taxske He OKa3bIBAJ BJIUSHUS HA ABUIATEbHYIO AKTHBHOCT.

[00590] B Tecre mnpuHYAMTENBLHOrO IJIABaHUS MCHOJIB3YEMOE CTPECCOTEHHOE
BO3JEICTBHE HE MPUBOIWIO K M3MEHEHHMIO BPEMEHU aKTHBHOIO IJIABAHHS, OJHAKO OKa3alio
3HAYMMOE BJIUSIHHE HA JJIUTEIbHOCTh MAJIOAKTUBHOIO MOBEIEHUS, T. € CYMMAapHOI'O BPEMEHH
UMMOOMIM3ALMH U MTACCUBHOTO I1aBaHus. JlaHHbIi 3 dekT cTpecca HUBEIMPOBAJICS BBEICHHEM
nmenTuia B 03¢ 3 MI/KI — Yy OJKMBOTHBIX OBUIO OTMEYEHO CIBUT COOTHOLICHHS
AKTHBHOTO/TIACCUBHOTO IJIABAHUSI B CTOPOHY AKTHBHOT'O M30EeraHMms.

[00591] 9.2.3. BeiBoABI

[00592] Ilo nureparypubiM  paHHblM, XIIC npuBOAMT K CHIXKEHMIO
OPHEHTHPOBOYHO-HCCIIEN0OBATENbCKOM akTUBHOCTH B OI1, a Takke yBeJIMYSHHUI0 HIMMOOHITU3AIIUN
B TeCTe MPUHYANUTENbHOTO M1aBanus (Bowman et al. (2002). Effect of Chronic Restraining Stress
u Estradiol on Open Field Activity, Spatial Memory u Monoaminergic Neurotransmitters in
Ovariectomized Rats. Neurology, 113 (2), 401-410; Guedri et al. (2017). Chronic Stress
Deterrence Induced Neurobiologie Changes u Histological Changes in Rats. Toxicol. Environ.
Sci,, 9(2), 123-129). IlonydyeHHble B JAHHOW CEPUH 3KCIIEPHUMEHTOB PE3YJIbTAaThI
CBUIETENLCTBYIOT O cjabom 3(ddexTe HCMOMb3yeMOro CTPECCOreHHOTO BO3ICHCTBUS Ha
MOBEIeHNE KUBOTHBIX. BBemenue mentuna B no3e 0,3 m 3 MI/KT He OKa3alio BJIMSHHS Ha
JBUTaTeJbHYI aKTHBHOCTb KHMBOTHbIX B Tecte OIl, omHako B mo3e 3 MI/KI — OKa3bIBaJIO

aHTHAenpeccaHT-nmoao0HbIH 3¢dekr, no cpaBHeHuto ¢ rpynmoil «XIIC+dus p-p», 4To MOXKeET

CBUJIETEJILCTBOBATD O MOJIOKUTEIBHOM HEHpOTponHOM 3¢ dekTe xpoHudeckoro BeeneHust FQSE.

[00593] 9.2.4. Pesynbrarl U 0oOCyxneHUs usMeHeHHi OenkoB mocne XIIH wu
BBeneHust FQSE
[00594] PesynbraTel mosnyueHHBIX OnotoB mnpencraBieHel Ha PHUC. 62. Tlo

pe3yabTaTaM, noaydeHHbIM st pedeperHcHoro rena GAPDH (PUC. 63A, 63b), craTuctuuecku
3HAYUMBIX OTJIMYUI HE OTMEYAJIOCh HA Y OJHOHN HUCCIENyeMOH IPYMIIbL, YTO CBUAETENBCTBYET O
PaBHOMEPHOM pacIipeniesieHuH OeNKOB B 00pasuax.

[00595] Crpeccupyroliee BO3AEHCTBHE MPUBOAUIO K JOCTOBEPHBIM H3MEHEHUSM
ypoBHeit OenkoB p-ERK-1 (poct Ha 60%), p-ERK-2 (poct Ha 100%), p-GSK3p (cHmkenne Ha
40%) u p-PKC (caHmxenne Ha 53%) B THIINIOKaMITE, OHAKO B KOpPe OOJIBINNX MOJYIIAPHHA JaHHOE
BO3ACUCTBHE CaMOM N0 ceOe He MOBIIIO HAa YPOBHH HcclenyeMbix OeikoB. IlomydeHHbIe
pe3yJIbTAThl MOTYT CBHAETENLCTBOBATH O MATKOM PEKHUME CTPECcCa B HCIOJIb3YeMON MOIEINH.
Yposuu 6enka BDNF kak B kope 6omipunx noaymapuii (PHC. 64A), Tak u B runmokame (PUC.
64B) He MPOAEMOHCTPHPOBAIN 3aBUCUMOCTH HHU OT cTpecca, HU oT BBeaeHus PO. Ilpu stom

FQSE B ob6enx no3ax (0,3 Mr/kr u 3 Mr/kr) npuBoauiio K cHwkeHnto yposHeit BDNF kak B kope
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(1a 20-40%), Tak u B runmokamie (Ha 40%).

[00596] ITomobnoe U3MEHEeHue COOTBETCTBYET npouITO nefcTBus
MOJIOXKUTENbHBIX — ajjioctepudeckux moaynsatopos ['TAMK-A  penenrtopa: mOKa3aHO, 4YTO
npenocTaBieHue OEH30AMa3EeMHOB TNPUBOIUT K CHIJKEHHIO ypoBHeH skcrpeccun BDNF B
TUMTOKAMITE, TUINOTajJaMyce u Kope OObIIUX Moymapuil y B3pocibix camios kpeic (Kellogg
et al. (2000). Sex-specific effects of intrauterine GABA receptor manipulation on pre-u postnatal
BDNF expression in rats. Dev. Brain. Res., 121(2), 157-167; Chan et al. (2017). Sex Differences
in Brain Neurotrophic Factor Signals u Functions. J. Neurosci. Res., 95 (1-2), 328-335), B xope
Oonmpimx mostymapuii y meimeit (Huopaniemi et al. (2004). Adaptive plasticity induced by
diazepam is revealed by profiling the specific expression of the al GABAA receptor. J.
Neurochem., 88(5), 1059-1067), a Takke k cHIKeHHI0 ypoBHel Oenka BDNF B cbiBOpoTKE KpOBHU
(Ventrilla et al. (2013). Serum levels of brain neurotrophic factors in various neurological diseases.
Biomed Res. Int., 2013). Ilpu 5TOM B HaCTOSIIIUIT MOMEHT HET €IWHOTO NMOHUMAHHSI XapakTepa
B3aumoneiicteust cucteM ' AMK-A u BDNF (Kim et al. (2017). Brain neurotropic factor u
GABAergic transmission in neurodegeneration u neuroregeneration. Neural Regen. Res., 12 (10),
1733). B Hexotopsix paborax ormedaercs aktuBaunust BDNF B orBer Ha TAMK-A cTumyssinuzo,
YTO B OCHOBHOM CBSI3aHO C SMOPHOHAJBHBIMH MM pa3BuBarouMucs Hefiponamu (Porcher et al.
(2011). Regulation of positive feedback between the signaling of the y-aminobutyric acid receptor
type A (GABAA) u the release of brain neurotrophic factor (BDNF) in developing neurons. J.
Biol. Chem., 286(24), 21667-21677; Porscher et al. (2018). Mechanism OF BDNF modulation in
GABAergic synaptic transmission in healthy u diseased brains. Front. Cell. Neurosci., 12, 273).
ITo Bceil Bunumocty, xapakrep usmeHeHuil B yposHsax BDNF B orser Ha TAMK-A akTusauuo
MOJKET 3aBUCETb OT THUIA MCCIEAYEMbIX HEHPOHOB M OTHEJIOB MO3ra, PEXXHMa U JITUTEIbHOCTH
npenocrasieans 'AMK-A MonynaTopoB, THUNA HCHOJB3YEMOW 3KCIEPUMEHTATbHON MOIETH
(Kim et al. (2017). Brain neurotropic factor u GABAergic transmission in neurodegeneration u
neuroregeneration. Neural Regen. Res., 12 (10), 1733). Ilpu 3ToM, mosny4eHHbIE HAMH JaHHbIE
MO3BOJISIIOT  MPEANOJoXKuTh, 4TO u3MeHeHue ypoBHs BDNF npu Beegenun FQSE
ceunerenbcTByeT 00 aktuBamu [ AMK-cucreMsl.

[00597] Yposenb pochopunuposannoit popmer Oenka p-p70S6k (Thr421/Ser424)
HE 3aBHCEJ HU OT cTpecca, HU oT BBeaeHusa PO kak B kope Oonbinx nonymapuii (PUC. 65A),
tak 1 B runnokamrie (PUC. 65b). IIpu sTom B rpynmnax »uBOTHBIX, nosy4asimnx FQSE B oGenx
no3ax, HaOnronmanach WHAYKLUS ypoBHell maHHoro Oenka kak B kope (Ha 80%), Tak U B
runmnokamie (Ha 170-200%). S6 kuHaza siBysieTcst oqHUM u3 0CHOBHBIX 3 dexropo mMTORC1
CHUTHAJIBHOTO KacKaza, a €€ akTUBALUsI aCCOLIMMPOBAHA C MOBBIIIEHUEM aKTHBHOCTH OMOCHHTE3a

oenkoB (Mao et al. (2018). The role OIT mTOR in glucose u lipid metabolism. Int. J. Mol. Sci,,
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19(7), 2043). UzBecTtHO, uto aktuBaius [ AMK-A penenropa npusoaut k akrusaunu mTORC1-
Kackaga B LeJOM U TOoBbIeHH:0 ypoBHsA p-p70S6k (Thr421/Ser424) B wactHOCTH
(Thanapreedawatet al. (2013). Influence of GABA on brain protein synthesis mediated by the
mammalian target on the rapamycin pathway. Biosci. Biotechnol. Biochem., 120808; Weston et
al. (2012). Multiple roles for mammalian target of rapamycin signaling in glutamatergic u
GABAergic synaptic transmission. J. Neurosci. Res., 32(33), 11441-11452). Axtuanus S61 u
mTROC1 B uenom obnamaer anTuaenpeccaHTHbIM 3(QdekToM u HaOMOIaeTCss MPU BBEICHUU
ketamuHa. [Ipm  3TOM  aHTHIenpeccaHTHbI 3(dexkr keramMmHa HEUTpadu3yeTcs Npu
UCIIOJIb30BAHUN panaMHIlMHa, YTO CBUAETENbCTBYeT O 3HauuTenbHOol poan mTROC1 B
onocpenoBanum naHHOTO 3 dexrta (Dwyer et al. (2015). Ribosomal protein S6 kinase 1 signaling
in prefrontal cortex controls depressive behavior. Proc. Natl. Acad. Sci., 112(19), 6188-6193). 13
MOJYYEHHbIX HAMU PE3YJIbTATOB MOXKHO CIeJaTh BbIBOA, YTO BBICOKHH ypPOBEHb
dochopummposanust SOk B otBeT Ha BBenenue FQSE ceunerenscrByer 00 akTuBaiuu mTORCI1-
KacKaza, YTO TUMOTETHYECKH MOKeT ObITh HHULMUPOBaHO akTuBaimeii TAMK-A.

[00598] B runmokamne yposHu ¢ochopunmpoansix Oenxos p-ERK 1 (PHC. 66b)
u p-ERK 2 (PHUC. 67b) B oTBeT Ha cTpecc Bripociu Ha 60% u 100% cooreercteHHo. FQSE B
obenx mozax mpuseno k HopManuzauuu yposred p-ERK 1 u p-ERK 2 no ypoBHsI mHTaKTHOTO
KOHTpoJis. HekoTophle nuTepaTypHble JaHHbIE YKa3bIBAIOT HA TO, YTO B OTAEIbHBIX MOZEJSIX
cTpecca Habromaercss mosbimeHHoe dochopunmmposanue p-ERK Y2 B mosre (Kim et al. (2018).
Social support rescues acute stress-induced cognitive impairments by modulating ERK1/2
phosphorylation in adolescent mice. Sci. Rep., 8(1), 1-13; Hebert et al. (2005). Single u repeated
immobilization stress differentially trigger induction u phosphorylation of several transcription
factors u mitogen-activated protein kinases in the rat locus coeruleus. J. Neurochem., 95(2), 484-
498), 9TO XOPOIIO COTJIACYETCSI C HAIIMMH pe3yJIbTaTaMU. TakKe H3BECTHO, UYTO aJUIOCTEPHUYECKUE
monyisitopel 'AMK-A (B 9acTHOCTH, mpemaparbl TPyNIbl OEH30AMA3eIHHOB) CIOCOOHBI
uHru6mposats pochopunmmposanue ERK cucremsl (Kim et al. (2012). Hippocampal extracellular
signaling-regulated kinase signaling has a role in passive avoidance memory retrieval induced by
GABA receptor modulation in mice. Neuropsychopharmacology, 37 (5), 1234).

[00599] Xapakrep apeiictBusa nentuna FQSE B maHHOM ciydae COOTBETCTBYET
npoduIII0 AEHCTBUS MOJOKUTEIbHBIX ajtocTepudeckux MoayssitopoB TAMK-A. Ipu 3Tom Bee
’Ke HEeoOXOIMMO KOHCTaTHpOBaThb, YTO Ha JAPYTHX MOJENSAX, OMUCAHHBIX B JIUTEPATYE,
JETPECCUBHO-TIONOOHOE COCTOSIHWE W CHJIBHBIH XPOHHYECKUH CTPEeCcC acCOLMUPOBAHBI C
uHruomuposanuem ¢opchopunuposanus p-ERK 2 u MAPK kuHa3HOro kackaga B LIEJIOM, a
AHTUAENPECCAHTHBIN 3P (PEKT, B HACTHOCTH 00eCreunBaeMblii KETAMHHOM, CBSI3aH C aKTUBALHeH

nanHoil cuctemsel (Réus et al. (2014). MAPK signaling correlates with the antidepressant effects
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of ketamine. J. Psychiatr. Res., 55, 15-21). B ofmem Buze, mony4eHHbIE JaHHBIC OJHO3HAYHO
cBuneTenbCTBYIOT O BausHun nentuna FQSE na MAPK curHaipHBIN Kackaln, a ompenesieHHast
HAIPaBJICHHOCTh U3MEHEHNH MOXKeT OBbITh CBsI3aHA C MSITKOM MOJIENBIO CTpecca.

[00600] VYposenb Oenka p-ERK 1 (Thr 202) B kope Oonplinx monymapuii He
U3MEHSIICS HA B YCIIOBUSIX CTpecca, Hu npu BBeneHun Bemnects (PHC. 66A). Yposens Oenka p-
ERK 2 (Tyr204) B xope HE NMPOAEMOHCTPHPOBANI U3MEHEHUI B OTBET Ha CTPECC, HO CHU3MIICS B
oteet Ha BBeeHue @O u nenruna FQSE B nose 0,3 mr/kr Ha ¢one crpecca (PUC. 67A). JlanHbii
s¢dekT, Kak 00CYKOanoch BBILIE, MOXKET ObITh acCCOLUMUPOBaH ¢ MoayiaupoBaHuem I'AMK-A
pereniropa. B cuity Toro, 4to ctpecc He noBiusiI Ha ypoHH hochopunuposanust ERK Y2 B kope,
MOJTyYeHHbIe JaHHbIE TPEOYIOT Bepu(UKaALMU HA APYTrOi MOJENH CTpecca.

[00601] B xope OGonpmux monymapuii ypoBeHb (HOCHOPUITHPOBAHHON (HOPMBI
6enka p-PKC (Thr514) ne npoaeMoHCTpUpOBaN 3aBUCHMOCTH HH OT cTpecca, HU oT @O, HU OT
FQSE B noze 0,3 mr/kr (PUC. 68A). Ilpu 3tom FQSE B no3e 3 Mr/kr npuBOIMI K CHIKEHHIO P-
PKC nHa 51%. JanHblii 3¢p(eKT runoTeTHYecKu MOKHO OOBSICHUTh CHIKEHHBIM ypoBHeM BDNF
B IAHHOM rpymrie, yuuThiBas TOT (akt, uto p-PKC sBseTcst y4acCTHUKOM Kackaja, 3aryCKaeMoro
TrkB (Duman et al. (2012). Signaling pathways underlying the pathophysiology u treatment of
depression: novel mechanisms for rapid-acting agents. Trends Neurosci., 35(1), 47-56). B nose
FQSE 3 mr/kr camxenne BDNF Obuto 6onee Bripaxeno, yem npu 0,3 mr/kr (PUC. 64A), uro
MO3KeT OOBSICHSATh OTCYTCTBHE BJIUSHUS OoJiee HU3KOH 1036l HA yposeHb p-PKC. TTomumo 3toro,
cHIKeHHbIH ypoBeHb p-PKC Moker kocBeHHO ykaseiBaTh Ha wuHruOuposanue mTORC2-
3aBHUCHMOTO Kackaja (YTO SIBISIETCS aHTArOHUCTHYHBIM MPOLIECCOM MO OTHOIIEHHUIO K aKTHBALUU
mTORC1), ans xoroporo p-PKC sBnsiercs spdexropom (Mao et al. (2018). The role of mTOR in
glucose u lipid metabolism. Int. J. Mol. Sci., 19(7), 2043). OnHako, BbIIIEOTTHCAHHBIE PE3YJIbTAThI
U BBIIBUHYTHIEC TIPEATIONOKEHUS HE TIO3BOJISIFOT CIeaTh KaKUX-JIMOO ONPEAETICHHBIX BBIBOJIOB O
xapakrepe BiausiHUs FQSE na aktusnocts p-PKC.

[00602] B runmokamrie cTpecc BbI3Bas 3HaUMMOe CHIkeHue yposHs p-PKC (PUC.
68b), 4TO B MENOM MO JUTEPATyPHBIM NaHHBIM COOTBETCTBYET IEMPECCHBHO-NIONOOHOMY
cocrosiuuio (Thiels et al. (2000). Protein phosphatase-mediated regulation of protein kinase C
during long-term depression in the adult hippocampus in vivo. J. Neurosci., 20(19), 7199-7207,
Shelton et al. (2009). Protein kinases A u C in post-mortem prefrontal cortex from persons with
major depression and normal controls. Int. J. Neuropsychoph., 12(9), 1223-1232). ITpu 3ToM HH
@O, mu nentun FQSE He cnocoOCcTBOBaNM HOpPMAaIH3aLUK €r0 YPOBHS — 3HAYEHUS B JTAHHBIX
IPyIIax CTATUCTHYECKH HE OTIMYAIOTCS OT IPYMITB CTPECCHPOBAHHOTO KOHTpost. HeoOxonnmo
OTMeTUTh, 4TO oTcyTcTBue aktuBauuu p-PKC nentupom FQSE B runmnokamie MOXXHO

BOCIIPHHHMATh B KAa4eCTBE TMO3UTHUBHOTO 3(pdeKra: M3BECTHO, YTO BbICOKas akTHBHOCTH PKC
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ACCOLIMMPOBAaHA C €€ CIOCOOHOCThIO (hocdopunmpoBaTh OEH30IMA3EMUH-CIEHU(PUYHBIA CaliT B
I'AMK-A penenrope (B 4aCTHOCTH, B €ro Y2 CyObeAMHULE), TEM CaMbIM CHIXast a((QUHHOCTD
MOJIYJISITOPOB NaHHOHM rpymmbl K peuentopy U uHruOupys ux sddexr (Gao et al. (2005).
Activation of protein kinase C reduces benzodiazepine potency at GABAA receptors in NT2-N
neurons. Neuropharmacology, 48(3), 333-342; Qi et al. (2007). Protein kinase Ce regulates y-
aminobutyrate type A receptor sensitivity to ethanol u benzodiazepines through phosphorylation
of y2 subunits. J. Biol. Chem., 282(45), 33052-33063). Otmeuaercs, 4TO ONMHUCAHHBIN BBILIE
MEXaHH3M MOJKET JIeKaTb B OCHOBE pAa3BHTHS TOJIEPAHTHOCTH K TMpermaparaM Kiacca
Oenzogmazennuos: aktuBaiuss PKC mpum  wuX XpOHMYECKOM TpueéMe MPHUBOAMT K
dochopummposannro peuentopa 'AMK-A U CHIKEHHIO €ro 4YyBCTBUTEIBHOCTH K JaHHBIM
npemaparam (Vinkers et al. (2012). Mechanisms underlying tolerance after long-term
benzodiazepine use: a future for subtype-selective GABAA receptor modulators? Adv. Pharmacol.
Sci., 2012). Orcyrcreue akruBauuu PKC B 1aHHOM 3KCHEPUMEHTE BEPOSITHEE BCETO MOXKET
CBUJICTENILCTBOBATh O TOM, 4TO mpenocrasieHne nentuga FQSE He akTtuBhpyer MexaHu3M
BO3HUKHOBEHUS TOJIEPAHTHOCTH.

[00603] Yposenb Oenka p-GSK3B He mpomeMOHCTPUpPOBaAT 3aBHCHUMOCTH HU OT
onHoro u3 Bo3zaeicTeuil B kope (PUC. 69A), a B runmnokamne (PHC. 69b) Obut CHHXKEH B OTBET
Ha crpecc (Ha 40%), pu 3TOM He TeMOHCTPUPYS OTBeTa Ha BBeneHue (uyokcernHa win FQSE.

[00604] Pestomupysi, MOXKHO caenaTh BbIBOI, 4To xapakrtep aeiictBus FQSE Ha
YPOBHU psifia MPOTECTHPOBAHHBIX OEJKOB COOTBETCTBYET MPOQMIIIO NEHCTBHS MOJIOKUTEIbHBIX
annocrepudeckux monyisitopoB 'AMK-A peuenrtopa: cHukenue yposHs BDNF u yposHeilt
dochopummposanbix ¢opm ERK Y2 xapakrepHO I JIEHCTBUS TpemapaToB  Kjacca
OenzonnazenuHoB. Bricokmii ypoeeHb (ocdopmnmupoBanus p70S6k kak B Kope, Tak U B
runmnokamie, B oTBeT Ha BBeaeHne FQSE caunerenscrByer 00 akruBaimn mTORC1-kackana u
COOTBETCTBYET BBIPQ)KEHHOMY AHTHIETIPECCAHTHOMY s¢pdexry. IToBbIieHHOE
dochopunmposanue p70S6k moxker oOycnaBnuBaTh nmoBeaeH4YecKrue 3P PeKThl MPeaoCTaBICHUS
FQSE: 3Haunmoe yBeinueHHE BPEMEHH aKTHBHOIO IUIABAHHUS W BpeMeHH napefida, a Takke
YMEHBLICHHE BPEMEHU MaCCUBHOTO IUIABAHMS 110 CPABHEHHIO C KPbICAMHU TPYIIIBI CTPECCOBOTO
koHTpoJist B Tecte ITopconta moxker ObITh pesynbraToM akTuBarmu mTORCI1-kackana (Chen et
al. (2015). AMPA receptor—-mTOR activation is required for the antidepressant-like effects of
sarcosine during the forced swim test in rats: Insertion of AMPA receptor may play a role. Front.
Behav. Neurosci., 9, 162). Jlanubiii 3 ekt Takke MOKET CBHIETEIbCTBOBATH 00 aKTHUBALIUH
I'AMK-A peuenTopa, B XoA€ KOTOPOH A0JKHBI ocyliecTBisThbes MHAyKus mTORC1-kackana B
11eJIoM U noBbIeHne yposHs p-p70S6k (Thr421/Ser424) B wactHOCTH.

[00605] Ilpu »5TOM, OHOHAKO, HENb3d HE VYIOOMIHYTH O TOM, YTO

2
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NPOAHATU3UPOBAHHbIE B XON€ NAHHOH palOOThl MapKepbl MO CYTH SBISIOTCS yYaCTHUKAMHU
YHHUBEPCAJIBHBIX KAaCKaOB, PETYJUPYEMbIX OOJBIINM KOJHMYECTBOM BO3ACHCTBHH, 4YTO HeE
MO3BOJIsIET OAHO3HAYHO 3asABIsATh 0 ' AMK-A-onocpenosanHom neficteun FQSE.

[00606] 9.2.5. BeiBoAbI

[00607] Crpeccupyromee Bozzaeiicteue XIIC mnpuBoguino K JAOCTOBEPHBIM
n3MeHeHnsiM ypoBHe# OenkoB p-ERK-1, p-ERK-2, p-GSK3p u p-PKC B runnokamre, ogHako B
KOope OONBLINX TOJyIIapUi AaHHOE BO3ACHCTBHE CaMOM IO cebe He TOBJIMIO Ha YPOBHH
uccnenyembix 0enkoB. [lonmyueHHbIe pe3ysibTaThl MOTYT CBHIETEIBCTBOBATD O MSATKOM PEKUME
ctpecca (low-grade stress) B HCTIOIB3yeMON MOJIEIH.

[00608] HnurtpanazanpHoe BBeaenne FQSE B obenx nosax (0,3 mr/kr u 3 mr/kr)
NPUBOAMIIO K cHIDKeHHIo ypoBHeH BDNF kak B xkope (Ha 20—40%), Tak 1 B runmokamre (Ha 40%),
YTO, B LEJOM, COOTBETCTBYET MNPOQUIIO IEHCTBHUS MOJIOKUTEIbHBIX aJJIOCTEPUICCKUX
moxyisitopoB I'AMK-A peuentopa. UcnonszoBanne BDNF B kauecTBe mapkepa aKTHBALUH
I'AMK-A penentopa BO3MOKHO B JaJIbHENIINUX SKCIIEPUMEHTaX.

[00609] Ilpumep  10:  DOKcnepuMeHTaNbHBIM  paguOpPELENTOPHBIM  MOMCK
cneruduueckoro cesasbiBanus coequnenus [CH] FQSE in vitro.

[00610] 10.1. Lenb uccnegoBaHus

[00611] Otran 1. Ouenntp BenuuuHy ICso Hemeuenoro mnentupa FQSE mo
OTHOLIEHHUIO K cBasbiBanmio [P’H] SR95531 (antaronnct TAMKA-perentopos) npu A00aBIeHAN
B MHKYOALIMOHHYIO cpeny S0 MKJ HCCIEAyeMOro COCOMHEHHS B KOHEYHBbIX KOHLIEHTPALHSX B
muanazone 101°-10* M.

[00612] Oran 2. OnpeneneHrie COOCTBEHHBIX MECT CBSI3BIBAHUS HCCIIENYyEMOTO
nentuna FQSE B cTpykTypax Mo3ra (¢ HCHIOJIb30BAHHEM MEUYEHOTO 110 TPUTHIO MENTHA):

[00613] npu BbIIeJIeHUH TuiasmMarudeckux membpan ¢ TAMK-A peuenropamu
KOpbI Mo3ra (o MonudunrposanHbiM MetonukaMm Ito m Hawkinson (Ito et al. (1992). Effects of
bicuculline on [’H] SR 95531 binding in discrete regions of rat brains. Neurochem. res., 17(4),
307-313; Hawkinson et al. (1996). Steroid inhibition of [’H] SR 95531 binding to the GABAA
recognition site. Eur. J. Pharmacol., 304(1-3), 141-146)).

[00614] MPY BBIICJICHUH TIa3MAaTHYECKUX MEMOpaH 1eJIoro Mo3ra ¢ caidtom at/b-
I'AMK-A penentopoB (no wmoauduuupoBaHHeiM Metonukam Maldifassi u Ramerstorfer
(Maldifassi et al. (2016). Molecular mode of action of CGS 9895 at a1p32y2 GABAA receptors. J.
Neurochem., 138(5), 722-730; Ramerstorfer et al. (2011). The GABAA receptor o+ B— interface:
a novel target for subtype selective drugs. J. Neurosci., 31(3), 870-877)).

[00615] NIPU BBIIEJIEHUH IJIa3MaTHIECKUX MEMOpPaH MO3ra 10 HHbIM METOIHKAM.

[00616] DOran 3. Paguonurasasbii aHamu3 ¢ wucnons3osaHuem [‘H] FQSE,
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BBITECHEHHE €ro pasJuuHbIMHU “kjaccuueckumu’ jura"gamu 'AMK-A peuenrtopa, mpoBoaum
Tpems criocodamu:

[00617] MO MOpOLEeaype, YCTAHOBJICHHON Ha MPENbIAyLIEM 3Tane HCCIeIOBaHUsA
(nmuTenpHOCTh MHKYOAMH — 25 MUHYT NMPH Tiomm.) C TIOJHBIM CIIFICKOM JINTAHAOB,;

[00618] C yBeln4YeHueM BpeMeHH HHKyOaruu 10 40—-50 MUHYT MO MOJHOMY WJTU
YTOUHEHHOMY CIHMCKY JIMTAHOB;

[00619] C TpenBapHUTENbHON WHKyOalHMel «XOJOAHBIX» W3BECTHBIX JIMTAHIOB U
NOCIeNYOUTUM 100aBIeHHEM METKH U NeNTHAA (COTIACHO OXKHUIAHMSM, B TOAOOHOM MPOTOKOJIE
y «ropsYero» TMeNnTHAAa CHU3UTCS CBS3bIBAHME OTHOCHTEIBHO HHTAKTHBIX MeMOpaH, T. K.
«XOJIOIHBINY JTUTAH]] 3alMET €0 CAUT — OTIOCPENOBAHHOE OMPEIEICHIe KOHKYPEHIINH ).

[00620] Otan 4. Ouenutsb BeaununHy [Cso HEMEUEHOro MenTyuaa Mo OTHOLIEHUIO K
cesisbiBanmio [CH] ¢aynurpasenama unu [H] auasenama mpu 106aBleHHH B MHKYOAIIMOHHYO
cpeny 50 MKJI HCCIElyeMOTO COEMHEHHs B KOHEYHBIX KOHIIEHTpaLusax B Auanasone 101°-10* M.

[00621] Otan 5. PaguonurangHbiii aHaIW3 In VItro BIUSHHS COE€IUHEHUH,
BO3ACUCTBYIOLINX Ha pasnuusble caliTel 'AMK-peuentopoB Ha cnenmduyeckoe CBA3BIBAHUE
[*’H]-FQSE mem6panaMu Mo3ra KpbIC: [0 IpoLeaype ¢ 25 MUH. HHKybaLueii; mo mpoueaype ¢ 50
MUH MHKyOaIei; mo npoueaype ¢ npenHkyoOanuei.

[00622] Ortan 6. IlonyyeHue DaHHBIX C OTPULATEIBHBIM KOHTPOJIEM IJIsl MECT
cessbiBanus [CH]-FQSE: Bwimenenue mem6pan mo cnemuduueckoit meromuke (NMDA, ¢
nobasnenuem Jsmranga MK-801), orimyaromeiics OT TOJY4eHHOW B NPEABIAYIINX
SKCIIEPUMEHTAX, U MPOBEpKa OTCYTCTBUS B JAHHOM CJIydae MeCT CBSI3bIBAHUSA I NENTHAA.

[00623] 10.2. Marepuanbl U METOIbI

[00624] Hccnenosanus mpoOBOAWIN Ha camIiax Oenbix Kpbic Becom 250-300 r.
JKMBOTHBIX A€KaUTUPOBAJIH, FOJOBHON MO3I U3BJIEKAIN Ha JIbAY U BBLAENSAIN CTPYKTYPbl MO3Tra
no obmenpunsToi cxeme (Glowinski et al. (1966). Regional studies OF catecholamines in the rat
brain-I: the disposition OF [*H] norepinephrine, [*’H] dopamine u [*H] dopa in various regions OF
the brain. J. Neurochem., 13(8), 655-669) mns mpoBeAeHHs] PaTUOPELIEITOPHOTO AHAIH3A.
IIpoBeneHne SKCIEPUMEHTOB  OCYIIECTBISJIM B  COOTBETCTBUU C  MEXKIYHApPOIHBIMU
Egpomnetickumu (Directive 2010/63/EU OF the European Parliament and OF the Council OF 22
September 2010 on the protection OF animals used for scientific purposes) u Poccuiickumu
(I'OCT 33216-2014 PykoBOACTBO MO COAEPIKAHUIO U YXOAY 32 JaOOPATOPHBIMH JKUBOTHBIMH)
OMO3THYECKIMH MTPABUIIAMH.

[00625] 10.2.1. Dran 1. Beimenenue mnasmatudecknx MmemOpan ¢ [TAMK-A
peLienTopamMu KOpbl MO3ra.

[00626] [IpuroroBiaenne wmeMOpaHHBIX TnpenapaTos, coaepxkamux I AMKA-
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peuenTopsl KOpbl MO3Ta KPbIC MPOBOAMIIN 10 MoauduiupoBanHeM Metonam (Ito et al. (1992).
Effects of bicuculline on [°’H] SR 95531 binding in discrete regions OF rat brains. Neurochem.
res., 17(4), 307-313; Hawkinson et al. (1996). Steroid inhibition of [°’H] SR 95531 binding to the
GABAA recognition site. Eur. J. Pharmacol., 304(1-3), 141-146). Ilocie nexkanmuTauuy TKaHb
HEMEAJIEHHO 3aMOpaXUBaJIU B JKMIKOM azoTe U xpaHuiu npu -80°C. B neHp skcrepuMeHTa
(pOHTANBPHYIO KOPY H3MeJbuaiu B roMoreHmsatope Ilorrepa «rednon-crekno» B 20 oObemax
nensuoro Oydepa (032 M Caxaposa; pH 7.1). T'omorenar ueHTpudyrupoBaiu B
ynerpanenrpugyre «Optima L-70K» (Beckman Coulter) B Teuenne 10 munyt mpu 1000 g.
Cynepnarant mnoBTopHO ueHTpudyruposamu npu 20000 g B tewenme 20 muH. Ocanok
pecycnien3npoBaiy B 20 MIT XOJOAHOH ANCTHILTUPOBAHHOM BOIbI U LieHTpudyruposanu 8000 g 20
mMuH. CynepHaTaHT U KeNThl HAJOCAJOUHbINA CJIOH MOBTOPHO LeHTpudyruposanu mpu 48000 g
20 wmwmH. Ocamox cycnemsupoBamu B 0.05 M Tpuc-uurpatHom Oydepe (pH 7.1) u
uerrpudyruposanu 48000 g 20 muH. ITonydeHHYI0O MeMOpPaHHYIO (PaKLHUIO0 3aMOPAKUBATIH H
xpanmu npu -80°C. B nenp sxcniepumenta MmeMOpaHbl cycnieH3uposanu B 40 oopemax 0.05 M
Tpuc-uurparHoro Oydepa (pH 7.1) u uentpudyruposanu npu 48000 g 20 mun. TTonydeHHBIN
ocanok cycnemsupoBanmu B 40 oOwvemax 0.05 M Tpuc-umurparnoro Oydepa (pH 7.1) u
uHKyOnpoBanu npu 24°C B teuenne 30 MUH U cHOBa LeHTpudyruposanu npu 48000 g 20 MuH.
KoneuHbIif 0caiok pecyCeHaIupoBalii B cBexeM Oydepe.

[00627] 10.2.2. Panuonuranaueiii ananu3 I’ AMKA-peuentopos

[00628] HMuky6anuoHHas cMech (KoHeuHbli 0obeM 0,5 mit) copepskana 50 mxi [H]
SR 95531, 250 mkxa 6ydepa u 200 mMxn OenkoBOi CycieH3nH MeMOpaH, AJisl Hecrenn(puIeckoro
cBsi3bIBaHMA AoOasisim S0 Mk HemeueHoro juranga SR 95531 (rabasmnHa) miim HeMeEdeHbIH
nentug FQSE. Peakunonnyro cmecs nakyonposanu npu 40°C B reuenne 1 vaca.

[00629] 10.2.3. Dran 2. Ompeneinerne COOCTBEHHBIX MECT CBSI3bIBAHHS
uccienyemoro nentuga FQSE B cTpykrypax Mosra (C UCHOIB30BAHUEM MEYEHOTO MO TPUTHUIO
TIENTH/IA).

[00630] Breigenenne mimazMaTHUECKUX MEMOpPaH OCYINECTBISUIM IO Pa3JIMYHBIM
moauduuuposanueiM Metomukam (Ito et al. (1992). Effects of bicuculline on [°’H] SR 95531
binding in discrete regions of rat brains. Neurochem. res., 17(4), 307-313; Hawkinson et al. (1996).
Steroid inhibition of [*H] SR 95531 binding to the GABAA recognition site. Eur. J. Pharmacol.,
304(1-3), 141-146; Asano et al. (1979). Identification of inosine u hypoxanthine as endogenous
ligus for the brain benzodiazepine-binding sites. Proc. Nat. Acad. Sci., 76(2), 977-981; Maldifassi
et al. (2016). Molecular mode of action of CGS 9895 at a1B2y2 GABAA receptors. J. Neurochem.,
138(5), 722-730; Ramerstorfer et al. (2011). The GABAA receptor a+ f— interface: a novel target

for subtype selective drugs. J. Neurosci., 31(3), 870-877.). 3aTem, Ha BBIAECIEHHBIX MeMOpaHax
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TIPOBOAMIICS PAaAHOIMTAHAHBIN aHAIM3 in vitro ¢ ucnosassosanuem ["H] FQSE u ero HemeueHoi
¢dopmbL. B pesynbraTte paaroIuraHIHOTO aHaIN3a ¢ UCMOJIb30BAHUEM TIa3MAaTHYECKIX MEMOpaH,
BBIJIEJICHHBIX T10 BBILICYTIOMSHYTHIM MOIU(PUIIMPOBAHHBIM METOAMKAM, MBI MOJYYUIH MPOLIEHT
cnenudpuieckoro ces3bianns FQSE ot olmero cesi3piBanmst B auamnasone ot 0% mo 47%. s
nanpHewmeil paboTel Obula BRIOpaHA METOAMKA C HAWBBICHIIMM IPOLIEHTOM CIEHU(UIECKOTO
cBsA3bIBaHUsA. Jlanee onuckiBaeTcs €€ MpOTOKOJI.

[00631] 10.2.4. BrigeneHue mia3MaTH4eCcKuX MeMOpaH U paJIHOTUTaHIHBIN aHAJIN3

[00632] ITocne nexanuranuy TKaHb HEMEIJIEHHO 3aMOPAKUBAJIU B KUJKOM a30Te U
XPpaHUJIU B HU3KOTEMIIEpaTypHOM XoJoaunbHuke rnpu -80°C. B neHp sxcnepuMeHTa TKaHb MO3Tra
(xopy, okojio 300 mr) pasmenbyanu B romorenusarope [lorrepa «rednoH-cTekio» B 25 o0bemax
oydepa (50 mM Tpuc-HCI, pH 7.4). T'omorenar uentpudyruposamu mnpu 40000 g 20 mMuH.
[Tonyuennsiii ocagok romorenusupoBamu B Oydepe (50 mM Tpuc-HCl, pH=7.4) u omare
ueHtpudyruposamu npu 40000 g 20 mun. [Tonobuyro mpouenypy nposoawu emé pas. Ocanok
pecycniensupoBan B 15 mu toro ke Oydepa M HCMONB30BAIN B PAAMOJUTAHIHOM aHAIHU3E.
HMuky6anuoHHas cMech (koHeuHbli o6bem 0,5 mit) coaepsxana 50 mxn [PH] FQSE, 200 umu 250
Mka Oygpepa (50 mM Tpuc-HCIl, pH=7,4) u 200 mkn OenkoBoil cycrneH3Wu MeMOpaH, IJIs
HecrenupuIecKoro ces3piBaHus no0aisuu S0 Mk Hemeuenoro FQSE.

[00633] ITocne 5TOro ONBITHBIM NYTEM, Yepe3 U3MEHEHUsI BPEMEHU U TEMIIEPATyPBl,
noadupany ONTUMAIBHBIN peskuM HHKyOaruu 11st ces3biBaHus FQSE ¢ cobcTBeHHBIME MecTaMu
CBSI3BIBAHMS B KOpPE MO3ra KpBIC. PEaKIHMOHHYID CMECh WHKYOHMpPOBAJIM IPH KOMHATHOM
Temmeparype B TedueHue 25 muHyT (Tabnmna 6).

[00634] Tabnmuua 6. Paznuynabie pesKUMbl HHKYOAIMH B PAJUOIUTAaHIHOM aHAJIN3E.

* - BBIOpaHHBIA PEKUM MHKYOALHH.

Pexxumbl Bpemsa Temneparypa | % cnemuguyeckoro
WHKyOauuu | mHKyOaruy, | mHKyOauy, | CBSI3bIBAHUS oT
MHH °C o0111ero CBSA3bIBAHUS
1 10 4 47
2 20 4 48
3 10 37 72
4 20 37 79
5 30 37 77
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6 20 24 75
7* 25 24 86
8 30 24 78

[00635] IIpn BBIOpaHHOM pEXUME HMHKYOAllMM MPOBOAMIN H3MEHEHHUS COCTaBa

Oydepa nmocpencrtsom BBeneHus B Hero pasnuunbix conieit —NaCl, KCl, KH,PO4, CaCly, MgCly.
ITpu 3ToM % cieunpu4eckoro CBsI3bIBAHUS OT 00mero cHuxkancs 1o 63%.

[00636] Hanee, uCHob3ysl NaHHYIO MOIU(PUKALUIO BBIACICHHUS TUIA3MATHYECKUX
MeMOpaH, M3y4aJld BJIMSHHUE JINTAaHIOB M3BECTHBIX CAWTOB pa3fu4HbIX peuentopos (Tabmuna 7)
na cssbiBanue [H] FQSE ¢ co6cTBeHHbIMU crielu(IYeCKUMI MECTAMH CBA3BIBAHHS /71 TOTO,

YTOOBI ONPEAENIUTh MPUPOY MOCTETHUX.

[00637] Tabnmuna 7. BausiHue JUTaHIOB Pa3IMYHBIX PELENTOPOB HAa CBS3BIBAHUE
[’H]-FSQE ¢ FSQE-CBA3bIBAIOIIMMY CaiiTaMu KOPBI in Vitro.
Hccnenyemoe IIpousBonurens | Penentop-muineHb
BEIIECTBO
Spiperone Sigma Aldrich | Axtaronucr D»/Dsy nodaMHHOBBIX PeLETITOPOB,;
1B-anpeHoOIoKaTOp, aHTAarOHUCT CEPOTOHHMHOBBIX
5-HT»24/5-HT penenrropos
Sulpiride Sigma Aldrich | CenextuBHblii antaronucr Di, D3 u 5-HTia-
peuenTopoB
Ifenprodil Santa Cruz Huruburop penenropa NMDA penentopa, B
yactHocTH, Gly-caiira cyOpenununnst 1 (GluN1) u
Glu-cBs3piBaromero  caiita  cyObemquHHULIBL 2
(GluN2B)
Kerancepun Sigma Aldrich | HecenextusHbiit anTaronuct 5-HT2,-penentopos
7-OH-DPAT Sigma Aldrich | CenextuBHbIl aroHuct Ds3-perienTopos
Tanonepunon Gedeon Richter | Aurtaronncr D;, Ds;, uw Ds nodamuHOBBIX
peuenTopoB. JIuranza G1-peLenTopos.
GBR-12909 Tocris KonkypeHTHbIli WHrubOurop oOpaTHOTO 3axBara
Bioscience nodamuHa
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CGS-9895 Sigma Aldrich | Ycunmusaer TI'AMK-uHAynMpOBaHHBIE TOKH B
perienTopax, coaepKalux cyobemuHuIly ab, a
TaK:Ke SIBJISIETCSl JUraHaoM caiira at/b- TAMK-A
peuenTopa

Huazenam Sigma Aldrich | Jlurang Oen3onuasennaoBoro carira ['AMK-A
peuenTopa

SR-95531 Santa Cruz CenexrusHbiii antaronuct I’ AMK-A penenTopa

(gabazine)

Ro-256981 Santa Cruz CenextusHbiii antaronuct GluN2B cyObenuHULIBI
NMDA penenTopa

I'myramar Sigma Aldrich | AroHucT riyraMaTHBIX PeLENTOPOB

Mycuumon Fluka Aronuct '’ AMK-A peuenropa

bukykynnun Fluka Kounkypenrtssiii antaronuct I'’”AMK-A penentopa

HuxoTtun Tocris AronucT aneTrixoauHoBbIX NACh perienTopos

Bioscience

LY-354740 Santa Cruz CenexktuBHbli aroHuct riayramatHbix mGlull
peuenTopoB

MK-801 Sigma Aldrich | Hekonkypentaslii antraronuct NMDA peuentopos

muua Sigma Aldrich | Aronuct rmunmHOBOTO catita NMDA peuentopa

[00638] 10.2.5. XKKuakoCTHO-CUMHTWIIALMOHHAS CTIEKTPOMETPHUSL.

[00639] ITo OKOHYaHUH UHKyOauu poObI buIpTpOBATH uepes
crexnoBosiokaucThie  GunbTpel GF/C  (Whatman), mnpenBapurensHo cmodeHHble B 0.3%
NOJIMSTUIICHUMUHE B TEYEHHWE 2 YacoB INPH KOMHATHOW Temmeparype. Kaxnyro mpoOupky
NPOMBIBAJIM JIBA pa3a XOJIOAHbIM Oydepom, 3aTeM (UIBTPHl MPOMBIBAIK /IBA pa3a TEM K€
obveMom Oydepa. @UIBTPBI MPOCYIIMBAIA HA BO3AYyXE W MEPEHOCHIA B CHUHTHJUISILIHOHHBIC
¢nakoHbl. PUIBTPBI 3ATMBAIH 5 MJI CHUHTHJISITMOHHOM *KUIKOCTH Ha OcHOBe Tojyona (4 r PPO,
0.2r POPOP na 1 nTonyona). PannoakruHoCTh npo6 onpenensim Ha cueruynke Tri-Carb 2900TR
(Perkin Elmer) ¢ s¢dextuBHocThi0 cuera 42-46%. KoHueHTpauuro Oenka H3MEpsUTd MO

crangapTHoi Meroauke Jloypu (1951).
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[00640] 10.2.6. Dran 3. PaguonurasauHblii aHanus ¢ ucnons3osanuem [CH] FQSE,
BBITECHEHHE €ro pa3ndHbiMU “Kiaaccrueckumu’ jurangamu 'AMK-A penenropa (Tabmuna 8).
[00641] IIpurotoBienne 00pa3NOB U NPOLEAYPY PAAHOJUTAHIHOTO aHAJH3a

cMoTpu B pasaene 10.2.3.

[00642] Tabmuna 8. Criucok “knaccuyeckux’ nurannoB ' AMK-A penentopos.
Bemectso MuieHb
F'AMK Jlurang I’AMK caiita 'AMK peuenrtopa
Huazenam Jlurann OenzomuasenuuoBoro (b3]) caiita TAMK-A penentopos

(comepskamyx 013, 1 B MEHbIIEH CTENEHH 05 CYObEMHHLIBI)

3onnuaem Aronucr B3]l caiita T'AMK-A peuentopoB (comepskaiux

NPEUMYIIECTBEHHO 0.1 CYOBEIMHHLIBI)

IIpernenonon | Heratusnbli AJUIOCTEPUUECKUM MOZYJISITOP (HAM)

Helipocreporinnoro caiita (HC) TAMK-A peuentopos

®nymazenun | Anraronuct b3/] caiita TAMK-A peuentopos comepKaimx os

[00643] 10.27. Oran 4. Paguomurangueiii  ananmus [ AMKA-penenTopos
(6eH301Ma3eMMHOBBIH CalT).

[00644] HMuky6anuoHHas cMech (KoHeuHbli 0obeM 0,5 mit) copepskana 50 mxi [H]
@Onynutpaszenama, 250 wmxn Oydepa m 200 Mxm OenmkOBOW CyCHeH3WHM MeMOpaH, Ul
Hecren(pUIeCKOTO CBsi3bIBaHUS N00aBisd S0 MKJI HEMEUEHHOTrO JIMTaH[a Jua3enama WIiIH
HeMmeueHbIll mentug FQSE.

[00645] IMponenypa sKkUIKOCTHO-CHUHTHLUISITIOHHON CIIEKTPOMETPHH U 00paboTKa
PE3yJbTAaTOB MPOXOAWIIN TaK K€, KaK OMUCaHO B pasaene 10.2.5.

[00646] IMepBass Monudukanmsi pagvoOJUTAHIHOTO aHaN3a OEH30Ma3eMUHOBBIX
peuenTopos in vitro Obuta cnenyromiei: nakyOauro nposoaiu 30 munyT npu 40°C u ipu 24°C,
IUI HEeCTeIM(PUUECKOro CBSI3bIBAHUS HCIIOJNB30BAIN CIIEAYIOIINEe KOMOWHALIMM HEMEUYeHbBIX
semects: 1) Jluazenam 10°M + FQSE 10*M; 2) {uasenam 10°M + FQSE 10°M; 3) Jluazenam
10°M (koHTpOB).

[00647] Bropas momnpukanms Obla cxo’ka € ONMHUCAHHOH BBINIE C TOW TOJIBKO
pasHHLEH, YTO MPOBONMIIACH MpoLenypa NpPeHHKyOaluu, KOTOopas IHjiack 25 MHUHYT, H
HemeueHblli FQSE nobGaBnsiin BO Bpemsi penMHKyOanny, a quas3ernaM IMo3»e TOJBKO BO BpeMs
unky6anuu smecte ¢ [PH] gayrurpasenamom.

[00648] 10.2.8. Oran 5. PaguomurangHbiidi aHAJIU3 in VItro BJIMSHUS Pa3THYHBIX
nuranaos TAMK-A (Ta6nuua 9) a cnenuduueckoe casspipanue ["H]-FQSE memOpanamu Mo3ra
KPBIC.

[00649] Meronuky  MOJy4YeHHs] — TpermapaToB  MeMOpaH U MPOBEINEHUE
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paaguosurangHoro ananusa cmorpu 10.2.3.-10.2.5.

[00650] Tabmuua 9. Criucok nmurannos ' AMK-A peuenotopos
Bemectso MuiueHs
Isoguvacine Aronuct ’”AMK-A peuentopos
SCS Amntaronuct '”AMK-A peuentopos
Bretanezil Cenexrusnbiii ' AMK ol aronucr
SL 651498 Cenexrusnbiii ' AMK o2 aronucr
MKO0343 Cenexrusnbiii ' AMK o3 aronucr
THDOC Cenextusnbiii ' AMK 04,6 aronuct
TB21007 Cenexrusnbiit TAMK o5 oOparHblii aroHHCT
Gaboxadol Yactuunbiii 'AMK 04p36 aronuct
(THIP)
FGIN-1-27 CrnenuduuHpli  JUraHx  MHUTOXOHAPHAIBHOTO  JAHMA3ETIaM-
cBsizbIBarolero peuenropa (DBI)
Allopregnanolone | ITo3utuHelli annocrepuueckuii moayssarop (IIAM) T'AMK-A
penientopa
[00651] 10.29. Dran 6. Paagmonuranaseiii aHamuz NMDA-penenTopos
(oTpHIIaTeNbHBI KOHTPOIb MecT cBsisbiBanus ["H]-FQSE)
[00652] 10.2.9.1. Beinenenue miazmatudecknx Memopan ¢ NMDA-peuentopamu
THIIIOKaMIIa
[00653] Brinenenve mnnasMaTU4eCKMX MEMOpaH THUIMNOKAMITA MPOBOIWIHN IO

mMonudumposanHeiM MetoaM (Zhou et al. (1997). (28, 4R)-4-methylglutamic acid (SYM 2081):
a selective, high-affinity ligu for kainate receptors. J. Pharmacol. Exp. Ther., 280(1), 422-427,
LePage et al. (2005). Differential binding properties OF [*H] dextrorphan u [°’H] MK-801 in
heterologously expressed NMDA receptors. Neuropharmacol., 49(1), 1-16). ITocne nekanurannu
TKaHb HEMENJICHHO 3aMOPAKUBAJIM B JKUAKOM a30T€ W XPaHWIH B HU3KOTEMIIEPATYPHOM
xonoauibHuke mpu -80°C. B neHpb 3KCriepuMeHTa MUMIOKaMITbl pa3MeNlbYaiii B TOMOTe€HH3aTOPe
IToTtrepa «redmnon-crexnoy» B 10 obvemax Oydepa Nel (SmM HEPES, 4.5 mM Tpuc, 0.32 M
Caxapo3sa, pH 7.6). 'omorenar pazbasmsiim 50 oobemamu Oydepa Ne2 (SmM HEPES, 4.5 mM
Tpuc, pH 7.6) u nearpudyruposamu npu 1000g 10 MmunyT Ha ynbrpaueHTpudyre «Optima L-
70K» (Beckman Coulter). CynepraTaHT ciuBaiyu U BHOBb LieHTpudyruposanu npu 25000g 20
MuH. [t yBenudeHus BpIxoaa Oenka 3Ty ONepaLuio MpOBOIWIM ABAXKIbL. [loydeHHbIH 0canok
pecycniensupoBann B 50 oOwémax Oydepa Ne2 u uenrpudyruposamun npu 8000g 20 muH.
CynepHaTaHT W BepXHUH KOPUYHEBBIH OCATOYHBIA CJIOH CIUBAIM U LEHTPU(YTUPOBAIH IPH

25000g 20 muH. Ocanok pecycnensuposanu B 50 odvémax Oydepa Ne3 (5 mM HEPES, 4.5 mM
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Tpuc, 1 mM Na4EDTA, pH 7.6) u TpoekpatHo ueHrpudyruposamu mnpu 25000g 20 muH.
ITonyuennslii ocamok pecycrneHsupoBain B S50 oObémax Oydepa Ne2 u  OgHOKpATHO
uertpudyruposanu mpu 25000g 20 mun. KoHeuHsIi ocanok coxpaHsui B 5 o0bémax Oydepa Ne2
U 3aMOPaKMUBAJIM B KPHUOMPOOHPKAX B JKUAKOM a30Te. B JeHb aHanM3a TKaHb Pa3MOpPaKHBAIIH,
pasbaBmsuin B 10 obpémax Oydepa No2, uentpudyruposamu npu 25000g 20 mmu. Ocamok
pecyCIeH3upOBaIl B HEOOXOAUMOM KondecTBe Oydepa No2.

[00654] 10.2.11. Paguonuranauseiii ananu3z NMDA-peuentopos.

[00655] Hukybanmonnast cmech (koHeuHblli oObeM 0,5 mut) comep:xkana 50 MK
[PH](+)MK-801, 250 wmkn Oydepa u 200 Mxn OenkoBoH cycrneH3ud MemOpaH, Juis
Hecren(pUIecKOTo CBs3bIBaHUs 100aBisun S0 MK HemeueHHOTo uradaa ((+)MK-801, 1 mM).
PeakunoHHy10 cMech MHKYOMPOBAJIM P KOMHATHOH TEMITEpaType B TEUEHUE 2 YacoB.

[00656] 10.2.12. ObpaboTka u mpeacTaBICHIE PE3yJIbTaTOB

[00657] B skcnepumenrax in vitro BenuuuHy 1Cso MO OTHOIIEHHIO K CBS3BIBAHHIO
MEUEHBbIX JINTAHJOB OMNpENeNsUIn IpH J00aBJIEHWH B HWHKYOalMOHHYK cpeny S50 Mk
HCCNENYEMbIX COEIMHEHUH B KOHEYHBIX KOHIEHTpauusx B auanasoHe 107°-10% M. O6nem
UHKyOanmnoHHOH cMecn coctaBistl  S00 Mk [I1d TOCTPOEHHS KPUBBIX BBITECHEHHS

PaAOAKTUBHBIX JIUTAHAOB KaXKJasd KOHLCHTPALUA HCCICAYEMOTO BCIICCTBA ObLta B3sATa B 3-X

MOBTOPHOCTSIX.
[00658] 10.2.13. CratucTuueckuil aHaiu3
[00659] Hdnsa  oOpaloTkM  pe3yibTaTOB  PAAMOJIUTAHAHOTO  CBS3BIBAHMHS

ucnosib3oBaiu nporpammy GraphPad Prism 4 u Statistica 6.0. Pe3ynbraTsl npeacTaBieHbl B BUIE

CpenHero + craHaapTHas OUIMOKa CpeIHero.

[00660] 10.3. Pe3ynbraThl.
[00661] 10.3.1. Dran 1.
[00662] FQSE ne Bnusin Ha cnenuduyeckoe ceaspisanue [CH] SR 95531 ¢ TAMK-

A peuenTopamu BO BCEX UCTONb3yeMbIx KOHIEeHTpauusax (ICso 6pun Boime 100 MKMOJB/T), 4TO
CBUIETENLCTBYET 00 OTCYTCTBUHU Y UCCIIEYEMOro BelecTBa mpsiMoro B3aumoneticteust ¢ TAMK
caiirom 'AMK-A penenropa (PHC. 70).

[00663] 10.3.2. Dran 2.

[00664] brutn Halimensl cnemuduueckne mecta cpsizbiBaHuss FQSE ¢ ICso=
2+0.1pM (Puc. 71).

[00665] FSQE He Bmmsin Ha cremuduyeckoe CBS3bIBAHUE MEUEHBIX JIUTAHIOB
BbIOPaHHBIX PELENTOPOB BO BCEM HHTEpBae HCHOJb3yeMblx koHueHTpauwii (ICso >100
MKMOJIb/JT), 4TO YKa3bIBAE€T HA OTCYTCTBUE MPSMOTO B3aUMOACHCTBUS U3Yy4aeMOTO COSAMHEHUS C

10(haMHUHOBBIMH, CEPOTOHHHOBBIMH, ALIETHIIXOJIMHOBBIMH, ITyTamMaTHbIMHU perentopamu (PHC.
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71).
[00666] 10.3.3. Dran 3.
[00667] 10.3.3.1. 25 mun uakyOaumuu npu Troms.
[00668] FSQE He Bnusn Ha crneuu(pUIecKoe CBS3bIBAHHE MEUEHBIX JIMTAHIIOB BO

BCEM MHTEpBAJE MCIOJb3YEMbIX KOHLEHTPALMP, YTO YKA3blBAET HA OTCYTCTBUE MPSMOIO
B3aMMOJIEHCTBHSI M3y4a€MOTO COeAMHEHHUs ¢ BbIOpaHHBIMHU caiitaMu ['AMK-A peuenTopos,
BenuuuHbl [Cso coctaBuu >100 mxmons/1 (PUC. 72).

[00669] 10.3.3.2. YBenuyeHue BpeMeH! UHKYOaIHH.

[00670] Ha BropoMm »Tame wuHKyOamms Takke IPOXOAWJIA TNPH KOMHATHOHN
TeMIIepaType, HO €€ BPeMs YBEIMUUBAJIOCh U COCTaBso S0 munyt, 1 yac, 1 yac 30 munyt. U3
BCeX M3ydaeMbIX Jurannos (BemmuuHbl ICso cocraBumm >100 MKMOJB/T) B TPEX BPEMEHHBIX
BapHAHTAaX WHKYOAIMH TOJBKO AUA3ETaM U MPETHEHOJIOH BTN Ha Crien(UIECKOe CBA3BIBAHUE
meueHoro nenruna (PHC. 73, Table 10).

[00671] Tabmuua 10. [ToTeHIMan KOHKYPEHTHOTO B3aUMOACWCTBUS TUa3enaMa |
nperaeHosiona ¢ FQSE-ces3pBatomumu  caiitamu  kopbl  (ICso, Mxmonws/m). Cpemnee =+

CTaHIAapTHAst OIINOKA CPETHETO.

Bemmectso ICso mpu pa3HOM BpeMeHHU HHKyOau
50 MuH 1 gac 1 vac 30 muH
Junaszenam 52+0,3 89+0,3 9540,2
IIpernenonon 36+0,2 77+0,2 75+0,3
[00672] 10.3.3.3. TIpoTOKOJ C mpe-uHKyOaIie.
[00673] Ha tperbem sTame MHKyOausi MPOXOAWJIA TIPU KOMHATHOUM TEMIEpaType,

HO TIOPSIIOK MOMEIICHUSI B MHKYOAIIMOHHYIO CMECh €€ COCTaBIISIOIINX OBbLI JIPYrUM: BHAYaje B
Oydep mobdapnsin OeNKOBYIO CyCHeH3UI0 MeMOpaH U HemeueHblil murang I'AMK-A penenTopa
(npe-unkybaius), a yepes onpeaeneHHoe konuuectso Bpemeny - ["H]-FQSE (unky6auus). Ilpu
CBSI3bIBAHMH HEMEUYEHOTO BELIECTBA C COOCTBEHHbIMHU caiitami FQSE, komn4ecTBO CBS3aBLIETrOCs
[’H]-FQSE nOKHO yMEHBIIAThCS, YTO MOKET yKa3blBaTb Ha POJACTBO CAlWTOB CBA3bIBAHHS
M3y4aeMbIX JIMTaHAO0B ¢ MecTamu cBsi3biBaHus FQSE.

[00674] B nannHol Moaudukamuu ombiTa OBUIO JBa BPEeMEHHBIX BapuaHTta: 1)
npenHKyOanms -20 MUH, HHKyOauus - 25 muH; 2) npenHkyoauus - 1 yac, nakyOarwmst - 30 mun. U
B TOM, U B JPYTOM ciy4yae KomuuecTso cBsszabmierocs [CH]-FQSE yMeHbIIanoch TOILKO TpH
NPOBENEHUHN Tpe-MHKyOaluu ¢ auasenamoM H nperHeHoJoHoM (p<0,05; T-tect CrproneHTta)

(Tabauma 11).
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[00675] Tabmuua 11. BausiHue npenHKyOauu ¢ Ana3enaMoM U IPEerHEHOJOHOM Ha
KOJIMYECTBO MecT cBs3biBanus MedenHoro ["H] FQSE. 3a kontposns (100%) NpuHMManuch npoohbl

NPEeNHKYOMpOBaHHbBIE 0€3 KaKOTro-Tu00 JIMraHaa.

Ipe- BrusHue Mpe-MHKyOaLy Ha KOJIMUEeCTBO MecT cBasbiBanus [PH]-FQSE

UHKyOaIs
IIpe-nnkyOarmst 20 muH + uakyoauus | [Ipe-unkybarus 1 yac + unkydauus 30
C BILECTBOM
25 MuH MHH

Junaszenam 90 86

IIpernenoso | 87 81

H

[00676] 10.3.4. DTtan 4.

[00677] Crennduueckoe CBA3BIBAHME PACCUUTHIBAIN, KaK PA3HULY MEXIy O0OIUM
U Hecreu(pUIECKUM CBsI3bIBaHUEM. Pe3ynbTaThl, MOJyUeHHbIE HA TAHHOM 3Tarle, IPeACTaBICHbI
B Tabnmue 12.

[00678] Tabmuua 12. Bnusaue FQSE Ha cBssbiBaHue O€H30MA3EMUHOB C
cooTBercTBytomuM caiitom 'AMK-A penenropa. 3a kouTposb (100%) npuHUMAarOTCS 3HAYSHHS
crenn(UIecKOro CBSI3bIBAHUS, JJISI KOTOPHIX B HECHEM()UIECKOM CBSI3bIBAHMU HCIIONB3YETCS

TOJIBKO JHUa3€IiaM B COOTBGTCTB}H-OH.IGIZ MOI[I/I(I)I/IKaLII/II/I pPaaruoOIMraHaAHOTO aHaJIn3a.

Cneuuduueckoe  csspiBanue  [“H]-(uyHuTpasenama
OTHOCHUTEJIbHO KOHTPOJIsL, %o
Monuduxkarnms
Wukybanus 30 MuHYT Wukybanus 30 MuHYT
4°C 24°C 4°C 24°C
Juazenam 10°M 100 100 100 100
Juazenam 10°M + FQSE 10*M | 100,3 100,9 101,1 100,6
Juazenam 10°M + FQSE 10°M | 100,0 100,7 101,1 99,8
[00679] Bo Bcex wucCnonb3yeMbix MOIUGPUKALUAX PATUOJUTAHIHOTO aHAJH3a

OeH30/1Ma3enmnHOBLIX penentopoB in vitro FQSE He okasbpiBam BIMSHUS Ha CBS3bIBAHUE
OEeH30/IMa3eMMHOB C COOTBETCTBYIOIINM caiitoM I’ AMK-A-penenTopa.

[00680] 10.3.5. Dtan 5

[00681] Ha nepBom stame mHkybauus nposoamiack 25 u 50 MuHyT (yKa3aHHbIE
BpPEMEHHbIC WHTEpBaJbl ObUTH BBHIOPAHBI HA OCHOBAHUH JAHHBIX, IMMOJyYEHHBIX B pPE3yJIbTATE

NPEABIAYIINX UCCIIEOBAHUI) P KOMHATHOH Temnieparype. Hu 0HO M3 M3y4aeMbIX BEIECTB HE
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BJIVSUIO Ha crienr(puyeckoe CBsI3bIBAHUE MEUYEHOTO MENTHAA BO BCEM MHTEPBAJIE MCIOIB3YEMbIX
koHHeHTpauuii (p <0,05; T-tect Cterogenta), BenmuuuHbl [Cso cocrasunu >100 mxmomns/n (PUC.
74).

[00682] Ha BTopom 3tame nHKyOaius mpoxoania Mpu KOMHATHON TeMIiepaType, HO
MOPSZIOK MOMEIEeHHUS] B UHKYOALIMOHHYIO CMECh €€ COCTABJISIOIIUX ObLT IPYTUM: BHauase B Oydep
no0aBsAN OETKOBYIO CYCHEH3MIO MeMOpaH u HemedeHblil qurann I'AMK-A peunentopa B AByX
koHuenTpamusax 10* u 10 (mpe-unkyGauus), a uepes 1 wac - ['H]-FQSE (unxybarms).
Wnkybanust mmnack 25 MUHYT. YKa3aHHblE BPEMEHHbIE WHTEPBaJIbl ObUIM BBIOpaHBI Ha
OCHOBAHUU JITAHHBIX, MOJYUYEHHBIX B pe3yJbTaTe NMpeablayIiux ucciaenopanuil. [lpu cesspiBaHuM
HEMEeUeHOro BellecTBa ¢ cobcTBeHHbIME caiitamu FQSE, xonmmaectso casizasmerocs [CH]-FQSE
JOJIKHO YMEHBIIATBHCS, YTO MOJKET YKas3blBaTb Ha POJCTBO CAaWTOB CBSA3BIBAHUS H3y4aeMbIX
JIUTAHZIOB ¢ MecTaMu cBsi3biBaHusi FQSE.

[00683] B nanHOW MonmuduKanuy OmbiTa HA OJAHO M3 HCCIENYyEeMBIX BELIECTB B
YCIOBUSIX BLIOPAHHOH INIPEMHKYOAlMHd HE HM3MEHSIO KOMMuecTBO cessasimerocs [‘H]-FQSE
(p<0,05; T-tect Crpronenra) (Tabmuma 13).

[00684] Tabmuua 13. BausiHue npeuHkyOannu ¢ UCCIEAyEMbIMH BEIIECTBAMH Ha
KonmuuecTBo MecT ceasbiBanus ["H]-FQSE. 3a xoutponb (100%) nmpuHUMArOTCs MpoObl, B

KOTOPBIX O€NKoBasi CyCHeH3usi MeMOpaH MpenHKyOnpoBanach Oe3 m00aBieHHs HEMEUYeHBIX

JIUTAHJIOB.
Bemectso, HCTIONTB3yEeMOe B | KommaectBo cpszasmerocs [*H]-FQSE mocrne
npenHKyOannu NPEeNHKYOalM1 OTHOCUTENBHO KOHTPOJIS, %0
10*M 102.56
Isoguvacine
10°M 104.33
10*M 93.93
SCS
10°M 104.58
10*M 94.79
Bretanezil
10°M 104.51
10*M 101.36
SL 651498
10°M 106.98
MKO0343 10*M 98.58
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10°M 104.65
10*M 100.59
THDOC
10°M 103.38
10*M 103.14
TB21007
10°M 105.28
10*M 9931
Gaboxadol
10°M 100.25
10*M 102.65
FGIN-1-27
10°M 102.33
4
Allopregnanol 10"M 100.90
one 10°M 103.18
[00685] 10.3.6. DTan 6.
[00686] beuin nmosydyeHwe AaHHbIE C OTPULIATENIBHBIM KOHTPOJEM ISl MECT

cesisbiBanus [H]-FQSE. Jns 5Toro 6bUIM BbIAENEHb MEMOPaHbI MO crenu(IIeckoil METOI1KE,
memOpanbl ¢ NMDA-penienTopaMu, Ha KOTOPBIX OBLJIO TIPOBEPEHO crenu(ruueckoe CBsI3bIBAHME
cooTBeTcTBYIOLIEro gurasaa MK-801.

[00687] B pesynprare pamuonuranmaHoro aHaimmsa in vitro NMDA-penentopos
ObL1a mostydeHa kpusasi BeitecHeHus ¢ [Cso = 0,007+0,0004 mxmonnw/n. Ha 3tux ke MmemOpaHax
ObLT MIPOBEZIEH PafAHONMraHHbIl aHamus ¢ ucrnonb3osanueM [PH]-FQSE u nemeuensiM FQSE,
KOTOPBII MOKa3aJd OTCYTCTBHE B JAHHOM CIIydae MECT CBSI3BIBAHHS [UIA M3y4aeMOro MeNnTHAa
(pasHuna Mexay oOIINM U HecTieUpUeCKUM CBsi3biBaHUEM coctasmia 11%).

[00688] 10.4. BeiBoabI

[00689] Beutu HaiineHol Mmecta crenupuueckoro cpssbianus [CH]-FQSE Ha
MeMOpaHax Kopbl MO3ra Kpbic ¢ BenuuuHoi ICso=2%10C M.

[00690] IMentun FQSE He KOHKYpHpOBas 3a MecTa CelU(IIECKOro CBA3BIBAHHS
nuraaga TAMK-A penenropa [*H]-SR 95531.

[00691] Mecra crnenupudeckoro cpsasbiBanus [CH]-FQSE oTnuuaroTcs oT caiiToB
CBSI3BIBAHMS HW3BECTHBIX JIMTAHIOB JO()AMHUHOBBIX, CEPOTOHHHOBBIX, AalE€TUIXOJHHOBBIX,
TJIyTAMATHBIX PELENTOPOB.

[00692] Yacruunoe cpoactso (ICso~10* M) k mectam cesaseisanus [*H]-FQSE
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MOKa3aJIn Tha3enaM U MPErHeHOJOH.

[00693] FQSE He okasbiBaq BIMSHHUS HA CBSI3bIBAHHUE OCH30/IUA3EIHHOB C
cootBercTByromnM caiitom '’ AMK-A penenropa.

[00694] Mecra cnenupudeckoro cpsasbiBanus [CH]-FQSE oTnauuaroTcs oT caiiToB
CBsI3bIBaHUS M3BeCTHbIX juraHaoB ' AMK-A peuentopos: Isoguvacine, SCS, Bretanezil, SL
651498, MK0343, THDOC, TB21007, I'abokcanon, FGIN-1-27, Allopregnanolone.

[00695] ITonydeHsl naHHBIE C OTPULATEIbHBIM KOHTPOJIEM IJII MECT CBSI3bIBAHUS
[*H]-FQSE, uTo MoATBEp:KAaeT HaMMUKe MECT CHIEeLM(pUUECKOTO CBA3bIBAHMUS MENTH/IA.

[00696] IMpumep 11: HccnenoBanme >dpdexkroB mnentuga FQSE Ha
OWKYKYJUTHHOBOW MOJIENH

[00697] Lenpto uccnenoBaHusi ObUIO W3YYHTh MOTEHLUMAJIBHBIA HEHPOTPOIHBIN
s¢dext nentuaa FQSE Ha poHe BBeneHNs ONKYKYJIIHHA.

[00698] Jns  OuleHKW MexXaHW3Ma JeWCTBHs TeNnTHIa B JaHHOW paboTe
UCTIOJIb30BaIaCh OMKYKYJUIMHOBAst Moaenb. bukykysmus (bicuculline) — mpuponHoe coennHeHue,
SIBJIIOLIEECS] AJIKAJIOMIOM, BIIEPBBIC BBIICICHHBIM HX JKCTPAKTa JIMCTbEB pacTeHus Dicentre
cucullaria, cemeiicrBa Fumariaceae. I1o cBoeii mpupone sSBIsieTcss KOHKYPEHTHBIM aHTarOHUCTOM
I'AMK-A peuentopos. IIpu BHyTpuBeHHOM BBeneHHH B 103¢ 0,1-0,4 MI/KT BBI3bIBAET CyJOPOTH
Y MblIeH, MPOJOKAIOIIMECS N0 HECKOAbKMX 4YacoB, 3a CdeT HapyuieHus pabotbi Ca’-
saBucumbix K™ kananos (Khawaled (1999). Bicuculline block OF small-conductance calcium-
activated potassium channels. Pfliigers Archiv, 438(3):314-321). Ilpu BHYTPHUOPIOIIMHHOM
BBEICHUHU TIpemnapara B 03¢ 5 MI/KI CYIOPOTH HE OTMEYAIOTCs, HO MIPU STOM B NMOBEIEHYECKUX
TECTax aKTUBHOCTH MPENapaToB, oTHocAmMXCs K rpynmne I'AMK-A MoayasiTOpOB, OKa3bIBAETCS
CHJIbHO CHIDKEHHOH OTHOCHTENBHO 3HAUEHWH JJIsl JaHHBIX COSAMHEHUI 0e3 OMKyKyJIHMHA, YTO
NOATBEPKIAeT (PYHKUHUOHAIBHOE eHCTBHE HccienyeMblx Bemects yepe3 [ AMK-A peuenTtopsl
(Mizushige (2013). Aromatic amino acid-leucine dipeptides exhibit anxiolytic-like activity in
young mice. Neurosci. lett., 543:126-129). HNmenno k rpynnme ['AMK-A moaynsaTopos
TEOPETUYECKH OTHOCUTCS UCIIONb3YEMBIN B TeKylleM ucciaenoannu nentu FQSE.

[00699] 3amaya WCCAENOBaHHS OICHUTH BIUSHUE BHYTPUOPHOIIMHHOTO (B/0)
BBeneHus nentunaa FQSE Ha ¢pone BBeneHns OMKyKyJIMHA Ha TIOBeeHHEe Mblinei tnHuu BALB/c
B TecTax «lIpunonHaTeiii kpecTooOpa3Hblil nadbupunT», «Henzberaemoe maBanue o Ilopconbty

(nByxnHEBHAS MOITU(DUKALIHS)Y.

[00700] 11.1. Marepuanbsl U METOIIBI
[00701] 11.1.1. XKuBoTHbIE
[00702] PaboTa BemosHeHa Ha 48 camiax Mmbimeid tuauu BALB/c. Macca Tena k

Havajly skcrnepuMenTa Obuia 25-28 r. Bee sxuBOTHBIE ObUTH CBOOOIHBI OT BHUAOCHEIIM(PUIHBIX
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naroreHoB (SPF craryc mo crnmucky FELASA, 2014). XKuBoTHbIE COmepKaNCh B YCIOBHSIX
BUBApHs MPH MIOCTOSTHHOM BO3AyX0OOMeHe He MeHee 1511/4, co CBOOOAHBIM AOCTYIIOM K THIIE
BOJIC U €CTECTBEHHOM Y€PEIOBAHNHN CYTOUHON ocBeweHHOCTH 124: 124 (cBet BKutovasncs B 09:00).
CopnepxkaHue >KMBOTHBIX W TPOBENEHHE SKCIEPUMEHTOB OCYIIECTBIISIM B COOTBETCTBUH C
mexxayHapoaabivMu EBponeiickumu (Directive 2010/63/EU of the European Parliament and of the
Council of 22 September 2010 on the protection of animals used for scientific purposes) u
Poccnitickumu (I'OCT 33216-2014 PykoBOACTBO MO CONEPIKAHHIO M YXOIy 3a JabOpaTOPHBIMU
JKUBOTHBIMH) OMO3THYECKUMH TpaBWIaMu. B mccienoBannu KMBOTHBIE ObUTH pasneneHbl Ha 4

SKCMIEPUMEHTAIIbHBIE TPYIIIBI U MMOJTyYalid HHbEKLUHU BEIECTB KaK yka3zaHo B Tabmune 14.

[00703] Tabnuua 14. DxcniepruMeHTaNIbHBIE TPYIIITBI
Hassanue rpynmnst Kon-so | Tectupyemoe BewmecTso Bospnelicteue
JKUBOTH
BIX
1.Konrtpons 12 B/6 BBenenue pacteoputens no | IlpunonHsaTeiit
CXeMe BBEICHHs BEIIECTB H3 [ KpecTooOpa3HbIH
OTIBITHOM T'PYIIITBI JTaOUPUHT,
Hewusberaemoe
2. FQSE 12 B/6 BBenenne FQSE B noze 20
TUTaBaHUE 1o
mr/kr  3a 30 MHH 10
ITopconbry (2-mHEBHAS
TECTHPOBAHUS TIOBEICHUSI.
MO UKALIHS)
3. bukykysnux 12 B/6 BBemeHue OWKyKyJIMHA B

nose 5 wmr/kr 3a 30 MuH. A0

TECTUPOBAHUA TTIOBCACHUA.

4. FQSE+ bukykynaun | 12 B/6 BBenenne FQSE B noze 20
MI/Kr 1 OUKYKyJHHa B 103€ 5
mr/kr  3a 30 wMumH 70

TECTUPOBAHUA TTIOBCACHUA.

[00704] Bce BemectBa BBOmWIM BHYTpHOpROIIMHHO (B/0) B oObeMe 10 MK
pacTtBopa Ha 1 r Beca *uBOTHOTO 3a 30 MUHYT A0 NMOBEJAEHUECKOro TecTupoBaHus, nentug FQSE
B 103e 20 Mr/kr, OUKyKyJuIiH — 5 MI/kr. B nenp Obuio nposeneHo He Oonee onHoro tecta. Criucok
U TIOPSIIOK TPOBEICHHBIX TECTOB: NIeHb | - MPHUMOAHATHINA KpectooOpasHbiil madupunt (ITKJI),
neHb 8—9 Hensberaemoe miaBanue mo I[opconpTy (ABYXIHEBHAS MOIU(PHUKALINS).

[00705]
[00706]

11.1.2. CtaTUCTHYECKUH aHAINA3

Craructudeckyro  00pabOTKy  JaHHBIX TNPOBOJWIM C  HOMOIIBIO
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HenapaMeTpUIecKoro Kpurepusi MaHHa-YUTHH JJis1 BBIOOPOK ¢ pacrpeneeHreM, OTIUYHBIM OT
HOPMAJIPHOTO, WJIM MPU MOMOIU OAHO(MakTopHOro aucrnepcuonHoro anamusza (ANOVA) ¢

arioCTEPHUOPHBIM aHAJIM30M C HCIIOJIb30BaHUEM KpuTtepusi Puinepa st BBIOOPOK ¢ HOPMaJIbHBIM

pacrpeneneHueM.
[00707] 11.1.3. IIKJI
[00708] TecroBas ycranoeka (IIpomssomcteo OOO HIIK “Otkpwitas Hayka”,

Poccust) cocTonT U3 ABYX 3aKPBITHIX M ABYX OTKPBITBIX JIyYeH, pacroOKEHHBIX HAMIPOTHB APYT
apyra. JmuHa nyda 30 cM, BeIcOTa OOPTOB 3aKpBITBIX Jy4deidl paBHa 15 cm. Bces ycraHoBka
npunoAHsaTa Ha 70 cM Haa ypoBHeM mnojia. OTKpbITBIE JIyYH HMEIOT SIPKOE€ pPaBHOMEpPHOE
ocseerne 400 mokc, 3akpbiTeie — 30-40 moke. JKuBOTHOE moMemanu B LEHTP JaOUPUHTA,
rOJOBOM K OTKpeITOMy Jydy. B Tewenne S5 wmunHyT mnporpammoii Ethovision (Noldus)
ABTOMATHYECKH PErHCTPHPOBAIH CIEAYIOLINE MOBENEHUE MapaMeTpbl. oOmuil mpober (B cMm),
BpeMs IBH)KEHUS (TIPH CKOPOCTH OoJiee 5 cM/cek), BpeMsl HEMOABHXKHOCTH (ITPH CKOPOCTH MEHee
0,2 cm/cek), cpemHssi M MaKCHMAaJbHAs CKOPOCTb, KOJHYECTBO SIMU30J0B TOIBIKHOCTH H
3amupanus. Takoil >xe HaOOp mapameTpoB, a TaKKe JIATEHTHBIA TEPHOA U IJIUTEIBHOCTH
npeOBIBaHUS PETHCTPUPOBAIHN ISl EHTPAIBHOTO CEKTOPA, OTKPBITOTO M 3aKPHITOTO PYKaBOB IO
otnenbHocTH. B Tecte ITKJI kK OCHOBHBIM MOBEAEHYECKUM [TOKA3aTeNAM, KOTOPbIE XapaKTePU3YIOT
AHKCHOJIUTUYECKUN 3P PEKT UCCIEeAYEMBIX IPENapaToB, OTHOCITCS “BpeMs Ha OTKPBITHIX JIydax,

29

¢’, “4MciO BBIXOJOB HA OTKPBITbIE Jyud , a TaKKe IPOU3BOAHBIN IOKa3aTelb ‘“MHIEKC

,
tpesoxxHOcTH (MT), KOTOpBIN paccunThiBaercs no cuenyrommen popmyne: UT = 100%*(1- (Bpemst
HA OTKPBITBIX JIydax/o01ee BpeMsi TECTUPOBAHMSI + YHCIIO BBIXOJOB HA OTKPBITHIE JIydn/olmiee
KOJINYECTBO BBIXOZOB)/2). VBeNUUEHUE BPEMEHH, NMPOBEICHHOIO Ha SIPKO OCBEIEHHBIX JIydax
JTaOUpPUHTA, B COBOKYMHOCTH C YBEJMYEHHEM YHCIIa BBIXOJOB Ha OTKPBITHIE JIYYH, & TaKKe
CBSI3aHHOE C JTaHHBIMH MapaMeTpaMu yMeHbineHue UT SBISIOTCSA KIIACCUYECKMMHU MOKa3aTeIsIMU

ITOBBIIICHUA OpI/IeHTI/IpOBOLIHO-I/ICCJ'IeI[OBaTeJIbCKOfI MOTHUBALUH, CHWXCHUU TPEBOXKHOCTHU, a

TAKXKE CBUACTCIIbCTBYIOT 00 aHKCHOJIUTHYECKOM HeﬁCTBHH BCIIECTBA.

[00709] 11.1.4. TlpunymutenbHoe 1utaBanue 10 IlopconpTy (IBYXIHEBHAs
MoauduKarms)
[00710] B pamkax naHHOUW MoamduKanuu NPOBOIUTCS JIBA TECTHUPOBAHUS B

TE€YEeHHE IIBYX IHEH. YCTaHOBKa NpEACTaBisieT COOOH MpO3padHbIil cOCyn, BBICOTOH 30 cM,
arametpoM 10 cm, 3amomHeHHbIH Boaoi (Temnieparypa Boasl +21 -+23°C) no OTMETKH Ha BbICOTE
25 cM. B nepBblil AeHb KaXa0€ )KUBOTHOE nomenan Ha 10 MuHyT B ycTaHoBKy. [loBeaeHueckue
napaMmeTpsl He peructpupoBand. Ha BTOpol AeHb KMBOTHBIX CHOBA nomMemand Ha 10 MUHYT B
YCTAHOBKY. PeructpupoBaiu NpoJOJLKUTENBHOCTh AKTUBHOTO (PHEPIHYHbBIE JBIMIKEHHUS] BCEMHU

JlaTiaM#) U MacCUBHOTO (ciadble rpeOKM 3aJHUMU JlaTlaMH) TIJIABAHMSI, a TAK:Ke HEeMOABHKHOCTH
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(mvmmobunmzanmn) (Porsolt et al. (1977) Behavioral despair in mice: a primary screening test for
antidepressants. Arch Int Pharmacodyn Ther. 229(2):327-36, ¢ m3smenenusimu). Ilocne kaxmoro
TECTHPOBAHUSI MbIIeH MOMeIand B OOOTPEeBaeMYyIO KIETKY OO BbIChIXaHMA. llokaszarenu
NOBEJCHUs B JAHHOM Tecte oOpalaTeiBany mpu mnomoinu mnporpammel  «Real timery,
paspaborannoii OO0  HIIK  «Ortkpeitass  Hayka», mosBossiromeid  (pUKCHUPOBATH
MOCIIEIOBATEIBHOCTh COOBITHH, WX MPOAOJDKUTENBHOCTb, a TaKkKe IMpPOBOIUTH Oa30BYIO
CTaTUCTHUECKYI0 00paboTKy naHHbIX. [IpuHYnuUTENnbHOE miaBaHue mo IlopconbTy HCMONB3YIOT
111 OLIEHKH aHTHIETIPECCAHTHO-NIONOOHOH aKTUBHOCTH UCCIIEAYEMbIX BEIECTB.

[00711] Hccnenosanue nposoamnu B coorBercteuu ¢ I'OCT 33215-2014 IpaBuna
o0opynoBaHUsl TOMEIIEHWH U OpraHu3alud mpouenyp npu padore ¢ TadOpaTOPHBIMU
xuBoTHBIMHU, ['OCT 33216-2014 IIpaBuna paGoTel ¢ 1a00OPaTOPHBIMH IPhI3YHAMH M KPOJIHMKAMH,
Hupextusa 2010/63/EU EBponeiickoro nmapiaMeHTa u coBeta EBpomneiickoro corosa mo oxpaHe

JKUBOTHBIX, UCIIOJIb3YEMbIX B HayuHbIX Lesx. Ilepeson Rus-LASA, 2012.

[00712] 11.2 Pe3ynbTaTsl

[00713] 11.2.1. Ouenka 3¢(heKkTOB HCCeNyeMbIX BEIIECTB HA TIOBEICHNE MBIIIEH B
tecte I1KJI

[00714] ITentun FQSE 3Haunmo yBenuuus BpeMsl, IPOBEACHHOE HAa OTKPBITBHIX

pykaBax (60.9+13.31 ¢ mpotus 32.4+6.77 ¢ B rpynie koHTpoJib) (PUC. 75A), a Takke KOJINIECTBO
3aX0JI0B B OTKpBITBIE pykaBa (4 + 0.65 mporus 2.2 + 0.48 B rpynmne koHTposb) (PUC. 75B).
H3smeHeHns naHHbIX napameTpoB npusenu K nagenuto U T B rpynne memeit, nonyyasmux FQSE,
10 CPABHEHHIO C KOHTPOJIbHBIMH 3HaueHUsIMU (73 + 3.8 u 85+2.7% cootsercrBenHo) (PUC. 75B).
[TonyueHHbIE pPE3yJbTATHI CBUAETENBCTBYIOT O BBIPAKEHHOM AaHKCHOJIMTHYECKOM 3(dexTe
nentuaa B 1o3e 20 Mr/Kr.

[00715] Mbr He Habmromanm w3MeHeHHWH mnapamerpoB moBeaeHuss B IIKJI y
JKUBOTHBIX, TOJIy4aBIIUX OUKYKYJUTHH B 03¢ 5 Mr/kr. CoBMeCTHOE BBeIEHHE OMKYKYJUTUHA U
nentuaa FQSE Takke He npuBoania K CHHXKEHUIO TPEBOKHOCTH MBILIEH.

[00716] Takum  obpa3om, aHkcuonurmueckuii s¢dexkr mnentuga FQSE
OTCYTCTBOBAJI IIPU COBMECTHOM BBEACHHUH C OMKYKYJUIMHOM — KOHKYPEHTHBIM aHTaroHHCTOM
I'AMK-A peuentopoB, YTO MO3BOJIIET MPENIONOKUTh, uTo (PpyHKIMOHANBHBIE 3(dexTrr FQSE
3aBUCAT OT B3aumozeiictaus ¢ TAMK-A penentopamu.

[00717] 11.2.2. Ouenka 3¢)(heKkTOB HCCeNyeMbIX BEIIECTB HA TIOBEICHNE MBIIIEH B
TecTe MpUHyauTeNbHOe MmiaBanue no [lopconsry

[00718] Ilentun FQSE npuBomun K 3HAYUTENBHOMY YBEJIUYEHUIO BPEMEHU
AKTUBHOTO IIJIABaHMS O CPABHEHHMIO C KOHTposbHOW rpymmoit (103.7+16 ¢ u 57.1+17.62 ¢)

(PHUC.76), uTo MOKET paccMaTPUBATHCS KaK aHTHACTIPECCAHTHOE NeiicTBHe menThaa. Beenenue
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OMKYKYJUJTMHA HE OKa3aJIo BJIMSHUE HAa MapaMeTPbl aKTUBHOCTH MbIIIEH B TaHHOM TecTe. JlaHHbIHI
pe3yJabTaT corjacyercs ¢ mnpenbinymmMmu  uccienoBanusmu (Mizushige et al. (2013).
Characterization of Tyr-Leu-Gly, a novel anxiolytic-like peptide released from bovine aS-casein.
FASEB J., 27(7), 2911-2917). Mbiuy, nony4asiine coBMecTHO OMKykysunH U FQSE Takxke He
OTJIMYAJNCh OT KOHTPOJBHBIX JKMBOTHBIX MO TMOBENEHHIO B TecTe. [laHHbIE pe3yibTaThl
yka3piBatloT Ha To, uro nentun FQSE B noze 20 Mr/kr nmpu BHYTPHOPIOIIMHHOM BBEACHUHU
OKa3bIBAET BBIPAKEHHOE aHTHIETIPECCAHTHOE JIEHCTBUE, MEXaHU3M KOTOPOTO, BEPOSATHO, CBS3aH
¢ Bzaumozeiicrsuem ¢ '’ AMK-A peuentopamu.

[00719] 11.3. BeiBoanl

[00720] Bryrpubpromnnnoe peenenue nentuna FQSE menmam Balb/c B mosze 20
Mr/kr 3a 30 MHHYT [0 TIOBEIEHYECKOrO TECTHPOBAHUS TPHUBOIWIO K BBIPAXKEHHOMY
AHKCHOJUTUYECKOMY U aHTUACTIPECCAHTHOMY AEHCTBHIO.

[00721] Beenenne OukykymmuHa Mbimam Balb/c B moze 5 mr/kr 3a 30 muHyT 10
MOBEJICHYECKOTO TECTUPOBAHUS CcaMO IO cebe He BIISIO Ha MapaMeTpbl TPEBOKHOCTU H
JENPEeCcCUBHOE COCTOSIHUE KUBOTHBIX.

[00722] BBenenne — OWMKyKyJUTMHA ~ 3HAYUTENBHO  CHUXKAJIO  MPOSBIIEHUE
AHKCHOJINTUYECKUX M AHTUIENPECCAHTHBIX CBOMCTB mpenapara FQSE, uro mnos3Bomsiercs
NPEANOJOXKATh  MEXaHM3M  (PYHKIMOHAJIBHOTO  NEHCTBHS ~ JAHHOTO — MENTHAA  4epes

B3aumozeiicrsue ¢ TAMK-A penentopamu.

[00723] IIpumep 12: Bddexter HOBoro mentuna FQSE Ha in vitro mopenw
HeWpOoBOCHANIEHUSA
[00724] Ienbro uccnaenoBanus ObLIO OLEHHUTSH in Vitro 3¢ dexter nentuaa FQSE Ha

monenu sunonosucaxapun (JIIIC)- uHIynHMpOBaHHOTO BOCHAJCHUS HA NMEPBUYHON KYJIBTYpe
[JIMAJIBHBIX KJIETOK MBIIIH.

[00725] 12.1. Metonsl

[00726] Krnerounsle KynbTypsl ObUTH pa3aesieHbl Ha 10 SKCepUMEHTAIbHBIX TPYIII

U NIOJIBEPTAJIUCh CIEAYIOLINM BO3AEHCTBUSM:

[00727] 1) KoHTpOSIbHBIE HHTAKTHBIE KIETKU

[00728] 2) + unkybauus B cpene conep:xkaieii JIIIC (250 ar/mn, 24 yaca)
[00729] 3) + JIIC + FQSE 0,04 MmxM

[00730] 4) + JIIIC + FQSE 4 MmxM

[00731] 5) + JIIC + FQSE 40 MmxM

[00732] 6)+ JIIIC + FQSE 400 mxM

[00733] 7) + FQSE 0,04 mxM

[00734] 8) + FQSE 4 mxM
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[00735] 9)+ FQSE 40 mxM

[00736] 10)+ FQSE 400 mxM

[00737] 12.1.1. Mccnenyemble napameTpsl

[00738] Yposuun  skcnpeccun  (MPHK,  IIIIP-BP)  mpo-BocmanmurenbHBIX
onomapkepos : IL-6, II-1b, TNFa, IKKb.

[00739] 12.1.2. DxcniepuMeHTalbHbIE IPOLIEAYPbI

[00740] [enbiit MO3T OJTHO-IBYXTHEBHBIX HEOHATANbHBIX MbIiel jguaun C57/Bl6

0e3 MUHIAJINH MOMeLay ¢ cOaaHCUPOBaHHBIN coJieBoil pactBop XsHka (HBSS) 6e3 kambims u
marHus (Gibco 14190144) u obpabaTbiBaan B COOTBETCTBHH C MHCTPYKLHSIMH TPOU3BOIAUTEIIS
Miltenyi Biotec. Bce mpouenypbl Obutn omoOpeHbl OmosTHueckoi komuccueii Wayne State
University B cOOTBETCTBHH ¢ pekoMeHaauusmu HanmonaneHoro Muctutyra 3moposest (NIH).
CynepHaTaHT CITUBAJIH, U OCAJOK pe-CyCIeH3upoBaIn B 1-2 Myt MomudumpoBaHHoi cpenbl Mria
Hynsdexko (DMEM)/miuratenbhas cpena F-12, 6e3 penonosoro kpacaoro (DMEM/F-12), (Gibco
21041025), ¢ nobasnernem 10% nrakTuBHpOoBaHHOH ObIubeill cbiBopoTKU (FBS) (ThermoFischer
10082147) wu 1% anTubOuotuka-antumukoruka (ThermoFischer 15240062). Ilocne
rOMOTeHHM3alny, KieTkn BeipamuBanu Bo ¢aakoHax Nunc™ Cell Culture Treated Flasks with
Filter Caps (ThermoFischer, 178905) B 10 mu cpenst [DMEM/F-12; 10% FBS; 1% anTn0noTtuk-
aHTUMUKOTHK]| B mHKybOaTope (Galaxy 170R, Eppendorf) B ycnosusx 5% CO2 u temneparype
37 °C. KynpTypsl pacTHINCh B Te4eHUH 8-10 qHEH, ¢ YaCTUYHOM 3aMEHOM Cpeabl sl HHKYOaInu
(70%) xaxneie 48-72 u. Ilpu noctiskeHun 80% KOH(IIIOIHTHOCTH, KJIETKH MHKYOHPOBaIM Ha
metikepe npu 200 06/mMuH Ha 2 yaca nipu 37 °C, 4TOOBI OTAETUTH HEHPOHAJIBHBIE KIETKH OT
rmuanbHbelX. CyCNEH3MI0 KIETOK CJIMBAIM, & NPUKPEIUICHHbIE KIETKU NPOMBIBAIA | MI
Hynbbexko Pocdarro-coneBbiM Oydepom, He coneprkariero kanpius u Maraus (DPBS), (Gibco
14190144). 3atem nobasmsum 5 ma 1X tpuncuna (ThermoFischer 15400054), u unkyOupoBanu
KJIeTkn B TedeHune 15 munHyT B mHKyOarope (5% CO2 mpu 37 °C). Ilocne, noGasnsam 5 mi
MUTATENBHON Cpebl Al HHIHOUPOBAHMS AKTUBHOCTH TPHUIICHHA, & KJIETKH HEHTpU(yrupoBaIu
npu 1000 06/mMuH 10 MEHYT NpU KOMHATHOH TeMIieparype. 3aTeM KJIETKHU pacCakKuBasd B 24-
ayHouHbIH miaHmeT (80 000 kieTok Ha JIYHKY), A00aBJIEHUE BEIECTB OCYLIECTBIISIN Yepe3 48
JaCOB MOCJIE PACCATKH.

[00741] Knerku nakybupoBanu B TeueHne 24 4acoB B cieayromux yciaosusix: JIIIC
(250 ur/mn) wmm nentug FQSE (400 mxM, 40 MM, 4 MxM, 0,04 mxM). Takke mpoBoguin
coBMecTHY0 nHKyOanuto ¢ nenrugom u JIIIC: (400 mxM + JITIC, 40 mxM + JITIC, 4 mxM + JITIC,
0,04 mxM + JIIIC]. Ha kaxpoe skcnepuMeHTaibHOE ycioBue 3—4 mosropHocTH. Cpema nmis
UHKyOauuu 0e3 BeIeCTB CIy)KUia KOHTPOJIbHBIMH YCIOBUSIMH.

00742 B kxoHue uHkyOanUy ¢ BEIIECTBAMU KJIETKU OTMBIBAIM | MJI XOJIOIHOTO
y
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DPBS u Tyt xe ausuposaiu B 1 mi Tpuszosna, mocyie 4yero npoBOAWIN MPOLEAYPY SKCTPAKIINH
PHK. Yposuu skcnipecuun MPHK renos TNF-alpha, IL-1b, 11-6 u IKKb 0b111 nccnenoBaHsl.

[00743] 12.2. Pe3ynbTaThl

[00744] Pe3ynbrarel KOJIMYECTBEHHOTO W3MEPEHUsT YPOBHS OTHOCHUTENBHOU
skcnpecuu reHoB TNFa, IL-1b u [1-6 npencrasnens! Ha PUC. 77. I3meHeHne ypoBHEH SKCIIPEeCHu
TNFa B otBer Ha FQSE Hocuio BeIpakeHHBIH 103a-3aBUCUMBIH 3¢ dexT. B xoruenTpamn 400
MkM nentug FQSE sddexrusno nonasssun JIIIC-uanynuposannyto skcnpeccuro TNFa, onHako
a¢dextsl Oonee Hu3kuXx kKoHUeHTpanuii FQSE Obutn cratucTHdeckn He3HAYNMMbIMU. BO3MOKHO,
YTO TPU XPOHHUYECKOW CTHMYJLSILUH MOTEHUIHAIbHO Oosiee crnabbimu cTpeccopamu, dem JIIIC,
6onee Huskue koHueHTpaunu FQSE mo-npexxHemy OynyT OKa3bIBaTh MPOTHBOBOCIIAIHUTENBHOE
aeiicTBre. DTO MpEAnonokeHue noareepxkaaercs TeMm ¢axrom, uto FQSE (naxe npu 0,04 MxM)
croco0eH CHIWKaTh Oa3anbHble ypoBHH skcrpeccunn TNFa u IL-6 B HeakTHMBHPOBAaHHBIX
riajibHbIX KieTkax (0e3 JITIC).

[00745] FQSE nemoHcTpupyeT BBICOKYIO 3(PQEeKTHBHOCTb B OTHOIIEHUHU
nonasienus JIIIC-unnynupoBanHoi skcrpeccuu kak IL-1b, Tak u IL-6 B mupokoM auamnazoHe
103.

[00746] Oxcnpeccust Hwkectosmero curiaabHoro rena NFKb IKKb (PHUC. 78) He
KoppesupoBaia ¢ npucyrcrsueM FQSE, ogHako ypoBHU 3KCMpeccHy reHa ObUTM OTHOCHTEIBHO
cnabbIMU TIPU BCEX UCIIOJIb3YEMBIX YCIOBUSIX WHKyOarmu. Takke BaKHO OTMETHTb, YTO HE OBLIO
oOHapy»KeHO 3HaYNTeIbHbIX N3MeHeHnH B skcripeccuu IKKb B oreer Ha JIIIC, uTO yKa3piBaeT Ha
TO, YTO 3TOT I'€H, O-BUIUMOMY, HE SIBJISIETCS PEJIEBAHTHBIM MapKepOM B JJAHHON MOJIENH.

[00747] 12.3. 3akmoueHune

[00748] FQSE MOAABJIAECT LPS-unnyupoBaHHyto SKCIPECCHIO
npoBocnanuTenbHbIX TUTOKUHOB TNF-anbga, IL-1b u [1-6 B mepBUUHBIX TITHATBHBIX KJIETKAX, YTO
MOJKET YKa3blBaTh Ha €ro POJib B PEryJsLiUd HeHPOBOCHATICHHUS.

[00749] [TonydyeHHble NOaHHBIE KOPPEIUPYIOT € MOPEABbIAYIIUMU pe3yJibTaTaMU
BectepH-Onotrunra (Ilpumep 9), roe 6vuto obHapyxkeno, yto FQSE cnocoOeH HOpMaiu30BaTh
UHIYLHUPOBaHHBIE cTpeccoM ypoBHHU (ochopmnupoBanust ERK1/2 (yaactHuku myru MAPK).
ITomaBneHne SKCHPECCHHM TMPOBOCHAIUTENbHBIX LHTOKHHOB, HAONIOJaeMOe B HACTOSIIEM
HCCJIEZIOBAaHUH, TAaK)K€ MOXHO paccMmaTpuBaTh Kak pesyiprar ' AMK-A-TpurrepHoii penpeccuu
MAPK (Lee et al. (2013). Neurotransmitters and microglial-mediated neuroinflammation. Curr.
Prot. Pept. Sci., 14(1), 21-32).

[00750] IMpumep 13: Hccnenosanue pacrpeaenennsi FQSE B crpykTypax mosra
KPBIC [IOCJI€ HHTPAHA3aJIbHOTO BBEICHMUS

[00751] envro ¢papmakokuHeTHdeckoro uccienoBanusi nenruga FQSE Obuio
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ycTaHoBJieHUe pacripeneneHus npenapara FQSE B otaenax mosra kpbeic mpu WHTPaHA3aJIbHOM

BBEICHHU.
[00752] 13.1 Au3alin uccienoBaHus
[00753] Meuennbiii Tputuem nentun FQSE BBommics wHTpaHasanbHO (W/H) B

obveme B mo3e 500 mkr/kr. BBomumblil kpeicam mpenapar coneprxan 2000 mxKu medeHHOTO
tputuem nentuna ['H] Ac-FQSE. Uepes 6 MUHYT HocJie BBeAEHHUs ObIIU MONyUeHbl HCCIETyeMble
o0Opasipl TKaHeH MO3ra, KPOBH U MOYH.

[00754] 13.1.1 Beibop Buza ;KMBOTHBIX

[00755] HccnenoBaHus Ha SKUBOTHBIX MPEIOCTABIISIOT TOJHYIO HH(POPMALIUIO O
TOKCUYHOCTH  BELIECTBA, KOTOpOE€ IMIpeAarnojaraercss MpPUMEHATb dYenoBekoM. JlaHHoe
UCCIIEIOBAHHE SIBJIIETCS YACTHIO KOMILIEKCHOTO (PapMaKOKHHETHYECKOTO H (PapMaKOJIOTHIECKOTO
UCCNENIOBaHUs  IpernapaTa, MpeAHa3HaueHHOro JUIsl  Tepalnuu  HelpoaereHepaTHUBHBIX
3abonesanuii. Jis ucciaenoBanus ObUTH BEIOPAHBI IOIXOISIIHE ISl TAKOTO UCCIIEIOBAHUS CAMIIbI
KpbIC TuHUHN Wistar.

[00756] 13.1.2 KonnuecTBO KMBOTHBIX

[00757] KonuyecTBO KMBOTHBIX, HMCHOJIB3yEMOE B HCCIEIOBAHUH, COCTABUT S

CaMIIOB KpbIC TuHUK Wister, 4TO JOCTATOYHO JJISI JOCTOBEPHOCTH NAHHBIX H3y4aeMbIX 3((EKTOB.

[00758] 13.1.3 Crioco0 BBeaeHwMs 1 BEIOOP 103

[00759] BemecTBo BBOAMIN OZHOKPATHO, OJTHOMOMEHTHO (OOJIFOCHOE BBEIEHUE)
WHTPAHA3aJIbHO.

[00760] 13.1.4 Iloaroroska 103

[00761] HccnenoBanne mpoBOAWIMCH C HMCHOJb30BAHHEM MEUEHHOIO TPUTHEM

nentuna Ac- FQSE. Jlns storo xpbicam Beommau 2000 MxKu [PH] Ac-FQSE B no3e 500 MKr/kr
(oxono 150 wmkr). PacTBOpel Uil BBENEHHsS JKUBOTHBIM TOTOBHJIM C HCIOJIb30BAHHEM
¢usnonorndeckoro pacrsopa. O0beM pacTBopa ISl HHTPAHA3AJIBHOTO BBEACHUS cocTaBisul 20

MKIJI 1JI KPbIC.

[00762] J103bI TIOCIIEe IPUTOTOBJICHUS A0 BBEACHUS XpaHaTcs npu 4+2°C B TeueHne
3 4acos.

[00763] 13.1.5 Conepxanue 5KUBOTHBIX

[00764] JKuBOTHBIE CONEpKATHCH B MOJUKApOOHATHBIX KiieTkax Tur-3 (825 kB. ¢m)

Ha TIOACTHIIC, KIICTKH ObLIH MOKPBIThI CTAJIbHBIMH PCIICTYATBIMU KPbIIKAMH € KOPMOBBIM
yrayonenneMm. B kadectse moxctuna ucnonpzoanu kommepueckuid nmoactint LIGNOCEL (JRS,
Germany), IpeACTABIISIOMUN CIIEIHATBHO MPUTOTOBJICHHBIEC IPEBECHBIE YHIIBI.

[00765] [IpoBoanau PYTHHHYIO NPOBEPKY IMOACTUIA HAa MHKPOOHOJOTHYECKOE

3arpsA3HEHUC. PeBy.]'IbTaTbI AHATU30B XPAaHATCA B JOKYMCHTALUKU .]'Ia60paTOpI/II/I.
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[00766] KoMOMKOpPM TONHOPAIMOHHBIA AJsl J1a0OPaTOPHBIX KUBOTHBIX «Yapay
(Accoptument Arpo, Poccust) nasascs ad libitum B xopMoBoe yriyOJeHHne KPBIIKH KJIeTKH. B
71a00paTOpPHH MPOBOIWICS MEPUOTUYECKUN aHAJIN3 Ha MUKPOOHOJOTHMYECKYI) KOHTAMUHALHIO
oOpa3noB kopma. Pe3ynbraThl aHain3a, a TakKe JaHHbIE O COCTABE M KauecTBe KOpMa OT
NPOM3BONTENS XPAHATCS B TOKYMEHTALUHU JTA0OPATOPUH.

[00767] OunineHHas mUThEBas BOAA, naanack ad libitum B cTaHAAPTHBIX TUTHEBBIX
Oyrbutoukax. OOpasmbl BOABI TEPUOAMYECKH AHATU3UPOBAIA HAa MHKPOOHOJIOTHYECKOE
3arpsisHeHue. Pe3ybTaThl aHAIH30B MPUKIIAABIBAINCH B TEKYIIYIO TOKYMEHTALHIO JJA0OPaTOPHH.

[00768] JKuBOTHBIE COnmEpkKANUCh B KOHTPOJUPYEMBIX YCIOBUAX OKpYKAOLIEH
cpensl (18-26° C u 30-70% oTHOCHUTENbHAS BIAXKHOCTD). TeMepaTypa U BIaKHOCTb MOCTOSIHHO
KOHTPOJIMPOBAJIU B KaXA0H SKCIIEPUMEHTaIbHON KOMHaTe. B KOMHaTax cofep kaHusi *KUBOTHBIX
noanep:KuBaiu 12 4acoBO# LIMKJI OCBELIEHUS |, TIO KpailHel Mepe, NecATUKpaTHasi CMeHa o0bemMa
BO3/lyXa KOMHAThI B 4ac.

[00769] JKvBOTHBIX aganTupoBajy B Ja0OPATOPHH B TEUEHHE KAK MUHUMYM 3 THEH
10 BBeleHUss. Bo BpeMsi 3TOro mnepuoja OCYIIECTBISUIM €XKEJHEBHBI OCMOTP BHEIIHEro
COCTOSIHMSI KMBOTHBIX. JKMBOTHBIE C OOHapy)XEHHbIMH B XOA€ OCMOTpPa OTKJIOHEHHSMHU B
SKCIIePUMEHTANIbHbIE TPYIIIbI HE BKIIIOYAINUCS.

[00770] KaxnoMmy  KMBOTHOMY  NpPHCBauBAIM  HWHIUBUAYAJIBbHBIM  HOMeEp,
NIOMEYaeMbIii MPOKOJIOM VITHOW paKkOBUHBI, U (UKCHPYEMbI Ha KapTouke KieTku. Bce
MIPOBOAMMBIE MPOLEAYPbl MPOBOAUIM B COOTBETCTBUU C MEXIyHapoAHbIMU EBponelickumu
(Directive 2010/63/EU of the European Parliament and of the Council of 22 September 2010 on
the protection of animals used for scientific purposes) u Poccuiickumu (I'OCT 33216-2014

PyKkoBOICTBO MO COAEpKAaHUIO M yXOAY 3a JaOOpaTOPHBIMH >KHBOTHBIMH) OHO3THUYECKHMHU

MpaBUJIAMU.
[00771] 13.2 Metonsl
[00772] 13.2.1 BBeneHue ;KkMBOTHBIM MENTHAA U 3a00p KPOBH
[00773] B skcmepumeHTax Ha KpbICaxX HCIOJIb30BAJM OJHOKpPATHOE, OONIOCHOE,

uHTpaHasaibHOe BBenenue mnpenapata FQSE. IlpenBaputenbHO KpbIC aHECTE3WPOBATIH
xnopanruaparom (300 mr/kr), u uepe3 10 mun BBonmm npenapat FQSE, B o0beme 20 Mxu1, B 103€
500 MKr/kr, B koTopoii comepxkanock 2000 mxKu meuenoro menrtupa ['H] Ac-FQSE. Kpeic
JeKanuTHPOBaIu Yepe3 6 MUHYT MOCJe BBeIeHUs Npenapara. buontaTel opraHoB NpoMbIBaId B
(pU3NONOTHYECKOM PacTBOPE B Te€UEHHE 5—7 CEKyHA, MOMELIAIN BO B3BEIIEHHbBIE IIACTHKOBBIE
NpOoOMPKH, B3BEIIMBAIN M 3aMOPAKMBAJIH JKMIKUM a30TOM. lIpenHa3sHA4YeHHBIH ISl BBEICHHS
KUBOTHBIM pactBop nentuga Ac-FQSE roroBunu ¢ ucrnonb3oBaHMEM — CTEPUIIBHOTO

¢usnonorudeckoro pacreopa (0,9% NaCl).
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[00774] 13.2.2 TlonroToBka mpo0 TKaHEeH 115 aHATN3a

[00775] Ilpu mnpuroroBnenun Ttrkaneh mms BOXKX anamuza, 3amopokeHHBIE U
B3BEIICHHbIE 00pa3ibl Mpod TKaHEH B TUIACTUKOBBIX MPOOUPKAX MOIBEPTATUCH JHOMUIBLHOMI
CylIKe B Te4YeHHe 2 CyTOK. Jlas NpUroToBNeHHMs NENTHAHOTO JKCTPAaKTa IPOBOIUIIHN
MOCJIENOBATENbHbIE  HKCTPAKLMH  OPraHUYECKUMH  PAaCTBOPUTENSIMH,  yIapUBAaHUE  TOA
YMEHBIIICHHBIM JaBJIeHUeM U LeHTpudyrupoBanue. JIMOGUIHHO BBICYIIEHHBIE 00pa3ibl KPOBU
nporpeBanu npu 65°C B Teuenue 30 MHHYT, MOCJe 4ero oOpasibl U3METbYAUCh B 3THUX JKE
MJIACTUKOBBIX MPOOHPKAX TOPHU3OHTAJIbHBIMU HOKAMH, BPALIAKIINMUCI CO CKopocThio 5000
o6/muH. TlepByro skcTpakuuioo 3Tux 00pa3uoB mnpoBoamwiud 90% BOAHBIM ALETOHUTPHIIOM,
comepxkamuM 1%  TpUPTOPYKCYCHOH KHUCJIOTHL. B  BOIHO-alleTOHUTPUIIBHBIA  PaCTBOP,
WCTIOJIb30BAHHBIN 1151 SKCTpakmu, 1odassum o 10 mkr nmentuga Ac-FQSE, npenHazHaueHHOTO
s uneHTndukauny ppakuun nentuga npu xpomarorpadun. Ilocne neHTpudyrupoBaHUs
pPacTBOp, COAEPIKALIUN MEUEHHBIN TPUTUEM TIENTH U KOMIIOHEHTHI TJIa3Mbl KPOBH, TIOJIBEPTajICs
CyLIKE TIIOJl YMCHBIICHHBIM [aBJIEHUEM, PEIKCTPAKIMH METAHOJOM U TMOBTOPHOMY
ueHtpudyrupoannto. [lonydeHHBI MpH 3TOM PacTBOP, COAEPKAIIMA MEUYEHHBIH TPUTHEM
MENTHUJ U KOMIIOHEHTHI TIa3Mbl KPOBH, TMOJBEPTayiCs CYILIKE IMOJ] YMEHBIIEHHBIM JaBJICHUEM,
peskctpakuun 0.1% BOAHBIM PacTBOPOM TrenTadTOPMACISIHON KHCIOTBI U TOCIEAYIOIIEMY
ueHtpudyruposanuro. s Bepupukanmm meroma moArotoBkn mpod B 200 MK
CBEXKENOJyueHHOH kpoBH Kpeickl BBeau 10 mxKu mentuma [PH] Ac-FQSE B o6neme 10 Mkn
pacTBopa, mocje 4yero oopasern noasepriiv 00paboTke Mo ONMUCAHHOMW BhIle cxeMe. B pesynbsrare
TIPOBENEHHOrO aHAIN3a B 3TOM obpasiie HaiimeHo 95% mcxomHOro MeueHoro mentuma [[H] Ac-
FQSE.

[00776] 13.3 PesynbraTsl

[00777] KonunuecTBeHHbIN aHAIN3 NMENTUAOB MpoBoAmIu ¢ nomombio BOXX Ha
kosoHke Kromasil C18, 4x150 mm B rpaguente meranona (0—40%), npucyrcreun 0.08% TFA u
0.02% HFBA (renradropmacnsiHas kuciora). Dpaxuum, conmepskamue mentua Ac-FQSE,
coOupainu W B HHUX MPOBOIIIN OIpPENeNIeHHEe PAAMOAKTUBHOCTH C TIOMOLIBIO KHIKOCTHOTO
CUMHTWUISIUOHHOTO cueta. Pacnpenenenue nenruna Ac-FQSE B Tkansix mokasano B TaOnuie
15.

[00778] Tabmuua 15. Pacnpenenenue mentuna Ac-FQSE B TkaHsX Mo3ra KpbiC
uepe3 6 MHUH Tocle uHTpaHasanpHoro seeaeHus 2000 MxKu [*H] Ac-FQSE B nose 500 MKI/KT.

3nauenns koHueHTpauii nenruna Ac-FQSE npencrasiensl B Bune cpenHee + ommodka CpeHero.

Ctpykrypa mosra/ Tkaub  Bec, r Cuét, DPM/g x 1000 KonuenTtparusi, Hr/T
1. Ob6onsitenpabie0.040 + 0.003 930 + 80 303 £26

JTYKOBULIbI
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2. Mo3xeuok 0.246 + 0.015 220 + 30 7.2+0.9
3. ['unoranamyc 0.084 +0.012 310 £ 35 102+1.1
4. Kopa npedpontanpHast  |0.096 + 0.006 290 + 30 0.5+ 1.0
5. Xabenyna 0.026 + 0.002 155 £ 25 5.1+0.8
6. ['unmokamm 0.096 + 0.015 300 + 40 108+1.5
7. Kopa 3atblnouHas 0.125 + 0.005 190 + 25 6.1+0.8
8. Ctpuatym 0.128 £ 0.012 |165 + 20 5.4+0.7
0. Kposb 1.277+0.25 1420+ 170 452+54
10. Moua 0.130+ 0.080 |15 £3 0.5+0.1
[00779] Y CTaHOBJIEHO, YTO MPU UHTPAHA3AJLHOM BBEIEHUH HAUOOJIbIIIEe CPOACTBO

nentuga FQSE oOHapykuBaercs B TKaHAX OOOHATENBHBIX JIYKOBHUL, I7I€ €r0 COAEp)KaHUe
3HAUUTEJIbHO BbILIE, YEM B OCTaJbHBIX OTAenax mosra. Ilpu 3Tom koHuUeHTpalus nentuaa Ac-
FQSE B TKaHsX HIKE, U€M €ro cozep:kaHue B KpoBH. Takke YCTAHOBIIEHO, YTO 0OJIiee BBICOKOE
CPOACTBO TMeNnTHUAa HaOmomaercs sl TKaHed npedpOHTANbHOW KOpBI, THIIOKaMIa |
rUIOTajlaMyca, M0 CPaBHEHHUIO C OCTAJbHBIMHU OTAEJIaMH MO3ra. Y CTaHOBJIEHO, YTO mentuj Ac-
FQSE cnocoben mpeononesarb rematosHuedanuueckuii 6aprep. Ero koHUeHTpauus B Mo3re
yepe3 6 MHHYT IOC/IE WHTPAHA3AJbHOTO BBEIEHHs cocraBiisieT mpuMmepHo 1/5-1/10 ot ero
KOHLIEHTPALMH B KPOBH.

[00780] 13.4 BriBOabI

[00781] Y CTaHOBJIEHO, YTO MPU UHTPAHA3AJLHOM BBEIEHUH HAUOOJIbIIIEe CPOACTBO
nentuga FQSE oOHapykuBaercs B TKaHAX OOOHATENBHBIX JIYKOBHUL, I7I€ €r0 COAEp)KaHUe
3HAYUTEJBHO BBILIE, Y€M B OCTAIBbHBIX OTAeNax Mo3ra. Takke yCTaHOBJIEHO, UTO 00Jiee BBICOKOE
cpoacteo nentunaa FQSE wHaOmonmaercss miast TkaHed mnpedpOHTANBHOW KOPBI, THIIIOKaMITa H
TUIOTajlaMyca, 0 CPaBHEHHUIO C OCTAJIbHBIMU OT/ENaMU Mo3ra. Y cTaHOBJIeHO, uTo nentux FQSE
CrocoOeH MPeoI0NieBaTh TeMaTod HIlehanudeckuii dapwep.

OKBUBAJIEHTHI

[00782] Creuuanuctel B JAaHHOW OOJAacTH Y3HAKOT WM CMOTYT YCTaHOBUT,
UCTOJB3ysl HE OoJiee 4YeM pPYTHHHbIE 3KCIEPUMEHTHI, MHOTOYHCIICHHBIE SKBHBAJICHTBI
KOHKPETHBIX BapUaHTOB OCYIIECTBJEHUs, KOHKPETHO ONMCAHHBIX B JaHHOM JOKYMEHTE.
[Ipennonaraercst, YTO TaKUE IKBUBAJICHTBI BXOAAT B 00BEM ClieAyroIel (opMysl H300PETEHMS.

BKJIFOYEHME I10 CCBIJIKE

[00783] Bce mareHThl W myOnMKanuMu, Ha KOTOpbIE 31€Ch NEJIaeTCs CChLIKA,
MOJIHOCTBIO BKJIFOYEHBI B HACTOsLIEE OMMCAHKUE [TOCPEACTBOM CChUIKH.

[00784] O6cy:xnaeMble 31eCh MyOTUKAIIUN TPEAOCTABISIOTCS UCKIFOYHTEIBHO TSI

WX PACKPBITHS A0 AThI TIOJIA4H HACTOSIIIEH 3asBKU. HUYTO B TAaHHOM JOKYMEHTE HE JIOJI?KHO OBbITh
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HCTOJIKOBAHO KakK MPH3HAHME TOrO, YTO HACTOsALIEEe M300pETeHHE HE MMEET MpaBa JaTHPOBATh
TaKyIo MyOuKanuio 0oJiee paHHEH TaTol B CHITY MPENIIeCTBYIOMIErO H300peTeHHsI.

[00785] Kak ucnonp3yercs B JAHHOM JOKYMEHTE, BCE 3aroJIOBKU MpeAHa3HAUYECHbI
NPOCTO JUIsl OPTaHU3ALMH U HE OTPAHMYHMBAIOT OTKPBITHE KaKMUM-JIMO0 oOpaszom. ConepkaHue
T000TO OTAETBHOTO pasaesia MOXKeT ObITh OTMHAKOBO IMPUMEHHMO KO BCEM pa3ieiiaM.

[00786] Kak ynomuHaercs B TaHHOM AOKYMEHTE, BCE IMPOLICHTHBIE COAEPKAHUS
KOMIIO3ULIMH AaHbI [0 MACCe OT BCEH KOMMO3ULMH, €CJIU He YKka3aHo uHoe. Mcnonb3yemoe 3nech
CJIOBO «BKJIFOYATb» U €r0 BAPUAHTHI HE MIPEHA3HAYEHBI JUIsl OTPAHUYEHUs, TAK YTO MePEUUCICHUE
3JIEMEHTOB B CITUCKE HE MCKJIIOYAET IPYTUX MOJOOHBIX 3JIE€MEHTOB, KOTOPBIE TAKXKE MOTYT OBbITh
MOJIE3HBI B KOMIIO3ULIUAX U METOAAX AAHHON TEXHOJOTHH. TOYHO Tak k€ TEPMHUH «MOXKET» H €ro
BApPUAHTHI IPE€AHA3HAYEHBI JJ1s1 HEOTPAHUUYUBAIOIIETO XapaKTepa, TaAK 4TO YIIOMUHAHUE O TOM, YTO
BAPHAHT OCYIIECTBICHHUS MOXKET COIEpPKaTh ONPEAETICHHbIE 3JEMEHTBhl WM OCOOCHHOCTH, He
HCKJIIOYAET APYTUX BAPUAHTOB OCYIIECTBJICHUS] HACTOSIIEH TEXHOJOTHH, KOTOpPbIE HE COAEpKaT
UX 3JIEMEHTBI TN 0cOOeHHOCTH. KpoMe TOro, TepMHUH «B OCHOBHOMY» O3HAUAET, YTO YKa3aHHAs
XapPaKTEPUCTHKA, ApaMeTp WIN 3HAYCHUE He 00sI3aTeIbHO NOJIKHBI OBITh TOCTUTHYTHI TOYHO, HO
YTO OTKJIOHEHUS WJM BapHAlMM, BKIOYAs, HAMpHUMEp, JMAOMYCKH, OMIHOKY HW3MEPEHHs,
OTPaHUYEHHUS TOUHOCTH U3MEPEHMS], TPOU3BOACTBEHHBIE IOMYCKH U Ipyrue (PaKTOpbl, U3BECTHBIC
CHeLHAINCTaM B TAaHHOH OONACTH TEXHUKH, MOXKET MMETh MECTO B KOJHYECTBAX, KOTOPBIE HE
UCKITIOYAOT 3((eKT, KOTOPBIH AODKHBI ObUIM OOECTIEYUTh XapaKTEPUCTHKA, IMapaMeTp WM
3HaueHne. B mpencraBieHHOM 31€Ch OMHCAHUH TEPMHUH KIIPUMEPHO» WIN «IIPUOIHU3UTEINEHOY
OTHOCHUTCSI K AMAINa3oHy 3HaueHUl B npenenax mioc uiail MuHyc 10% oT yka3aHHOTO 4YucIa.

[00787] XOTs HEOrPaHWYEHHBbI TEPMHUH «COAEPKALIUN» B KAYECTBE CHHOHUMA
TaKUX TEPMUHOB, KaK «BKJIIOYAKOLINIY, «COAEPKALIUN» WIN «UMEIOLINNY, UCIONb3YeTCs 34€Ch
IUIl OMHCAHMS M YTBEPIKIEHHs] W300peTeHus, HacTosee H300peTeHHe WM €r0 BapUAHTHI
OCYLIECTBJIEHUsI MOTYT aJbT€PHATUBHO OIMCBIBATBCS C HCIOJB30BAHUEM aJbTEPHATUBHBIE
TEPMHUHBI, TAKHE KaK «COCTOALUN U3» WU «COCTOSIIIIUM MO CYLIECTBY U3».

[00788] Hcnonb3yeMsble 31€Ch CI0BA KIIPEANOYTUTEIbHBIN» U KIIPEANOYTUTEIBHOY
OTHOCSITCS K BapUAHTaM OCYLIECTBJICHUS] TEXHOJOTHH, KOTOPbIe 00ECIIEUNBAIOT ONpPEAEICHHbIE
NpEeUMyIIeCTBA TMpPH  OmpeneNeHHbIX  obcrosrenbcTBax. OmHAKO  Jpyrue  BapHAHTHI
OCYLIECTBJIEHUs] TaKK€ MOTYT OBbITb MPEANOYTHTENbHBIMH TPH TeX K€ WIH JPYrux
obctosiTenbcTBax. Kpome TOro, mepeducieHne OJHOTO WJIM HECKOJBKUX MPEATOYTHUTENbHBIX
BAPUAHTOB OCYINECTBJIICHUS] HE IOJPAa3yMEBAaeT, 4YTO JAPYrHe€ BapUAHTbl OCYLIECTBJIEHUS
Oecroyie3Hbl, ¥ HE MPEeIHA3HAUEHO MUl MCKIIOYEHHUS JPYTUX BAPHAHTOB OCYIIECTBJICHUS H3

00beMa TEXHOJIOTHH.
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DOOPMVIJIA U30BPETEHHMA

1. Komnosunus, comep:xaias CUHTETUYECKUI HEHPOMOAYJIUPYIOIIUI NEeNTUa, Npu
STOM HEWPOMOIYIHPYIOIIHIA MEeNTH onpenessiercs: oomeit Gopmynoii 1:
R1R2R3R4 (1)
rue:
R1 BriOpan u3 amuuokuciotr W, F u D;
R runpodunbHas aMMHOKHUCIIOTA,
R3 runpodunbHas aMMHOKHUCIIOTA, U

R4 BbIOpan 3 amuaOKKCITOT V U E.

2. Kommnosuums no 1. 1, roe Ry ato W.

3 Kommnozunms nio 1. 1, rae Ry ato F.

4, Kommnozunwms nio 1. 1, rae Ry ato D.

5 Kowmmosnnwms no 1. 1, rae Ra mpencrasnsier co6oii ruapoGriibHYI0 aMHHOKHUCIIOTY,

npudeM ruapouIbHAS aMHUHOKHCIIOTA BbIOpaHA W3 TOJSIPHOW M TOJIOXKHUTENBHO 3apsKEHHOM
ruAPOGMIBHON AMUHOKHCIIOTHI, TOJSIPHOH M HEWTPalibHOH 1O 3apsay T'HAPOQHIBHON
AMHUHOKHUCJIOTBI 1 TOJIIPHOHN U OTPHLATENBHO 3aPsKEHHON THAPOPHIBHON aMUHOKHUCIIOTHI.

6. Kowmmoszunwms mo 1. 5, rae mossipHas 1 HEWTpaibHAst 3apsUKeHHAs THAPOQPHIbHAS
amuHokucyoTa BeiOpana u3 N, Q, S, T u C.

7. Kowmmo3znnwms mo 1. 5, rae noysipHast ¥ OTPULATENbHO 3apsDKEHHAst THAPOQIITbHAS
amuHokucyoTa BeiOpana u3 D, E, Cu Y.

8. Kommnozunwst o . 1, rme Ry Beidpan u3 D, Q u K.

9. Kommnosuums no 1. 7, roe Rz 3to D.

10. Kommozunwms mo 1. 7, rae Rz ato Q.

11. Kommnosuums no 1. 7, rae Ro a3to K.

12.  Kowmmnosunus no 1. 1, rme R3 npencrasnsier codoii ruapouaIbHy0 aMUHOKHUCIIOTY,
npudeM ruapouIbHAS aMHUHOKHCIIOTA BbIOpaHA W3 TMOJSIPHOW U TOJIOXKHUTENBHO 3apsKEHHOM
ruAPOGMIBHON AMUHOKHCIIOTHI, TOJSIPHOH M HEWTPalibHOH 1O 3apsay T'HAPOQHIBHON
AMHUHOKUCJIOTBI M TIOJIIPHOM U OTPHLIATENBHO 3aPsDKEHHON THAPOQPIIIBHON aMHHOKHCIIOTHI.

13. Kommnosunwst o 1. 12, rae noyisipHasi U MOJIOKUTEBHO 3apssKeHHAs THAPOQUITbHAS
aMUHOKUCJIOTA BhIOpaHa u3 R u K.

14. Komnosunwmst mo m. 12, rne mossipHas U HEHTpabHAs TIO 3apsay ruapoduiIbHas
amuHokucyoTa BeiOpana u3 N, Q, S, T u C.

15. Kommnosuums no 1. 14, roe Rs 3to N.

16. Kommosunwms mo . 13, rae Rs ato Q.
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17. Kommnosunus o . 13, rae Rz ato S.
18. Kommnosuums o 1. 13, rme Rz ato T.

19. Kommosunwms mo . 13, rae Rs ato C.

WO 2020/186155

20. Kommnosunws mio 1. 12, rie nonsipHasi ¥ OTPULIATEIBHO 3apsiKeHHAst TUAPOQUITbHAS

aMHHOKHUCIIOTA BbiOpana u3 D n E.

21. Kommnozunwst tio 1. 20, rie moisipHasi ¥ OTPULATEIbHO 3apsi:KeHHAst TUAPOPUITbHAS

AMUHOKUCJIOTA MPeACTaBsieT coboii E.

22. Kommnosunwmst o . 1, rme Rs Beidpan u3 Q, Su T.

23. Kommosunwms mo . 21, rae Rs ato Q.

24, Kommosunus o . 21, rae Rz ato S.
25. Kommnosuums o 1. 21, rme Rz ato T.
26. Kommnosuums no 1. 1, roe Ry 310 V.
27. Kommnosuums no 1. 1, roe R4 3to E.
28. Kommnosuums no 1. 1, rae:

R1 BeiOpano 3 W, F, u D;

R, BriOpano u3 D, Q, uK;

Rs BeiOpano 13 Q, S, u T; u

R4 BoIOpano m3 Vu E.

29. Kommnosuums no 1. 28, rae:

Risto W;

R; 3t0 D;

R3 310 Q; 1

Rs31T0 V.

30. Kommnozunust mo m. 29, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CaWTOM

cBsi3bIBaHUA OeH3oanazenuHa perentopa FAMK-A.

31. Kommosuumss mo 1. 30, rae KOMIIO3ULMS CHOCOOHA  CBSI3BIBATBCS  C
HelipocTepouaHbIM caiitoMm peuentopa 'AMK-A.

32. Kommnozuuust mo mn. 29, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CAMTOM
cBsi3bIBaHMA O-f peuenropa AMK-A.

33. Kommnosuums no 1. 28, rae:

RisT0F;

R; 310 Q;

R3s10 S; 1

R4 510 E.

34. Kommosuumss 1o 1. 32, T©Oe KOMIIO3UMLHMS CHOCOOHA  CBSI3BIBATBCS  C
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OeH30Ma3eMUHOBBIM CaiTOM CBsi3bIBaHMs peuentopa AMK-A.

35. Kommnozuuust mo mn. 32, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CAMTOM
CBsA3bIBaHUsA HelipocTeponaos perentopa AMK-A.

36. Kommnozunust mo m. 32, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CaWTOM
cBsi3bIBaHMA O-f peuenropa AMK-A.

37. Kommnosuums no 1. 28, rae:

Ry 310 D;

Ry 3T0 K;

R3st0T; u

R4 310 E.

38. Kommnozuuust mo n. 37, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CAMTOM
cBsi3bIBaHUA OeH3oanazenuHa perentopa FAMK-A.

39. Kommnozuuust mo n. 37, rae KOMIIO3MIMS CIOCOOHA CBSI3bIBATBCS C CAMTOM
CBsA3bIBaHUsA HelipocTeponaos perentopa AMK-A.

40. Komnozuumst mo m. 37, rae KOMIIO3HUIMsI CIIOCOOHA CBSI3BIBATHCS C CAWTOM
cBsi3bIBaHMA O-f peuenropa AMK-A.

41.  Kommnosumus no mrodomy u3 1. 1-40, rae 3HaueHne n3031eKTprueckoi Touk (pl)
HEHPOMOJYJIATOPHOTO NENTUAA COCTABJISIET MEHEeEe IPUMEPHO O.

42, Komnosumuss mo mn. 40, rme 3HaueHHe H303JeKTpudeckod Touku (pl)
HEHPOMOYJIUPYIOLIEro NEeNTHIA COCTABJISIET OT NPUMEPHO 3,5 10 NPUMEPHO 4,5.

43,  Kommosumuss mo m. 42, rae 3HauYeHHE H303JeKTpudeckoi Touku  (pl)
HEHPOMOYJIUPYIOLIEro NEeNTHIA COCTABIISIET OT NPUMEPHO 3,3 10 NPUMEPHO 4,2.

44, Komnosunmst mo mobdomy w3 mm  1-43,  oTinMyamoImascs TeM, 4YTO
HEUPOMOIYJIUPYIOIIUI NeNTHA COCTOUT U3 AMUHOKHUCIIOT, KOTOPBIE HE BKIKOYAKOT MTPOJIUH.

45, Komnosuuus, coaepkamas HEAPOMOAYJIUPYIOUIMA NENTHA, IPU  OTOM
HEHPOMOYIUPYIOIIUI IENTH] onpeaensiercs: oomen Gopmyotii la::

Ri1R2R3R4 (Ia)

rae:

R BriOpan u3 amunokucinotr W, F, u D;

R, BrIOpan u3 amunokuciot D, Q, n K;

R3 3T0 mossipHast u HeWTpaNbHAS MO 3apsiny TUAPOQIIIbHAS AMHUHOKUCIIOTA, U

R4 BbIOpan 3 amuaOKKCITOT V U E.

46. Kommnosuums no 1. 44, roe Ry ato W.

47. Kommnosuums no 1. 44, roe Ry ato F.

48. Kommnosuums no 1. 44, roe Ry 3to D.
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49. Kommnosuums no 1. 44, roe Rz 3to D.

50. Komnosunus o 1. 44, rae Ry ato Q.

51. Kommnosunms no 1. 44, rae Ro a3to K.

52, Komnosumms no n. 44, roe R; 5T0 a monsipHas u HEUTpalbHas MO 3apsny
runpoduibHas aMuHOKHUCTOTA, BeiOpanHas u3 N, Q, S, T, P, u C.

53. Kommnosunwmst o m. 52, rae Rs Beidpano u3 Q, S, u T.

54. Kommosunms o . 52, rae Rs ato Q.

55. Kommnosunus mo . 52, rae Rz ato S.

56. Kommnosuums no 1. 52, roe Rz ato T.

57. Kommnosuums no 1. 44, roe Ry 310 V.

58. Kommnosuums no 1. 44, roe R4 3to E.

59. Kommnosuums no 1. 44, rae:

R1 310 BBIOpano 13 W, F, u D;

R 310 BBIOpano w3 D, Q, nu K;

R3 310 BBIOpaHO M3 Q, S, u T; u

R4 3710 BRIOpano u3 Vu E.

60. Kommnosuums no 1. 59, rae:

Risto W;

R; 3t0 D;

R3a3t0 Q; 1

R4sTO V.

6l. Kommnosuums no 1. 59, rae:

RisT0F;

R; 310 Q;

R3s10 S; 1

R4 510 E.

62. Kommnosuums no 1. 59, rae:

Ry 310 D;

Ry 3T0 K;

R3st0T; u

R4 510 E.

63.  Kommosunust no modomy u3 m.1. 44-62, rae 3HaueHUe U303JIEKTPUIECKONH TOUKH
(pl) HefipoMOAyIATOPHOTO NENTHIA MEHEe YeM 6.

64. Kommosummst mo mn. 63, rme 3HaueHHe u303JekTpudeckord Touku  (pl)

HEHPOMOJYJIATOPHOTO NENTUAA HAXOAUTCS MexAay 3,5 U 0koJo 4,5.
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65. Kommosummss mo mn. 64, rme 3HaueHHe H303JeKTpuueckod Touku  (pl)
HEHPOMOYJIATOPHOTO NMENTUAA HAXOAUTCS Mexay 3,3 U 0kojo 4,2.
60. Kommnozunwst o modomy u3 1.1 44-65, rae HelpoMOIy IS TOPHBIN ENTHT COCTOUT

N3 aMUHOKHUCIIOT HE COACPKAIIUX MPOJIHH.

67.  Kommosunust mo moOomy u3 mn. 1-66, rae mentun ONUHUOHAIBHO XUMUYECKH
Moau(UIUPOBaH.
68. Komnosunwmst o n. 67, rae xummudeckass Moaudukanys BbIOpaHa U3 aMHUAALINY,

METHJIMPOBAHUSA U alleTUJIMPOBAHUS OJHON WM HeCKOJbKUX U3 Ry, Ry, R3, n Ry,

69. Komnosuumst mo m 67, rae xumudeckas Moaudukaiusi BbiOpaHa U3
npucoenuHerns gopmuia, nuporayramuna (pGlu), skupHO! KHMCIOTBL, MOUEBHHBI, Kapbamara,
cynphOoHAMHUIA, aIKHJIAMUHA WK JIFOOOW MX KOMOWHALIMK K OJHOW WJIM HECKOJNBKUM U3 Ri, Ry,
R3, u Ry,

70.  Kommosunmst mo mrobomy wu3 1mm  1-68, JOMONHUTENBHO —COAEp KaIIHii

2

(dhapMareBTUYECKH TPUEMIIEMbIH HOCUTEb.

71. Komnosunust o modomy u3 m.m. 1-68, HOMOJHUTENBHO COAepIKalIuil CPencTBO
JTOCTABKHU.
72. Kommnosunwst o 1. 71, rme cpeAacTBO TOCTaBKY BHIOPAHO U3 JIUTIOCOM, HAHOYACTHII,

Y MOJIUCAXAPUAOB.

73. Kommnosunwmst o m. 72, rae nojucaxapua BbIOpaH U3 IMUKJIOASKCTPUHA, XUTO3aHa,
LIEJUTIONIO3bI U aJIbIMHATA.

74.  Kowmmosunus mno mobomy w3 mm  1-72, rme cocraB paspaboraH st
WHTPaHA3aJIbHOTO BBEICHMUSI.

75. Komno3uuuss mo n. 74, rae KOMIO3ULMSA COAEPKUT MO MEHbIIEH Mepe OIUH
UHTUOUTOP MPOTEA3 CIU3UCTON 0OOJIOUKH HOCA.

76.  Kommosunwms no m. 75, rae UHrHOUTOp BBIOpaH M3 OecTaTHHA, KOMOCTaTaMUJIas3bl,
JeWNenTHHA, anpOTHHWHA, OalUTpalfiHa, amacTaTHHa, OOpojielMHA, NyPOMHIHMHA, COJH
KEITYHBIX KUCIIOT U (Py3UIOBON KUCIIOTHI.

77.  Kowmmosunms mno mobomy w3 mm  1-72, rme cocraB paspaboraH s
WHTATALUOHHOTO BBEJEHUS.

78. Komnoszuuuss mo n. 77, rae UHrajdsiUMOHHOE BBEAEHHUE OCYLIECTBJISECTCS C
MOMOILBK) HHTPAHA3AJIBHOTO YCTPONCTBA € CYXUM MOPOLIKOM.

79. Komnosunust mo modomy w3z mm. 1-72, roe kommosunwms paspaboTaHa st
BHYTPUBEHHOTO BBEICHMUSI.

80. Komnosunust mo modomy w3z mm. 1-72, roe kommosunwms paspaboTaHa st

MEePOPATBLHOTO TPUMEHEHUSI.
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81. Kommnosunust o modomy u3 m.m. 1-79, rae nentug MOAYJIUPYeT pelenTop raMma-
amuHOMacIsHOM KucinoTel A (AMK-A).

82. dapmarieBTHUECKAsT KOMITO3ULIMS, COAep:Kainas TepamneBTHUYeCKH 3(QexkTuBHOE
KOJIMYECTBO KOMIIO3HLIMH 110 JTF000oMy U3 mrl. 1-81 1 mo MeHblIel Mepe onnH papManeBTHUIeCKH
NPUEMJIEMbIH HOCUTEIb, pa30aBUTENb WIH HATIOJTHUTEND.

83.  Cmoco0 Moaymisnuu perentopa raMma-aMuHoMacisiHon kucinoTel A (TAMK-A) B
KJIeTKe, 00eCTIeYNBAO NN KOHTAKTUPOBAHHUE KJIETKH ¢ KOMIIO3UIUeH 1o mrobomy u3 mm. 1-81.

84.  Cmoco® newyenusi pacctpoiicTB adekra y TalMeHTa, HYXKAAIIErocs B 3TOM,
BKJIFOYAIOLITMI BBEEHHE TepaneBTHUECKH 3((EKTUBHOIO KOJNYECTBA KOMIIO3HUIUH TI0 JIFOOOMY
u3 nn. 1-81 nanueHTy, HyKIaIeMycs B 3TOM.

85.  Cmocob o 1. 84, rae apdexTruBHOE PACCTPOICTBO 3TO ASTPECCHSI.

86.  Cmoco0 no m. 84, roe nempeccusi BbIOpaHa W3 CIEAYIOMIUX COCTOSIHUN: OOJBIION
JETPECCUBHBIN CHHIPOM, AMCTUMUS, NPOPbIBHAA JAempeccus, pedpaxTepHas K JCUEHHIO
Jenpeccuss M Jenpeccusi, CBsi3aHHast ¢ Oosie3Hpto IlapkuHCOHa, nempeccusi, CBsI3aHHAs C
HApYLIEHHEM MOCTTPABMATHYECKOTO CTPECcca, MOCIePOaOBas ACPECCHs], OUTIOIISIpHAS ETPECCHS
U CYHLIUAATBHBIE MBICITH.

87. Cmocod mo n. 84, roe addexkTUBHOE pacCTPOMCTBO — 3TO TPEBOKHOE
PacCTPOMCTBO.

88. Cmoco® mo m 87, rme TpPEeBOKHOE PACCTPOHCTBO BBIOPAHO W3 CIIEAYIOLIUX
COCTOSIHMH: TPEBOTA Pa3JIyKH, CENIEKTUBHBIA MyTH3M, crieruduueckas Godbus (SP), conmanpras
Tpesora (SAD), nmanndeckas araka, aropagdoOusi, TpeBora, BbI3BaHHAas! yIOTpeOIeHHEM BeecTs /
JEeKapCTB, M TPeBOra H3-3a APYroro MEAMKAMEHTO3HOTO COCTOSIHUS, TI€HEepaIn30BaHHAs
tpesoxkHOCTE (I'TP), mocrtrpaBmarmueckmii crpeccoseiii pacctpoiictBo (IITCP), Gonbimoe
nenpeccuBHoe paccrpoiictBo  (B/IP), TepameBrmuecku-pesuctentHas nenpeccus (TP]I),
nocneponoast aenpeccust (I1IPJI), OumonsspHBIA PaccTPOMCTBO WM OWIOJISIpHAS NEMPECCHs,
obceccuBHO-KOMITyJIbcUBHOE paccTpoiictBo (OKP) wu cunHapom peduumTa BHUMAaHUA W
runepaktuBaoctd (C/IBIY), coumanbHas (obus, Bo3OyxneHue mpu OonesHu Ajbureiimepa,
arpeccus mpu 0oJjie3Hu AbLrefiMepa U 00CECCHBHO-KOMITYJIbCUBHBIN CHHIPOM.

89.  Cmocob no 1. 84, rae apdexTruBHOE paccTpoiCTBO — 3T0 MHU30(PpeHus.

90. Cnoco6 mo m. 84, rme addexTuBHOE paCCTPOHCTBO — 3TO MNAHUYECKOE
PacCTPOMCTBO.
91. Cnoco6 mo . 84, rne addexTuBHOE PACCTPOMCTBO — 3TO CHHAPOM HeduIuTa

BHUMaHus U runepaktusHocTu (CABI).
92.  Cnocob no n. 84, rme addexTuBHOE PACCTPOMCTBO — 3TO CTPECC-BBI3BAHHOE

PacCTPOMCTBO.
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93.  Cnocod mo mobomy wu3 mm. 84-86, rme mnpenocTraBieH CHocoO JieueHus
SMOLMOHAIIBHBIX PACCTPOHCTB B COOTBETCTBHH C JIOOBIM M3 BAPHUAHTOB OCYLIECTBIIEHHS MU
mr000i KOMOMHALIMEH BapHAHTOB OCYLIECTBJICHUS, ONMMCAHHBIX B JAHHOM IOKYMEHTE, CIIOCO0
JOTIOJIHUTENIPHO BKIIFOYAET BBEIACHHUE AHTHIENPECCAHTA. AHTHIENPECCAHT HEOOS3aTENbHO
BbIOpAH U3 TPYMIIBL, COCTOSIIEH U3 MHIMOUTOPOB OOPAaTHOTO 3aXBaTa CEPOTOHHMHA, CEIEKTUBHBIX
UHTHONTOPOB OOpaTHOTO 3axBara HopanuHeppuHa, SSRI/SNRI koMOMHUpPOBaHHOTO NEHCTBUYS,
AHTarOHHUCTOB  CEPOTOHMHA-2/MHrHOUTOPOB  OOpaTHOTO  3axBaTa, AHTUACIPECCAHTOB C
AHTarOHW3MOM aiib(ha-2+CEePOTOHNH-2 U AHTArOHU3M CEPOTOHWHA-3, AHTHIEIPECCAHTOB C
WHTHOWPOBAHUEM obpaTHOrO 3axBara cepoTOoHMHA/HOp3MuHeppuHa/nodaMuHa,
AHTHIETIPECCAHTOB C HMHrHOMpOBaHHMEM OOpaTHOrO 3axBara HOpINHHEDpPHUHA W HodamuHa,
anraronucra S-HT-laneda, anrtarommncra S5-HT-10era, aronucroB peuentopa S-HTIA,
aroHUCTOB U aHTaroHuctoB penentopa 5S-HT1A, antaronuctos peuentopa 5-HT2, Bunokcazuna
THOPOXJIOPHIA, NETHAPOSIHAHIOCTEPOHA, AHTAroHUCToB peuentopa NMDA, noTeHuuaTopos
peuentopa AMPA, antaroHuctoB cydctanuuu P / aHTaroHucToB perentopa HeHWpPOKMHUHA-1,
HETIENITUAHBIX AHTAarOHNCTOB CyOCTaHUMH P, aHTaroHMCTOB HEHMPOKMHHMHA 2, aHTarOHHUCTOB

HEUPOKUHUHA 3 AHTArOHUCTOB peLenTopoB KOPTUKOTPOMUH-PUITH3UHT-(HAKTOPA,

AHTUTJIIOKOKOPTUKOMJHBIX TpEenapaTroB, AaHTArOHHUCTOB TJIFOKOKOPTUKOUIHBIX pPELENTOPOB,
areHToB, OJIOKUPYIOIIUX KOPTHU30J, HMHTHOWTOPOB CHHTE3a OKCHUIA a30Ta, HWHTHOWTOPOB
dochonmscrepaspl, UHTHOMTOPOB 3HKE(annHa3bl, aroHUCTOB pernentopa 'AMK-A, areHros,
yJIABJIUBAIOIIUX  CBOOONHBIE paamkanbl, wuHruouropos MAO, cenexktuBHbix MAOI
UHTUONTOOBPO, TOPMOHOB, (POJIMHOBOM KHCJIOTHBI, JIEHKOBOPUHA, Tpamanoiia U TpuntodaHa B
KOMOMHAIIMM C AHTHIICUXOTHYECKUM JIEKAPCTBEHHBIM CPEIACTBOM, TIPH 3TOM YKa3aHHOE
AHTHUIICUXOTHYECKOE JIEKAPCTBEHHOE CPENCTBO BHIOPAHO M3 TPYIIIBI, COCTOSIIEH U3 aTUITUYHOTO
AHTHUIICUXOTHYECKOTO Ipernapara u ctadunnszaropa 10paMHHOBOH CHCTEMBL.

94.  Cnoco6 no mobomy u3 m.m. 84-86, rae NONMOJHUTENBHBIA areHT MPEACTaBISET
coboii omuH wumm Heckospko mpenaparoB w3 CYMBALTA mnepopansubiii, LEXAPRO
nepopanbHbiil, EFFEXOR XR nepopanbubiii, ZOLOFT nepopanbhbiii, CELEXA nepopanbHbIi,
TRAZODONE nepopanssbiii, PROZAC nepopansubiii, WELLBUTRIN XL nepopaibHbIi,
CITALOPRAM nepopanehseiif, PRISTIQ mnepopaneueiii, AMITRIPTYLINE nepopanbHbIi,
SAVELLA nepopanbhbiii, VIIBRYD nepopanbnsiii, PAXIL CR nepopansubiii, WELLBUTRIN
nepopanbHbiil, PAXIL nepopanbheiii, SERTRALINE nepopanbnbeiii, REMERON nepopanbHbii,
NORTRIPTYLINE  nepopanbubiii, VENLAFAXINE  nepopanbnsiii, FLUOXETINE
nepopanbhbiii, BUPROPION HCL nepopaneheiii, MIRTAZAPINE nepopanbhbiii, RITALIN
nepopanbHbiii, PAROXETINE nepopanbubiii, WELLBUTRIN SR nepopansssiii, DOXEPIN
nepopanbubii, ~METHYLPHENIDATE  nepopanensili, SYMBYAX  nepopaibHbI,
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ESCITALOPRAM OXALATE nepopanenbiii, PAMELOR nepopanbusiii, IMIPRAMINE
nepopanbhbiii, BRINTELLIX nepopanssbii, DULOXETINE nepopanenbiii, NARDIL
nepopanbubiii, FETZIMA  nepopansaeiii, EMSAM TRANSDERMAL, PARNATE
nepopanbhbiii, PEXEVA mnepopansubiii, BRISDELLE nepopanbnsiii, CLOMIPRAMINE
nepopanbHbiii, ANAFRANIL nepopanbubiii, TOFRANIL nepopansubiii, FLUVOXAMINE
nepopanbhbiii, ZYBAN nepopanbubiii, DESIPRAMINE nepopanbubiii, SARAFEM
nepopanbHbiii, PROZAC WEEKLY nepopanbhbiii, APLENZIN nepopansubiii, METHYLIN
nepopanbHbiii, NEFAZODONE nepopanenbiif, QUILLIVANT XR nepopanbsnbiii, TOFRANIL-
PM nepopanbubiii, NORPRAMIN nepopanbubiii, REMERON SOLTAB nepopanbHbii,
BUPROPION HBR nepopanenbiii, OLEPTRO ER nepopanbnbiii, DESVENLAFAXINE
SUCCINATE nepopanbueiii, BUPROBAN nepopanbubiii, IMIPRAMINE PAMOATE
nepopanbibiil, VILAZODONE nepopanpheiii, MILNACIPRAN nepopansssiii, PAROXETINE
MESYLATE nepopansubiii, SURMONTIL nepopanbnsiii, MAPROTILINE nepopanbHbIii,
PROTRIPTYLINE nepopanbubiii, PHENELZINE nepopanbubiii, MARPLAN nepopanbHbIii,
OLANZAPINE-FLUOXETINE  nepopanbheili, TRANYLCYPROMINE nepopalbHbIi,
SELEGILINE Tpancnepmaneubiii, AMOXAPINE nepopanssbiii, FORFIVO XL nepopanbHbIii,
ISOCARBOXAZID nepopansubiii, DESVENLAFAXINE nepopanensiii, KHEDEZLA
nepopanbhbiii, LEVOMILNACIPRAN nepopanbhbiii, VORTIOXETINE nepopanbhblii, u
DESVENLAFAXINE FUMARATE nepopaibHblii.

95. Cnocob6 mno mrobomy wu3 mm 87-88, rme mnpencraBieH CHocoO JeYeHUs
SMOIMOHAIIBHOTO PACCTPOHCTBA B COOTBETCTBHH C JIFOOBIM M3 BAPHAHTOB PEaM3aIMU HITH JFOO0H
KOMOMHAIMe BapUAaHTOB peaJIM3alllY, ONUCAHHBIX B JAaHHOM JOKYMEHTE, Crocod
JOTIOJIHUTENIPHO BKJIFOYAET BBEACHHE NPENapaToB AOTMOJHHUTEIBHOTO JIEYEHUS TPEBOKHOCTH,
HEeoO0s13aTeNIbHO BBIOPAHHOTO W3 OJHOTO MJIM HECKOJIbKMX CIENYIOIIUX areHTOB. M3 TPYIIIBI
oe3n3oaunazenuHoB anmnpasoiaMm (XANAX), knonaszenam (KLONOPIN), auazenam (VALIUM),
nopazenam (ATIVAN), okcazenam (SERAX), xnopauasenokcun (librium); u3 rpymmer Oera-
6noxaropos nporpanosion (INDERAL) u arenonon (TENORMIN); U3 rpymmsl TPULAKIHYECKUX
aarugenpeccanToB umunpamul (TOFRANIL), nesunpamuma (NORPRAMIN, PERTOFRANE),
HoptpunTiinH (AVENTYL wm PAMELOR), amurpuntwmue (ELAVIL), nokcenun
(SINEQUAN wumu ADAPIN), xnomunpamua (ANAFRANIL), w3 rpynmbl HHIHOUTOPOB
monoamuHokcuzaszbl (MAOIs) - ¢enemsun (NARDIL), tpanunuunpomun (PARNATE); u3
TPYIIBl CENIEKTUBHBIX WHrHOMTOPOB OOpaTHOro 3axsata cepotoHuHa (SSRIs) - dayokcernn
(PROZAC), c¢nysokcamna (LUVOX), ceprpamua (ZOLOFT), mnapokcernun (PAXIL),
scauranonpam okcaiar (LEXAPRO), uurtamonmpam (CELEXA), u3 rpymmbel MHTHOMTOPOB

obOparHoro 3axBata cepoToHHHa-HOpamuHeppuHa (SNRIs) - Bennmadaxcua (EFFEXOR),
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BeHnagakcuH XR (EFFEXOR XR) u nynokcernn (CYMBALTA), w3 rpynmbl MSATKHX
TPaHKBHIN3AaTOPOB, Takue kak Oycrmupon (BUSPAR); u HpOTHBOCYIAOPONKHBIX MPENapaToB,
BbiOpanHbie u3 Banbnpoara (DEPAKOTE), mnperadamuna (LYRICA) u rabanentuna
(NEURONTIN).

96. Cnoco® neueHUss HEWPONETeHEPAaTUBHOTO  3a0OJieBaHUA Yy  [MALIMEHTa,
HYKJIAIOIIErocst B 3TOM, BKJIFOYAIOIIUI BBEICHHE TEPArEeBTUYECKU 3(P(PEKTUBHOIO KOJUYECTBA
KOMIO3ULIUH 110 JIFoOoMy u3 . 1-81 manueHTy, HyKOaroIeMycsl B 3TOM.

97.  Cnocob mo m. 96, rne HelipoaereHepaTuBHOe 3a00JeBaHe MPEACTABIAET cOOOM

6one3nb [lapkuHCOHA.

98. Cnoco6 mo m. 96, rme HelipoaereHepatuBHOe 3abojieBaHUE 3TO OOJIE3HBb

Anbureiimepa.
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