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ANHAMUKA NMCUXOTPOMHBIX 3®PEKTOB LMUKNOMPOIMUNTITULUNHA

Y MbILWEW BALB/C U C57BL/6 B 3ABUCUMOCTHU
OT NPOAOIMKUTENIbHOCTU ErO BBEAEHUA

E. B. BacuneeBal*, A. A. A6gynnunal, P. M. Canumos],
T. A. Nynawesa', I. U. Kosanés'

W3ydeno BiusiHWE OOHO- W JBYXHEIENHbHOTO BBeAeHWs Iukinonpomwirauimaa (LTI,
1 Mr/kr/nensb, B/0) Ha noBeficHYeCKHEe XapakrepucTuku Mbiiieid BALB/c u C57Bl/6 B Tecte
“3akpbIThIil KpecTooOpa3HbIi 1adupunT”. YV Mblmei auauu BALB/c B Teuenue 1-it Henenu
Pa3BUBAJICS AaHKCHOJIMTUYECKUI SPQEKT, IOCTENEHHO UCYE3AIOLIHIA KO 2-1 HezlesIe BBeICHHS
LTI V3meHeHmi KOTHUTUBHBIX (DyHKIMI HE OTMEUEHO B TEUECHHE BCETO BPEMEHH 3KCIICPH-
MeHTa. Y mbiieit auanu C57B1/6 npu oqHo- U nByxHeaenbHoM BBeaeHuu LI aTn nmokasza-
TN OCTABAINCh HEM3MEHEHHBIMU. [10 3THM, a TakXke I10 MOJyYeHHBIM paHee pe3ysibTaTam
HCCIICIOBaHUI TIOBENICHUs Mblleii B Tecte “BbIHykaeHHOe muaBaHue” (Ui JIMHUA
BALBY/c) u tecre “TloasemmBanue 3a xpoct” (st muauu C57B1/6) Obina mpociiexxeHa Bpe-
MEHHasi JMHAMMKA [TPOSIBJICHUS] UCCIIEI0BATEIILCKOM, aHKCHOJIMTUYECKONH U aHTH/ICIIPECCHB-
Homono6Hoit aktueHOCTH LT [Toka3ano, uto y Mermeit BALB/c k 7-My 1HIO pa3BHBaeTCs
MaKCUMYyM aHKCHOJMTHIECKOTO d(deKTa, KOTOPBIi B TEUSHHUE ITOCIEAYIOIIMX 3-X He/lelb 3a-
MelaeTcss MOHOTOHHO HapacTAIOMIUM aHTHACTIPECCUBHOIIOAOOHBIM 3P ()EKTOM, BBIXOISIIUM
Ha IUI1aTo yXe Ko 2-i Hexene. Y wmbimeit C57Bl/6 nuiupb k koHIy 4-i Hexenu HaOMOICHUS
(hopMHPOBATIOCH AaHTHICTIPECCHBHOMOIO00HOE MTOBECHHUE.

KiwueBsbie cioBa: nuknonpomwimuiuna; BALB/c; CS57B1/6; uccnenoBarenbckasi akTHB-
HOCTb; TPEBOXKHOCTh; aHTHJCIIPECCUBHOMOA00HAs aKTHBHOCTB; “3aKpPBITHIH KpecTooOpas-
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BBIHYK/ICHHOC I1JIaBaHUC ]

BBEAOEHUE

Bonpias 4acCThb TMCUXOTPOIHBIX JICKAPCTBCHHBIX
cpencts (JIC), nmpenHasHaYeHHBIX T OKA3aHUs CrieHUpU-
YeCKOIr'o BO3JICHCTBHS, IOMUMO CBOCH OCHOBHOI aKTUBHO-
CTH TMPOSIBIIACT U JPyrue, He MEHee 3HAYUMBbIe d(PQPEKTHI.
Psn BemecTB, OTHOCSAIIMXCSI K HOOTPOITHBIM, HApsAy CO
CMOCOOHOCTBIO yNy4IllaTh MHECTHUYECKHE (YHKIUH, MIPO-
SIBIISICT IIMPOKUN CHEKTP ICUXOTPOIHBIX 3P PEKTOB,
BKJIIOYAIOIINN TPOTHBOTHUIIOKCUYECKUN, aHTUACTIPECCUB-
HBI, CEHATHBHBIM, AHKCHOJUTHUYECKHH, MPOTHUBOCYHO-
poxHBIA W Apyrue [l]. AHKcHonWTHYECKOE JelicTBHE
TPAHKBIJIN3AaTOPOB 3a4acTyO0 COIPOBOXKIACTCS CENATHB-
HBIM, CHOTBOPHBIM, MHUOPEIAKCAaHTHBIM H NPOTHUBOCYHO-
poxHbIM 3 dekramu [19]. AHTHIETIPECCAHTHI, B CBOIO
ouepenb, 3Q(GEKTUBHBI IPU TPEBOKHO-POOHUECKUX U 00-
CECCHBHO-KOMITYJILCHBHBIX PAaCCTPOHCTBAX, a8 OTJCIHHEIC
MIPEACTABUTENHN 3TOH (hapMaKOIOrNIeCKOH TPyMIBl YITyd-
[IAl0T KOTHUTHBHBIC (DYHKIIUH M OKa3bIBAIOT CEIATUBHBIN
WM HA000POT rcuxoctumMynmpyromui 3¢ dexrsr [20].
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MOABELINBAHUE 32 XBOCT” .

MHoro(yHKIIHOHATIbHASL AaKTUBHOCTh BCTPEYACTCS U
CpeM SHIOTEHHBIX coeanHeHui. [locnennee Bpemst 60i1b-
IIOW HayYHBIM WHTEPEC BBI3BIBAIOT MPHUPOIHBIC TIENTHIBI,
uX (parMeHThl U CHHTECTHYCCKUE aHAJIOTH, YTO 00YCIIOB-
JICHO WX BBICOKOH (hapMaKOJIOTUYECKOW aKTHBHOCTHIO U
OTCYTCTBHEM TOKCHYECKHX 3(P(PEKTOB BCIAESICTBHE MATIOTO
CpoKa rmoiypacmaja u MeTadoau3Ma J0 MPOCThIX aMHHO-
kuciior. He MeHee BajkHA CIIOCOOHOCTH 3THUX COEIUHEHUI
B3aMMOJICHICTBOBATh C IPYTMMHU CHCTEMAMH HEUPOIENTH-
JIOB U HEMPOMEUATOPOB, 32 CUET KOTOPBIX PEeaM3yeTCs
MHOT000pa3ue ux Gapmakoioruaeckux 3¢ dexron [21].

OHUM U3 MEePCIIEKTUBHBIX (PapMaKOIOTHUECKH aKTHB-
HBIX TIETITHIOB SIBIISICTCS IIMKIIONPOIIMIITIINIINH, H3HAYATb-
HO CHHTC3WPOBAHHBIN B KauyeCTBE MENTUIHOTO aHAJIOTa
nupanerama B HUM ¢apmaxonorun umenu B. B. 3akyco-
Ba [4], u BOCIEACTBUN OOHAPYKEHHBIH B TOJIOBHOM MO3-
re (I'M) uHTaKTHBIX KpbIC [22], 9YTO TOBOPHUT 00 SHIOTEH-
HOM TIPOMCXOXKJICHWHU TenTtuaa. Ha HacTtosmuii MOMEHT
OIHMCAHBI aHKCHOJUTHYCCKas [6, 18], aHTUTHITOKCHYECKas
[12], meiporporexkropHas [12, 16], aHTHaMHecTHYecKas
[5], anTunenpeccuBHononobnas [10] axrtusnocTu LIIIT,
npUYeM KOHIEHTPAIMU NENTHAA, TIPU KOTOPBIX MPOSBIIs-
I0TCS1 €r0 APPEKThI, HA HECKOJIIBKO TIOPSIKOB HHXKE TEX, B
KOTOPBIX OOHAPY>KHUBAKOTCSI COOTBETCTBYIONIHE peepeHT-
uele JIC, npumensembie B 3)(EKTUBHBIX T03aX.



B pamxkax nponosmkeHus (papMakoIOrH4ecKoro usyue-
Hus LTI B HacToOsIIIIEM HCCIIeIOBAaHUM U3ydaliu: (&) BIIHsI-
HUE JMIMENTHIa HA TPEBOXKHOCTh M KOTHUTHUBHBIE (DyHK-
nuu mbieid BALB/c u C57Bl/6 npu omHO- W AByXHe-
JIEITHHOM BBE/ICHUHU B YCJIOBHSIX TeCTa “3aKphIThIA KPECTO-
oOpasnbiii nabupunt” (3KJI), mo3BossromeM B ORHOM
MOBEJICHYECKON CECCUM OLICHUTh M3MEHEHHE HCCIe0Ba-
TCIBCKOM, aHKCUOIUTHYCCKON M JIBUTATCJIbHOM AKTUBHO-
CTeH y JKMBOTHBIX; U (0) TUHAMUKY TPOSIBICHHUS TICHXO-
TPOIHBIX A3PPEKTOB (HOOTPOITHOTO, AHKCHOITUTHIESCKOTO H
anTHIenpeccuBHononoonoro) TN B 3aBHCHMMOCTH OT
JUTATETTFHOCTH BBEICHUS IIperapara.

Metoauka

KuBoTHbIe. DKCIEPUMEHT TPOBOAMIICS HAa CaMIlax
Mmeimeit BALB/c (n=60) u C57Bl/6 (n=60) maccoii
25 — 30 r (muromHuK “Cron6oBas’™). JKHBOTHBIX coaepxa-
mu B BuBapuu OPI'BHY “HUUN dapmakonorun umMeHH
B. B. 3akycoBa” B CTaHIapTHBIX YCJIOBMAX Ipu 12-gaco-
BOM CBETOBOM PEKHME CO CBOOOIHBIM JOCTYIIOM K BOJIC U
Kopmy, 1o 10 ocobeii B kietke. ConepkaHue XKUBOTHBIX
COOTBETCTBOBAJIO MPaBIJIaM JIAOOPATOPHOM IPAKTUKH MIPU
MIPOBEJICHUH TIOKITMHNYECKHX uccienoBanuii B PO (I'OCT
351.000.3-96 u 51000.4-96), nmpuka3zy Mwunzapasa Poc-
cun Ne 199 ot 01 ampens 2016 romga “O0 yTBepx)aeHUN
MpaBUJI HaJJIekalel jJadoparopHoil mpaktuku”. [Tpose-
JIEHUE KCIIEPUMEHTOB 0100peHo Komuccuel mo Onome-
murackor atnke ®T'BHY “HUU dapmakonoruu nMeHH
B. B. 3akycosa”. LIIII, pacTBOpeHHBII B (u3noIOrAYe-
CKOM PacTBOpe, B J103€¢ 1 MI/KI BBOJWIN BHYTPHOPIOIIUH-
HO | pa3 B CyTKM B TEU€HHE OIHOW M JIBYX HE[EJb, KOH-
TPOJIBHON TpyHIe BBOAWIN (PU3HOTOTUYECKHN pacTBOp B
SKBUBAJICHTHBIX 0ObeMax. Uepe3 2 4 Tmocje TOCIenHeH
WHBEKINN MbIen TectupoBain B 3KJL

Tect 3KJI ocHOBaH Ha BPOXAEHHON CITOCOOHOCTH MbI-
el K CIIOHTaHHOMY TOBEJCHHUI0 B HE3HAKOMOW o0cTa-
HOBKE, MCKIIIOYAIONICH 3JIEMEHT MPEIBapUTEIILHOTO 00Y-
YEHUsI, IPEUMYIIICCTBOM KOTOPOTO SIBIISICTCS MHHUMAJb-
Has creneHb nHBasuBHOcTH. 3KJI coctonT u3 4 niuactmac-
COBBIX 3aKPBITBIX ITyCTBIX OTCEKOB, COCOMHEHHBIX C
LEHTPAIbHBIM OTCEKOM C TIOMOIIBIO BXOJHBIX OTBEPCTHH.
MpIlb MOMENIATN B HEHTPAIbHBIA OTCEK JTAaOUPHHTA U B
MOJyaBTOMATHYECKOM PEKUME C TOMOIIBI0 MPOTPAMMBI
Behaviour peructpupoBaiy mocieroBaTeIbHOCTb U TPO-
JOJDKUTENFHOCTD €€ TIEPEXOI0B U3 OIHOTO PyKaBa B JIpy-
roit. Ceccusl 3aBepIianach mocie 12 BU3UTOB B OOKOBBIC
orceku. Ilocnenyronuii aHaIu3 AaHHBIX MTO3BOJIUT BBIJE-
JTUTh psAA Tokazaresneil 3()(EeKTUBHOCTH HCCIe0BaTelNb-
CKOTO MOBEJICHH (JUTHHA MEPBOTO MOJIHOTO 00X0/1a OOKO-
BbIX oTcekoB — F_PtrN M KOIHMUYECTBO MOJHBIX 00XO0B
3a ceccuto — PatrN), TpeBOKHOCTH (JTATEHTHBIA TEPHO
MIEPBOTO 3aX0/1a B OOKOBOW OTCEK M BpeMs MPEOBIBAHUS B
HeM, F ChTm u F_GITm) u aBurarenbHoi aKTUBHOCTH
(oOmiee Bpemsi mMpeObIBaHUSI B LIEHTPAJIBbHOM U OOKOBBIX
orcekax, T ChTmu T _GITm) [11, 14, 17].

O0paboTKy pe3yNbTaToB aHAN3a TAHHBIX TPOBOIUIIN C
HCIOJNBb30BaHUEM TMporpamMmbl  Statistica 6.0 cormacHo

E. B. BacuabeBa u ap.

“MeToINYECKUM PEKOMEHIAIMSIM M0 SKCICPUMEHTAb-
HOMY (TOKJIMHUYECKOMY) HU3YUYCHUIO HOBBIX (hapMakKoJIo-
ruueckux BernectB”. Ha rpadukax mpeactaBieHbl cpe-
HHUE 3HAYCHUSI C YIETOM CTAHJAAPTHOM OIIMOKH CPEIHErO
(mean £ S.EM).

PE3YNbTATbI U UX OBCYXOEHUE

Benuuunbl mokazaresneil CIIOHTAaHHOTO TIOBEJCHUS B
rpynmnax KOHTPOJs 00eHUX JIMHUHU MBIIICH MPEICTaBICHbI
B Tabmuie. [Ipu comocraBieHHH MEXIMHEHHBIX Mapa-
MmeTpoB noBeneHust F PtrN u PatrN mbimm BALB/c ot-
JIMYAJIUCh UCXOAHO Oojiee HU3KOW 3((HEKTUBHOCTBIO HC-
CJIEJIOBATEIHCKOTO MOBEICHUs (OOJIBIIIE YUCIIO 3aX00B U
MEHBIIIC [IUKJIOB NATPYJIMPOBAHMUS ), TIO CPABHEHHIO C MbI-
mamu C57BL/6. Ilo nokazarenasm F_ChTm, F GITm,
T GITm Takxe ObLIM BBISBICHBI OTIMYHUS MEXKAY UCCIIe-
JlyeMbIMU JIMHUSIME Mblieii: BALB/c nemoncTpupoBain
OOJIBIIIYIO CTENIEHb UX TPEBOKHOCTH U JIBUTATEIILHOM aK-
TUBHOCTH 110 cpaBHeHHt0 ¢ C57BL/6.

Ilon BausHueM opHoHeaenbHOro BBeaeHus LI B
no3e 1 mr/kr y mermeit muanun BALB/c B Tecte 3KJ1 cHu-
xkammch  mapametpbl F ChTm u F_GITm (U-tecr,
p <0,05), 9TO OTpakaeT CHIKEHHE TPEBOXKHOCTU (yBe-
JTUYECHNE aHKCUOMUTHUYECKON akTuBHOCTH) Ha 20 %. On-
HAKO KO BTOPOW HeJene BBEACHUS 3TOT 3(PdeKT yxe oT-
cyrctByer. Hamporus, y wmbiredi smaun C57B1/6 tipn
oboux pexxumax BeefeHus LT aHKCHOMUTHYESCKUI 3¢-
ekt He QopmupoBasicsa. [lokazarenn wuccen0BaTEb-
CKOM W ABUTATEIbHOW aKTUBHOCTEW 1oa BiaustHuem LTI
B J103¢ 1 MI/KI HE M3MEHSUIUCh y MBIIICH O0CUX JIMHHMA
(puc. 1).

CorocTaBieHre JaHHBIX IO HOOTPOITHOW W aHKCHOJIH-
TUYECKOW aKTUBHOCTH U PAHEE TOTYyUYEHHBIX PE3yIbTaTOB
o aHrtuzaenpeccuBHonono0Hor aktuBHOocTH LI [10]
npezcTaBieHo Ha puc. 2. Y mbimeir BALB/c nox Biwsi-
HUeM ojHOHenenbHoro BBemeHus LTI B mose 1 mr/kr
0oOHaApy)KUBAECTCS MaKCUMAallbHBIH aHKCHOJHMTUYCCKHN
3 PEKT, CHIKAIOMIUICS KO 2-i Helene BBeICHU. AHTH-
JIETIPECCUBHONIONO0HAS aKTHBHOCTh IENTHIA HAaYWHACT
YBEJIMUNBATHCS C 1-i HEeZleny BBEJACHHS, MOHOTOHHO J10C-
TUTAas TUIATO KO 2-W Hejelne dKcrnepuMeHTa. JhheKTHs-
HOCTh HCCJICJIOBATEIILCKOTO TOBEACHUS B JaOUpUHTE 32
neproj] HaOJIFOZICHNs He U3MeHseTcs (puc. 2, a ). JlaHHbIN
(bakT moaTBepkAaeT (HapMaKOIOTHYESCKYIO W30HpaTeib-
Hocth aeiictBust LTI B mccnemyemoi nose mpu 1- u
2-HeJeIbHOM BBEIECHUH.

B cnyuae ¢ mbimiamu uanu C57Bl/6 mogo6HOM mo-
CJIENOBATEIBHOCTH He HaOmogaercs: ¢ 1-ro mo 14-i neHn
Habmrofenuss LI HM HOOTPONHBIN, HU aHKCHOJIUTHYE-
CKUH, HM aHTHIENPECCUBHOIOJO0HBII KOMIIOHEHTHI HE
TPOSIBISUIUCH (pUC. 2, 6 ). A Kak ObLIO MMOKAa3aHO paHee, B
AQHAJIOTUYHBIX YCIIOBHX IKCIIEPUMEHTA aHTHUIETIPECCHB-
Honoxo0OHas aktuBHOCTE LITIT™ B go3e 1 Mr/kr mocruraer-
cs muIb K 4-i Henene ero BBeaeHus y mbimeit C57B1/6
[10].

Takum obpa3om, npu ucnonk3oBanuu JTHHUE BALB/C
OTUY€TIIMBO MIPOCIICIKUBACTCS IMHAMUKA MTPOSIBIICHUS Pa3-
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JUYHBIX TICUX0(apMaKoIOTHYeCKUX YPQPEKTOB B 3aBUCH-
MOCTH OT JJTHTEIEHOCTH BBEICHUS HCCIIETyEeMOro TETTH-
Jla, MPUYEM aHTUICTIPECCUBHOMONOOHBINA 3P QEKT, HACTY-
MUK TIOKE, COXpaHSAETCs W MpH OoJiee MPOIOIIKH-
TENFHOM, 4-X HeZETHHOM BBEICHUM.

B uenowm, npencraBieHHbIe pe3yIbTaThl HE IPOTHBOPE-
9aT W3BECTHBIM KIMHHUYCCKUM HAOIIOHCHUSIM, COIIACHO
KOTOpBIM T.H. “crierdudeckne” n “Hecnenugpmueckue”
(apmakonoruueckue 3PQexTsl MCUXOTPONHBIX Mpernapa-
TOB MMEIOT Pa3IMYHbIC JHHAMHYICCKHAC XapaKTCPHUCTHUKH.
Tak, K MEJUICHHO Pa3BUBAIONIMMCS MTOCTC TPEIIICCTBYIO-
IIEeTo JIATEHTHOTO MEepHUoJia OTHOCAT aHTHJETPECCHBHBIMH,
AHTUIICUXOTUYECKUH M HOOTpomHblid. K ObicTponposs-
JISIFOTIIMIMCSI, B TOM YHCJIE Y 3MOPOBBIX JIHII 0€3 MCUXHYe-
CKOM NaroJIoTMh — AHKCHOJUTHYECKHUH, TICUXOCTUMYJIHU-
pyroumii U cegatuBHbI [2, 15]. B Hamem uccnenoBaHuu
HaOJroaeTcss OBICTPO Pa3BUBAIOIIMICS AHKCHOJIMTHYC-
ckuit addekT (Ho ToIBKO Y MBIIEH nHIM BALB/C), a na-
nee Gosiee MeIJICHHO (OPMUPYIOLIMIACS aHTHICIPECCUB-
HOMOOO0HBIN (y MbIlIel o0eux JIMHUI). J[efcTBUTENBHO,
HBIHE WCTIOJNB3yEeMbIe aHTHUACTIPECCAHTHI JOCTUTAIOT CBO-
ero crieruduyueckoro 3 pexTa JHIIb Yepe3 HECKOIBKO He-
nens naxe y pearupyrommx Ha 3tu JIC marmmenrtos. Cire-
JIOBATEIBHO, TS pa3paboTku Oonee 3phekTHBHBIX Mpera-
paroB HeoOXoauMo OoJiee ITyOOKOe TOHUMaHUe OHOJIOTH-
geckoro 0asmca 3a00JIeBaHUs U a[JICKBATHBIX MTOAXOJ0B €T0
MOZCIHPOBAHUSI.

B03MOXKHBIMH OOBSICHEHUSIMHM OIMCAHHBIX PA3IMUYUA B
JUHAMHUKE JOKIMHHYECKHX 3()(EKTOB IUKIOMPOIHIIIHI-
IIMHA B MOJEIBHBIX HKCIICPUMEHTAaX Ha MHOPEIHBIX MBI-
1IaX MOTYT CIY>XKUTb CIEAYIOLIe OObEeKTUBHBIC JaHHBIE.
Bo-miepBrix, Mbimn BALB/c reHeTHUYeCKH XapaKTepu3sy-
10TCSI OOJBIICH CIIOHTAaHHOM TPEBOKHOCTBIO, IO CpaBHE-
Huro ¢ Meimamu C57Bl/6, a nelicTBUE BEIIECTB ¢ aHKCHO-
JUTHYECKOI aKTUBHOCTBIO B OOJIBIIMHCTBE CIydaeB IPo-
SIBTSIETCSI IMCHHO Ha MBIIIAX C HCXOTHO BBICOKHUM YPOB-
HEM TPEBOXKHOCTH [3]. Bo-BTOpBIX, HCXOHAS CIIOHTaHHAsI
TPEBOXKHOCTb 3TOH JIMHMU COIPOBOXKAAETCS MEHBIICH
TUTOTHOCTBIO OEH301Ma3eIMHOBBIX PELenTopoB B Kope ['M
u rrytamatHelx NMDA-penentopoB B runmokamme [9].
B-tperbux, xonnentpauus 3ugoresHoro I B 'M mbI-
meii BALB/c B 1,5 pa3a Huxke, yeM y juanun C57BL/6
[18], m3-3a uero y mepBBIX MOXKET MPOSIBIATHCS OOJIbIIAs
BOCIIPUUMUYUBOCTb K BBEJICHHOMY COEIMHEHHUIO. B-uer-
BEPTHIX, YBA3bIBASI CBEACHUS O MOJOKUTEIBLHOM MOAYJIS-
topHoM geiictBun HIII" na AMPA-penentops! [7] ¢ pe-
3yNbTaTaMu O PAa3IMYMAX B UX HPEJICTABIEHHOCTH B MO3-

BALB/c a)

B ~, PatrIN

e chm+

F GITm+

C57Bl/6 6)

F_GITm

—4—KoHTpono =fl=1Hepenn =k=—2Hegenu

Puc. 1. BiusHue 2- u 2-HelenbHOTO BHYTPHUOPIOLIMHHOTO BBEJIE-
aust LTI (1 mr/kr) Ha moBeieHYEeCKUE XapaKTePUCTHKH, CBSI3aHHBIE
C HCCIIENOBATEIbLCKONM aKTUBHOCTBIO Mblied BALB/c (a) u
C57BL/6 (6) B Tecte “3akpbIThIi KpecTOOOpa3HBINH JTaOUPUHT;
JaHHbIE MpeAcTaBieHEl B %, 3a 100 % MpUHATEI 3HaYEHUS TPYIIT
KoHTpOJIs (Tabm. 1).

[Ipumedanue: + — CTaTHCTUYECKM 3HAYUMBIC OTINYHS OT KOHTPOJIS IIPU OJ1-
HOHeJlebHOM BBesieHHH (U-TecT).

TOBBIX CTpyKTypax Mbieit BALB/c u C57Bl/6 [3], Mmox-
HO paccMmarpuBaTth AMPA-penenTopHbIi KOMIIOHEHT B Ka-
YeCTBE MPHUYMHBI PA3HOBPEMEHHOTO Pa3BUTHS (apMako-
norudeckux 3¢dexros LI y sTux nuHui. B-nareix, us-
BECTHO, 4TO UcxoaHoe conepxanue BDNF, ypoBeHb koTO-
poro

HU3MCHACTCA npu HerCCCI/IBHOHOHO6HLIX

ITapameTpbl MOBeIeHNS MbILI€ii KOHTPOJILHBIX rpynn WHOpeaHbix Junnii BALB/c u C57BL/6 B Tecte “3aKkpbIThlii KpecTO0OPA3HBIi Ta0UPHHT”

(cekynapbl, m + S.E.M).

AKTHBHOCTH TpeBoXKHOCTH JlBurarenpHas Hccnenosarenbckas

IToxa3zarenu F_ChTm F_GITm T_ChTm T_GITm F_PtrN PatrN
BALB/c 29,50 £ 2,82 8,95+ 1,34 46,75 £ 6,36 104,63 £ 7,05 6,25 £ 0,47 1,63 £ 0,09
C57BL/6 3,19 £ 0,42%* 24,63 £5,68* 57,86 £ 6,43 199,03 £ 22,54%* 5,13 £0,32% 1,88 +0,06*

IIpumeuanne: * cTaTUCTHYECKH 3HAYMMBIE OTIIMYMS OT Mblmieii muaud BALB/c (U-test).
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Puc. 2. BiusHue ogHO-, IBYX- U YeThIpeXHeeIbHOr0 BHyTpruoOprommuHoro BBeaeHus LI (1 MI/kr) Ha nccienoBaTebCKyo aKTHBHOCTD,
TPEBOXKHOCTH (TECT “3aKphITHII KPecTOOOpa3HbI TaOUPUHT ) ¥ aHTHICTIPECCUBHO-TIOI00HYI0 aKTHBHOCTS (TecT “BrIHYX)/IeHHOE TI1aBaHue”
— BALB/c, tect “IlonsemmBanue 3a xsoct” — C57B1/6) mbieit BALB/c (@) u C57B1/6 (6); nannsle npeacrasieHs B %, 3a 100 % npuns-

THI 3HAYECHUS TPYIIITBI KOHTPOIIS (Tadm. 1).

HpnMeanI/Ie: * — CTATUCTHYCCKU 3HAYUMBIE OTIUYHUS OT KOHTPOJIA (U-TGCT).

cocTosiHUsX, Y Mblmeit C57Bl/6 ke, yem y BALB/c Bo
BCEX CTPYKTypax, kpome momocaroro tema [13]. LI, B
CBOKO O4Yepenp, NoBeimaer ypoeHb BDNFE B KynbType
TUIIIIOKAMITIAJIbHBIX KJIETOK B HOPME U B YCJIOBUSAX INIyTa-
MaTHOM U 6-0KCHI0(paMHHOBON HEUPOTOKCHYHOCTH [8].

BriOpaHHbIe sl MCCEIOBAHUS JIBE JMHHHM MBIIICH,
pa3IMYaroIIuecs Mo CBOEMY I'€HOTHUITY, YPOBHIO UCCIIEHO-
BaTEJIbCKOM M JBUTATEIbHON aKTUBHOCTEH, TPEBOKHOCTH,
PELENTOPHOMY CTaTyCy B MO3TOBBIX CTPYKTYpax, MOXKHO
paccMaTpuBarTh B KaueCTBE MOJENICH pa3In4YHbIX (HU3HO-
JIOTHYECKUX COCTOSHHIA opraHu3Ma. B nmaHHOM ciydae
Mbi TuEAN BALB/c MoTyT BBICTYIIaTh Kak aeduimrap-
HBIC [0 PACCMOTPEHHBIM BBIIIEC XapaKTEPUCTHKAM B CpPaB-
HEeHMHM ¢ MbIamu TuHUE C57B1/6, 1 MOXXHO COIMOCTaBUTh
COCTOSIHWE TIEPBBIX C MPOSIBICHHEM HEKOW MaTOJOTHH, B
YCIIOBUSIX KOTOPO# MPOSBIISIETCS JUHAMHUKA H3y4aeMbIX
s dexToB. Hanporus, y meiierr C57B1/6 oTcyTcTBHE CO-
YeTaHusi OBICTPO M MEJICHHO MPOSIBISIONIMXCS d(D(EKTOB
MOYeET OBITh OOBSCHEHO M3HAYAIBHO HHBIM (PH3HOIOTHYC-

cKkuM npoduiieM opraHu3ma. B nanbHeiimem naHHyro 3a-
BHCHMOCTBH MOYKHO CITPOCTIMPOBATH Ha Pa3INndHbIe (PH3n0-
JOTWYECKNEe COCTOSIHUS MAIWeHTOB B KIWHHUKE JUIS
BBIOOpa panuoHaNBHOTO pesknMa mpumenenus JIC ¢ me-
JIBIO TIPOSIBIICHUS OXKHIAEMBIX 3P EKTOB.

O4eBUITHO, YTO U3YUCHHUE CIOKHBIX HEHPOXUMUIECKUX
MEXaHU3MOB (DOPMUPOBAHUS U Pa3BEPTHIBAHUS ‘‘CIICIH-
¢uueckux” u “Hecnieundpuueckux’ 3PGPEKTOB aHTUIE-
MPECCAHTOB HYKIACTCsl B JaJbHEHIIEM H3YYCHUH, pe-
3yNBTaThl KOTOPOTO OYIYT COCOOCTBOBATH ONTHMHU3AIINU
UX MCIOJIb30BAHUS B KIMHUKE.
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DYNAMICS OF CYCLOPROLYLGLYCINE PSYCHOTROPIC EFFECTS
IN BALB/C AND C57BL/6 MICE DEPENDING ON TREATMENT DURATION
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Effects of one- and two-week cycloprolylglycine (CPG) treatment (1 mg/kg, i.p.) on BALB/c and C57Bl/6 mice behavior in the closed cross maze test were
studied. Comparison of obtained results to the data of previous studies on antidepressant-like activity of CPG (with forced-swim test in BALB/c mice and tail-
suspension test in C57B1/6 mice) revealed the dynamics of CPG psychotropic (nootropic, anxiolytic and antidepressant-like) effects development in these mice
strains. In BALB/c mice, one-week CPG treatment produced maximum anxiolytic effect. An increase of the treatment duration up to four weeks resulted in the
loss of anxiolytic activity and appearance of antidepressant-like behavior. Nootropic properties of CPG were not detected. C57B1/6 mice did not display any
psychotropic effect after one- and two-week CPG treatment and only showed antidepressant-like behavior after four-week treatment.

Keywords: cycloprolylglycine; BALB/c; C57BIl/6; exploratory activity; anxiety; antidepressant-like activity; closed cross maze test; forced swimming test; tail
suspension test.



