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BITUAHUE TAMK-NMO3UTUBHbLIX NPEMAPATOB HA ®OHOBYIO

N BbI3BAHHYIO SNEKTPUYECKUM PA3OPAXXEHUEM BEPXHEIO
CAMMTTAJIbHOIO CUHYCA AKTUBHOCTb HEUPOHOB
KAYOANbHOIO A0PA TPOMHUYHOIO HEPBA KPbICbl

A. 10. Cokonog', A. B. Amenun', 10. . UrHaToB', C. C. MaHTeneeB?

Beicokast 3¢ dpexrnBHOCTE TAMK-MI03UTHBHBIX MpenapaToB B MPEBEHTHBHOM U a0OPTHB-
HOM JICYEHUH MUTPEHH U KJIAaCTEPHON TOIIOBHOHN 00NN 10Ka3aHa B MHOTOYMCIICHHBIX KJIMHU-
YeCKHUX HCCIIeJOBaHUIX. BMecTe ¢ TeM MeXaHU3MBbI UX AeHcTBUS NpH Ledalrusx 0CTaloTCs
HESICHBIMU M3-3a MAJIOTO KOJIMYECTBA MCCIEOBAHUN Ha AKCIEPUMEHTAIbHBIX MOJEISIX IO-
JIOBHOH 00u. B OCTpHIX 3KCIIepEMeHTaxX Ha KpbIcaX M3ydeHO BIUsHHE OakinodeHa (2,5; 5;
10 u 15 mr/xr, B Beny) 1 Bajbnpoara (25; 50; 100 u 200 Mr/xr, B BeHy) Ha (JOHOBYIO U BbI-
3BaHHYIO MEKTPUUYECKUM pa3/ipaKeHHUEM BEPXHETO CaruTTaJIbHOIO CHHYCa aKTHBHOCTh HEi-
POHOB CIMHAJIBHOTO SApa TPOMHUYHOTO HepBa. [TokazaHo, 4To BaabIpoar u 6akiIodeH 1030-
3aBHCUMO YTHETAIOT ()OHOBYIO U BBI3BAHHYIO AKTUBHOCTb HEHPOHOB TPOHMHHMYHOTO KOMIIIEK-
ca, onpeneneHo yuacrue TAMK,- u TAMKg-penentopos B peanuzanuu 31oro 3¢gdexra.
ITonyuyeHHble pe3yinbTaTbl MOIYT SIBISTHCS SKCIEPUMEHTAIbHBIM OObSACHEHHEM KIMHUYE-
ckoif appexruBHOCTH [AMK-TI03UTHBHBIX TIPETIAPATOB IIPH COCYANUCTHIX TOJIOBHBIX OOJISIX.

Ki1ioueBbie cjioBa: MUTpEHb, KPAHHOBACKYJIsIpHAs 00J1b, TPOMHUYHBINA KOMILIEKC, HeHpOoHa-

nbHas akTuBHOCTH, TAMK, GakiiodeH, Baibmnpoar

BBEOEHUE

B mocnenaue rompl BO3pOC MHTEPEC KIMHUIMCTOB K
ucnons3oBannio [AMK-eprudeckux mpemapaToB Ui Jie-
YEeHUs] NEPBHYHBIX TOJIOBHBIX OoJiel. MHOTOYHCIICHHEIC
KIIMHUYECKUE HCCIICIOBAHMS CBHUACTEIBCTBYIOT O BBICO-
kol addexrnBHOCTH MHrHOMTOpa [AMK-TpaHcaMuHasbl
Banbnpoara 1 FAMKg-mumernka GaxitodeHa Kak B mpo-
(UIaKTHKE, TaK U TPH KyIIHPOBAHUH MIPUCTYTIOB MUTPEHH
Y KJIACTEPHBIX TOJIOBHBIX Ooneit [5, 7, 12]. Oxnako mexa-
HU3MBI JICHCTBUS 3TUX MPENapaToB OCTAIOTCS MAJIO H3Y-
geHHbIMH. [ rccnenoBanust (hapMaKOAMHAMUKH JICKap-
CTBEHHBIX CPEJICTB, UCIIOIB3YEMBIX IPH JEUCHHH Iedal-
THH, TPEIVIOKEH PsJI AKCIIEPUMEHTAIBHBIX MOJENeH, B
YaCTHOCTHU, MOJIEIIb KPAaHHOBACKYIISIPHOW OOJH, OCHOBaH-
Hasl HA TPUTEMHHOBACKYIIPHOW TEOPHH ITaTOTCHE3a MHT-
penmu [1].

Lenpro HacTosIIEH pabOTHI SIBHJIOCH M3yYCHUE HA MO-
JIeT KPaHUOBACKYJISIPHOH Oonu BIUSHUS OakimodeHa u
BaJBIIPOaTa HA aKTUBHOCTH HEHPOHOB KaylaJbHOTO sIpa
TPOMHUYHOTO HEpBa M OICHKA POJNU PAa3HBIX MOATHIIOB
I'AMK-penenitopoB B peanm3anuu dPPEKTOB YKa3aHHBIX
BEIIICCTB.

! Wucrutyt dapmaxonorun uM. A. B. Bambamana Canxr-Iletep-
OyprcKoro rocyaapCTBEHHOTO MEIMIIMHCKOTO YHHBEPCHTETA VM.
akaza. U. I1. [TaBnosa, 197022, Cankt-IletepOypr, yiu. JIsBa Ton-
croro, 6/8.

2 JlaGoparopust KOPTHKO-BHCILIEPATBHOA (DU3HOIOTHH (3aB. —
C. C. lanreneeB) Mucturyra ¢umsumomormm um. H. I1. [TaBrnoBa
PAH, 199034, Canxkr-IlerepOypr, Hab. Makaposa, 6.
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METOAbl NCCNNEAOBAHUA

OKCIIEpPUMEHTHI BBIMOIHEHB HA 65 HapKOTH3MPOBaH-
neix yperanom (ICN, CIIA, 1,2 — 1,5 r/kr, BHyTpubpro-
IIMHHO) KpbIcax TuHUK Bucrap maccoit 250 — 400 r. B 11e-
JIOM YCJIOBHUS COJICPIKaHUS U UCTIOJIb30BAaHUE KUBOTHBIX B
IKCIIEPUMEHTE COOTBETCTBOBAIH TpebosanmsiM GLP u Ha-
XOIWINCh TOJI KOHTPOJEeM OTHYECKOTO KOMHUTETa
CITI6GI'MY. [Ins BBeneHMs penaparoB U PerUCTPaIMU ap-
TEPUAJbHOTO JIABJICHUS KaTeTepU3UPOBAIM, COOTBETCT-
BCHHO, OeqpeHHyI0 BeHy U aptepuio. [locie Tpaxeocrto-
MHH KHBOTHOE TIOMEIIAJIH B CTEPEOTAKCHYCCKHH armapar
(“Menukop”, Benrpusi). s 9KCro3ULIMK TBEPIOH MO3TO-
BO 0OOJIOYKH MTPOBOAMIIN KPAHHOTOMHIO B TEMEHHOH 00-
nmactu. Jms gocTyma K BEpXHHM CETMEHTaM CIIMHHOTO
MO3Ta BBIMIOJHSIN JIAMHUHIKTOMHIO Ha YpPOBHE IEpPBOTO
IICHHOTO MO3BOHKA C TOCIIEAYIONINM YIAJCHUEM MO3TO-
BbIX 00osouek. [locine BHYyTpUBEHHOTO BBEIECHUS TYOOKY-
papuna (2 — 3 Mr/kr) XuBOTHOE mepeBomumu Ha WBJI
(MonmepuusupoBanHblil anmapar BUTA-1, Poccust) ¢ yac-
TOTOM JbIXarejabHbIX IBYKeHUH 75 — 100 B MuH u 00be-
MoM 2—4mi Ha mpoTskeHWH BCEero SKCIEpPHMEHTA
CpeliHee apTepHalbHOEe JaBIICHUE TOAJICPKHUBAIN B Ipe-
nemax 70 — 110 mm pt. ct. Temmeparypy Tena >KHBOTHOTO
KOHTPOJIUPOBAJIM PEKTAJIBHBIM TEPMOMETPOM U MOJJIEP-
skuBasid Ha ypoBHE 37 — 38 °C ¢ NOMOIIBIO CIIELUaIbHOM
MIO/IOTPEBAIONICH IIOJCTaBKA U BOISHOTO TEpMOCTara
(U-10, Tepmanust). Perucrpanuio HEHMpPOHAIBLHOW aKTHB-
HOCTH MTPOBOJIWITA BHEKJIETOYHO C TIOMOIIBIO BOJIB(PaMo-
BBIX MHKPODJICKTPOIOB C AWAMETPOM KOHYMKA 5 MKM WU



conporusieHrueM 12 MOwm. [lorpyxeHre MUKPOIIEKTPO-
Jla B TKaHb MO3Ta OCYIIECTBIUIN Ha Ti1yOuny 0,2 — 1,3 MM
OT TIOBEPXHOCTH C IIaroM 4 MKM C IIOMOIIIBIO 3JIEKTPOHHO-
ro manunyisatopa (IIM-2, MH®, Poccus) Ha yyactke ot 0
1o 3,5 MM KaynaneHee obex u ot 1,5 10 2,5 MM narepaiib-
Hee cpenHell muHuM. s perucTpauuu U aHaiuza OTOu-
pajii HEHPOHBI, OTBEYAIOLIME HA HIEKTPUUYECKOE U MeXa-
Huueckoe (Bojocku (GoH Dpest) pasnpakeHHE BEPXHETO
CaruTTAJILHOTO CHHYCa, a Talkke Ha HWICHIATePaJIbHYIO
MEXaHUUYECKYIO CTUMYJISILIMIO KOXKA MOPbI B JIOOHO-IIa3-
HUYHO-BUCOYHOH oOnactu. sl 3IeKTpUYEecKOoro pasapa-
JKEHHS TBEPAOH MO3rOBOM 000IOUKH HCTIONB30BaIU OUTIO-
JISIpHBIE cepeOpsHbIE AMEKTPOAbI B BUIE IIAPUKOB JHAMET-
poM 0,3 MM C MEXDIEKTPOJHBIM PACCTOSIHUEM | MM H
conpoTtuBieHreM okoio 50 kKOM, KOTOpbIe HaKIabIBaIH
MapajuiellbHO BEpXHEMY CaruTTajbHOMY cuUHYCY. CTUMY-
JSUUIO MPOBOIMIA OJUHOYHBIMH TPSMOYTOJIBHBIMU HM-
mynbcaMu Toka cwiod 0,5 -1 MA H JUIMTENbHOCTBIO
0,25 mc ¢ momorpo Aekrpoctumynsaropa ICY-2, Poc-
cusl.

OTBOIMMYIO MHUKPOJIEKTPOIOM HEHPOHAIBHYIO aKTHUB-
HOCTh ITOCTIC YCHJICHHS TIOaBajl Ha BXOZ aHAJIOTO-ITH(]-
poBoro mipeodpazosareist (AD-32, Poccus) st BBona B
TepCOHAIBHBIN KOMITbIOTEp. Bu3yanuzamuio oTBeTOB HEll-
POHOB, yIIpaBl€eHHE CTUMYJISILIUEN U aBTOMaTHUYECKOE I10-
CTPOEHHE NEPUCTUMYIIBHBIX THCTOTPaMM OCYLIECTBIIUIN €
MIOMOIIBI0 CHEIHAIFHOTO TPOTPAMMHOTO 00ECTICUCHHS,
paboTaroIero B peKUMe peaibHOTo BpeMeHH [2]. DiekT-
pUYecKoe paszpakeHue OCYIIECTBISUIN cepusimu u3 20
CTUMYJOB ¢ 9acToTol ciemoBanus okono 0,3 I'n. Hakon-
JIEHUE€ W TIOACYET CIaiKOB IPOBOAMIM B MHTEpBaje
250 mc 1o 1 250 Mc mocie HaHeCEHUs KaX/I0r0 CTUMYJIa.

DOHOBYIO U BBI3BAHHYIO aKTMBHOCTb HEHPOHOB peru-
cTpupoBanu 1o u yepes 5, 10, 15, 20, 30 u 45 mun nocie
BBEJICHUS TIpenapara.

Bnusnue Banbnpoara Harpus (nenaxus, “SANOFI”,
OpaHuusa) Ha HEHPOHAIBHYIO aKTUBHOCTH OLIEHUBAIIU B
nozax 25, 50, 100 u 200 mr/kr. Biusaue Gaknogena
(ICN, CHIA) — B no3ax 2,5, 5, 10 u 15 mr/xr. Uzydae-
MBI€ BEIIECTBA PA3BOAMIHM ex tempore B 1 Ml GU3HOIOTH-
YECKOTO PacTBOpa M BBOAWJIM BHYTPUBEHHO MEJICHHO B
TeueHre | muH. JKnBOTHBIE OBUIM Pa3OHUTHI CIydaitHBIM
00pa3oM Ha 9 SKCIEPUMEHTAIBHBIX TPYII MO 5 KHBOT-
HBIX B Kaxaou. Kaxaast 103a yka3aHHBIX BEIIECTB TECTH-
poBajach Ha OfHOM rpyIie. B KOHTposbHOMN rpyIe BBO-
JIITH DKBUBAJICHTHBIH 00BEM (PH3HOIOTNYECKOTO PACTBO-
pa TIpu paBHBIX YCIOBHUSX SKCIepUMeHTa. [ aHammza
HEHPOXMMHYECKOTO MEXaHHM3Ma JICHCTBHS TECTHPYEMbIX
BCIIECTB  HCMONB30BaM  Omokaropsl [TAMK,- mn
I'AMKg-penenrropoB — 6ukyxymnua (ICN, CILIA) B noze
1 Mr/kr u 5-ammunoBanepuanoyto kucinory (ICN, CIIIA)
B 03¢ 25 MI/KI, COOTBETCTBEHHO. YKa3aHHBIE CPEICTBA
pasBoauiu ex tempore B 0,3 M1 (PU3NOJIOTHUYECKOTO pac-
TBOpa M BBOJMJIM BHYTPUBEHHO MeIJIeHHO B TeueHue 30 ¢
3a 10 MMH 10 BBeIeHMs HCClelyeMbIX mnpernaparos. Mc-
CJIe[JOBaHME NPOBOAWIM Ha 4 rpymnmnax >KMBOTHBIX MO 5
KpBIC B KaJKJIOH.

A. 10. CoxkoJ10B U Ap.

JKMBOTHBIX BBIBOJMJIM W3 OSKCIICPHMEHTa BBEICHHEM
yperaHa B 103¢ He MeHee 3 r/KT, B BeHy. [l crarucTuye-
CKOH OIEHKH U IpauyecKoro MpPeACTAaBICHUS IOIy4YeH-
HBIX JIaHHBIX IPUMEHSIIN IporpaMMHBIi maket Origin 7.5.
OmnpenencHrue JOCTOBEPHOCTH IOJYYCHHBIX PE3yIbTaTOB
MIPOBOJIIIIH C ITOMOIIBIO OTHO(AKTOPHOTO JUCIEPCHOHHO-
ro ananu3a (ANOVA) u anocrepuopHoro kpurepust Tbro-
ku. B rpadukax gaHHBIC PECTaBICHBI KaK CpeHee 3Ha-
yenue + SEM.

PE3YNbTATbI U UX OBCYXOEHUE

DJeKkTpuueckas 1 MEXaHu4ecKas CTUMYJISALHUS BepXHe-
IO CaruTTaJIbHOIO CHHYCA, a TaKKe TAaKTHJIbHOE paszpa-
JKEHHE KOXKH MOPJIbI B JIOOHO-IJIa3HUYHO-BUCOYHOM 00a-
CTH CONPOBOXKIAINCH YBEIUYEHHUEM B 3 — § pa3 4acTOThI
pa3psaaoB HEHPOHOB HIICHIIATEPAJIbHOIO CIIHMHAJIBHOTO
aapa TPOWHUYHOTO HepBa. AHAJOTHYHOE pa3ApakeHue
yKa3aHHbIX 001acTeil, HAHOCUMOE Ha MPOTHBOIOIOKHOM
CTOpOHE, HE BBI3BIBAJIIO OTBETHBIX PEaKUUil 3THX HEHpo-
HOB.

Beenenue GaxiodeHa BO BCEX HCCIEIOBAHHBIX J03aX
COIPOBOXKIATIOCH TOPMOXKEHHEM (DOHOBOW AaKTHBHOCTH
HEHpPOHOB CIMHAJIBHOIO siApa TPOMHHUYHOIO HEpBa IIO
CpPaBHEHMIO C UCXOAHBIMHU 3Ha4eHUAMHU. B nozax 2,5, 10 u
15 MI/KT I0CTOBEPHOE O CPABHEHHIO C KOHTPOJIEM yTHE-
TeHre (POHOBOW aKTMBHOCTH HAYMHAJIOCH C S5-I MUHYTHI, &
B J103¢ 5 MI/KT — ¢ 15-if MUHYTBI TOCJIE BBEJECHUS U [IPO-
JIOJDKAJOCh B TEUYEHHE BCEro IMepHojia pEerucTpaluu
(puc. 1, a). B uenom GakinodeH TOPMO3UI peaKkiuyu Heu-
POHOB CIIMHAJILHOTO $i/ipa TPOWHUYHOTO HEpBa Ha HIEKT-
PUUECKYIO CTUMYJISILIMIO BEPXHETO CaruTTajJbHOTO CHHYCA.
Tak, B 03¢ 15 Mr/Kr yruerawiuee aeicTBUE Npenapara
Pa3BUBAJIIOCH HEIIOCPEICTBEHHO MOCIE €r0 BBEJCHHUS, a B
noszax 2,5 u 10 mr/kr — cnycrs 20 mun. B mo3e 5 mMr/kr
neiictBre OakiodeHa Opu10 Oomee ciokHbIM. CHavama Ha-
OJIOTAIOCh YCHIICHUE OTBETOB HEHPOHOB HAa CTHMYJISIIHIO
CHHYCa, KoTopoe mocturano mMakcumyma (140,9 +22.8 %
OT UCXOAHOTO 3Ha4YeHus1) K 10-i1 MuUHyTE Tociie BBEACHUS
npemnapara. Yepe3 15 — 20 MuH peaxkiuy HEHPOHOB yMe-
HBIIAJIKCh 10 UCXOJHOI'O YPOBHS M K KOHIly I€pHoja pe-
TUCTpalMK CTAHOBWJIUCH JOCTOBEPHO MEHBIIIE KOHTPOJIb-
HBIX 3Ha4eHui (puc. 1, 6).

Beenenue Banbnpoara B go3ax 50, 100 u 200 mr/xr co-
MPOBOXAAJIOCH BBIPAXKECHHBIM M JOCTOBCPHLIM IO CpaBHE-
HHUIO C KOHTPOJIEM TOPMOXKEHHEM (DOHOBOM aKTHBHOCTHU
HEIPOHOB CIMHAJIBHOIO sApa TPOMHUYHOIO HEPBA, KOTO-
pO€ HauMHAJIOCh ¢ 5-H MHMHYTHI IIOCJIE€ BBEAEHUS U IIPO-
JIOJDKAJIOCh B TEUEHHE BCErO MepHoja perucrpamuu. B
103 25 MI/Kr Baablpoar BBI3BIBAJI MPOTHBOIIOIOMKHBIH
3pPeKT B BHUIIE yCHICHUS (OHOBBIX pa3psioB, KOTOPOE
JOCTHUTAJIO TOCTOBEPHO OTIMIMMOTO OT KOHTPOJSI MAKCH-
myma (191,3 £19,9 % ot ucxomgnoro 3HaueHums) k 30-i
MHHYTE TTOCJIC BBEICHHMS, C ITOCICIYIONNM HX yMCHBIIIE-
HHEM JI0 MCXOJHOTO YPOBHSI K KOHITY IIEPHO/IA PETUCTpa-
uuu (puc. 2, a). B no3e 25 Mr/Kr Banbnpoar He M3MEHSLI,
a B OCTAJIbHBIX J103aX OCTOBEPHO IO CPABHEHUIO C KOHT-



Binsaaue TAMK-no3uTHBHBIX IpenaparoB
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Puc. 1. Biusaue 6axinogpena Ha (OHOBYIO (a) U BEI3BAHHYIO JJICKT-
PUUECKUM pa3paKeHUEM BEPXHETO CaruTTaJbHOTO cuHyca (0) ak-
THUBHOCTb HEHPOHOB CIIMHAJIBHOTO SIpa TPOHHUYHOTO HEpBa.

31ech U Ha pHc. 2: 110 0CH abCIICC — BPeMsl, MUH, 10 OCH OpJHHAT — Yac-
TOTa Pa3psioB HEMPOHOB B % K MCXOAHOMY 3HAYEHHMIO 10 BBEACHHMS Ipera-
para. 31ech ¥ Ha pUC. 2 U 3 U3MEHEHHUS 110 CPABHEHUIO C KOHTPOJIEM JIOCTO-
BepHbI pu: * — p < 0,05 u ** — p <0,01.

poJeM yrHeTasn OTBEThl HEHPOHOB Ha JIEKTPUUCCKYIO CTH-
MYJISIIIHIO BEPXHETO CaruTTaJIbHOTO CHHYca (puc. 2, 6).

IIpenBaputensHOE Ha3HA4YCHHE aHTaroOHUCTA
I'AMKj-penentopoB  5-aMMHOBaJIEpUAHOBOM  KHCJIOTHI
(5-ABK), nHo He TAMK , -aHTaronucra OMKyKyJUIHHA, TTOJI-
HOCTBIO YCTPAHSUIO yTHETAloIee BIMsSHUE OakiIogeHa Ha
(hDOHOBYIO W BBI3BAHHYIO HEHPOHAIBHYIO aKTUBHOCThH. B
To e Bpems 5-ABK m OMKyKy/UIMH B paBHOH CTeTeHH
ocnmabmsiny, HO HE OTMEHAMH H(dexTs! Bambmpoara
(puc. 3).

Takum 00pa3om, yCTaHOBJIICHO, YTO OAKJIOPESH U Ballb-
MPOAaT B IIETIOM OKA3bIBAIM TOPMO3HOE BIHSHHE HA (HOHO-
BYIO U BBI3BAHHYIO JIEKTPUUECKON CTUMYJISLMEN BEpXHe-
IO CaruTTajJbHOIO CHHyCa aKTMBHOCTb HEHPOHOB CIIMHA-
JILHOT'O siipa TPOMHUYHOTO HEpBa, OIHAKO MEXaHU3MbI UX
JIEHCTBUS PA3INIHBL.

Tak, ycrpanenue 3¢ dexToB OaknodeHa npeaBapuTesib-
HBIM BBezieHHeM 5-ABK, HO He OMKYKyIUIMHA, YKa3bIBacT
Ha TO, 4TO €ro JeWCTBUE Ha HEHPOHAJbHYIO aKTHBHOCTb
onocpenoaHo 'AMKg-peuenropamu. [lo Bceil Buanmo-
CTH, TOPMO3HOE BJIMSHHE Ipenapara Ha ()OHOBYIO W BBI-
3BaHHYIO aKTUBHOCTb HEMPOHOB CIIMHAIBHOIO Apa TPOii-
HUYHOI'O HEPBAa MOXKET ObITh CBSI3aHO, BO-IIEPBBIX, C aKTH-
Baiueil nocrcuHantuueckux [AMKg-peuenropos Ha
MeMOpaHax yKa3aHHbIX HEMPOHOB, YTO MPUBOIUT K UX T'H-
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Puc. 2. BausHue Banbrpoara Ha GOHOBYIO (@ ) ¥ BBI3BaHHYIO HJICK-
TPUYECKHM pa3Ipa)KEHHEM BEPXHEro CaruTTaJbHOrO cuHyca (6)
AKTUBHOCTb HEHPOHOB CIIMHAJIBHOTO SIpa TPOHHUYHOTO HEpBa.

O0603HaueHHs Te XKe, 9TO Ha pHC. 1.

neprosspuzanun [10], BO-BTOPBIX, ¢ aKTHBALUEH MpecH-
HAIITUYECKUX TI'AMKg-penentopos OKOHYaHWU
IyTaMaTepruyecKux BOJIOKOH, HEIOCPEICTBEHHO KOHTAK-
TUPYIOIIKX ¢ HEHpOHaMH KayaajibHOro siapa [11], uro BbI-
3bIBACT YTHETEHHE BBIJICICHUS W3 HUX DiyTamara [4],
B-TPEeThUX, ¢ akTuBanuei FAMKg-penentopoB HEHpoHOB
T'accepoBa y3i1a, YTO CONPOBOXKIAETCS TOPMOKEHUEM IIe-
pelayd HOLMLENTUBHOIO IMOTOKA OT TBEPAOH MO3roBOM
obomoukw [13].

Bwmecte ¢ tem B Mmambix jgo3ax (2,5 u, ocoOeHHO,
5 mr/kr) BiusiHue 6akinodeHa Ha BbI3BAHHYIO aKTHBHOCTD
MOXHO OXapaKTEePHU30BaTh KaKk OUTIOISIPHOE, HITH “aKTHBH-
pytoiiee-yraeratomiee”’. Panee cxoxas kapTuHa Oblia 1mo-
Ka3aHa B (POPMATMHOBOM TECTE: B MAJIBIX J03ax OaxyodeH
yCHIUBAI 00J1b, a B OONBIINX 0013121 aHTHHOIUIICTITHB-
HeIM JieiictBueM [8]. Kpome Toro, mmerorcst JaHHbBIE O
TOM, YTO B MAJIBIX J103aX OakiIo(eH JeicTBYeT mpenmyie-
CTBEHHO Ha MPECHHANTHYECKOM YPOBHE, a B OOJBIINX —
Kak Ha Ipe- Tak ¥ Ha MOCTCUHANITUYECKOM, C YeM U CBS3aH
ero mnpeoOmajaronmii obe3donmuBaromuii dpdext [14].
Crenyer mo6aBuTh, 4T0 OaKIO(PEH CIIOCOOEH AKTHBHUPO-
BaThb HE TOJbKO npecuHantuueckne I'AMKg-penentopsr
Ha OKOHYaHHUAX BO30YKIAIOIINX [TyTaMaTepruyecKux Bo-
JIOKOH B CINIMHAJIBHOM fape [4], HO U ayTOpeLenTopsl Ha
T'AMK-eprudecknx TepMHHAISAX, 9TO Oy/IET COPOBOXK A~
ThCSl YTHETEHUEM BBIJICTIEHUS] U3 HUX TOPMO3HOTO MeAMa-
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Puc. 3. Briusaue 6aknodeHa u Baapnpoara Ha GOHOBYIO U BEI3BAHHYIO SJIEKTPUYECKUAM Pa3ApakeHIEM BEPXHETO CarUTTAIBHOTO CHHYCA aK-
TUBHOCTh HEHPOHOB CIIMHAIBHOTO Spa TPOHHUYHOTO HepBa Ha (one Onokaasl TAMK-perientopos.

ITo ocu abeumce — Bpewmst (B MuH) 10 (0) 1 ocie (5 — 45) BBeeHUs MpenapaToB, NpernapaTos Ha GOHE MpeJBapUTEILHOIO BBEACHUS OUKYKY/UINHA HIIH S-aMH-
HoBasiepuanoBoii kucinotsl (ABK) u ¢usnonorndeckoro pactopa (0003Ha4eHHs Ha TpaduKe).
ITo ocu opaMHAT — YaCTOTa Pa3psIOB HEHPOHOB B % K MCXOJHOMY 3HAUYCHHIO 110 BBEJCHMUS TIPENapaToB.

topa TAMK. YuutsiBasi 3T CBeIeHUS, MOKHO OOBSICHUTD
(hazHbIe M3MEHEHUS BRI3BAHHON aKTUBHOCTH TIOT BIIMSIHH-
eM MaJbIX 103 OakiodeHa. I1o Bceld BUIMMOCTH, B J103aX
2,5 u 5 mr/kr npenapar nepseie 10 — 15 Mun neficTByer
npecuHantudecku, aktusupys TAMKg-penenrops! nyra-
Mar- 1 TAMK-epruueckux tepmunaneii. Ilpu 3tom, Bo3-
MOYKHO, BO3HUKACT JUCOATaHC B MOAYJISIIINU TOPMO3HOH U
BO30Y)KIAOIICH Tepeaavyn ¢ MpeodIalaHueM MOCISTHEH.
Mo Bce#t BummMOCTH, OakiIo(eH B MaIBIX J03aX HE o0ec-
MEYUBAET OBICTPOrO U IMOJHOTO BBIKIIOUEHUS MOIIHOTO
HOIUIIENTHBHOTO IIOTOKA, BBI3BAHHOTO AJIEKTPHUUYCCKUM
paspakeHHeM TBEPIOi M03roBoi obomouku. [TlosTomy B
HayaJIbHOM II€pUOJE JAEHCTBMs IIpernapara OTMedaeTcs
yCUJIEHHE HEeMpOHAIbHBIX OTBETOB. OAHAKO yBEIMUYEHHE
BPEMEHH SKCIIO3UIINHM WM J103bI Oakjo(eHa MPUBOIUT K
ero B3auMozeiicTBuio ¢ nocrcuHantuyeckumu AMKg-
peLienTopaMy HEHPOHOB CIIMHAJIBHOTO S7pa, YTO COIpO-
BOXKIA€TCS BBIPAKCHHBIM YTHETCHUEM UX aKTUBHOCTH.

BBenenue Basblipoara B OTHOCHUTENIBHO MAasloil J103€
(25 Mr/Kr) COmpOBOXKIANOCH YBENUUEHHEM (DOHOBOH aK-
TUBHOCTH HEHPOHOB sf/pa TPOWHHYHOTO HEPBA, a B Ooiee
BBICOKHX (50 — 200 Mr/kr) — ee ymeHblieHneM. M3sect-
HO, YTO BaJblIPOaT TOPMO3HUT YTHJIM3ALMIO dHIOTCHHOMN
I'’AMK, 4To NMpUBOIUT K YBEJINUYEHHUIO €€ KOHLIEHTPAIIUU B
[IHC [9]. B namux omnbITax yrueraroliee JeHCTBUE Bajlb-
rpoara Ha aKTUBHOCTh HEHPOHOB TPOWHUYHOTO KOMITJICK-
ca, B OTIIMYHH OT OakirodeHa, IpUMEpHO OJMHAKOBO 3aBH-
ceno oT GpyHKIHOHAIBHOTO cocTostHus Kak [AMK, -, Tak

u F'AMKg-penientopos. brokana no60ro u3 3TUX peren-
TOPOB CONPOBOXKJAJIACh YMEHBILIEHHEM, HO HE IIpeKpalle-
HUEM MHTUOUPYIOIIEro  BIUSHHUA  BajblpoaTa Ha
HEHpOHaIbHYI0 aKTUBHOCTh. BMecTe ¢ TeM B uTeparype
MMEIOTCSI CBEJICHUS, YTO B HEKOTOPBIX cTpykTypax [[HC
T'AMK moxeT oka3bIBaTh BO30YyKIaroliee OMKyKYLTHHOO-
paruMo€ BJIIMSAHUC Ha HeﬁpOHaJ’[bHyIO AKTUBHOCTb, KOTO-
poe peanmu3yercs MpH MaJlbIX ee KoHieHTpanusx [3]. Bos-
MOYHO, 3TOT 3PQPEKT MbI U HAOIIOANIN TIPU BBEICHUH Ba-
apnpoara B mo3e 25 mr/kr. Ilo Beeil BUIMMOCTH, B 3THX
YCIIOBHSIX MPOUCXOIUT MpeolnagaHne napagoKcaibHOTOo
Jgenonspusytoniero  dddexkra HU3KUX — KOHIICHTPAIUH
I'AMK, peamusyromerocsa uepe3 I'AMK,-penenrops
MeMOpaH HEMPOHOB CIIMHANILHOTO siipa. OHAKO yBenuye-
HUEC 03Bl BAJIbIIpOATa MPUBOAUIIO K MPOSABICHUIO €T0 UH-
THOMPYIOIIETro BIMSHUS Ha ()OHOBYIO aKTUBHOCTH HEHPO-
HOB, YTO MOXKET OBITH CIICJICTBUEM IOBBILICHUSI YPOBHS
sugoreHHoil TAMK u peanuzanuu ee TOpMO3HOTO JEHCT-
Bus. [Ipu 3TOM, CKOpee BCero, KOHEYHbIH YTHETAFOIIUH (-
ekt Basbrpoara, kak Henpsmoro [AMK-mumetnka, pea-
musyercst He Toiabko uepe3 ['AMK,-, HO u wuepe3s
T'AMKGg-perenTopsl, poib KOTOPHIX 00CYKIaach BHIIIIE.

TopMo3HOE BIUSIHUE BalbIPOaTa HA BbI3BAHHYIO aK-
TUBHOCTb HEHPOHOB BBHINIANUT Oojiee IUIABHBIM IO CPaB-
HEeHHIo ¢ OakioeHoM. MBI noslaraem, 4To 3TO CBSI3aHO C
€ro HempsIMbIM JielicTBueM Ha 00a noxtuna FTAMK-penen-
TOpOB uepe3 yBenuuenue yposHs sugoreHHord [AMK. Be-
POSITHO, B YCIOBHSAX PE3KO BO3POCILEr0 HOLMLIENTUBHOIO



Binsaaue TAMK-no3uTHBHBIX IpenaparoB

MOTOKa CyMMapHasi akTuBauus He Toinbko TAMKg-, HO 1
I'AMK , -perienTopoB, TakKe MMEIOLIUX KaK MOCT-, TaK U
MIpEeCUHANTUYECKYIO0 JoKkanu3auuio [11] B aape TpoitHn-
HOT'O HEPBa, IPUBOAUT K PaA3BUTHIO NOCTEIIEHHOTO 10303a-
BHCUMOTO YMEHBIIICHUSI OTBETHBIX HEHPOHAIBHBIX PEaK-
AH.

B HacTosiiiee Bpemsi B TUTEparype akTUBHO 00CyXkIa-
€TCsl pOJIb CEHCUTHU3aLMU HEHPOHOB TPOMHUYHOIO KOMII-
JIeKca B MaTOreHe3e MepBUYHBIX Ledanruii [6]. [Tpeamona-
raercs, 4To LEHTpajbHasg CEHCUTHU3ALUs, T.e. CTOUKOE I10-
BBIIIICHHE BO3OYJMMOCTH HEWPOHOB CIHMHAIBHOTO sIpa
onpenenseT HEeKOTOpble 0COOEHHOCTH KIMHUYECKOW Kap-
TUHBI MUTPEHH, HallpUMEp, Pa3BUTUE AJUIOAUHUY U SIBIIA-
eTcs MaTo(pU3HOIOTMIECKON OCHOBOM MEXaHM3Ma XPOHH-
3aLMU TOJIOBHBIX OoJieil. B cBoeM ucciae10BaHUM MBI I10-
Ka3and, 4TO B OCHOBE KIMHHYECKOH 3(PPEKTHBHOCTH
BajblpoaTa W OakiodeHa MpU JICYEHUH MEPBUYHBIX Iie-
(anruit MOXXeT JIe)KaTh UX YrHETaroIlee JeHCcTBHE Ha BO3-
OyIMMOCTb HEHPOHOB CIWHAJIBLHOTO S/Ipa TPOHHHUYHOTO
Hepga. [IpeacraBnsgeTcs MepCneKTUBHBIM TAJIbHENIIEE K-
CHEpUMEHTaNbHOE H3ydeHue pasinuHblx [AMK-nosu-
TUBHBIX IIPENapaToB C [ENBI0 BEISIBJICHUS X aHTHIE(a-
THYECKOM aKTUBHOCTH M OIpEAETICHUs] MEXaHU3MOB JIeii-
CTBUS [P TOJIOBHBIX OOJISX.
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EFFECT OF GABA-POSITIVE DRUGS ON THE BACKGROUND
AND SUPERIOR SAGITTALIS SINUS-ELECTROSTIMULATED ACTIVITY
OF NEURONS IN THE NUCLEUS TRIGEMINALIS CAUDALIS OF RATS
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There is extensive clinical evidence for the high efficacy of GABA-ergic drugs in prophylactic and abortive treatment of migraine and cluster headache,
while the mechanisms of anticephalgic drugs action are not clear, in particular, because of insufficient number of investigations on experimental headache mo-
dels. In this study, the influence of baclofen (i.v.) in doses 2.5, 5, 10, and 15 mg/kg and valproate (i.v.) in doses 25, 50, 100, and 200 mg/kg on the background
activity of the trigeminal nucleus caudalis neurons and that evoked by electrical stimulation of the superior sagittalis sinus was investigated in series of acute
experiments on rats. It is established, that baclofen and valproate reduce both the background and evoked activity of trigeminal complex neurons in dose-depen-
dent manner, thus determining the role of GABA-A and GABA-B receptors in realization of this effect. These results provide experimental basis for explanati-
on of the clinical efficacy of the GABA-positive drugs in vascular headaches.





