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O06ceccuBHO-KOMITYJIbCUBHOE paccTpoiicTBo (OKP) — ncuxuueckoe 3abojieBaHue, Xa-
pakTepusylolieecs: 00CeCCUsIMU, KOTOPbIE BbI3bIBAIOT BBIPAXEHHBINM AUCTPECC U Tpe-
BOTY, /WU KOMITYJbCUSIMUA, HaNTPaBJICHHBIMU Ha HEUTpaIMU3alIMIO TUCTPECCa U Tpe-
BOru. Pe3ynbraThl 9KCMEpUMEHTATbHBIX U KIMHUYECKUX UCCICIOBAHUN CBUICTEIb-
CTBYIOT O BO3MOXHO#1 ponmu TAMKg-peuenropos B matoreHese OKP, uro nenmaer
aKTyaJIbHBIM M3YyYE€HUE BIIMSTHUS JIMTAHIOB 3TUX PELENTOPOB Ha KOMITYJIbCUBHOIIO-
nobHoe moBeneHue rpoi3yHoB. Llenb paboTel — uzyuenue adpdexkro 'MAK-290 u 6a-
ki1odeHa Ha akcnepuMeHTalbHbIX Monessix OKP. Mayuenwsr addexrsr TMAK-290
(0.01, 0.1, 1 mr/kr, B/0) u 6aknodena (0.1, 1 u 5 mr/kr, B/0) B Tectax “Bpaiuaooiuiics
cTepXXeHb” 1 “3akallbIBaHue IIapUKOB”, a TakKe Ha MOAEJIM HapyIIeHUs] CIIOHTAHHOTO
yepeaoBaHUs y MbIleii, BeiI3BaHHOTO BBeneHueM 8-OH-DPAT. INoka3aHo, 4To 6aKiio-
den u TM2XK-290 Bo Bcex mcciaemyeMbIX 103aX OCTA0ISIN KOMITYJIbCUBHOTIONOOHOE
MOBEICHUE MBILIEH — YMEHbIIIATN KOJTMYECTBO 3aphITHIX IIIAPUKOB B TecTe “3akarbiBa-
HUE IapUKOB”, ogHaKo 3TOT 3¢ dekT 6aknodeHa B 103€ 5 MI/KT COMPOBOXIAICS Ha-
pyLIEHHEeM IBUTATEIbHOM KOOPAMHALIMY XWBOTHBIX B TecTe “Bparmmarouiics crep-
XeHb”. B 1o xe Bpems Hu 6aknodeH, Hu 'M2K-290 He ocnabnsinu HapylieHWe CITIOH-
TaHHOTO YepeIoBaHus y Mbllieil, Bbi3BaHHOE BBeneHueM 8-OH-DPAT (2 mr/kr, B/06),
HaIpoTHUB, 6aKIodeH B 1o3e | MI/KT yCMJIMBaJI 3TO HapyiieHue. TakuM obpa3zom, 6a-
kinoden u TM2XK-290 ob61agaloT aHTUKOMITYJICUBHOM aKTUBHOCTBIO B TeCTe “3aKaribl-
BaHUE IIAPUKOB”, HO HE HA MOJEIU HAPYLIEHUSI CIOHTAHHOTO YepedOBaHUSI Y MbI-
1Ieii, BeI3BaHHOTO BBeneHneM 8-OH-DPAT.

Knrouesvie cnrosa: o6ceccuBHO-KOMITYJIbCUBHOE paccTpoiictBo, TAMKg-peuentop, 6a-
kinodeH, mbiib, 8-OH-DPAT, TM2K-290, 3akanbiBaHKE 1IIaAPUKOB
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BBEAEHUWE

O6ceccuBHO-KoMITyIbcuBHOE pacctpoiictBo (OKP) — nicuxuueckoe 3abojieBaHUe, Xa-
pakTepu3ymolleecs: 00CecCUs MU, KOTOPbIE BbI3bIBAIOT BbIPAXKEHHBIN TUCTPECC U TPEBOTY,
W/WIN KOMIYJIbCUSIMU, HATIpAaBJIE€HHLIMKM Ha HeiTpanm3aluio QucTpecca u tpesoru [1].
OKP gBnsgercss omHUM U3 HauboJjiee pacIpOCTPAHEHHBIX MCUXUUECKUX PACCTPOMCTB U
BHOCHT CYILIECTBEHHBIN BKJa B IJ100aIbHOE OpemMs OoJie3Heit. TpaaulimoHHO B maTore-
He3e OKP oCHOBHYIO pOJib OTBOISIT UBMEHEHUSIM B CEPOTOHUHEPTMYECKOM, TohaMUHEePri-
YeCKO M TIyTaMaTepruyeckoil cucTteMax KOPTMKO-CTPUATO-TaIaMO-KOPTUKAJIBHBIX HEl-
POHHBIX 1IeTieil roJlIoBHOTO Mo3ra [1, 2]. Pe3ynbrarhl KIMHUYECKUX UCCAEIOBAaHUI CBU-
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NETeIbCTBYIOT Takke 00 m3MeHeHMssx B TAMKepruueckoili cucteMe — yMEHbIIIEHUU
ypoBHst TAMK B pa3inuHBIX 06J1aCTSIX KOPBI FOJIOBHOrO Mo3ra y nanueHToB ¢ OKP [3—6].
Tem He MeHee, kiaccuueckue autocrepuueckue Mopynsatopel TAMK,-peuentopos, B
YaCTHOCTH, MPOU3BOIHbBIE OeH30nua3enHa, HeaddekTuBHbl B Tepanuu OKP [2]. B To xe
BpeMmst necpuut FTAMKepruueckoit HeiipoHaabHOI Tiepenaun y nmauueHToB ¢ OKP mo-
KeT ObITh accomupoBad ¢ TAMKg-peuentopamu [5], a monumopdusm reHa TAMKp-
pelLenTopa MOXeT 00yC/IOBIMBAaTh TEHETUYECKYIO TIpeapaciiojiokeHHocThio K OKP [7],
YTO MO3BOJISIET pACCMAaTPUBATh €r0 B KaYECTBE MOTCHIIMAIBLHON MUILIEHU 1UIs1 (hapMaKo-
JIOTUYECKOMN KOPPEKLIMU 3TOro 3a001eBaHUs.

baknoden (5 u 10 mr/kr), aronuct TAMKg-penentopoB, ociabisieT KOMITYJIbCUBHO-
noaoOHOEe TTOBEIeHNE MbIlIeil B TecTe “3akalbiBaHUE IIAPUKOB”, OMHAKO 3TOT 3(hdekT
COIPOBOXIAETCS YMEHbIIIEHUEM JIBUTATEJIbHON aKTUBHOCTU, YTO, TO-BUIUMOMY, OOY-
CJIOBJIEHO LIEHTPAJIbHBIM MMOPEIAKCUPYIOIIMM eicTBUEM 3Toro Bemlectsa [8]. B To xe
BpeMs BiusiHUE OakiiodeHa B MaJIbIX J03aX Ha KOMIYJILCUBHOIOIO0HOE TTOBEICHUE TPhI-
3YHOB U3y4YeHO He ObL10. Takoii moaxon no3Boyini Obl pa3aeuTb aHTUKOMITYJIbCUBHBINA U
MUOpeIaKcUpyonmii apdekTol 6akaodeHa, YTo MPeaCTaBIISICTCSI aKTyalbHO 3a1adeid.

Coemunenne 'MXK-290 (2,6-guMetrmanuiug (2-0Kco-4-GheHWITUPPOTUINH- 1 -11)
YKCYCHOM KUCJIOTBI), cuHTe3upoBaHHoe B DPI'BHY “HHWU dapmakosorum mmeHuU
B.B. 3akycoBa”, mpousBogHoe 4-(GeHMWINMUPPOINAOHA, 001aTaeT IIPOTUBOCYIOPOKHBIM
5(hdeKTOM, KOTOPBIA, O-BUAMMOMY, 00yciioBiieH B3aumoneicteuem ¢ TAMKg- [9] u
MeTaboTponHbIMU TyTamMatHbiMu petentopamu I rpynmer (mGluR 1) [10]. Baokaro-
pel mGIluR2/3 [11] Hapsiny ¢ momynsitopamu NMDA-peuenTopoB [12, 13] criocoGHbI
0ocJ1abJsITh KOMITYJIbCUBHOIIONOOHOE TTOBEEHUE TPHI3YHOB M MOTYT pPacCMaTpPUBATHCS B
KadecTBe MOTeHIIMAIbHOI MUIlleHU WIS (papmakoorndeckoit Koppekiuu OKP. AKTuB-
HocTb [M2K-290 B OTHOILIIEHMM 3TUX MUILIEHEH 00YCIOBIMBACT aKTYaJIbHOCTb U3YUECHMUSI
ero 3(¢eKToB Ha BKCTIIepUMeHTATBHBIX Moneisix OKP.

Llenbo HacTOSIIETO UCCIenOoBaHUS SABIsIOCh n3ydyeHue 3dhdexktoB 'MXK-290 u 6a-
KJIo(peHa Ha 3KCIIepuMeHTaIbHBIX Moaeissx OKP.

METOAbI UCCIIEJOBAHUA

Kusomuoie

WccnenoBanus nposenersl Ha 222 camuax ICR mprmeit maccoit 23—25 r (MUTOMHUK
“CronboBas” ®I'BYH HIIBMT ®MBA Poccun). 2KUBOTHBIX coaepKalu B CTaHIAPT-
HBIX YCJIOBUSIX BUBApUsI TIPU €CTECTBEHHOU CYyTOYHOI CMEHE OCBEIleHHUs JeHb/HOUb CO
CBOOOIHBIM JIOCTYIIOM K BOZE M KOPMY, 3a UCKJIIOUEHHUEM XXHUBOTHBIX, Y KOTOPBIX TIPOBO-
WJIach MUIIEBast IeMpUBallUs TPOIOKUTEIBHOCTHIO 24 4 (4 pa3a B Te4eHUE DKCIIepH-
MEHTa). DTH KUBOTHBIE TTOJIyJaJid JOCTYIT K KOpMY B TedeHHe | 9 B TIepro MUIIEBOI ne-
npuBaluu (4 pa3a B TeUeHUE SKCIICPUMEHTA).

Bewecmea

B pa6ore 6butn ucmonb3oBaHbl: 6akimoden (0.1, 1 u 5 mr/kr, Sigma Aldrich), 2,6-au-
MeTuIaHwing (2-okco-4-dbeHunnuppoaunut-1-un) ykcycHoit kuciotel (0.01, 0.1 u
1 mr/kr, TUXK-290, “HUHN dapmakonorun mmeHu B.B. 3akycosa”), ¢iayokceTuH
(10 mr/kr, Sigma Aldrich), (+)-8-runpoxkcu-2-(aunponujiaMuHoO) TeTpaJinHa TUIPOoOpO-
mun (8-OH-DPAT, 2 mr/kr, Sigma Aldrich). 8-OH-DPAT pacteopsiiu B 0.9%-HoM pac-
TBOpE HATPUS XJIOPUIA U BBOIWIM B/6 3a 15 MMH 10 TecTa, Bce OCTaJIbHBIC BEILIECTBA — B
0.9%-HoM pacTBope HaTpus xjaopuaa ¢ fodasieHuem Tween-80 (Sigma Aldrich) u BBo-
vy B/6 3a 30 MUH 10 TTOBEAEHUECKHMX TeCTOB. B KauecTBe KOHTPOJISI UCMOJIb30BAJIN 9K~
BUBaJIeHTHBIN 00beM (0.1 mut Ha 10 r Maccel Testa XuBOTHOTO) 0.9%-HOTrO pacTBOpa Ha-
Tpust xJiopuaa ¢ nobasieHreM Tween-80.
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Bri6op no3 6aknodeHa, dpayokcetuHa u 8-OH-DPAT 6bu1 cnefiaH B COOTBETCTBUM C
IaHHBIMU 00 3(ddeKTax 3TUX BEIIeCTB Ha 3KCIepuMeHTadbHbIX Monessx OKP [2, 8], a
T'M2K-290 — sMnpuyecku n3-3a OTCYTCTBUS JaHHBIX O BJIMSIHUM 3TOTO COENUHEHUS Ha
KOMITYJIbCUBHOTIOOOHOE TIOBEIEHUE U NETTPECCUBHOIIONO0OHOE COCTOSTHUE TPHI3YHOB.

Bribop ¢iryokceTHa B KauecTBe IIpernapaTa CpaBHEHUSI O0YCIOBJICH OOIICTIPUHSITHIMU
MOAXoMaMu K JTOKIMHWYECKOMY M3YYeHUIO Pa3IMYHBIX BEIIECTB Ha DKCIIEPUMEHTAIb-
Hbix Mozeisix OKP [2, 14] u nanHbiMU 0 cnocobHocTr aroHuctoB TAMKg-penentopos
MOIYJIMPOBATh CEPOTOHUHEPTUUECKYIO CUHANITUYECKYIO repeaauy [15, 16].

Tecm “3akanviéanue wiapukos”

B kauecTBe 3KCNepUMEHTAIbHOI YCTAHOBKM MCITOJIb30BAIM UHAVBUIYJIbHbBIC TTOJTH-
KapOoHaTHBIE OOKCHI I TPhI3yHOB (400 X 230 X 150 MM) ¢ KpHIIIKOIi, THO OOKCOB Ha
5 CM 3aIoJHSUIM TUTOTHO YTpaMOOBaHHBIM KYKYPY3HBIM MoACTUIOM. IIpenBapuTenbHO
JKMBOTHBIX MTOMeI[a B OOKCHI ¢ moacTuioM Ha 30 MUH c 1ieJ1bto 03HakoMJieHus1. [1ocie
npeaBapuTeIbHOM MOCaaKM MOACTII yTPaMOOBBIBAIM U IMTOMeIaIn Ha Hero 20 CTeKJIsIH-
HBIX IIAPUKOB TraMeTpoM 16 MM. MBbIIIeit moMeaau B 60KCH ¢ IapukaMu Ha 30 MUH,
MO0 MCTEYEHUIO KOTOPBIX TMOACYUTHIBAIIM KOJUYECTBO 3apBITHIX IIAPUKOB (3apbITHIMU
CUMTAJIMCH IIAPUKU, TIOTPY>KeHHBIE B TToAcTW Ha 2/3) [17]. B skcnniepumeHTanIbHO KOM-
HaTe MoIIep>KUBAJIM MUHUMAJIbLHBIN YPOBEHD IiTyMa U ocBellieHue B 100 k.

Tecm “Bpawatowuiics cmepiceHs”

JBUTaTEeIbHYI0 KOOPAWHAIIUIO MBIIIIEH OILIEHWBAIM HAa YCTAHOBKE POTa-POI JJISI MbI-
meii (Ugo Basile, MTanms), KoTopas IIpencTasisuia co00ii Bpamarlinuiics 6apabaH qua-
MeTpoM 3 ¢M, pas3neeHHBIN Ha 5 1opoxXeK upuHoii 5.7 cM. HavyanbHast CKopocTh Bpa-
1ieHus1 6apabaHa cocrasisia 4 060poTa/MUH, MakcuMajbHas — 40 060pOTOB/MUH, CKO-
pOCTb BpallleHUSI yBeJUYuBajgach Ha 1 o6opoT Kaxnble 8 ¢. PerucrtpupoBain Bpemst
yIIep>KUBaHUsI XKUBOTHOTO Ha 6apabaHe yctaHOBKH | 18].

Hapywenue cnonmannoeo uepedosarusi, evizeannoe §-OH-DPAT

DKcnepruMeHTalbHasi YCTaHOBKa IIpeAcTaBistia co0oit Y-TaOMPUHT JIST MBbIIIEH,
OCHAIIICHHBIN JBepLaMU ¢ PyYHBIM yripaBieHueMm [19]. B mepBblit 1eHb XXMBOTHOE Ha
10 MUH TOMeNIaIu B JIAOMPUHT C BO3MOXHOCTBIO CBOOOIHO MCCIIEIOBATh BCe pyKaBa Jia-
OupuHTa (BCce OBEpLBl OBLIM OTKPHITEI). Bo BTOpOil AeHb, mocie 24-9acoBoii IMUIIEBOM
NeTpUBallM, XKMBOTHOE MOMEIAJIM B CTAPTOBBIN PyKaB JaOMPUHTA; B OAHOM LIEJIEBOM
pyKaBe pa3Mmelaay HECKOJIbKO rpaHyl KOpMa, BTOPOil ObLI 3aKPbIT ABeplieii. KUBOTHOE
B TeYeHUE 5 MUH UMEJIO BO3MOXHOCTh HATU U ChECTb KOPM, 3aT€M MpPOLIeaypy MOBTO-
pSITA ¢ APYTUMM LIeJeBbIM PYKaBOM, MOCJIE Yero XXMBOTHBIX BO3Bpalllajid B JOMAaIIHUE
KJIETKM M B TeueHHue | U TpenocTaBisiiii CBOOOMHBIN HocTyn K KopMmy. Ha Tpetnit neHb
(TpeHUPOBOYHBIE CEaHCHl) XXKUBOTHOE, TTOCIIE TIMILEBOI TeTpUBalliM, TIOMEIaIN B CTap-
TOBBI pyKaB JaOMPUHTA M OTKPBIBAIW MOCTYN K IBYM IIeJIEBbIM pyKaBaM C KOPMOM,
MPEnoCTaBJsisi BO3BMOXHOCTb BhIOpaTh JII0O0M 13 HuX. [locie ycnemHoro Beidopa (repe-
CEeUeHMSsI TPaHUILIbl BCEMU YETHIPbMSI JlallaMu) XMBOTHOE BO3Bpalllajid B CTapTOBBIN py-
KaB, KOTOPBIi 3aKpbIBaM ABeplieit Ha 10 ¢, BOCTIONHSIN 3arac rpaHy/ B pyKaBax, 1mocje
Yero KMBOTHOE CHOBA MOTJIO BBIOPATh OMMH W3 IBYX 1IeJIeBbIX PyKaBoB. JJlaHHYIO TIpolie-
Iypy TIOBTOPsUTA 7 pa3, GUKCUPYS BBIOOP 1eIeBbIX pyKaBoB. Ha KaXmIyro MOTBITKY OTBO-
nuuv He 6osiee 90 c. [1o oKOHYaHUIO TPEHUPOBOYHOTO CEaHCa XXMBOTHBIX BO3Bpalllajiv B
JNOMallIHUE KJIETKU U B TeueHue 1 4 mpeaocTaBlIsiM CBOOOMHBIN TOCTYN K KOpMy. B 00-
1Ieii CJTOXKHOCTU TPEHUPOBOYHBIC CEAHCHI MOBTOPSUIY B TeUeHUE 2 THEM, B XO/Ie KOTOPBIX
GbUKCHpPOBaIM KOJTUYECTBO TMTOBTOPHBIX BHIOOPOB. 2ZKMBOTHBIX, KOTOPBIE TTOCJIE TPETHETO
TPEHUPOBOYHOTO CeaHCa COBepIIain 6ojiee 2 MMOBTOPHBIX BEIOOPOB WJIM HE TOKWIATU
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Puc. 1. Dddextsl 6aknodena (0.1, 1, 5 mr/kr) u dayokceruna (10 Mr/Kr) B Tectax “3akarnblBaHue [IAPUKOB” (a)
u “Bpamatomuiics crepxeHs” (b). Number of buried marbles — konnuecTBO 3apbITHIX HIAPUKOB, latency to
fall — Bpewms ymepxwuBanHus, vehicle — pacTBoputTenb (KOHTposbHasi rpymnma), Flx — ¢diayokceTun B mose

10 Mr/kT, baclofen - 6akinoden, ** — p < 0.01, *** — p < 0.001 o cpaBHeHUIO ¢ pacTBOpUTeIeM. [laHHbBIE TIpe-
craBiieHbl Kak M = SEM (a) 1 Me ¢ MeXKBapTWIbHBIM UHTepBaioM (b).

CTapTOBBIN pyKaB B TEUEHUE JBYX MOIBITOK, UCKIIOYAIN U3 dKcriepuMeHTa. [lepen Te-
CTOBBIM CEAHCOM XKUBOTHBIE TTOABEPraauch 24-4acoBOi MUIIEBON NEMpPUBALIMU, 3aTEM
MpoLeypy, OMMCAHHYIO IS TPDEHUPOBOYHOTO CeaHca, MOBTOPSUIN, OAHAKO 3a 15 MUH 110
MOoCaaKu B JIJAOUPUHT XUBOTHBIM B/0 BBoauIu 8-OH-DPAT. B xome TecToBOIi Ipolienypbl
Takxe (UKCHUPOBAIU KOJUYECTBO MOBTOPHBIX BEIOOPOB. Tlocie Kaxkmoro XKMBOTHOTO Jia-
OGUPUHT OYUTIATU C TIOMOIIBIO 70%-HOTO 3TUIIOBOTO CTUPTa U OyMasKHOTO TIOJIOTEHIIA.

Cmamucmuueckuii anaaus

CraTucTUYecKyr0 0O0pabOTKy IOJIYUEHHBIX JaHHBIX MPOBOIWJIM C TTOMOIIbIO MPO-
rpammHoro obecrneueHuss GraphPad Prizm 8.0 (GraphPad Software, Inc. CILIA). IIpo-
BEPKY Pe3yJIbTaTOB Ha HOPMaJILHOCTD pacIipeie]IeHUST OCYIIECTBIISUIN C TIOMOIIBIO 0606-
meHHoro tecta [I’AroctuHo-IIupcoHa, mmociie 4ero faHHble ObUIY MPEICTaBICHBI B BUIIE
M+ SEM, nu6o (Q1, Me, Q3) B cayuae, eciiu paciipeaeeHre OTKIOHSUIOCh OT HOpMaJlb-
Horo. OTan4us MeXIy rpyIaMu OINpeneisiiivi Mo MeTony ogHO(MAKTOPHOTO TUCIIePCU-
oHHoro aHanu3a (ANOVA) ¢ mocieayoiuM arocTepruopHbIM TecToM ThIOKH, JIMOO 10
kputepuio Kpackena—Yosumica ¢ mocieayoniM MHOKXECTBEHHBIM CPaBHEHUEM B TECTE
JlanHa. Pe3ynpTaThl cunTany 3HaYUMBIMHU T1pu p < 0.05.

PE3VIIBTATBI UCCIIEJOBAHUA

Tecm “3akanviéanue uiapukos”

B skcnepumenTe ¢ 6akiodeHoM omHOMAKTOPHBIN AUCIIEPCUOHHBIN aHAIM3 TT0Ka3al
3HAYMMOE BJIMSTHME M3yYaeMbIX BEILECTB Ha KOMIYJIbCHBHOIMOAOOHOE MOBEACHUE MBbI-
wiedd (Fy 49) = 37.98; p < 0.001), a mpoBeneHHbII anocTepuopHbIi TeCT ThIOKY BBIABII
PA3IMYMsI MEXIY CPEIHUMI 3HAYCHUSIMU KOJIMYECTBA 3apbIThIX IIIAPUKOB B IPyIire GIyoKce-
tnHa (0.3 + 0.2, n =9, p < 0.001), 6aknodeHa B no3ax 0.1 mr/kr (3.7 £ 0.9, n =9, p <0.001),
I mr/kr (2.1 £0.7,n=9, p<0.001) u 5mr/kr (0.6 £ 0.2, n =9, p <0.001) 110 CpaBHEHUIO
C KOHTpOJIbHOI rpynmoii (13.3 £+ 1.5, n = 9) (puc. 1a).
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Puc. 2. Ddbdexrer TM2K-290 (0.01, 0.1, 1 mr/kr) u diryokcetrna (10 Mr/kr) B TecTax “3akarnbiBaHue HIAPUKOB” (a)
u “Bpamatomuiicst ctepxeHs” (b). Number of buried marbles — konuecTBO 3apbITHIX HIAPUKOB, latency to
fall — Bpemsi yamepxxuBaHusi, vehicle — pactBoputenb (KOHTpoJsibHasi rpymnma), Flx — duyokcetnH B mose
10 mr/kr, GIZH-290 — IT'M2K-290, ** — p < 0.01, *** — p <0.001 no cpaBHEHUIO C pacTBOpUTeeM. [JaHHbIe
npencrasiieHbl Kak M + SEM (a) u Me ¢ MeXKBapTUIbHBIM UHTEepBasioM (b).

B skcniepumente ¢ T'MXK-290 onHodaKTOpHBIN NUCMEPCUOHHBINM aHAIU3 TTOKa3all
3HAUYMMOE BJIMSTHUE M3y4aeMbIX BEIIECTB Ha KOMITYJIbCUBHOIIOOOOHOE MOBEACHUE MBI-
uieit (Fy 43y = 18.59; p < 0.001), a npoBeneHHbIN anocTepuopHblii TecT ThiOKM BISIBUI
pasIYrs MEXIy CPETHUMU 3HAYEHUSIMU KOJIMYECTBA 3apbITHIX IIIAPUKOB B TpyIITe (iry-
okcernHa (0.5 + 0.2, n =10, p < 0.001), T12K-290 B no3ax 0.01 mr/kr (6.8 £ 1.6, n = 11,
2 <0.001), 0.1 mr/kr (7.2 £ 1.3, n =11, p < 0.001) m 1 mr/kT (8.5 * 1.5, n =11, p < 0.001)
M0 CPaBHEHUIO C XKMBOTHBIMU KOHTPOJIbHOM rpymniibl (16.4 + 1.0, n = 10) (puc. 2a).

Takum o6pazom, 6akiodeH u 'MAK-290 Bo Bcex nccaeayeMbIxX 103axX OCTA0SIIN KOM-
MyJIbCUBHOTIOMOOHOE MOBEICHNE MBITIIeit — YMEHBIIAIN KOJTUIECTBO 3aPBITHIX IIAPUKOB.

Tecm “Bpawarowuticss cmepicers”

B skcnepumMenTe ¢ 6akimodeHoM Kputepuit Kpackema—Yomnica BISIBII 3HAYMMOE
BIMSTHUE M3yYaeMbIX BEIISCTB Ha IBHUTaTeIbHYI0 KoopauHaumio Mbireir (H(4) = 25.3;
p <0.001), a mociemyiolee MHOXECTBEHHOE cpaBHeHUE B TecTe JlaHHaA BBISIBUJIO pa3iv-
Yusi MEeXAYy MeIWaHaMU BPpeMEHM YAEep>XKMBaHUS KMBOTHBIX Ha OapabaHe YCTAHOBKU B
KOHTpoOJIbHOI rpyrme (222.2, 240.0, 240.0, n = 9) u B rpynmne 6akiodeHa 5 mr/kr (13.0,
49.0,90.0,n =9, p <0.001), 4TO CBUIETENBCTBYET O HAPYIIEHUU IBUTATEITbHOW KOOPA-
Hanuy Meiei (puc. 1b).

B skcniepumente ¢ T'M2XK-290 tect Kpackena—Yosnvca He BbISIBUI 3HAUMMOTO BIIUSIHUS
U3yyaeMbIX BELIECTB Ha ABUTaTebHYI0 KoopauHaiuio Mblei (H(4) = 4.77; p = 0.3117)
(puc. 2b).

Hapywenue cnonmamnnoeo uepedosanus, evizéannoe 8-OH-DPAT
B skcnepumeHTe ¢ 6akiodeHoM omHOGAKTOPHBIN TUCIIEPCUOHHBIN aHATU3 BBISIBUII
3HAYMMOE BJIMSIHME M3yYaeMbIX BeIIeCTB Ha CIIOHTAHHOE YepelloBaHWe MbIlleil B Y-J1a-
6upunre (F(y 44) = 15.4, p < 0.001), a npoBeieHHBIN aTIOCTEPUOPHBII TECT ThIOKK BBISIBUI

pa3IuuUsl MEXIy CPETHUMU 3HAYEHUSIMU KOJIMYECTBA TTOBTOPHBIX BHIOOPOB LIEJIEBBIX PY-
KaBoB B rpymnmax 8-OH-DPAT (2.6 £ 0.3, n = 10, p < 0.01), dnyokcetnn + 8-OH-DPAT
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Puc. 3. Bnussnue 8-OH-DPAT (2 mr/kr), dayokceruna (10 mr/kr) u 6akinodena (0.1, 1 Mr/kr) Ha cmoHTaHHOE
yepemoBaHue Mbllei B Y-1adbupunte. Number of repeated choices — KoJIM4ecTBO MOBTOPHBIX BLIOOPOB, Ve-
hicle — pacTBopuTenb (KoHTpoJIbHAs rpyma), FIx — dyokcetnH B mo3e 10 mr/Kr, baclofen - 6akiioden, ** — p < 0.01,
**% — p < 0.001 mo cpaBHeHUIO ¢ pacTBopuTesieM, # — p < 0.05 MO CpaBHEHUIO C TPYIIMON PAacTBOPUTENIb +
+ 8-OH-DPAT. lannbie nipencraBieHbl Kak M + SEM.

3.0+ 0.4, n=10, p <0.001) u 6axsocpen 1 mr/kr + 8-OH-DPAT (4.2 £0.5,n=9, p <0.001)
MO CPABHEHMIO C XXMBOTHBIMM KOHTpOJIbHOM TpymnIibl (0.8 £ 0.1, n = 10), a Takke MexXIy
rpynmnamu 8-OH-DPAT (3.0 + 0.4, n = 10) u 6aknoden 1 mr/kr + 8-OH-DPAT (4.2 + 0.5,
n=29, p <0.05). ObdexTr OaknodeHa B 103€ 5 MI/KI U3y4eHbI HE ObLUIM TTO TIPUYMHE
pa3BUTHUS MUOpPEIaKCallUM Y MbILIEH — XXMBOTHBIE HE TIOKUIAJIM CTAPTOBbBIN pyKaB Ja0or-
puHTta (puc. 3).

B skcnepumente ¢ TM2K-290 omHOMaKTOPHBIIN NUCHEPCUOHHBIM aHAJIU3 BbISIBUII
3HAYMMOE BJIMSIHME M3yYaeMbIX BEIeCTB Ha CITOHTAHHOE YepeloBaHNue MbIIei B Y-J1a-
oupunte (Fs5 ¢9) = 7.75, p < 0.001), a mpoBeneHHbI anocTepuopHbIi TeCT ThIOKY BbI-
SIBUJI PA3IUUMST MEXIY CPEIHUMU 3HAUCHUSIMU KOJIMYECTBA MTOBTOPHBIX BHIOOPOB 1Iejie-
BbIX pykaBoB B rpyrne 8-OH-DPAT (3.1 £ 0.3, n =13, p <0.001), B rpymnrie ¢sryoKceTuH +
+ 8-OH-DPAT (3.6 = 0.5, n = 12, p < 0.001), THU2K-290 0.01 mr/kr + 8-OH-DPAT
(29+0.6,n= 12, p <0.01), TN2K-290 0.1 mr/xr + 8-OH-DPAT (2.7 +0.5,n=12,p<0.01) u
I'M2K-290 1 mr/xr + 8-OH-DPAT (3.8 £ 0.5, n =12, p < 0.001) 1o cpaBHEHUIO C XKMBOT-
HBIMU KOHTposbHOM rpynmnsbl (0.4 + 0.2, n = 14) (puc. 4).

Takum obpa3oM, 6akiiodheH HE TOJIBKO HE OCNa0IsT HapyllleHUe CIIOHTAHHOTO Yepe-
INIOBaHUS y MbIlleid, BbI3BaHHOTO BBeneHueM 8-OH-DPAT, Ho u ycunuBan ero B o3e
1 mr/kr. B 1O )e Bpemsi [M2K-290 He oka3biBajm 3HAYMMOTO BIUSIHUSI Ha HapylleHUE
CTIOHTAaHHOTO YepeIOBaHUS.

OBCYXIEHMUE PE3YJIbTATOB

Baknoden, T'MXK-290 u diyokceTuH ocnabisiyii KOMIYJIbCUBHOIIOIOOHOE TTOBEAC-
HUe MbllIeil B TecTe “3akanblBaHVe IIAPUKOB”, HO HE BJIMSUIM Ha HapyllIeHUE CIIOHTaH-
HoOTro YepenoBaHus B Y-1abupuHTe, BhizBaHHOE BBeneHeM §-OH-DPAT.
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Puc. 4. Bnusnue 8-OH-DPAT (2 mr/xr), dayokceruna (10 mr/xr) u T'M2K-290 (0.01, 0.1, 1 mMr/Kr) Ha CIOH-
TaHHOE YepenoBaHue Mblleil B Y-1adbupunre. Number of repeated choices — KoM4ecTBO MOBTOPHBIX BHIOO-
poB, vehicle — pactBopuTens (KoHTposibHas rpymnmna), Flx — dayokcetun B nose 10 mr/xr, GIZH-290 —
I'MXK-290, ** — p < 0.01, *** — p < 0.001 o cpaBHeHHUIO ¢ pacTBopuTeseM. JlaHHbIe TpencTaBieHs! Kak M + SEM.

OcnabjieHde KOMITYJIbCUBHOMOJOOHOIO MOBEAEHUSI MbILIEH B TecTe “3akamnbIiBaHUE
1IapUKOB”, HO He Ha MeTonuke “HapylieHue CmOHTAaHHOTO YepeaoBaHMsI, BBI3BAHHOE
BBeaeHUEM 8-OH-DPAT” mocie omHOKpaTHOTO BBeleHUs (PIIyOKCETMHA COLIACYETCS C
MaHHBIMU JIMTEPATYPhl 00 0COOGEHHOCTSX IECTBUS CEJIEKTUBHBIX UHTMOUTOPOB 00paT-
HOTO 3axBaTa CEpOTOHMHA B 3THX TecTax [2, 14].

YcraHoBeHO, YTO 6akyodheH B 103 S5 MI/KT TakKe Hapylllajl IBUTaTeIbHYI0 KOOpIUHA-
11O MBIIIEH B TecTe “ Bpamarommiicst crep:keHb”, 94TO, IIO-BUINMOMY, OOYCIOBJICHO 1ICH-
TpaJIbHBIM MUOPEJIAKCHUPYIOIIMM 1 CeIaTUBHBIM neiicTBrueM [20] 1 commacyeTcs ¢ ero cro-
COOHOCTBIO YMEHBIIIATh IBUraTeIbHYIO aKTUBHOCTh I'PhI3yHOB B 3aBUCUMOCTHU OT 10361 [21].
VYMeHblIeHUe KOJMYECTBA 3apbIThIX LIAPUKOB, HaOJ0maeMoe Mocjae MpUMeHeHusT Oa-
kJiodeHa B 103e 5 MI/KT B TecTe “3akKarblBaHUE IIApPUKOB”, TTO-BUAMMOMY, CIedyeT pac-
CMaTpUBaTh He KaK ocIabjieHre KOMITYJIbCMBHOMOTOGHOTO MOBEACHMS, a KaK pe3yIbTaT
HapyIIeHUST ABUTATEIbHOM aKTUBHOCTH MBIIIIEH, YTO COTIACYeTCsT C MaHHBIMU JIMTepaTy-
pol [8]. [IpuMmeHeHune GakinodeHa B mo3ax 0.1 1 1 MI/KT He COIPOBOXIAIOCH HAPYILICHU -
€M JIBUTATEIbHON KOOPAMHAIIUM KUBOTHBIX, HO IPUBOAMIO K YMEHBIIIEHUIO KOJINYECTBa
3apbITHIX IIAPUKOB, YTO MOXET CBUIIETEIBCTBOBATh 00 OCIA0JIEeHUN KOMITYJIBCUBHOIIO-
JIOGHOTO TOBEAEHUST MBIIIIEN B 3TOM TecTe. B To ke BpeMs NMpH COBMECTHOM BBEACHHUU
oaknodena u §-OH-DPAT 6vtn o6HapyKeHbI ITPOTUBONOJIOXHEIEC 3(¢deKTh. B gact-
HOCTH, OBlJIa OTMeUYeHa TeHACHIIMS K OCIabIeHUI0 KOMITy TbCUBHOIOIOOHOTO TTOBEIe-
Hus, BeIzBaHHOTO 8§-OH-DPAT, nipu ero coBMeCTHOM IPUMEHEHUHU ¢ 6aKJI0(EHOM B 10-
3¢ 0.1 Mr/kT, a B 103¢e 1 Mr/Kr 6akiodeH, Harpotus, ycruBal 3¢ dekt 8-OH-DPAT — yBenu-
YMBaJI KOJIUYECTBO IMOBTOPHBIX BHIOOPOB XXMBOTHBIMU 1IEJIEBBIX PYKABOB Y-JTAOMPUHTA.
[MTono6Has 3aBucUMOCTb 3(hheKToB OakodeHa OT 103kl MOXKET OBITH 00YCIOBJIEHA BO3-
e iCTBUEM Ha pa3Hble MUIIICHU.

I/I3BCCTHO, 4To 6aKJTO(1)CH CIIOCOOEH MOBBILIATh aKTUBHOCThH CEPOTOHMHECPINIYCCKUX
HCprOHOB AA€p IBa B MaJIbIX J03aX M, KaK CJI€ICTBUEC, YPOBEHb CEPOTOHMNHA B obia-
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CTSIX MX NpoeKIUid [15], yTo HEKOTOphIE aBTOPHI CBI3BIBAIOT C U30UpPATEIbHON CTUMY-
gsumeit npecuHantuyeckux FTAMKg-pelientopoB, pacrnonoXeHHbIX Ha HECEPOTOHU-
Heprudeckux Heiponax [15, 16]. C apyroii cTopoHbl, 6akiI0(heH SBISIETCS HE TOJIbKO
aroHnctoM TAMKg-perenTopos, HO ¥ MOIYJISITOPOM XeMOKMHOBBIX PELIEIITOPOB 4-ro THMa
(CXCR4) [22], xOoTOpBIE 3KCIIPECCUPYIOTCI B TOM YHCJIe B HeHpOHaX KOPHI TOJIOBHOTO
Mo3ra, TuIIokKamIia, TajaMmyca, 0a3ajbHbIX s1Iep, CTBOJIA TOJIOBHOTO MO3ra U MO3XKe4yKa
[23]. YcraHoBaeHO, yTo HOKayT reHa CXCR4 y Mblilei MpUBOIUT K YCUJIEHUIO CTEPEO-
TUITHOTO MOBeeHMs [24], KOTOpoe XapaKTepHO JJIsI MHOTHUX MCUXUYECKUX PACCTPOICTB,
Bkitodyass OKP [25]. OcnabiaeHre KOMITYJIbCUBHOIIOHOOHOTO IMTOBEACHUST MEIIICH ITOCIIEe
npuMeHeHUs 6akmodeHa B go3e 0.1 Mr/Kr MozkeT ObITh 00ycitoBiecHO cTumyssiueit CXCR4,
a He [AMKg-peuenTtopoB. DTO MOATBEPXKIAETCS, BO-MIEPBbIX, OTCYTCTBMEM BIUSIHUS Oa-
kiodena B 1o3e 0.1 Mr/Kr Ha IBUTATEJIbHYIO aKTUBHOCTD MbIIIIEl, KOTOPOE OOBIYHO CBSI-
3piBatoT ¢ TAMKg-penteriropamu [20, 21, 26]. Bo-Bropsix, CXCR4 pacmosnoxeHs! Ha ce-
POTOHUHEPTrUYECKUX HEMPOHAX si/iep 1IBa U MOTYT y4aCTBOBATh B PETYJISILIUY BHICBOOOX-
NIEHUSI CEpOTOHMHA HaMpsIMyl0, a TakXKe OIOCPEIOBAaHHO M3-3a MPECUHAINTUYECKOM
JoKanmm3anuy Ha rmyramaTteprudeckux 1 TAMKepruueckux HelipoHax [27]. DTo MoxkeT
0OyCJIOB/IMBATh AHTATOHM3M MexKny OakimodeHoM B Maibix mo3ax u 8-OH-DPAT, koropsrit
TOABJISIET AKTUBHOCTb CEPOTOHMHEPIMYECKUX HEMPOHOB uepe3 cTuMyssiimio 5-HT ,-ayTo-
peuenTopoB [14]. OTcyrcTBre 3HaUMMOTro 3¢ dekra 6aknodera B mo3e 0.1 Mr/Kr Takxke
comIacyeTcss ¢ OCOOEHHOCTSIMU MOAYJISIIMY CEPOTOHUHEPTUYECKON CUHATITUYECKOM Tie-
penayn (paIyoKCETMHOM, CEJIEKTUBHBIM MHITMOMTOPOM OOpPaTHOro 3axBaTa CEPOTOHMHA,
KOTOPBII OCla0sieT HapyllleHUe CITOHTAHHOTO YyepeloBaHMs Y IPhI3yHOB B Y-JIaOMpPUHTE,
BeI3BaHHOE BBeneHreM 8-OH-DPAT, Toybko 1mociie XpoHM4YeCcKOoro BBeneHus [2, 14, 28],
HO He ¢ addekramu aHTtaroHucra 5-HT,,- u aronucrom D,-penrentopoB WAY 100635
[28], meTunienauokcumetamperamuta (MJIMA), ycunusatoiiero ak3ouuro3 5-HT [28],
onokatopa Hs- u Hy-peuentopos Tnonepamuaa [29], Takke ycUIMBaIOLIMX CEPOTOHU-
HEPruvecKylo CMHANTUYECKYIO nepenady v ociaadisitonmx Bei3BaHHbIe 8-OH-DPAT Ha-
PYIIEHUS CTIOHTAHHOTO YepeA0OBaHMSs Y MBI MOC/e OMHOKPATHOTO BBEACHMSI.

CrnenoBaTellbHO, MPENCTABISIETCS aKTyaJlbHbIM NalibHeiilllee U3ydyeHUe BIMSHUS Oa-
KiiodeHa B MajIbIX J03aX Ha KOMITYJIbCUBHOIIOJOOHOE MOBEIEHUE IPHI3YHOB TOCIIE XPO-
HUYECKOTO BBEICHMUSI.

YcuneHne KoMMyIbCUBHOITOTOOHOTO MOBEACHUST — YBEJIMYEHUE KOJTNUYECTBA MTOBTOP-
HBIX BBIOOPOB KMBOTHBIMU 1IEJIEBBIX pyKaBOB Y-JIaOMPUHTA MMOCJIE COBMECTHOTO BBee-
Hus 8-OH-DPAT u 6aknogena B 1o3e 1 MI/Kr MOXeT ObITh 00YCIOBJICHO BIUSIHAEM IO~
caenHero Ha TAMKg-penenTopsl, pacnojloXXeHHbIE HAa CEPOTOHMHEPTMYECKMX HEHpoHax
saaep wBa. B nanHoMm ciydae ctumyisiuust 5S-HT,,- 1 TAMKg-penentopoB cepoToHuU-
HEPruYeCKNX HEPOHOB MPUBOAUT K MPSIMOMY MHTMOMPOBAHUIO UX aKTUBHOCTH [16, 30],
4YTO, B CBOIO OUepe/lb, COMIPOBOXIAETCS YMEHbIIIEHUEM BHEKJIETOUHOTO YPOBHSI CEpOTO-
HUHA B 00JIaCTSIX IpoeKumii 3Tux HeiipoHoB [31, 32]. KocBeHHO 3TO mpedItonoxeHue
TakXe MOATBEPXKIAETCS TEHICHIIME K HapylIeHWIO JBUTATeIbHON KOOPAWHALIUM MbI-
1ieit B recte “Bpallalolmiicst crepXkeHb” IMocie BBeaeHUs1 6akiodeHa B 103¢ 1 MI/KT,
YTO MOXET CBUIETEIBCTBOBATh 00 aKTUBHOCTU OaxkiyiopeHa B oTHoweHun FAMKg-pe-
LIETITOPOB.

ITpousBogHoe 4-denuwnnupponunona 'MK-290 Bo Bcex uccnemyeMbIx 103ax ocaad-
JISUIO KOMITYJIbCMBHOIIONOOHOE MOBEASHME MBIIIE B TecTe “3akamblBaHWE IIApUKOB”,
HO HE OKa3bIBaJIO BJIMSIHUSI HA HapyllIeHUE CIIOHTAHHOIO YepeaoBaHus B Y-JJAOUPUHTE,
BeI3BaHHOe BBeneHueM §-OH-DPAT, u nBuratrebHy0 KOOPAMHAIIWIO SKMBOTHBIX B TECTE
“Bparmmatonuiicsa crepxkeHb”. CorlacHO pe3yjibTaTaM NPOBEACHHBIX paHee UCCieaoBa-
Huit, mexanusM neiictBus [M2XK-290 moxer ObITh cBsizaH ¢ moayiasiiueit mGluR I u
T'AMKg-peuenTtopos [9, 10]. BoamoxHnas cBsa3b mexny TAMKg-peuentopamu U Kom-
MYJIbCUBHOIIOJOOHBIM TTOBEJCHUEM OOCYXXIalach BbIIIE, OAHAKO OTJIMYHBIN OT Gakyo-
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deHa noBeaeHYeCKUid maTTepH U oTcyTcTBUE BausiHUs [TM2K-290 Ha nBUraTeabHyI0 KO-
OpIMHALIMIO MBIIIIEi MOTYT yKa3bIBaTh Ha OTCYTCTBUE 3HAUMMOTO BKJIa/ia TaHHO MUILICHU B
peamm3anuio aHTUKoMnyiabcuBHOTo 3ddexkra 'MAK-290, 1nbo ke Ha MHOIT XxapakTep
B3auMozeiicTBust usydyaemoro BeuiectBa ¢ TAMKg-peuentopamu. Bo3moxHast posib
mGIuR Il MoxeT ObITh KOCBEHHO MOATBEPXKIAEHA CIMOCOOHOCThIO aHTaroHucroB mGluR2/3
0CJ1abJIsSITh KOMITYJIbCUBHOTIOAOOHOE MOBENCHUE MBIIIEH B TecTe “3akarbiBaHUE 1Iapv-
KoB” [11], a TakKe comTacyeTcs ¢ aHAJIOTMYHBIM 3P (deKTOM IPYrux MOIYISITOPOB ITyTa-
MaTepruyeckoil CMHANITUYEeCKOM mepemayd — amaMaHTaHoB [12] m N-auetwinucrenHa
[13] B aTOM TecTe 1 ux KauHu4deckoi a¢pdekTuBHOCThIO B Tepanuu OKP [33].

Taxkum o6pazom, 6aknodeH u 'MAK-290 Bo Bcex nccaeayeMbIX 103axX OCTA0SIIN KOM-
MYJTBCUBHOIIONO0HOE TOBeIeHWE MBbIIIei B TecTe “3akarnbiBaHWE IIAPUKOB”, HO HE Ha
MOJeU HapyllIeH!sI CIIOHTAaHHOTO YepenoBaHusl, BbI3BaHHOTO BBeneHuem §-OH-DPAT.
OToT 3¢ deKkT 6akiodeHa B 103¢ 5 MI/KI CONMPOBOXIAICS HapyLICHUEM ABUTATEIbHOMN
KOOpAMHAILIMK MBIlIEH B TecTe “Bpalatonuiicsa crepXKeHb”, 4TO, MO-BUAUMOMY, SIBJISI-
eTCsl CIENCTBUEM LIEHTPAIBLHOTO MUOPEIAKCUPYIONIETO NeMCTBUS U HE OTpaXkaeT BIIUSI-
Hue 6akiioheHa Ha KOMITYJTbCUBHOIIONOOHOE TTOBEIEHNE.

COBJIIOAEHUE 5TUYECKHUX CTAHJIAPTOB

Bce mpuMeHMMBIe MeXIyHapOoaHble, HALIMOHAIbHBIC U/WJIW WHCTUTYLIMOHAJIbHBIE TPUHLIMITHI
yX0Ia Y UCIIOJIb30BaHUS XKUBOTHBIX ObLIIN COOJTIONEHBI. Bee mpolieayphl, BBIITOJTHEHHBIE C y4aCTUEM
JKMBOTHBIX, COOTBETCTBOBAJIM 3TUYECKHUM CTaHIAPTaM, YTBEPXIECHHBIM MPaBOBbIMU akTamu Pd,
npuHuuIaM bazenbckoil nekyiapaiu U peKoMmeHaanusiM omoatudeckoro komureta HUU dpapma-
kojoruu uM. B.B. 3akycoBa (mpotokon 3acenanus Ne§ ot 10.06.2022 r.).

NCTOYHUKUN ®PUUHAHCHUPOBAHUA

PabGora BbIMojHEHA B paMKaX Hay4yHO-MCCJIEN0BaTeIbCKOM MporpaMmbl no Teme “Co3snaHue
METOOJIOTHUHM JISYSHUSI TPEBOXKHO-ACIPECCUBHBIX M HEMPOAEereHepaTUBHbIX 3a00J1eBaHM 1 HA OCHO-
Be (papMaKOJIOTMYECKOM PETYIISILIUA CUCTEMHBIX MEXaHU3MOB HEMPOTIPOTEKIIMN”, 3aTUITAaHUPOBAH-
Hoit B OI'BHY “HUMU dapmakonoruum um. B.B. 3akycosa”.

KOH®JIUKT MHTEPECOB

ABTOpBI IEKJIAPUPYIOT OTCYTCTBUE SIBHBIX Y TIOTEHIIMATBHBIX KOH(IIUKTOB MHTEPECOB, CBSI3aH-
HBIX ¢ MyOaMKalueil JaHHOI CTaTbU.
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Baclofen and 4-Phenylpyrrolidone Derivative GIZH-290 Attenuates
Compulsive-Like Behavior in Mice

V. Kudryashov® *, A. V. Volkova“, Ya. S. Kozin?, A. A. Shimshirt’, P. L. Naplekova?,
A. O. Korolev?, and T. A. Voronina“

4 Zakusov Institute of Pharmacology, Moscow, Russia
*e-mail: kunvi@mail.ru

Obsessive-compulsive disorder (OCD) is a mental disease characterized by the obses-
sions which cause marked distress or anxiety and/or compulsions intended to alleviate
this distress. The results of experimental and clinical studies suggest a possible role of
GABAg receptors in the pathogenesis of OCD, making it relevant to study the effect of
ligands of these receptors on the behavior of rodents. Objectives: Studying the effects of
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GIZH-290 and baclofen in animal models of OCD. Methods. The effects of GIZH-290
(0.01, 0.1, 1 mg/kg, i.p.) and baclofen (0.1, 1, and 5 mg/kg, i.p.) were studied in the mar-
ble burying test and the rotarod test, as well as in the 8-OH-DPAT-induced decrease in
spontaneous alternation in mice. Results. Baclofen and GIZH-290 attenuated compul-
sive-like behavior in mice by reducing the number of buried marbles in the marble bury-
ing test at all tested doses. However, the effect of baclofen at a dose of 5 mg/kg was ac-
companied by a disruption of the animals’ motor coordination in the rotarod test. At the
same time, neither baclofen nor GIZH-290 attenuated 8-OH-DPAT-induced (2 mg/kg,
i.p.) decrease in spontaneous alternation behavior in mice. On the contrary, baclofen at
a dose of 1 mg/kg exacerbated this disruption. Conclusion. Baclofen and GIZH-290 have
anticompulsive activity in the marble burying test, but not in the 8-OH-DPAT-induced
decrease in spontaneous alternation behavior in mice.

Keywords: obsessive-compulsive disorder, GABAg receptor, baclofen, mouse, 8-OH-DPAT,
GIZH-290, marble burying test
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