3KCn€pMM€Hma]ZbHaﬂ Uu Kiurudeckas d?apMaKO/lOZuﬂ

2004 Tom 67 Nel C. 7—10

OUEHKA 3ALLUUTHOIO 3®®PEKTA HOBOIO NOTEHUUAIBHOIO
NMPOTUBONAPKUHCOHUYECKOIO CPEACTBA TMMAHTAHA OT

HEMPOTOKCUYECKOIO AEUCTBUA MOTN

E. A. BanbamaH, J1. H. Hepo6koBa, T. A. BopoHnuHa'

I'mmantan — N-(2-agamMaHTHII) TeKCAaMETUIICHUMUHA — HOBBIA OPUIMHAIIBHBIN TTOTEH-
LUAJIBHBIN MTPOTUBONAPKMHCOHUYECKUH Ipernapar, 00JaJalomnii KOMIUIEKCHBIM MEXaHH3-
MOM JeiicTBrs. [ MMaHTaH SIBISICTCS HU3KOAPHHHBIM OJIOKATOPOM MOHHBIX KaHaioB NMDA
PELEenTOpOB, MOBBIIIAET COAEPIKAHIE BHEKJIETOUHOTO ToaMUHa B CTpUAaTyMe, HHTHOUPYyeT
MAO-B, 4T0 1M03BOMNSET NPEANONOKUTH HATUYNE Y HETO HEHPOIPOTEKTOPHONW aKTUBHOCTH.
B mpencraBieHHOM HCCIEOBAaHUM M3y4YeHa CHOCOOHOCTh T'MMaHTaHA IPH TpPEIBAPUTEIb-
HOM OJIHOKPAaTHOM WJIM TIOBTOPHOM BBEJCHUU IMPEAOTBpaliarh pa3Butue 3(hdhexToB Helpo-
tokcuHa MOTII Ha nBUraTrenbHYI0 aKTHBHOCTH MBIIIEH M OMO3JIEKTPUYECKYI0 aKTHUBHOCTD
rOJIOBHOTO Mo3ra Kpblc. Iloka3zaHo, 4TO TMMaHTaH Py NpeIBapUTEIbHOM OJJHOKPATHOM U B
GoJbliei cTeneHy MOBTOPHOM (5 aHel) BBeJeHMH BHYTPL B 103€ 10 MI/Kr 3HaUMTEIHLHO
CHIKAET BBIPAKEHHOCTH OJIUTOKUHE3MH, BbI3biBaeMoit MDTII, y mMermeit muanu C57BL/6.
I'mmanTan mpu npeaBapUTEIbHOM OJHOKPATHOM U 7-AHEBHOM BBEICHUU B TOW ke J03€
MpeOTBpaIlal pa3BUTHE XapaKTEPHBIX AJIs AKCIIEPUMEHTAIBHOIO MTAPKUHCOHNU3MA Hapy1Ie-
HUI OMORJIEKTPHYECKON aKTMBHOCTH TOJOBHOrO Mo3ra y Kpbic. CTaTHCTHUECKHIl aHAIIU3
DOT kpeic mocne cucteMuoro Beeaeruss MOTIT (30 Mr/kr) Ha (OHE rMMaHTAaHA MTOKA3all
MIPAKTUIECKOE OTCYTCTBUE JTOCTOBEPHBIX Pa3Muuii ¢ HOHOBBIMU TOKa3aTemsiMu. [lomyden-
HBIC PE3yJbTaThl MOATBEPIKAAIOT HAIMYKME Y TUMAHTAHA CIIOCOOHOCTH 3alMIIATh OT TOKCHU-

gyeckux 3¢ dexroB MOTII.

KuioueBble ciioBa: rumanTas, napkuaconnsm, MOTII, D0I

BBEOEHUE

B HUU papmakoiornu PAMH cuHTe3upOBaH, H3y4eH
U OXapaKTepHU30BaH KaK MOTEHIMAJIbHBIM MpOTHBOMIAp-
KMHCOHUYECKHI mpemnapar, o0nagaromuil KOMIIEKCHBIM
MEXaHU3MOM JeiicTBusl, — TuMaHTaH — N-(2-agamaH-
THJ) TeKcaMeTrIIeHuMuHa [ 1, 4].

Bricokasi akTUBHOCTh TMMaHTaHa Ji0Ka3aHa Ha MOJENN
MApKMHCOHUYECKOTO0 CHUHAPOMa, BBI3BAHHOI'O HEHPOTOK-
cuHOM  1-MeTni-4-penni-1,2,3,6-TeTparuAponuprIHHOM
(M®TII). TumaHTaH JOCTOBEPHO CHHXKAET BBIPAKEH-
HOCTb OCHOBHBIX NPOSIBJICHUH SKCIIEPUMEHTAIBHOTO Hap-
KHMHCOHUYECKOT0 CHHAPOMAa — OJIMTOKMHE3UH, PUTHIHO-
CTH U TPEMOPA, a TAKXKE HOPMAJIM3YET AIEKTPUUECKYIO aK-
THUBHOCTb CTPYKTYP F'OJIOBHOTO MO3ra [5]. YcTaHOBIEHHbIE
KOMIIOHEHTBI MeXaHH3Ma JIeHCTBHUA T'MMaHTaHa, KOTOPBIH
oOmnajaer cBoiicTBaMi HU3KOA(P(PUHHOTO HEKOHKYPEHTHO-
ro O1okaropa MOHHBIX KaHAJIOB IIyTaMaTHBIX PELENITOPOB
NMDA noaruna [3] u uaruburopa MAO-B [2], no3Bos-
0T Mpernojararb HaJluuue HeHponpoTeKTOPHOro dex-
Ta y 3TOTO COCTUHEHUSI.

B HacTosiieM uccienoBaHUU U3y4aslach CIIOCOOHOCTh
rUMaHTaHa MpU NpeaBapUTEIbHOM OJHOKPATHOM WM TO-
BTOPHOM BBEJIEHHM IPEIOTBpALIaTh ACUCTBUE HEHPOTOK-
cuHa M®TII Ha nBUraTenbHYH0 AKTUBHOCTH MBIIIEH U
OMOINIEKTPUIECKYIO aKTUBHOCTH TOJIOBHOTO MO3Ta KPBIC.

! Jlaboparopus ncuxodapmakonoruu (3aB. — mpod. T. A. Bopo-
nuna) ['Y HUU um. B. B. 3akycoBa PAMH, 125315, Mockaa, yi1.
Banrwmiickasi, 8.
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METOAbI UCCIIEOOBAHUA

OKCIEPUMEHTHI TPOBOJMIIN Ha MbIIIaX-caMIaX JIMHUH
C57BL/6. I'uMaHTaH BBOAWIM BHYTPHOPIOIIMHHO B J03€
10 mr/xr B Teyenne 4 nueit. Ha 5-if n1eHb dDKCIIEpUMEHTA
yepe3 30 MUH TIOCIIE MHBEKIMM TMMaHTaHa >XMBOTHBIM
BBOowM HeliporokenH M®TII (cuntesupoan ['Y HUU
(dapmakonorun PAMH JI. M. IllapkoBoii) B 103€e 30 Mr/kr
BHYTPUOPIOIINHHO. BbIpa)keHHOCTh OJUTOKMHE3UH Olle-
HuBasach uepes 1,5 4 nocne Beenenus MOTII B akTomer-
pe “Optovarimex”. B kadecTBe KOHTPOJIBHBIX HCIIOJIB30-
BaJIM 3 TPYIIIbI )KUBOTHBIX, KOTOPHIM BBOAMJIM B TECUCHHE
5 nHel (usHomornyeckuii pactBop, a Ha S5-H JieHb —
M®TII onHOKpaTHO; (HU3HOIOTHIECKUI PACTBOP UM TH-
MaHTaH B T€YECHUE 5 THEH.

OKCIEPUMEHTHI M0 OLIEHKE OMOAICKTPUIECKON aKTHB-
HOCTH CTPYKTYp TOJOBHOTO MO3Ta IPOBOIIIIM Ha OEIBIX
OecropoHbIX Kpbicax-camiax maccoit 220 — 600 T ¢ xpo-
HIYECKH BXXHBJICHHBIMH OJJeKkTpomamu. Ormepamuu 1o
XPOHHUYECKOMY BIKUBICHHUIO 3JIEKTPOJAOB B MO3T KPBICHI
MIPOBOIMIIN, KaK ONUCaHO paHee [4]. Peructparnmro 61os-
JIEKTPUYIECKON aKTUBHOCTH MCCIICLYEMBIX CTPYKTYp MO3Ta
OCYIIECTBIIIA B YCJOBHSX CBOOOMHOTO MEPEIBIKCHUS
JKMBOTHOTO MyTEM MOHOMOJISIPHOTO OTBEACHHS C UCIIOJb-
30BaHUEM DBJIEKTpO3HIEehanorpada Wik OHOYCHIIUTENS C
OJTHOBPEMEHHBIM MPUMEHEHHEM KOMIIBIOTEPHOH 3amucu
(mpoBOIMIIM HETIPEPHIBHYIO 3aMKCh B TEUCHHUE S5 U) U CIIe-
IUAJIBHBIX IIporpamm st oopadotku D3I (BRAINSYS).



PE3YJIbTATblI U X OBCYXOEHUE

B skcnepumeHTax Mo OLEHKE JABUTaTeNIbHOM aKTHBHO-
CTH y MBILIEH IOKa3aHO HAJIMYKE O4eHb c1a00ii cOOCTBEH-
HOI aKTUBUPYIOLIEH aKTUBHOCTH y TMMaHTaHa. IIpu mo-
BTOPHOM BBEJICHHM IMMaHTaHa B 103¢ 10 Mr/kr ormeda-
Jach  TEHJEHUUS K  YBEIMYEHHUIO  JIBUTaTEIbHOU
AKTHBHOCTH MBIIIEH M0 CPAaBHEHUIO C KOHTPOJIbHOM TpyII-
1oi, cpenHsst JBUTrarejgbHash AaKTUBHOCTb COCTaBMJIA
1031,3+111,9 u 1274,4 £ 75,9 ed. COOTBETCTBEHHO, O]I-
HaKO pa3jinuus oKa3zanuch He nocToBepHbIMU. MDTII ye-
pe3 1,54 mocie BBeneHUs BbI3bIBANL JOCTOBEPHOE
(» <0,01) cHmKEeHHE NBUTATENILHOW aKTUBHOCTH Y KHBOT-
HBIX, KOTOPBIM MPEIBAPUTEIHHO BBOAWIHN (DU3HUOTIOTHYE-
CKHMI pacTBOp, MO CPABHEHMIO C MHTAKTHBIMU >KHBOTHBI-
MU. B rpymnmne KpbIc, KOTOPBIM IPEIBAPUTEIBHO BBOAMIIU
rumanTtad, nocie BeneHuss MOPTII taxke pa3BuBaiach
OJINTOKUHE3Ms,, HO 3HAYUTEIPHO MEHEE BbIpaKEHHA.
JlBurarenbHasi aKTUBHOCTH JKMBOTHBIX B 3TOM Tpyrmire
Obuta JoctoBepHO (mpu p < 0,01) BbIIIE, YeM y KOHTPOJIb-
Hoit (M®TII) rpymmel, u coctaBuna 530,8 45,6 u
228,6 + 68,8 en. COOTBETCTBEHHO.

Takum o0pa3oM, pe3ysbTaTbl MPOBEACHHBIX KCIIEPH-
MEHTOB CBUJETEJLCTBYIOT O HaJMYMU Yy TMMaHTaHA CIIO-
COOHOCTM  MPENOTBpAIlllaTh  Pa3BUTHE  BBI3BIBAEMOTO
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MoIHOCTh crieKTpa OHOAIEKTPUUECKON aKTHBHOCTH CTPYKTYp TO-
JIOBHOT'O MO3I'a KpbIC.

A — xBocTaroe s7po, b — ceHCOMOTOpHast kopa, B — OnenHblii map, / —
(oHOBast aKTUBHOCTH, 2 — vepes 2 4 nocJie BaeaeHust MAOTII (30 mr/kr) Ha
(one npeaBapuTensHOTro oHOKpaTHOTO (/) M 7-nHeBHoro (II) BBeAeHus TH-
ManTaHna B 03¢ 10 mr/kr. * — p < 0,05, 10cToBepHOCTH pasnuduii no CThbio-
JICHTY.

E. A. Banbaman u ap.

MOTII napkHMHCOHMYECKOTO CHHIpPOMA, IO KpalHel
Mepe, CHIDKATh BBIPAKEHHOCTb €r0 OCHOBHOTO IPOSBIIE-
Hust y mbimreit C57BL/6 — onurokuHesuu.

[TapkuHCOHMYECKUI CUHIPOM IMOMHUMO XapaKTEpPHBIX
JIBUTaTEIbHbIX HapYyLICHUH XapaKTepusyeTcs OINpeleIIeH-
HeIMH n3MeHeHusiMu D3I akTtuBHOCTH. B KauecTBe Ham-
Oonee xapakTepHOi ocobeHHocTH D3I paccmarpuBaeTcst
ycuiieHre MeieHHon aktuBHocTH [10]. [logoOHbIe Hapy-
IICHUS] ONMCAHBI U Y KUBOTHBIX C DKCIIEPHUMEHTAILHBIM
MOTII-BbI3BaHHBIM ~ MAPKUHCOHUYECKUM  CHHAPOMOM.
O30 KoppensiTaMi MapKUHCOHUYECKOTO CHHJPOMA, BbI-
3BaHHOro M®TII y kpblIc, sABIsIETCS MOSBIEHUE TAPOKCU3-
MaJIBHBIX Pa3psiioB  OBICTPHIX W MENJICHHBIX BOJIH,
BCIIBIIIKH BEPETEH, 3HAUUTEIHHOE IMOBBIIIICHUE MOIIHOCTH
OO0l B nmama3oHe MEMJICHHBIX BOJH B CEHCOMOTOPHOM
Kope, d4epHOW cyOctaHiuu. OCOOCHHO BBIpAKCHHAS
yCTOHYMBas MApOKCH3MalIbHAsl aKTHBHOCTh HAOIOHACTCS
B XBOcCTaroM siape [S].

[TosToMy cremyromuM 3TanoM HCCIEAOBAHMN cTala
OIICHKa BO3MOXKHOTO 3aIUTHOTO 3(PQeKTa rMMaHTaHa B
OTHOIIICHUH OHMOIIEKTPUIECKOH aKTUBHOCTH TOJIIOBHOTO
MO3ra KpbIC, HapyllaeMOH BBEIECHUEM HEHPOTOKCHHA
MOTIL.

Perucrpauus 921" HauMHanack mocie 0JHOKPATHOTO U
cyoxponudeckoro (7 qHel) BBeIEHHUs TMMaHTaHa BHYTPb
B n03e 10 mr/xr. MOTII BBOIMM yepe3 30 MuH mOCIE
MOCIIEIHETO BBEJCHUsI TMMaHTaHa. Vcronp30BaHHas cXe-
Ma TI03BOJIWJIA OL[EHUTh BIMSHHE TMMaHTaHa Ha (DOHOBYIO
00T u Ha Bce cTauu pa3BUTHs NAPKUHCOHUYECKOIO CUH-
JpOMa, BBI3BIBAEMOTO HEHPOTOKCHHOM.

['mMaHTaH TIpU OJHOKPATHOM BBEJACHWU WHTAKTHBIM
JKUBOTHBIM B 7103¢ 10 MI/KT BBI3bIBAJI CHUKEHUE aMILIH-
TYIBI OMOINIEKTPUICCKON aKTHBHOCTH B AJIEKTPOTpaMMax
BCEX MCCIEIYEMBIX CTPYKTYP M YMEHBLICHUE Yucila M-
JeHHbIX BOJIH. CTaTHcThUdeckas oOpaboTKa M CpaBHEHHE
Pa3HOCTHBIX CIIEKTPOB MOILHOCTHU I10 I'pyIIiaM I10Ka3aja,
470 yepe3 30 MUH MoCIie BBEJICHHS I'MMaHTaHa Hanbolee
3aMETHO CHHMXKaJIaCh MOLITHOCTh CIIEKTpPa B JMaIla30He yac-
ToT 3 —4 ', HO 3T W3MEHEHUS JIOCTUTAIN YPOBHS JI0-
croBepHoct (ipu p < 0,05) nmumb B CHEKTporpaMmmax
CEHCOMOTOPHOM KOPBI.

Uepes 1,5 u nocne BBeneHust MOTII y KOHTPOIBHBIX
KPBIC, KOTOPbIM HE BBOJIWJIM IPEIBAPUTEIHLHO TMMaHTaH,
Pa3BUBAINCH OCHOBHBIE CHMIITOMBI MapKMHCOHUYECKOTO
CHUHJIpOMa — OJIMTOKWHE3Us, TPEMOP M PUTHIHOCTh. B
3TOT nepuox Ha D3I Bo BcexX UCCIENyeMbIX CTPYKTypax
HaOmonanoch ycuiaenue auddy3sHol MeIeHHONH aKTHB-
HOCTH, PETHCTPUPOBAJIKMCH I[APOKCU3MAJIbHBIE pPa3psIbl
OBICTPBIX M MEJICHHBIX BOJH. [Ipu cpaBHUTEIILHOM aHa-
JIM3€ CPEHETro CIeKTpa MOIMHOCTH (poHOBOM DOI 1 uepes
1,5 4 mocne BeBenenus MOTII ycraHoBieHO, YTO BBee-
Hue MOTII npuBOOUT K JOCTOBEPHOMY IOBBIIICHUIO
MotrHocTd D31 B nana3oHe MeaneHHbIx BojiH (1 —4 ')
B M3YYEHHBIX CTPYKTYpax — XBOCTaTOM sJpe, OjeHoM
11ape U CEeHCOMOTOPHOM KOpe, U K HEKOTOPOMY CHUKEHHUIO
MOIITHOCTH CHEKTpa B JPYTUX AMANa3zoHax, HE JIOCTUTAI0-
LIEMY JJOCTOBEPHBIX OTIIMYHMIA OT KOHTPOJIS.



Ounenka 3ammTHOrO 3pdexra

[Tpu BBenenun MOTII Ha QoHe rUMaHTaHa B 3TOT JKe
nepuof, uepes 1,5 u nocne unbekuuu MOTII, nosenen-
YecKre HapyIIeHUS NPOSBIUINCH 3HAYUTENHHO criadee.
OTO coyeTanoch ¢ MEHEee BBIPAKEHHBIMH HM3MEHEHHUSIMU
OO Ilapokcu3Mbl OBICTPBIX U MEIICHHBIX BOJH MPAKTHU-
yecku oTcyTcTBoBanmu. Craructudeckuil anammz 931 mo
rpymnnaM Iokas3aj, YTO MOILIHOCTh CIEKTPa MEJIEHHbIX
YaCcTOT Jake CHU3MJIACH [0 CPABHEHMIO ¢ ()OHOBOM 3amu-
CBIO, TIPH 9TOM B 3JIEKTPOKOPTUKOTPAMMAax 3TH Pa3THUH
JIOCTHUTAJIN YPOBHS JOCTOBEPHOCTH (PUCYHOK, I).

Taxum o0pa3zom, conocraBienue JuHaMuku D31 u3me-
HEHWIA ¥ JIBUTaTeJIbHBIX PACCTPOWCTB, BHI3BAaHHBIX BBEllC-
HueM MOTII, BBISIBHIIO CITOCOOHOCTh TUMAHTaHA TIPU O~
HOKPAaTHOM BBeJleHHH B j103¢ 10 mMr/kr 3a 30 MUH /10 cHC-
temHoro BeeneHust MODTII cHmXarh BBIPAKEHHOCTH
MOBEICHUECKUX d(PPEKTOB HEHPOTOKCHHA W HOPMAJH30-
BaTh AIEKTPUUYECKYIO aKTUBHOCTh TOJIOBHOTO MO3Ta KPBIC.

Anamnz D3I kpbIc mocie 7-THEBHOTO BBEICHUS TH-
MaHTaHa B j1o3e 10 Mr/Kr mokasal, 4To Mo CPABHEHUIO C
UCXOMHOH (DOHOBOII AKTHBHOCTBIO B 3JIEKTPOrpaMMax
BCEX UCCIIEyEMBIX CTPYKTYp MO3Ta OTMEYAeTCsl 3aMETHOE
yMeHblIeHrne TuQQy3HOi MeUIEHHONH aKTUBHOCTH B JHa-
nasoHe 3 —4 Koi./c ¥ He3HauWTeNbHOE yCUiIeHue 0-ak-
THBHOCTH B JWanasone 7 — 8 koi./c. OTMevaeTcs CHIKe-
HUE aMIUTUTYbl OMOAJIEKTPUYECKOH aKTUBHOCTH. buos-
JEKTpUYECKast AKTUBHOCTh CTaHOBUTCSI Ooiee
CHHXPOHHM3UPOBAHHON IO CPAaBHEHHUIO C TAKOBOW MOCIHE
OJHOKPAaTHOTO BBEIEHUs TUMaHTaHa.

Ha ¢one mpeaBapuTenbHOro 7-IHEBHOTO BBEICHUS TH-
MaHTaHa CHCTeMHOE OfHOKparHoe BBeneHne MOPTII B
n03e 30 Mr/Kr BbI3bIBaJIO 3HAYMTEIHHO MEHEE BBIPAKEH-
HBIC M3MEHEHUS IEKTPUIECKOI aKTUBHOCTH, YeM HaOIIo-
aeMble TIPH BBEICHUH HMHTAKTHBIM J>KABOTHBIM. Mor-
HOCTh CIIEKTpa JIEKTPUYECKON aKTUBHOCTH B JHAaIia3oHe
5-4acToT yBENMYMBAJIACh 10 CpaBHEHHIO ¢ (hoHOBOI DOI
BO BCEX HCCIICJOBAHHBIX CTPYKTYPaX, OMHAKO CTAaTHCTHYEC-
CKH 3HAYMMBIX pa3iMuuil He ycTaHOBIeHO. Hamporus,
MOIIIHOCTh CHEKTPA B ANANAa30HE 0-4acTOT yMEHBINANACH.
[Ipm sTOM B CHEKTpOrpaMMax CEHCOMOTOPHOW KOpBI H
XBOCTATOTO SIIpa 3TU PA3IAYUs JTOCTUTAIN YPOBHS JOCTO-
BepHocTH 1pu p < 0,05. MoIHOCTb CHEKTPa B 1uana3oHe
OBICTPBIX YACTOT B CEHCOMOTOPHOM Kope, OJIeTHOM Imape
U XBOCTAaTOM SIS HMMeNa TEHICHIUIO K YBEIUYCHHIO
(TaHHBIC MOJYYCHBI MPU YCPSTHEHUH CIIEKTPOB MOIIHO-
cti D01 1o Tpynme u3 6 KpbIC), OJHAKO Pa3ndust ObUIH
HEZ0CTOBEPHBIMH (PUCYHOK, II).

Takum 00pa3oM, NpeaBapUTEILHOEC BBEACHUE THMAHTa-
Ha TPEJOTBPAIIACT PA3BUTHE KaK ITOBEACHUCCKUX, TAK M
990 npossrnenuit MOTII-BbI3BaHHOTO MAPKUHCOHHUYE-
CKOTO CHUHJPOMA, YTO BBIPA)KAETCS B OTCYTCTBUU JOCTO-
BEPHBIX M3MEHEHHH cnekTpa MomHoctu 3@ §- u 6-ak-
TUBHOCTH IO CPaBHEHWIO C HMHTAKTHBIMH >KUBOTHBIMH.
OTH 1aHHBIE comIacyloTes ¢ pesyasratamu D31 uccueno-
BaHMI OONBHBIX TAPKHHCOHU3MOM, Y KOTOPBIX B KIMHUYE-
CKOIl KapTuHe Tpeobiamana ONUTOKWHE3MsI, 3 OCHOBHBIM
MPOSIBJICHUEM HApyIICHUH OMO3IEKTPUIECKOH aKTHBHO-

cTH OBUIO O0IIee 3aMeJICHUE PUTMOB M HaIW4ue Iud-
(y3HOU MEINICHHOW aKTUBHOCTH B nuara3one o u 0 [10].

ITokazarenem 3((eKTHBHOCTH NPOTUBONIAPKHMHCOHHU-
YECKOIl Tepalnuu B KJIMHHUKE SBIISETCS CHUXKEHHE BbIpa-
’KEHHOCTH MEJYICHHOBOJTHOBOM aKTUBHOCTH [6], B YaCTHO-
CTH TTOKa3aHHOE IS JIeBoona [7].

YcraHOBIICHHAS 3aIIMTHAS AKTUBHOCTh THMAaHTaHa MO-
JKeT OBITh 00YCIIOBJICHA YCTAHOBJICHHBIMUA KOMIIOHEHTAMHU
MEXaHH3Ma ero AeucTBus. [lokazaHHOE YrHETCHHUE aKTHB-
Hoct MAO-B [2] MoxeT npuBOANTH K 3aMEJICHUIO Me-
tabommma MOTII n 06pa3oBaHMs TOKCHUECKOTO MPOTYK-
ta M®IT". Kpome Toro, ruMaHTad 001agaeT CBONCTBAMHU
HEKOHKYPEHTHOTO OJOKaropa MOHHBIX KaHaioB NMDA
peuenTopos [3]. 3amuTHOE AEHCTBHE aHTarOHUCTOB IUTY-
TaMaTHBIX perentopoB oT dpdexroB MOTII nmponemon-
CTPHUPOBAHO Yy IPUMATOB U y MbIiei [§, 9, 11], uro mo3Bo-
JSeT TpeArnonaraTt BoBiedeHHOCTh NMDA-3aBucHMBIX
IPOLIECCOB B peayu3alnio TOKCHYeCKHX dpdexTo
M®TTII.

YcTaHOBIIEHHBIE CBOWCTBA THMaHTaHA CBHJIETEIIBCT-
BYIOT B II0JIb3Yy HaJIMYMsl Y HETO HEKOTOPON HEUPOIIPOTEK-
TOPHOM aKTUBHOCTH.

BbiBOAbI

1. 'mmaHTaH NpH NpeBapUTENEHOM OBTOPHOM BBEJIE-
HUU B J103¢ 10 MI/KI JOCTOBEPHO CHMIKAET BBIPAKEH-
HOocTb M®OTII-BbI3BaHHON OJMIOKUHE3UM Y MBILIEH JIM-
nnu C57BL/6.

2. T'uMaHTaH Npyu IpeaBapUTEIbHOM OJHOKPATHOM U B
OoJbIIel cTeneHn CyOXPOHHUYECKOM TIEpOpPaIbHOM BBEJIC-
HuU B 103€ 10 MI/KI 3HAYUTENBHO CHIDKAET IIOBEIEHYE-
ckue u OOI mposisinernst MOTII-urxynupoBanHoro map-
KHHCOHUYECKOTO CUHIPOMA y KPBIC.

HccnenoBanue BbIMOMHEHO npu mnoxanepxkke PODU,
rpant Ne 01-04-49819, Ne 03-04-49228 u PernonanbHOTO
o0miecTBeHHOTO (POHJA COACHCTBHSI OTEYECTBEHHOH Me-
JUIHHE.
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EVALUATION OF THE PROTECTIVE EFFECT OF THE NEW
ANTIPARKINSONIAN DRUG HEMANTANE AGAINST MPTP NEUROTOXICITY

E. A. Val’dman, L. N. Nerobkova, and T. A. Voronina

Laboratory of Psychopharmacology, Zakusov Institute of Pharmacology, Russian Academy of Medical Sciences, Balti-
iskaya ul. 8, Moscow, 125315 Russia

N-(Adamant-2-yl)hexamethyleneimine hydrochloride (hemantane) is a new potential antiparkinsonian drug with a complex mechanism of action. The drug
exhibits the properties of a low-affinity blocker of the ion channels of NMDA receptors, increases the dopamine content in striatum, and inhibits monoamine
oxidases (MAO-B). This combination of properties suggests that hemantane can also possess neuroprotector properties. In this context, the ability of hemanta-
ne to prevent from the development of MPTP neurotoxin action on the locomotor activity in mice and the EEG activity in rats has been studied. Preliminary
single (and the more so, repeated over a period of 5 days) peroral administration of hemantane in a dose of 10 mg/kg significantly reduced the manifestations
of MPTP-induced oligokinesia in C57BL/6 mice. Acute of subchronic (7-day) pretreatment with hemantane prevented the development of EEG changes typi-
cal of parkinsonism. The results of statistical EEG data processing showed that a systemic introduction of MPTP (30 mg/kg) on the background of hemantane
pretreatment produced no reliable changes against control characteristics. Thus, hemantane is capable of protecting experimental animals from MPTP neuroto-
Xicity.





