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NMEPCMNEKTUBbI MOUCKA HOBbIX AHKCUOJIMTUKOB

T. A. BopoHuHa, C. B. Cepenenun’

Ha ocHoBaHMM COBpeMEHHBIX 3HaHUI O MaToreHe3e cTpecca, HeBPO30B, HEBPO3OIOI00-
HBIX COCTOSHHH TAaHO MPECTaBICHUE O CIEKTpe (HapMaKoIOTHYEeCKOH aKTHMBHOCTH, MeXa-
HU3Max JCHCTBUS TPAIUIIMOHHBIX aHKCHOJIMTHKOB, ONpPE/ICeHbl HanboJsee nepcreKTHBHBIC
HAIpPaBJICHUS TOMCKA HOBBIX aHKCHOJIMTHKOB, OCYIIECTBIsIEMbIC B MOCIEIHUE rojibl B Poc-
cun 1 3a pyoexom. Ocoboe BHUMAHUE YJIeJICHO aHKCUOJIUTUKAM HOBOTO IOKOJICHHS: Belle-
CTBaM C pa3lIMYHON TPOITHOCTHIO K cyObeuHuIaM OensonuaszenuHoBoro 1 TAMK penento-
POB, PHIOTEHHBIM M 3K30T€HHBIM MEMOPAaHHBIM PETYISATOPaM THX PEIEeNTOPOB, TIIyTaMar-
epruyecKuM M CEPOTOHMHEPIMYECKHM AaHKCHOJIMTHKAaM, TOPMOHAJbHBIM BELIECTBaM,
MeTabonuTaM 0OMEHa HYKJICMHOBBIX KHCIIOT, BELIECTBAM, BIMSIONIMM Ha SHEPreTUYCCKUN
o0OMeH, HelponenTtuaam ¢ aHkCHonuTHueckum 3 dexrom u np. [IpeacrasieHa HoBast Kiiac-
cU(UKALUSA aHKCHOJIUTUKOB HA OCHOBE MEXaHU3MOB UX JICHCTBUSI.

KuroueBble cjioBa: aHKCHONUTHK, OeH301nasenuHbl, [AMK, MeMOpaHHBIE MOLLYJIATOPBI pe-
LENTOPOB, ruaaszenam, agoda3o, MEKCHIOIM, 30JIMTUIEM, HIMUAAA3eHII, OyCIIUPOH, pUTAHCe-

PUH, SHAO3CIINHBI, HCﬁpOHCHTHHBI-aHKCI/IOJ'H/ITI/IKI/I

B nocnennee pecatuiieTue JOCTUTHYT CYLIECTBEHHBIN
Iporpecc B M3y4YE€HUH CHUCTEMHON OpraHM3alliu IMOBeJe-
HUS, MCCIEIOBAaHUM MEMOpaHO-pEeleNTOPHBIX, KIIeTOY-
HBIX, MOJICKYJISIPHBIX OCHOB HEPBHOM jaeaTenbHOCTH. Pac-
KPBITBI MEXaHU3Mbl CHHTE3a, METa0OJIM3Ma U PeLeniuu
Pa3IMYHbIX HEHPOMEIUATOPOB, MOJIyYEHBI IPEICTABICHHS
0 BHE- ¥ BHYTPHUKJIETOYHBIX KacKaJaxX MPOXOXKICHUS UM-
MyJbCca U BOBJIEYEHMS B ITOT Mpolecc OEJKOB, JUIHIIOB,
HEWPOIENITHIOB, HEUPOTPOPHICCKUX (PAKTOPOB, BTOPHI-
HBIX MECCEHKEPOB U T.JI. DTH JOCTUKEHHUS IIHUPOKO UCTIO-
JB3YIOTCS JUISl U3yYEHHSI MEXaHU3MOB JICHCTBHSI U TIOMCKA
HOBBIX IICUXOTPOITHBIX MPEnaparoB, B TOM YUCIE aHKCHO-
TuTHKOB. Ha HacTOAIIMI MOMEHT MpH MOMCKE HOBBIX Ipe-
napaToB OCOOCHHO NMEPCHEKTUBHBIM MPEICTABIISAETCS UC-
CJIeZIOBaHUE B3aWMOICHCTBUI, 00€CIeYMBAIOIINX CHHAII-
TUYECKYIO Ilepelady, IOCKOJIbKY aHajiu3 MeXaHu3Ma
JIEHCTBUS aHKCHUOJIHUTUKA B TaKOM acCIeKTe IO3BOJISET He
TOJIbKO OTBETHUTH Ha BONPOC, Ha KAaKOM YPOBHE MPOUCXO-
JUT BMELIATENILCTBO W H3MEHEeHHEe (DYHKLIHMOHHUPOBAHHS
OTAENbHBIX KOMIIOHEHTOB CUCTEMBI, HO U KaKHM 00pa3oM
OCYIIECTBIISIETCSl CEJIEKTUBHOCTh WJIM TOJIMKOMIIOHEHT-
HOCTB AelcTBUs npenapara. CyliecTBeHHbII BKIaJ] B pac-
KPBITHE POJIM CHHANTUYECKHX IPOLECCOB B MEXaHH3ME
JEHCTBUS TICUXOTPOIHBIX, B TOM YHCJE AHKCHOJIUTHYE-
CKUX TmpenaparoB, BHec B. B.3akycoB, KoTopbiii B
1973 rogy 006001MI UMEIOIIHMECS TIO ITOMY BOMIPOCY JlaH-
HbIE B KHUTre “DapMaKosIorusi HeHTPaJIbHbIX CHHAIICOB”.

Cpenu BeLIECTB € MCUXOTPOIHBIM JIEHCTBUEM aHKCHO-
JUTUKU SIBISIOTCS HauOoJee IIUPOKO MPUMEHSIEMbIMU
npernapaTaMy Kak B KIIMHUYECKOH, Tak U B aMOy/naTOpHOM
npaktuke. OHU HCIIONB3YIOTCS HE TOJBKO B IICUXHUATPUH,
HO U MPAKTUYECKH BO BCEX APYIMX OOJACTAX METUIIMHBI
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(HeBpoOJIOTHSI, XUPYPTUsl, IEPMATOJNOTHSI, TIEIUATPHs, Te-
POHTOJIOTHSA, OHKOJIOTHSI, aKyIIEPCTBO M THHEKOJOTHS H
ap.). B mcuxmarpudeckoll mpakTHKE aHKCHOIUTHKA 3(]-
(beXTHBHBI MPH PA3NIMIHBIX HEBPOTUYECKHX, HEBPO3OIIO-
JIOOHBIX, IICUXONATHYECKUX W IICHXOIATONOAO0HEIX CO-
CTOSIHUSIX, COTPOBOXIAIOIINUXCS TPEBOTOW, CTPAXOM, IO-
BBILIEHHOH  pa3ipaKUTEIbHOCTBIO,  AMOIMOHAIBHOM
NaOMUIIBHOCTBIO, OCCCOHHHMIICH, BO30Y)KICHUEM, HAarpsi-
JKEHHOCTBIO, HEKOTOPbIC aHKCHOJIMTHKHU 3D (HEKTUBHBI TIPH
SMOIIMOHAIBHOM cTpecce, (HOOUAX, HABA3ZYMBOCTSIX, HITO-
XOHJIPUYECKUX CHUHAPOMAX, HETYOOKHX JIeMpPeCCHUBHBIX
COCTOSIHHMSIX, [ICHXOTCHHBIX IICHX03aX, TAHUYECKUX COCTO-
sausx [ 1, 3, 8, 52,99, 101]. OtnenbHble mpenaparsl U3
TPYNIBl aHKCHOJUTHKOB TPUMEHSIOT KaK CHOTBOPHBIC U
MIPOTUBOCYIOPOXKHBIE CPENICTBA, UCIIONB3YIOT JUTsl KYITUPO-
BaHUS AJIKOTOJIBHOW M HAPKOMAHUYECKOW aOCTHHEHIINH, B
MEPUOJT PEMHUCCHU OONBHBIX XPOHUYCCKHM AJKOTOJIH3-
MOM, Ha3HAYAIOT ISl TIPEMEIUKAIIMA TIPH TTOATOTOBKE K
XUPYPTUYECKUM OTIEepaIlysIM U T.J1. BOIBHBIME ¢ XpOHUYe-
CKOW TPEBOTOW aHKCHOJIMTHUKH YIOTPEOJISFOTCS TIOCTOSH-
HO ¥ SIBJISIFOTCS JKM3HEHHO HEOOXOAMMBIMH IMperapaTami.
AHKCHOIINTUKN TPUMEHSIOT TaKXKe MPU Pa3INIHBIX IKCT-
pPEMaNbHBIX CUTYaIUsX, y 30POBBIX IUII, JEATEIHHOCTh
KOTOPBIX CBsi3aHA ¢ pabOTON B UPE3BBIYAMHBIX M OCIIOXK-
HEHHBIX YCJIOBHUSX: BOGHHOCIYXalllhe, cracareiu, pado-
THUKH CIICLCITYKO, CIOPTCMEHBI, alIbITMHUCTBI U .

AHKCHOJHUTHKH OTHOCSATCS K Pa3IHYHBIM KIaccaM XH-
MHUYECKUX COCTUHEHHWH M PA3IHYAIOTCS [0 MEXaHU3MY
nevicTBus. [pynma aHKCHONMUTHKOB BKIJIIOYAeT Oojee
100 npenapatos. K “nepBomy” MOKOJEHHIO aHKCHOJIUTH-
KOB OTHOCSAT IPOW3BOHbBIE MPOMaHIHoNa (Menpobamar),
MIPOM3BOIHEIC THU(PeHUIMeTaHa (OCHAKTH3HH), TTpenaparsl
TPUMETALUH, THIPOKCU3UH H JIp., KOTOPbIC MHOTIA HpPH-



HepCHeKTHBbI NMNOUCKA HOBBIX AHKCHOJIHUTHKOB

MEHSIFOT B HACTOSIIIICE BPEMs, TaK JKe, KaK W aTHITHYHbIC
OTEYECTBEHHBIC AHKCHOINTHKH MEOUKAp U OKCHIUANH. B
Hayasie 60-X TO0B MOSIBIIUCH Mpernaparsl OCH301a3e -
HOBOTO PsiJia, KOTOPBIE COCTABUIIA OCHOBHYIO IPYIIILY CO-
BPEMEHHBIX aHKCHOJIUTHKOB. B mocieiHue roasl akTHBHO
pa3pabaThIBAIOTCS U yIKE IPUMEHSIIOTCS B KIIMHUKE aHKCH-
OJTUTHKH TPETHETO MOKOJCHUS, KaK OCH301a3eMUHOBOIA,
TaK ¥ HeOCH30IMa3CeTHNHOBOM CTPYKTYPBI.

Kpome Toro, npu JIc4CHUH HEKOTOPBIX (OPM HEBPO30B
CaMOCTOSITEIILHO WJIM B KOMOWHAIMH C TPaTUIIMOHHBIMH
AHKCHUOJIUTUKAMHU HpI/IMCHSIIOT OTACJIBHBIC HpenapaTLI nu3
rpyNIbl TPULUKIMYECKUX aHTHjenpeccaHTos. IIpotuso-
TPEBOXKHBIM KOMIIOHEHT B CIEKTpe (hapMaKOIOTHUCCKOH
AKTHBHOCTH, KPOME aHTHICIPECCAHTOB, UMECIOT HEKOTO-
pI)Ie HeﬁpOHeHTHKH, OIMMOMIHBIC aHaAJIbI'CTUKU, HOOTpO—
IbI, aKTOIIPOTEKTOPBI, CHOTBOPHBIC, TPEIapaThl ¢ HOPMO-
TUMHUYECCKUM IIGI71CTBI/ICM, 6HOKaTOpI)I KaJIbIITUCBBIX KaHa-
JIOB, CCJaTUBHBIC U aKTI/IBI/IpyIOH_[I/Ie CpeI[CTBa paCTI/ITeJ'H)—
HOTO HpOI/ICXO)KI[eHI/IH, HeKOTOpI)Ie BUTAMUHHBIC KOMIIJICK-
cel [1, 3,52, 100].

Haunbonee wu3BecTHBIC KiaCCH(DHUKAIMN AHKCHOIUTH-
KOB, KaK IPaBUJIO, OCHOBaHbI HA OCOOCHHOCTSIX XMMHYC-
CKOTO CTPOCHHS M KJIMHWYECKOTO MPUMEHEHUS Mperapa-
TOB Y B MCHBIIICH CTCTICHH YUUTHIBAIOT MEXaHU3MBI JICHCT-
Bui. B HacTosmiedl crathe C LEIBIO  ONpEAETCHUS
OCHOBHBIX HAIPaBICHUNA Pa3BUTHS HOBOTO ITOKOJICHHS
MperapaToB 3TOW TPYIIIbI MPEACTABISICTCS KiaccupuKa-
WSl aHKCHOJINTUKOB 0 MEXaHW3My HX JneictBus. [Ipu
PacCMOTPEHHUH OTJCIBHBIX TPYII aHKCHOJIUTUKOB 0c000¢
BHUMAaHHUE YJICJICHO OTEYECTBECHHBIM ITperapaTam.

KITACCNDPUKALINA AHKCUOJTUTUKOB

I. TpagMuMOHHbBIE AHKCHOJTUTHKHA

1. Ilpameie azonucmer TAMK, 6Oenzoouazenunogoco
peyenmoproeo komniexca (TIPOU3BOAHBIC OESH30IMA3CIIN-
HA).

2. IIpenapamul paznoeo xumuiecko2o cmpoeHus: (Mern-
pobamat, 6eHaKTU3UH, MeOUKap, OKCUIUIUH U Jp.).

I1. HoBble aHKCHOJIMTHKH

1. Yacmuunsie aconucmoi 6€H300UA3ENUHOB020 peyen-
mopa (B/[P), eewjecmsa ¢ paziuuHOU MPONHOCBIO K
cyoveounuyam BJIP u TAMK, peyenmopa (abekapHuI,
AJMAEM, 30JIITHACM, HMHJIA3EHIIT, OpeTa3eHMII, TUBAJIOH,
ruja3enam u ap.).

2. Ouoocennvie pecynsaimopwi IAMK -BJ[ peyenmopho-
2o xomnnexca (dupo03enunsl (DBI u ero ¢pparmenTst), mpo-
M3BOJHBIE [B-KapOOIMHA, HUKOTHHAMUA U JP.).

3. Aeonucmur AMK; peyenmoprozo komniexca.

4. Membpannvie mooynsmoper IAMK B/l peyenmop-
Ho20 Komniexca (Mexcuon, ahobdazol, JTaacTeH u JIp. ).

5. Iiymamamepeuueckue anxcuonumuxy (KOHKYPEHT-
HbIC ¥ HEKOHKYpPEHTHbIe aHTaroHucTel NMDA-penento-
pa, antaronuctel AMPA-penentopa, JTUraH bl TIHITHHO-
BOTO y4acTKa).

6. Cepomonunepauyeckue aHKCUOIUMUKY. ATOHUCTBI U
YaCTUYHbIE aroHUCTHl CEPOTOHMHOBBIX |A-penentopos

(OycnupoH, renupoH u ap.), antaronuctst 1C-, 1/[-penen-
TOpOB, 2A-, 2B-, 2C-perientopoB (pUTaHCEpUH, alTaHCe-
PHH U JIp.), CEPOTOHHHOBBIX 3A-peLenTopoB (3aKompu,
OHJIAHCETPOH U JIp.).

7. B-aopenobrokamopwsi (MPOIIPaHOION U AP.).

8. Memabonumoei nykieunogvix kuciom (ypUnuH, Ka-
TSI OPOTAT U JIP.).

9. Bewecmea, snuswowue Ha IHePeeMu4ecKull Cmamyc
Mmo3zea. Jlueanowvl adeno3unogvix peyenmopos (Al), seuje-
cmea, enuAwue Ha OuodIHepzemudeckuli ooMen Mo32a
(JINTOHUT, HUKOTaMOJI, HUKOTHHAT PyOuaus).

10. Iopmonanvusie eujecmsa (KOPTUKOTPOITUH-PUITH-
3MHT TOPMOH, 3MHU(U3aPHBINA TOPMOH METATOHUH U Ap.).

11. Auxcuorumuxu Ha ocHoge Hetiponenmuoog (CCK
MenTHIbl, Helponentua Y, dHKe(aluHbl, CeTaHK, HOO-
MENT U ero MeTadONIUT, HHTUOUTOPBI MPOTMIIHONEITH-
JIa3bl U JIp.).

12. Pasnvie 6eujecmea. AHTarOHUCTBL CUIMa 2-peLiel-
TOPOB, AaHTATOHUCTHI HEHPOKUHHUHA 1, ATOHUCTHI THCTAMHU-
HOBBIX H3-pemenTopos, wuurubutoper MAO-A, J10-
DA -nexapOOKCHIa3bl, Mpenaparsl U3 Ipyrux TPyl HCH-
XOTPOMHBIX  CPEACTB,  Ipemaparbl  PaCTUTEIBHOTO
MIPOUCXOXKICHUS U JIp.

IIpamelre azonucmot TAMK , 6en3zoouazenunosozo
peuenmopnozo komniaekca. benzoouazenunogole
ankcuonumuxu (B/[A)

Cpeu aHKCHOJIUTUYECKUX CPEICTB IIPOU3BOIHbIC OCH-
30/1Ma3enHa IPOJOJIKAIOT 3aHUMATh JIOMUHUPYIOILEE 110-
JIOXKEHHUE U ABJISIOTCS HanboJsiee IUPOKO MPUMEHSIEMbIMU
npenaparamu. bJIA UCHONIB3YIOT B MEAULIMHE YK€ MOYTH
40 siet (mepBble mpenaparbl 3TOH TPyl — XJIOpauasze-
MOKCHUJT U TUa3eraM — MOSBIJINCH B JICUeOHON MPaKTHKE
B 1960 — 61 rr.). 3a 3T0 BpeMmsi, B CBSI3M C JIETKOW 3ameliiae-
MOCTBIO PAJMKaJOB B MOJICKYJIC OCH30[HMA3CIIHHA, CHHTE-
supoBano Oosee 3000 coenuHeHUI, U3 KOTOPBIX Oonee 40
HCHONB3YIOTCS B KauecTBe A(PQEKTUBHBIX MpEnaparos.
BMmecre ¢ TeM MOSBIISAIOTCS OTENbHbBIE COOOLIEHUS O CHU-
JKCHUH B MOCJICIHUE TOIbI MOTPEOICHUS “KIIacCHYecKuX”
6enzonuazenuHoB [100].

OcHoBHBIMU cBoMcTBamu BJIA sBRSIOTCS: aHKCHOIU-
TUYECKOE (TPaHKBHJIM3UPYIOILEE), CeAaTUBHOE, CHOTBOP-
HO€, MMPOTUBOCYI0POKHOE, MUOPETIAKCAHTHOE, aMHE3UPY-
roree. Kpome toro, morue BJIA obnanarot antudobude-
CKUM, aKTHBHUPYIOLIMM, aHTHIENPECCUBHBIM, BEreTOCTa-
OMITM3UPYIOLIUM, AaHTUTHUIIOKCHYECKUM, THIIOTEH3UBHBIM,
AHTUAPUTMUYECKUM, MPOTUBOOOIEBBIM U HEKOTOPBIMU
npyrumu cBoiictBamu [1, 10, 38, 45, 52]. CooTtHomeHue
9THX CBOWCTB B CHEKTpe ACUCTBHUS Ka)KIOro Ipemnapara
OIpeAeNsIeT 0COOCHHOCTH €r0 IICUXOTPOITHOTO dpPeKTa u
moOOYHOE JICHCTBHE.

BJIA o06namaroT BHICOKOW JHIOMUIBLHOCTBIO, OBICTPO
BCACBIBAIOTCS U3 JKEIYIOYHO-KUILIEYHOTO TPAKTa U JOCTH-
raroT MakCUMyMa KOHILIEHTpauuu B KpoBu. Ilo mokasare-
1M a0copOLUK, BPEMEHH MOJTy3IMMUHAIMY, TUIIA MeTa-
Oonusma, xapakrepa meraboiautoB BJ/IA pasgensior Ha
TPU TPYMIbI: KOPOTKOKUBYIIME U, COOTBETCTBEHHO, KO-



POTKOACHCTBYIOIINE Mpenaparsl (Tpra3oiaM, MUAa30J1aM,
nopazenam), bJIA co cpenHeil mpoaoIKUTENEHOCTHIO d(¢-
(hexTa 1 mokazaTeIIMH MOy TUMHUHALMH (XJIOpIHa3eToK-
cuj, TeMasemnam, ajmpasojiaM, JIopMeTas3eraM, JIOMpa3o-
JaM 4 Jp.) U AOJITOKUBYIIHME U JJIUTEIbHOACHCTBYIONINE
npemnaparsl (auasenam, GpeHasenam, [Ha3enam, HuTpase-
nam, QrayHuTpaszenam u Ap.). Qs npomomKUTenbHOCTH
a¢dexra BJIA cymecTBeHHOE 3HAYEHHE UMEIOT aKTUBHBIE
MeTa0OIUThI, 00pa3yroIIrecss B OpraHM3Me B Ipolecce
OuoTpaHcopMaui BBOAUMOTrO mpemnapara. [Ipenaparsl,
HE UMEIOIINE aKTHBHBIX METaOOIMTOB, HapUMep, Jiopa-
3eraM WM OKcaseram, IEHCTBYIOT MEeHee TPOJOKUTENb-
HO (Tepuoj MOMYIIMMHUHALIMU JiOpa3ernaMa COCTaBJIseT
8 — 15 4). B cpaBHeHHEe ¢ HUMU TIEPUOJ TOTYITUMUHALIN
nuaszernama  cocraBimsier 30— 504, ¢Qenazenmama —
30 — 48 4 6e3 meTabonuTOB [22].

Bce npenaparsr OeH301Ma3eMMHOBOM CTPYKTYpBI 00J1a-
JIAIOT BBIPAKCHHBIM aHKCHOJIUTHIECKUM 3((PEKTOM, U 110
JIOMUHHPYIOIIIEMY KOMIIOHEHTY B CIIEKTpe (hapMaKoJIOTH-
yeckoi akTuBHOCTH BJIA MOXHO pa3aenuTh Ha 3 OCHOB-
HBIC TPYIIIIHL.

I rpynna — BJIA ¢ npeoGiajjanueM B CIieKTpe coOCT-
BCHHO aHKCHOJHTHYCCKOTO JICHCTBHS, U3 KOTOPBIX HAHOO-
Jiee N3BECTHBIMU SIBIISTIOTCS XJIOPAMA3CIIOKCHI, THa3eTaMm,
(henazemnam, okcasernam, Jiopaszenam, Opomasernam, Kiio3e-
nar, Mejasernam, aamnpasoiiam, kiobasam, Tohu3omnam, ru-
Jasernam u Jip.

[To BBIpayKCHHOCTH aHKCHOJIHUTHYECKOTO d(ppeKTa cpe-
1 BJIA MOKHO BBIJICIIUTE ITpenapaTsl ¢ “MormHbM” ((he-
Haseram, JIopas3enam, ajirpas3oiiaM, HHa3enaM, Jra3ernam
U JIp.) ¥ YMEPEHHBIM (XJIOpIHa3enoKCHI, OpoMasenam, TH-
Jasernam, KiobasaM, Memazenam, okcaseram u JIp.) IeHcT-
BrueM. OTYETIMBBIM aHTH(POOMUECKUM CBOWCTBOM 00JIa-
JIAfoT ajmpasoiiam, OpoMasenam, (heHa3enam u JIopa3ernam.
BererocTabumusupyromue CBOHCTBA OTMEUCHBI Y IHa3e-
nama, rujaasernama, Meaasenama, penasenama u 1p. AHTH-
JCTIPeCCUBHOE JICHCTBUE OKa3bIBacT ammpasonam. Ocoboe
Mecto cpeau BJIA 3aHmMaror “mHEBHBIC” aHKCHOJIUTHKH
— TUAa3enaM, Meaasernam, ToQHu3omam, sl KOTOPBIX Xa-
paKkTepHa MCHBINAS BBIPAXCHHOCTH CEIaTHBHOTO U MHO-
penakcaHTHOTO (P (EKTOB, B CBA3M C YEM OTMEUYACTCS CY-
IIECTBCHHOE PACCIOCHUE B CIIEKTPE (PapMaKOIOTHIECCKON
AKTHBHOCTH OCHOBHBIX U MOOOYHBIX MPOSBICHUH JEHCT-
BUSL.

II rpynmy cocraBmsaor BJIA ¢ npeoGnaganuemM cHo-
TBOPHOTO JICWCTBUS: HUTpa3enam, (iyHUTpazenam, iy-
pazenam, IMHa3enam, (eHasenam, Auasenam, Jopasernam,
XJIOPAMA3ETIOKCH]I, Ta3ernaM U JIp. MPOU3BOJHBIE TPHA30-
no0-06eH30/Ma3enruta - Tpua3oinaM, Muaazoinam, OpoTH30-
JaMm, JIomnpasojiaM, sctazonaMm u Jp. B/IA BBI3BIBaIOT COH,
ONMM3KUN K (PU3HOIOTMYECKOMY, YMEHBIIAIOT MEPHOJ 3a-
CBITIAHUSI M YUCIIO HOYHBIX MPOoOYXaeHui. B cpaBHEeHUH €
OapOutyparamu BJ/IA Ge3omacHee, 001a/1al0T 3HAYUTEIb-
HO MEHBIIUMH MOOO0YHBIMU d(dekTaMu, B 3HAYUTEIHHO
MeHbIIEH CTeNeHH HapylalT CTPYKTypy cHa. Haubonee
CWIBHBIM U MPOJOJKUTEIBHBIM CHOTBOPHBIM 3P eKTOM
o0MafaoT JIONTOXKUBYIIME W JUIMTEIbHOJACHCTBYIOLINE

T. A. Bopounna u C. b. Cepenennn

npenaparsl:  (uIyHHTpasenam, QiaypasenaM, (eHazenam,
(irypazenam, HUTpa3enam U IIMHA3EIIaM.

III rpynny cocrasnstor BJIA ¢ mpeobnaganueM mpo-
THUBOCYJOPO’KHOIO AEUCTBUSI, IPEACTaBUTEIEM KOTOPBIX
SIBIISIETCSI KITIOHAa3enaMm. Kpome Toro, Jutst TedeHus onpene-
JIEHHBIX (DOPM SMUIICTICUHM MCIIONB3YIOT (heHa3emnaM, jJua-
3eram, HATpasemnaM, kiaodazam. BJIA, mpexe Bcero, Kio-
Ha3eriaM, MIHUPOKO IMPUMCHAIOT IPpHU MaJbIX H OOJBIINX
(I)OpMaX OMUJICICU C MUOKJIIOHMYECKHMMH MNPUCTYIIaMH,
TpY MOBBIICHHOM MbIIICYHOM TOHYCE, IIPU IICUXOMOTOP-
HBIX KpHU3ax y JeTei u B3pociblX. JluazenaMm IpuUMEHSIOT
JUId KyIUPOBaHUs DIWICNTUYECKOIO CTaryca, CyLOpOXK-
HBIX IMapPOKCU3MOB, IICUXUYCCKHUX SKBHUBAJICHTOB.

BJIA sBRsItOTCS MaOTOKCHYHBIMH TIPETIapaTaMu U pu
UX TIEPEHO3UPOBKE HAOMIONACTCS HU3Kasl JICTATBHOCTE.
OO6b19HO BJIA XOpormio mepeHoCsITCS U MPH MPaBHILHOM
MPUMECHEHHUH, TPU ydYeTe WHAWBHUIYATbHBIX OCOOCHHO-
CTel OONLHOTO M 3a00JIEBaHMsI yIaeTcsl n30exkarh mo004-
HBIX 3¢dekToB. [locnenHue BO3HHMKAIOT, Kak IMPaBUIIO,
IIpU NIEPEI03UPOBKE MPEnapaToB WK NPHU UX JIIUTEILHOM
IIPUMEHEHUH B BBICOKUX J]03aX U BBIPAXKalOTCs B AHEBHOM
COHJIMBOCTH, ITOHMKEHHOM HACTPOEHUM NOAABIEHHOCTH,
[IOBBIIIEHHONW HMCTOLIAEMOCTH, YCTAJIOCTH, BSJIOCTH, arla-
THH, 0e3pa3TNuny, MOBBIIIEHHON OTBICKaEMOCTH, TOJO-
BOKPY)KEHHH, MBIIIIEYHOH craboctw, arakcuw [ 1, 52]. Ilpu
HCIOJIb30BaHUM HEKOTOpPbIX BJIA B BBICOKHX 103ax WM
JUTUTEIEHOE BpEMsI MOKET HaOMIONAThCs HapyIIIeHHe MHe-
CTUYECKUX (DYHKITHI, YTO BBIPAXKAETCS, IPEKIE BCETO, B
aMHE3WW Ha TEKYyIHe U TPOIUILIC COOBITHS, CHIDKCHUU
BHUMAaHM, YXYALIEHUU IPOLECCOB BOCIPOU3BEACHUS U
oOyuenus [111]. OmHUM M3 MEXaHU3MOB HAPYIICHUS I1a-
Mty iociie BBeaenns bJIA sBnsieTcst HapymeHue comaro-
crarnHepruyeckor Heliponepenayn [88]. Kpome toro, Mo-
JKET OTMEUaTbCsl YBEIMUYEHHE JIATEHTHOI'O BPEMEHM peak-
[IUH, YXYAIICHAE MaIBIEBEIX P00, pabOTHI ¢ TECTOBBEIMU
KapTaMu, yXyILIEHUEe HaBBIKOB BOXKIEHUS U T.1. B cBs3u ¢
1M BJIA HEe peKOMEHIYIOT IPUMEHSTH BO BpeMsl pabOThI
BOJIUTEJISIM aBTOMAILIUH, a TAKXKE IPYTUM JIMLaM, Ybs IIPO-
(beccust TpeOyeT OBICTPON TICHXMUYECKON M JIBUTATEIILHON
peaxkuu.

HecMmoTpst Ha HU3KYIO TOKCUYHOCTB U XOPOILYIO Mepe-
HOCHUMOCTb, IPU OCCKOHTPOJIBFHOM [UTUTEIBHOM IIPHMEHE-
HuH BJIA, 0cOOEHHO B BBICOKUX J103aX, MOXKET TOSBUTHCS
OIaCHOCTh Pa3BUTHs CHHAPOMA OTMEHBI, a TAKXKe MCUXO-
normdeckor n pusnueckoit 3aBucumoctu [17, 70]. Cunp-
POM OTMEHBI MOXET XapaKTepU30BaThCsl 00OCTPEHUEM
OCHOBHOH OOJIe3HH, MOABJICHUEM JENPECCUBHBIX pac-
CTPOHCTB, OECCOHHHUIIBI, TaXUKAPIHU, HEIPOU3BOJIBHBIX
MBINIEYHBIX TMOAepruBaHuid U Ap. B cBs3u ¢ atum BIIA
CJIEyeT OTMEHSTh [TOCTENEHHO.

[etictBue B/IA HanpaBiieHO Npex/ie BCEro Ha CTPYKTY-
pBl TUMOMYECKOr0 MO3Ta, THIIOTajJaMyC M Kopy, T.. Ha
Ba)XHEUIIME 3BEHbS CHUCTEMBI, IJIe OCYILECTBIISACTCS IJIH-
TeJIbHAS AKTUBALMA HEHPOHOB, BbI3bIBaeMasi BHEIIHUMH
nMmiyascamu. [Ipu aTom noa Bnusinuem bJIA npexne Bce-
IO M3MEHSIOTCS MOPOrH BO30YIMMOCTH THIIOKAMIa H
MUHJaMUHbL. B/IA yBenu4MBarOT JAaTEHTHBIM MEPHOJ BbI-
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3BaHHBIX MOTEHIUAIOB. DI MapkepaMu aHKCHOIUTHYE-
ckoro 3¢ dexra B/IA y 60nbHBIX HEBPO3aMU SBIIIOTCS U3~
MEHEHHUsI HU3KUX YacTOT O.-PUTMa U Y3KOMOJOCHBIX CO-
CTaBIISIOUIMX B-pUTMa B 3aThIJIOYHOM U JTOOHBIX 001aCTIX
paBoro mnonymapus. Tak, B 3aThUIOYHONW 0OJacTH IpH
BBeZIcHWM (peHaszenama HaOMIONAETCsl CHIDKEHHE MOIIHO-
CTH 4acTOT O-pUTMA M BBICOKHUX YACTOT CL-PUTMA IIPH aHa-
JIN3€ CIIEKTPOB MOIIHOCTH HAOMIOAAETCS YyTHETEHUE Ol-aK-
TUBHOCTHU U aKTUBalUA B-aKTUBHOCTH [9].

Mexanusm neiictBust BJIA ompenensiercst ux crocoo6-
HOCTBIO O0JIeryarh MOCTCHHANITHYECKOE JACHCTBHUE Y-aMU-
HoMmacisiHol kuciotel (FAMK). B konue 1970-x ronos B
MO3re U Ha nepudepuu ObUIN 00HAPYIKEHBI MECTA CTICIH-
(uueckoro ces3biBanusi bJ[A — OeH30/1Ma3eMHOBBIC pe-
uentopsl (B/IP), xotopeie B ITHC nokanu3oBaHbl Ha CH-
HanTuuyeckoir Memopane [AMK-epruyeckux HEHpOHOB U
HaxoaATcs B HenocpencTseHHol cesasu ¢ TAMK, peuen-
topoM. BJIP u TAMK, peuentop, a Taxsxe 6apOUTYypOBBIit
YYacCTOK CBSI3bIBaHUS, CTEPOUIHBIH KOMIIOHEHT, LHUHK,
Ro-54 — 4664, aBepmeTHH 00pa3ylOT CYNpPaMOJIEKYIsp-
HBIA KoMIUieke xjopHoro kaHaia [43]. B/IP u TAMK-pe-
LENTOp MOJIMKOMIIOHEHTHBI MO moxatunaM. Hampumep, B
I'AMK, peuentope METOI0M MOJIEKYISIPHOTO KIIOHHPOBA-
HUS BbIJICJICHBI pa3iMyHble BapUaHTHl — O, 3, Y, OMera u
nenbra noArursl [68, 80].

Pazmuyaror B/IP1 u B/IP2 moaTHIIBI, BKIIFOYAOIIKE O,
B, v u ap. cyobenunuusl [66, 96]. Ioarunsl b/IP uHorna
Ha3bIBAIOT M-PELenTopamH, BeAemss o, (aHanor b/IP1) u
®, (ananor bJIP2) noxtuna. PaccmarpuBaeTcs u TpeTuit
tun BJ] peuentopa. IloaTuriel penentopoB OTIMYAIOTCS
CEJIGKTUBHOCTBIO, MPEUMYILECTBEHHBIM PACIOI0KEHUEM
B OIPEICJICHHBIX CTPYKTYPax MO3ra, YyBCTBUTEIbHOCTHIO
K TeMIIeparype U 3JIeKTpOPOpeTHIEecKo U Xpomarorpa-
(uueckoii moaBMKHOCTBIO [57]. MakcumalbHasi TJIOT-
HocTh TAMK-B/IP koMILIEKCOB TIOKa3aHa B KOPE OOJIBIIO-
ro Mosra U oOpazoBaHUAX JUMOMUYECKoW cuctembl. [Ipu
stoMm BJIP1 pacnpeaenstoTcs npeuMyieCTBEHHO B Epe/-
HEHW 4acTH JIOp3aJbHOTO THIIOKaMIIa, Toria kak bJ[P2 —
B 3y0uaroii M3BUIIMHE.

B cxemarnuHOM BHJE MeXaHHM3M JACHUCTBHS Kiaccuye-
ckux BJIA, npsmeix aronuctoB BJIP coctouT B TOM, 4TO
BELIECTBO CBsA3bIBaeTCs ¢ bJIP, KOTOpBIN alnocTepudecKu
cuerieH ¢ TAMK, peunentopom. M3MmeHsiercst KoHpopMma-
nust AMK, peuenTopa, ycuanBaeTcst 4acToTa U Ipoao-
JKUTETIBHOCTDH OTKPBITUS XJIOPHBIX KaHAJIOB, YBEJIMYMBACT-
Csl MPOHHUIIAEMOCTh HEHPOHAIbHOW MEeMOpaHb! JIIsi HOHOB
XJIOpa, KOTOpble OoJiee aKTUBHO MPOXOAAT BHYTPb HEHPO-
Ha. [IpoucxoauT runeposspusanus MeMOpaHbl U CHIKE-
HUe HelipoHanbHOU Bo30ynuMoctu. Ces3biBanue bJIA Ha-
pyLIaeTcss NpU HEBpO3aX M IaHUYECKHX pPacTpoicTBax
[87].

OTu B3auMOJEHcTBUS 00€CHeYrBalOT OCHOBHBIE 3(-
(extsl BIA — aHKCHOIMTUYECKHUH, MPOTHBOCYIOPOK-
HBIW, TUITHOCE/IATUBHBIM, a B BHICOKHUX J03aX — aMHE3H-
PYIOLIMI A ¥ MUOPEAaKCAaHTHBIN, KOTOPBIE Y KJIACCHUECKUX
“motHbIX” BJIA MpOSIBISIOTCS B €IUHOM KOMIUIEKCE U

MaJio JIUCCOLMHMPOBAHbBI. YCUJIEHUE TOPMO3HOIO BIMSTHUS
I'’AMK npuBOIUT K CHMKEHUIO aKTUBHOCTH KaTeXoJaMH-
Hepruueckux HelpoHoB L[HC, uro MoxeT omnpenemnsTsh
CHOTBOPHOE U CTPECC-NPOTEKTOPHOE IEHCTBHE, CEPOTO-
HUHEPIru4ecKux HEHPOHOB TOJIOBHOTO MO3Tra, CBS3aHHBIX
C CHCTEMOH Haka3aHUs, U XOJIMHEPTUYECKUX HEHMPOHOB B
PETUKYISpHOM (opMalMi U CIMHHOM MO3T€, YTO MOXKET
MOBJIMATh HA MHOPEIAKCAHTHOE U IPOTHUBOCYIOPOKHOE
neiicteue BJIA. Crpecc-nporekropHoe aerictue BIA
OTIpE/ICIISICTCSl TAK)KE IOBBIIIEHUEM YPOBHS HEKOTOPBIX
ONUOUHBIX MENTH/IOB, B YACTHOCTH, JIeH-IHKe(aInHa.

IIpumepom axktuBHOTO npsAmoro aronucta bJIP sBiser-
cst coznannbidi B HUU dapmakoornn PAMH B cotpyanu-
yecTBe ¢ DUBNKO-XUMUYECKUM HHCTUTYTOM M. A. B. bo-
rarckoro YAH mepBwlii OpUTrHHANBHBINA OTEYEeCTBEHHBIHN
npernapar 0eH30/IMa3eTMHOBON CTPYKTYphl — (heHasenam
[1, 10, 11, 38, 47, 58], koTOpHIit yke Oosee 20 neT ¢ ycre-
XOM TIPAMEHSIETCS B JICUCOHON TPAKTHKE.

Yacmuunsie aconucmuot B/[P, eewgecmea c paznuunoin
mponnocmoio K cyoveounuyam b/IP u TAMK
Ppeyenmopa

OCHOBHBIM TOAXOOM K IHOUCKY aQHKCHOCEJIEKTUBHBIX
AQHKCHOJIMTHKOB, OCYILIECTBIIIEMBIM 32 PYOEKOM, SBIISIETCS
HCCIIEIOBAaHUE YAaCTUYHBIX (MApLUUAIbHBIX) aroHUCTOB
B/IP u BemiecTB, 0018 JafONIMX TPOITHOCTHIO K PA3INIHBIM
nogrunam BJIP u TAMK, peuenropa [78, 79, 84, 89]. B
IPYIIy CENeKTUBHBIX aJUIOCTEPHUECKUX MOIYJISATOPOB,
00JIaAAIOMNX PA3TUYHON TPONHOCTBIO K CyOBbEIMHHIIAM
BAP u TAMK, penenropa, OTHOCAT IMPOHU3BOTHOE B-Kap-
OonmuHa abeKapHIUI, IIPOU3BOAHBIC UMHIA30TIHPHINHA aJl-
nuaeM u 3omnnuaeM, a Takke CL218872 u Y23684. IToka-
3aHO, 4TO abekapHWI obnamaet OONbIIeH TPOITHOCTBIO K
05-B,-y, cyosemuamumam [AMK, penentopa, wem
0ls-B,-Y, cyobenuHuIaM [66].

B ombiTax in vitro B paiuoIUraHIHBIX UCCIICTOBAHHUIX
C HCIONB30BAaHMEM MEUCHOTO (hIIyMa3eHMIa ITOKa3aHo,
YTO UMHJIA30MHUPHUIMHBI (AIMUAEM M 30JMUIeM) o0naaa-
10T BBIPQKCHHOW M30mparenbHocThio K moaTuiy TAMK,
penenTopa - o-f3,-y,. 30IIHACM SBISICTCS OJHUM M3 HaH-
0oJiee IEPCIIEKTUBHBIX MPENaparoB CO CHOTBOPHBIM U aH-
KCHOJIUTUYCCKUM JICHCTBHEM, KOTOPBIE JOMHUHHPYIOT B
CHIEKTpe TpH ClIab0 BBIPAKEHHOM MPOTHUBOCYIOPOKHOM
adekre. Kpome TOro, OH MPaKTHYCCKH JHIICH MHOpPE-
JIAKCAHTHBIX CBOWCTB M HE YBEIWYHMBACT, B MPOTHBOIIO-
noxHOCTh BJIA, morpebienue numm. 30JmuIeM OTIrYa-
ercs oT kinaccudecknx b/IA MexaHU3MOM BO3IICHCTBHS Ha
B/IP, a mMeHHO, cBOCH M30MPaTENBHOCTHIO K MOATHITY 1
BP. IIpn u3ydennn cocodHOoCTH 30THKIOHA U B/IA BBI-
TECHATh MEUCHBIN (TyMa3eHWI B PA3IIUYHBIX CTPYKTypax
Mo3ra ¢ pasnuusbiM cozpepskanueMm bJIP1 u BJIP2 ycra-
HOBIICHO, 4TO Kiaccuueckue BJIA sBistorcs n3duparesb-
veivu uist B/IP2, a 3omuknon nnst BJIP1 B crpykrypax,
00OTaIIeHHbBIX 3TUMH pernenTtopamu [62].

[pynmy YacTUYHBIX aNJIOCTEPUUYECKUX MOAYJSTOPOB
COCTaBJISIIOT IPOU3BOJHBIE MMHUIa300€H30/1Ma3eNMHA —
HMUJIa3eHWIT W OpeTa3eHus, a Takke JUBAIUIOH H



Ro0198022, 0c0O0EHHOCTHIO KOTOPBIX SBISIETCSI HECIIOCO0-
HOCTb BBI3bIBaTh MakcumanbHoe ycuienne [TAMK ctumy-
JIUPOBAHHOTO TOKA XJIOpa IPH B3aUMOIEHCTBUM C pa3iny-
HeiMu noatunamu 'AMK, peuenropa. 30nukioH u cy-
PUKJIOH SIBJISIFOTCS TIPOU3BOAHBIMU LIUKIONUPPOIoHa. OHH
HE CBA3BIBAIOTCS ¢ ToW yacThio B/IP, Kk KOTOpoil TpOImHbI
TpanunuonHeie BJIA, a MMEIOT COOCTBEHHBINH YYacTOK
B3aumozeiictBus ¢ bJIP u otimunbim ot B/IA 0o6pazom u3-
MeHs0T KoHpopmanuio TAMK, peuenropa [61]. Cymie-
ctBeHHoe ycuieHne [AMK- cTuMmynupyemMoro mortoka
HMOHOB XJIOpA BBI3BIBAIOT HEKOTOPBIE HEHMPOCTEPOUIBI —
anb(akcanoH (00Kl aHECTETHK) U SIAJIOH, KOTOPBIE 00-
JanaloT HM30UpaTeNbHOW TPOMHOCTBIO K CTEPOMIHOMY
komrioHeHTy TAMK-B/] perienTopHOro KOMIUIEKCA U OKa-
3BIBAIOT B HKCIIEPUMEHTE AaHKCHOJIMTUYECKOE JIENCTBHE.

B uccrenoBanusx Ha TPaHCTEHHBIX )KUBOTHBIX TIOKa3a-
HO, uto Jiu1st Monyisitu bJI-TAMK perneriiiun HeoOxomu-
Ma TAMK2 cyObenuHuIa, B HEl BBISBICHBI JBE ramMma
cyobemuauiel — 2S u 2L [112]. ¥V “HokayTHBIX” ramma
2L Mblmieit HaOmomaeTcs yBeJMYeHUue appuHATETA VIS
npsiMbIx bJ] aroHUCTOB M yMEHBIIIEHHE — K HHBEPCHUB-
HbIM b/] aronncram (6eta-CCM u Ro15 —4513) [97].

HoBbiM HampaBieHneM IOMCKa aHKCHOCEIEKTUBHBIX
AHKCHOJIUTHKOB SBIISICTCS (PapMaKOTCHETUIECKUI TIOAXO]I.
Muoronernue uccnemoBanus (1979 — 2002 rr.), BBITIONHS-
emble o pykoBozactBoMm akagemuka C.b. Cepenennna,
MOKA3ali, YTO WHAUBUIYATbHBIC Y3P(EKThI TP UCTIONB30-
BaHUU AHKCHOJMTHKA 3aBHCSIT HE TOJILKO OT €r0 XUMHUYe-
CKOM CTPYKTYpBbI, HO OIpPENEISIIOTCS TaKKe HacJeICTBEH-
HO KOHTPOJIMPYEMBIM THIIOM OTBETOB OpraHH3Ma Ha 3MO-
LIMOHAJILHO-CTPECCOBOE  Bo3zeicTBue. B wacTtHOCTH,
AHKCHOJIUTHYECKOE M TUIHOcenatuBHoe neiictBue BJIA
3aBHCHUT OT I€HETUYECKHX (DAaKTOPOB M, MPEKJE BCETO, OT
SBOJIIOIIMOHHO  3aKPEIUIEHHOT0  THIA  AMOLMOHAIIb-
HO-cTpeccoBoi peakiuu [46, 47, 50, 51, 103]. B uccneno-
BaHMSIX HA )KMBOTHBIX Pa3HBIX JIMHHUN, OCCTIOPOIHBIX JKH-
BOTHBIX, & TaK)KE B YCJIOBHUSX KIMHUKU M Tpu pabdote ¢
JIOOPOBOJIBIIAMH TTOKA3aHO, YTO MPHU aKTUBHOM THIIE peaK-
MU HWHIUBUIYyyMa Ha SMOIMOHAIBHO-CTPECCOBOE BO3-
nerictBue BJ[A BBI3BIBAIOT yrHETEHHE MOBEACHMS, CEla-
TUBHBIH 3(Q(EKT, a Mpu MPOTHBOMOJIOKHON pPEaKIUu Ha
ctpecc ((GpU3HMHT, 3acThIBaHUE) TMpEmaparbl BBHI3BIBAIOT
MIPOTUBOTONIOKHYIO PEAKLUI0 — aKTHBAIMIO TTOBEJCHUS.
Takum oOpazom, pazinmuus B 3ddexrax BJIA orpaxaror
TEHETUYECKYI0 Te€TePOTreHHOCTh [0  3MOI[MOHAJIBHO-
CTPECCOBBIM PEAKITHUSIM.

ITokazaHo, YTO CENEKTUBHBIM AHKCUOJIUTHYCCKUH 3(-
(et BJIA 6e3 runHoce1aTHBHOTO KOMIIOHEHTa OIpeAess-
eTCsl CTUMYJISILIMEH CBSA3bIBAHUS pajuourania Oensonua-
3€[IMHOBOIO y4yacTKa M OTCYTCTBHEM BBITECHeHHs 35S-
TBPS u3 cBsi3bIBaroiero yuacrka xjop-uonodopa. B mpo-
THUBOIIOJIOKHOCTh ATOMY JJISl JOCTHXKEHUS TUITHOCEIaTHB-
HOro 3(dexra HeoOXOAUMO MaKCUMaJlbHOE BBITECHEHHE
35S-TBPS u3 cBs3bIBaIONIEro ydacTKa XJIOp-HOHOGOpa.
OTH JaHHBIE COMIACYIOTCS M C MPEICTABICHUSIMUA O TOM,
YTO CTeleHb B3aumoneiictBua (cueruienusi) BIAP ¢
T'AMK, peuentopoM KOppenupyer ¢ MPOTHBOCYIOPOXK-

T. A. Bopounna u C. b. Cepenennn

HBIM U aHKcHonuTH4YeckuM 3¢dexramu bJIA, a ycunenue
TPAHCIOPTa HOHOB XJI0pPa ¢ UX TMITHOCEIATUBHBIM H IIPO-
THUBOCYJOPOKHBIM JE€HCTBUEM.

Hcmonp3ys onmcaHHBIN BEIIIE (hapMaKOTCHETHICCKUT
MOJIXOJT, TIPEACTABICHUI O POJIM CTPOCHUS U (PU3UKO-XH-
Mudeckux cBOUCTB BJI, 0coOEHHOCTEH X B3auMOJIEHCT-
Bus ¢ perentopom, B HUU dapmakonornn PAMH B co-
TpynHuuecTBe ¢ DU3NKO-XUMUUECKUM HHCTUTYTOM YAH
CO3/1aHbl JIBA OPUTMHAJIBHBIX Ipenapara ¢ JUCCOLMHPO-
BaHHBIMHU 3()(EKTaMU: CEICKTHBHBI aHKCHONUTHK THIa-
3eraM U TMITHOCENaTUBHOE CPEACTBO [IHA3ENIaM.

I'mpazenam  (1-ruapasuHO-KapOOHUIMETHII-7-0pOoM-5-
¢ennn-1,2-nurnapo-3H-1,4-6en3nnazenun-2-oH)  Cyue-
CTBEHHO OTJIM4aeTcs oT Kiaccnuyeckux BJIA mo crnexrpy
(hapMakoIOTHYecKuX PPEKTOB U MEXaHU3MY JCHCTBHUS
[15,17,37,46, 51, 58]. B mpOoTHBOIIOJIIOKHOCTh KJIACCH-
yeckuM BJIA, rupasenam B HU3KUX KOHLIEHTPALMX, COOT-
BETCTBYIOIINX aHKCHOJIIMTHUECKOMY 3 dekry, crumymmpy-
€T CBS3BIBAHHMEC PAJMOJIMTAHJA U JIMIIb B BBICOKUX KOH-
neHTpanusx, nogooHo bJIA, Beirecusier 3H- nuazenam. B
OTIMYHE OT Kiaccumueckux bJIA ruma3enaM UMeeT T0ToI-
HUTEIFHOE MECTO B3aUMOJICHCTBUSI ¢ MEMOpPaHOM, KOTO-
poe He npuHauiexuT bJIP, HO cBA3bIBaHME C HUM IPUBO-
JIUT K Monyissunu aktuBHoctd BJIP. Hapsny ¢ atum, B oT-
JIy4ue OT TPaJULMOHHBIX MpsAMbIX aroHucroB bBJIP,
rujasenaM B [IUPOKOM JHMAna30oHe KOHIECHTPAIMH He
BIIMSIET HA YpOBeHb cBsi3biBanus 35S-TBPS - cnemmdunye-
CKOro  JHraHga K  XJIOP-MOHO(GOPHOMY  y4acTKy
BIP-TAMK , -xmop-nonodopHoro xomiuiekca [46, 47, 51,
103].

[To BRIpaKEHHOCTH aHKCHOJMUTHYECKOTO JCUCTBHS TH-
Jla3ernaM He yCTymaeT Juas3eramy, OJJHaKO, B OTIUYHE OT
Hero ob6nanaer ciabo BBIPAKEHHBIMH MUOPEJIAKCAaHTHBIM
Y THITHOCEJIATUBHBIM CBOMCTBAMHU, KOTOPBIC HE MPOSIBIIS-
FOTCSl B TEPANIEBTHYECKOM JIAIIa30HE /103, & HAOIOIAr0TCs
JIUILb TPU 3HAYUTEIILHOM TPEBBIIICHUH CPETHUX CYTOU-
HBIX JIO3UPOBOK. Kpome Toro, rumazenam o0iagaer CTH-
MYJHPYIOIHM 3PPEKTOM, XapaKTePU3YIOIIMMCs TOBbI-
meHueM oO0ImIeil paboToCIOCOOHOCTH W ONTHUMH3AIUEH
JICSITETIBHOCTH M HE OKa3bIBACT HEraTHBHOTO BIUSHHS Ha
MIPOIECChl O0YYCHUS U TIAMSITH JaKe TIPU UCTIOIh30BAaHUH
B BBICOKUX J03ax [15, 17, 111].

I'mnaszemam paspemieH Ui IMIMPOKOTO NPUMCHEHUS B
neueOHOil npaktuke. [lokazaHUSAMU K IPUMEHEHHIO TUJIa-
3emama SIBJISTFOTCS T Ke 3a00JIeBaHUs, YTO U LIS IPYTUX
BJIA. Bmecte ¢ TeM B CBA3U € IIOYTH IIOJHBIM OTCYTCTBH-
€M MHOPENIaKCAHTHOIO, CEJaTUBHOIO M aMHE3UPYIOLIEro
NCUCTBHS, THAa3eaM MOKHO Ha3HAdaTh aMOyIaTOpHO B
JTHEBHOE BpeMs, a TakiKe 0clabIeHHBIM OOJBHBIM, JIUIAM
MOXKUJIOTO BO3pacTa U JeTsM. luaasenam B MPOTHBOIO-
JIOKHOCTh M3BECTHBIM BJIA yiydiaeTr BBINOJIHEHHE MO-
TOPHBIX KOMIIOHEHTOB JCATCIBHOCTH YEJIOBEKA, TTOBBIIIA-
€T pe3yIbTaTUBHOCTb PabOThl B YCIOBUSIX YTOMIICHHS,
SMOITMOHAIBHOTO CTpecca, TOBBIMICHHOH (U3NUecKol Ha-
Ipy3KH, OIEPaTOPCKON NEATEIbHOCTH, YTO COIPOBOXKIA-
eTcs HOpMAalM3aluell COCTOSHUS CUMIATOAJPEHATIOBOM
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CUCTEMBI, MPEIYIPEHKACHUEM HCTOLECHUS PE3EPBOB CHH-
Te3a aJipeHalIHa, HopaJpeHanuHa, fodamuna [36, 37].

B omnmmume ot rupazenamMa muHa3enaM o0IagaeT BeIpa-
JKEHHbIM CHOTBOPHBIM, CEJATUBHBIM, MHUOPEJIAKCAHTHBIM
Y aHKCHUOJIMTUYECKUM CBoMcTBamu [2, 46]. [Ipu cozmanumn
[[MHa3ernaMa Takke Obljla MCIIOJIb30BaHA KOHIIETIUS JUC-
couunanuu 3ddexroB B/IA, HO ¢ aKIIEHTOM Ha JOMHHHUPO-
BaHUE THITHOCENATUBHOTO neicTBUSA. COrmacHO HMero-
IIMMCS TIPEJICTABICHUSIM, JIJIsl IOCTHXKEHHS 3TOTO (P QeK-
Ta HEOOXOANMO 3HAYNTEIHHOC BIUSHIC, TIPSKAC BCETO, HA
xnop-uonoopusrii yaacrok '”AMK,-B/l penentopHOro
koMmIuiekca. IlokazaHo, 4To nMHA3enaMm o0jalaeT BechbMa
BBICOKOM MHTHOMpPYIOLIeH aKTHBHOCTBIO Ha CBSI3bIBAaHHE
35S-TBPS, BbiTecHss 3TOT cieun(pUIeCcKUd K XJIOP-HOHO-
¢opaomy yuactky TAMK,-B/IP nurann [46, 103], uto u
OTIpeNeIISAeT CIIEKTP eTo (hapMaKOJIOTHYCCKOM aKTHBHOCTH.
[To BBIPaXEHHOCTH THITHOCEIATUBHOTO 3P QeKTa IruHa3e-
IaM MPEBOCXOINT (peHa3enaM, He yCTyIasi eMy 10 aHCKH-
OJIUTUYECKOMY [IICHCTBHIO, OKA3bIBACT UIUTCIBHBIA 3(-
(eKT, ABISACH JONTOKHUBYIIHM IIPETIAPATOM.

Dnoozennwie pezynamopol 'AMK s-b/] peuenmopnozo
Komniekca

Ocobennocteio TAMK ,-BJl perentopHOro KomImiekca
SBJISIETCA HAJIWYKME B HEM CHelM(UYECKUX y4acTKOB CBS-
3pIBaHMs He TOJMBKO M1t TAMK n 0eH3041a3ennHOB, HO U
9H/IO3ENTMHOB — JHJIOTCHHBIX PEryIsSTOPOB TENTHIHOM
MIPUPOJIBL. DHI03CHHBI SIBISIIOTCS Turangamu bJIP u mpo-
THBOIIOIOXKHEI IO AEHCTBUIO OCH30IMa3CTHHAM, T.C. SIBIIS-
IOTCSl HETaTUBHBIMU peryistopamu penentopoB TAMK u
BBI3bIBAIOT TomaBieHne [ AMK-eprudeckoil mnepemauu.
OHJ03enuHbl, Kak npasuiio, o6o3Hayarot kak DBI (diaze-
pam binding inhibitors — HHrHOUTOp CBSI3BIBAHUS AUA3C-
nama). [lokasano, uro yposens DBI Bo3pacraer B M03ro-
BOW TKaHU IIPH CTPECCE, a TAKKE Y 30POBBIX JIIOCH MPH
crapenun. [Ipu BHyTprmxkenynoukoBoM BBeneann DBI 006-
JlalaeT aHKCUOTEeHHBIMU CBOIICTBAaMH, OKa3bIBAET MIPOKOH-
¢mukTHOE nercTBHe. DTH d(QPEKTHl MPEAyIPEKITAIOTCS
OenzonumazenuHamMu. Ha mpemaparaX CHHaNTHYECKUX
meMmOpaH DBI KOHKYpeHTHO 3aMeIlacT AuasenaM u (ury-
HUTpa3ernam, a TakKe HHIHOUPYeT TOKH XJI0pa.

AKTUBHOCTBIO 00nazaroT Kak cooctsenno DBI — 0o-
JBIIOHN MTENTHA, CONEPIKAIINN OKOJIO COTHH aMUHOKHUCIIOT-
HBIX OCTaTKOB, TaK U €ro MaJible aKTUBHBIE ()parMeHTHI 6-
u 18-ti unennsle nentuasl: 3H103enuH-6 (GLLDLK) u
oktanekaneriponentus (ODN wim DBI 33 —50). Ilepc-
MIEKTUBHBIMHY MPEJICTABISIOTCS TTOMCKU YHJIOTCHHBIX U JK-
30TCHHBIX AHTAarOHHUCTOB JHJI03CMHUHOB, KOTOPBIE MOTYT
00aaTh aHKCHOCEICKTHBHBIM CBOWCTBOM.

DuporeHHbIMU aHTaroHuctamu IAMK saBistroTcst Tak-
e mpousBoanble B-kapoonunos (B-CCM, FG 7142, rap-
MaH, HOpTrapMaH, rapMalliH U Jp.), KOTOPbIE BBI3BIBAIOT
0ECIOKOICTBO, CTpax, TPEBOTY U MAHWUYECKUE COCTOSHHUS,
VAy4IIaT oOydyeHHue W mamsTh. VccienoBaHus B psity
3,4-TeTpamMeTHiICH- | -MeTHII-3-KapOOJIMHOB CO CBOWMCTBA-
MH TapuuaibHBIX MoayisitopoB TAMK, pementopoB BbI-
sapuin BewecTBa C-410 u C383 (amboxkap0, kapbaueram),

o0Jiaaole B HKCIEPUMEHTE aHKCHOJIMTUYECKOM, Tpo-
TUBOCYJOPOKHOM M aHTHMAMHECTHYECKOH aKTHBHOCTBIO
[29].

OHJoreHHBIM JurangoM BJIP sBisieTcss HUKOTMHAMU],
B HUU ¢apmakonoruu PAMH B. A. 3aropesckum ObLi1o
MOKa3aHO D3JIEKTPOHHO-CTPYKTYPHOE CXOJCTBO MOJIEKYJI
HUKOTUHAMUJIa, JIMa3ernaMa U rnupameraMa myTeM paccue-
Ta PaCIOJIOKEHUS TT- ¥ P-3JIEKTPOHHBIX CUCTEM U PaCcCTOsI-
HUW MEXJIy aroOMaMU, BXOJSIIMMH B TOJISIPHBIC I[EHTPHI
mosiekyn [23]. Ha 9Toif oCHOBE CHHTE3MpPOBaHBI HOBHIC
aHAJIOTH HHUKOTHMHAMHUJA, 3HAYUTEIILHO TPEBOCXOJISIINE
10 aHKCHOJIUTHYECKOW aKTHMBHOCTHU JHa3ernam, HO He 00-
JIaJaroIIHe ero No0oYHbIMU ddexTamu [4, 5].

Azonucmuolt TAMKg peyenmopnozo komniexca

[Toncky HOBBIX aHKCHOJIMTHKOB OCYIIECTBIITIOTCS Cpe-
qu aronucroB 'AMKj peuenropa. B mporusonosnox-
Hocts [AMK, penenropam, TAMKj penenrtopsr (6axito-
(beH-IyBCTBUTENBHBIC) OTHOCSTCS K MEIJICHHOACHCTBYIO-
MM METaOOTPOIHBIM PELENTOpaM, KOTOPEIC XapaKTepH-
3yIOTCS IPEUMYIIECCTBEHHO MPECHHANTHICCKOH JTIOKaJH3a-
nueit. Otu penentopsl yepe3 G-0esIOK acCOIMUPOBAHBI C
kaHasamu Ui noHoB K' m Ca*™ m ux aroHucramu siBis-
torcst TAMK, 6aknodeH, a aHTaroHUCTOM — JIeNTbTa-aMH-
HoBajiepuaHoBas kuciora [64]. TAMK, peuenrops! Bo-
BJICKAIOTCS B MEXaHM3M JCHCTBUS Mpenapara ¢ aHKCHOIIH-
THyeckuM  dpdekrom perndyra (ramma-amuHO-P-(he-
HUJI-MACIISTHAsT KUCIOTHI THAPOXJIOPHT), KOTOPBIH, 0100~
HO Oaxmodeny, sBistercst aronrctoM TAMKj penentopos.
Kpome toro, on marnbupyer aktuBHocth [AMK-TpaHc-
aMHHAa3bl B ycuirBaeT BeicBoOOXk1eHne [AMK [35, 55].

Memopannvie mooynamopst TAMK-b/] peyenmopnozo
Komnnekca

JlaHHbIE O TEHETHMYECKOW 3aBUCHMOCTH OTBETOB Ha
9IMOIMOHAIBHO-CTPECCOBOE BO3IEICTBUE, OOHAPYKEHHbBIE
MeXJIHMHeNHble paznuuusi B n3MeHeHusix 'AMK-B/] pe-
LENTOPHOTO KOMIUIEKCA HPU PAa3BUTUU AMOIMOHAIBHO
CTPECCOBOI peakiuy TO3BOJIMIM OOOCHOBATH TOHATHE
HOBOM HEMPOXMMUYECKOW MHUIICHH (hapMaKoJIOTHYECKOM
KOPPEKILIUU CTpecca — HAIPABICHHYIO PEryJsIHI0 MeMO-
paHo-penienTtopHoro B3aumoneiicreus [47, 50, 51].

Nsmenenne CTpyKTypHO-(YHKIMOHAIBHBIX XapakTe-
PHUCTHUK MeMOpaHbI U, MPEXE BCEro, ee (PU3NKO-XUMHYE-
CKUX CBOMCTB, (OCQONUIUAHOTO COCTaBa, aKTHBHU3ALUS
MIPOLIECCOB NEPEKUCHOIO OKUCIICHUS JIUIHU/IOB, B TOM YHUC-
JIe TIpU CTapeHuH, CTpecce, HEBPO3€e, CYIOporax u JpyTrux
BO3/ICHUCTBUAX BBI3BIBAET MEMOPaHO3aBUCHUMYIO KOH(OP-
MaloHHYI0 Momudukauuio perentopos [21,24, 72]. B
CBSI3U C 3TUM OJIHUM U3 IyTei HANpaBI€HHOTO BOCCTAHOB-
JIEHUS HApYLIEHHOTO MPH CTpecce U HEBpo3e (DYHKLUMOHH-
poBanusi TAMK-B/IP xommiekca sBisieTcs BO3AECHCTBHE
Ha MeMOpaHHBIE MPOLECCHI, ONMPENENIAIONUe U3MEHEHHE
penentopHoro y4yactka. K mpenaparam ¢ TaKMM MeXaHU3-
MOM aHKCHOJIUTHYECKOro 3(dekra OoTHOCAT, MEKCHIO,
adoba3zon u nagacren, pazpadoranusie B HUM dapmaxo-
norur PAMH. Ado6a3zon — npou3BogHoe MepKanTo-0eH-
3uMuUza3ona cuHTe3uposan B. A. CaBenbeBbIM U COaBTO-
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pamu, SBISAETCS OPUTHHAIBHBIM IO XUMHUYECKOW CTPYKTY-
pe mpenaparom. Kak u BJIA, oH oka3piBaeT aHKCHUOJIUTH-
4ecKuil 3PPEeKT B 3aBUCUMOCTH OT (DEHOTHUIA IMOIHOHA-
JbHO-cTpeccoBoi  peakuuu  [8,40,47]. B  Tecrax
OTKPBITOTO TOJISl ¥ MPUIIOAHATOTO KpecTo0Opa3Horo j1adu-
puHTa ao0a301 aKTUBHPYET MOBEICHHE MBIIICH JIMHUH
BALB/c u kpbic MR, He BBI3bIBast CeaTUBHOTO d(dheKra
y mbimeit maaun C57BL/6 u xpeic MNRA, uTo cBHOeTe-
JBCTBYET O €ro M30MpaTeIbHOM AHKCHOJIHUTHYCCKOM JeH-
ctBun. Adobazon He OKa3pIBACT MHOPEIAKCAHTHOTO JICH-
CTBWSI, HE HApyIIIaeT MPOIECCH O0yUCHUS U TTAMSTH.

W3yuenune mexanusma JeictBus agobaszona mokasano,
4TO mpenapar o0jaJaeT aHTHOKCHIAHTHBIMU U MeMOpa-
HOIIPOTEKTOPHBIMU CBOWCTBaMH. B cucteme MpoayKIuu
AKTUBHBIX (POPM KUCIOPOJa C MEePUTOHEATbHBIMH MaKpO-
(haraMu OH HHAKTHBHPYET CBOOOJHBIC paIWKalbl, a B
OMBITAX in Vivo TpeAoTBpallaeT MajeHne OeH30a1a3eu-
HOBOM PELENIINH.

Jpyrum mpemnapatoM ¢ aHKCHOCEICKTUBHBIM 3(dek-
TOM SIBJIICTCSI MEKCHIION (2-3THII-6-METHII-3-OKCHTITPH-
JIUH CyKIMHAT), cuHTe3upoBanHblid JI. J[. CMUPHOBBIM |
K. M. JlromaeBbiM 1 u3ydeHHbrii B HUU dapmakonorun
PAMH [12, 16, 21]. KpoMe aHKCHOIUTHYECKOTO dPPEKTa,
MEKCHJIOJ OKa3blBa€T AHTUAJIKOTOJIBHOE, IMPOTHBOCYIO-
POXKHOE, HEHPONPOTEKTOPHOE, HOOTPOIIHOE, MPOTHBOIU-
[IOKCHYECKOE, MPOTHUBONAPKUHCOHUYECKOE, BEreToTpOIl-
Hoe jeiictBue. [Ipu 3ToM, Kak U y adobazona, aHKCHOIH-
THYEeCKHH d(P(PEKT MEKCHI0a HE COMPOBOXKIACTCS Cejla-
THUBHBIM, MHUOpPEJIAKCAaHTHBIM JAEHCTBHEM, HapylIEHUEM
namaTH. HaoOopoT, MEKCHION OKa3bIBaeT aHTHAMHECTH-
YEeCKoe [ICHCTBHE, BOCCTAHABINBACT HAPYIICHUS OOyde-
HUSI, TTAMSTH, HEBPOJIOTHMYECKHH MEeUINT y CTaphlx H
MIOABEPIIIMXCS [UINTEIbHOW aJIKOTOIM3ALUU JKUBOTHBIX,
YTO KOPPEIHUPYET CO CHIDKCHUEM BBIPA)KCHHOCTH CBOOO-
HOPaIUKaIBHBIX TPOIIECCOB U COACPKAHNEM JIHITO(YCITH-
Ha B MO3Te 3TuX KuBOTHEIX [ 109, 110].

AHanM3 MexaHM3Ma aHKCHOJIMTHUYECKOrO JeHcTBUs
MEKCHUI0J1a ¢ UcIoiib3oBanueM ananuzaropos TAMK-B/IP
XJIOP-MOHO(OPHOTO PELENTOPHOTO KOMIUIEKCa MoKa3al,
YTO HauOOJIBLIMM aHTaroHucTuyeckum 3¢ddexrom obina-
Janyd OJIOKaTop XJIOp-HOHO(Opa MHKPOTOKCHH, aHTaro-
Huct AMK, peuenropa OukykymmmH u Ro 5—3663
(611oKaTop IUTHAPONMUKPOTOKCHHOBOTO CBSI3bIBAHHUS, Ha-
pyuatoumit conpsikenHocts TAMK u B/IP). B 3nauute-
JbHO MEHbBILIEH CTENeHU YCTPAHSIM aHKCUOIUTUYECKHUH
apdexr wmekcupona mpsmMble  aHTaroHuctel  bJIP:
CGS-8216 u Rol15 - 1788 [16].

[TpuHIMnManbHOE 3HAUCHUE Ul TIOHUMaHMsI MEXaHU3-
Ma AEHCTBHS MEKCHJ0JA UMEET €T0 CIOCOOHOCTD YCHIIH-
BaTh CBSA3BIBAHMEC MEUCHOro gmuazenmama ¢ BJ[P
[44, 103, 108], He obnanas npssMbiM adduauTeTOM K B/IP
u TAMK pernenitopam. OT0T 3pekt onpenensercs aHTH-
OKCHIAaHTHBIMH X MEMOPaHOTIPOTEKTOPHBIMHU CBOMCTBAMHU
npernapara.

Mexkcuoa MHTHOUPYET CBOOOAHOPAAMKAIBHOE OKHC-
JICHUE JIMITUIOB OHMOMEMOpPAHBI, MOBHIIACT AKTUBHOCTH
AQHTHOKCHJIAHTHBIX (DEPMEHTOB, OKa3bIBAET JIUIMHUIPETYIH-

T. A. Bopounna u C. b. Cepenennn

pyrolee JeiicTBUE, MOBBIIAS COIEp)KaHUE TOISAPHBIX
(bpakuuii TMIUAOB, YMEHbIIAS BI3KOCTh MEMOpaHbI U ee
TEKY4eCThb, YTO CHOCOOCTBYET COXPAHEHHIO YIOPSIIOUEH-
HOW CTPYKTYpHO-(DYHKIIMOHAIBHONH OpraHu3aiuu OHo-
MeMmOpas [14, 16, 21]. Bonee netanpHO MeXaHU3M AEUCT-
BUsA Mekcujona onucal [16]. CrocoOHOCTBIO BBI3BIBATH
TI'AMK-epruyeckyto MOLYIALUIO U IPOTUBOCYLOPOKHOE
JIeCTBHUE 3a CUET CBOUX AHTHOKCHIAHTHBIX CBOMCTB 00Ja-
JaeT psA] IpyTruX BElIeCTB, Hanpumep, 4-okcuOeH3anbae-
ruj [76].

CxomHbIH ¢ a00a30I0M U MEKCHJIOJIOM MEXaHU3M pea-
JIN3alu aHKCHOJIMTHYCCKOI'O ,Z[eﬁCTBPIH HUMECT J1aJaCTCH
(N-2-(mapa-6pomdenmn)-N-2-agaMaHTHIAMAH), CO3/aH-
et B8 HUW ¢apmakonorun PAMH [49, 56]. Jlagacten
o0JaaeT aHTUOKCUIAHTHON aKTHUBHOCTBIO U CIIOCOOHO-
CTBIO MTPEJIOTBPAIIATh MEMOPAHO3aBUCHMEBIC HAPYIIICHHUS B
I'AMK, — B/IP xoMIulekce ¥ OKa3bIBa€T aHKCHOJIUTHYE-
CKO€ JICHCTBHE MO OCHOBHBIM TECTaM OLCHKHM aHKCHOJH-
TUYECKUX BEIIECTB (KOH(MIMKTHAS CUTYaIHs, IPUIONHS-
TBI KPECTOOOPa3HbIH JTaOUPUHT, MMOBEJCHHE B OTKPBHITOM
rnoJie). AHKCHOJIUTUYECKOE JCHCTBHE JlajJacTeHa, KaKk M
neiictBue agobdazona, MPOSBISIETCS MPEKAE BCETO Y KH-
BOTHBIX C T'€CHCTHYCCKHU HeTepMHHHpOBaHHOﬁ BBIPpAYXKCH-
HOH (hpU3UHT — peakiuel cTpaxa. B anamaszone 103, BbI-
3BIBAIOIINX AHKCHOJIMTHYECKUH 3D (DEKT, TaacTeH HEe OKa-
3BIBACT AMHE3UPYIOIIETO JICHCTBHSI HA MOJICNIN YCIOBHOTO
pedrexca MacCMBHOTO M30ETaHus, KaK 3TO XapaKTEPHO
JU1s1 OCH30IMA3ETIHOBBIX AHKCHOIUTHKOB.

B crniektpe a3¢pexroB namacTeHa MMeETCs IICUXOCTUMY-
nupytoiiee AeiictBue. B mccienoBaHusx Ha Kpbicax OH
VAydIIaeT MOKa3aTeln ONCPaHTHOH JESITENbHOCTH, ONTH-
MU3HPYS IPABUIIGHBIN PUTM HAKaTHs Ha perdard. B ompe-
JICTICHHOM JTHAIa30He /103 MTOBHIIACT CIIOHTAHHYTO JIBUTa-
TEJIBHYI aKTHBHOCTH, YAy4IIaeT (PU3HUECKyr padoTo-
CHOCOOHOCTh B TECTax IUIABAaHMs ¢ HArPy3KOW M Oere Ha
Tperbane. JlagacteH ycuimBaeT ()eHaMUHOBYIO CTEPEOTH-
TTUIO, BCTPSIXMBAHHSI TOJIOBOH, BEI3BAHHEIC 5- OKCHTPHUIITO-
(haHoM, 0OMaaeT aHTarOHU3MOM ¢ 6apOUTypaTaMH U aHK-
CHOJTUTHKAMH, UMCET HU3KYIO0 TOKCHYHOCTH U JIUIICH MO-
00uHBIX 3((EKTOB, CBOHCTBEHHBIX KaK HW3BECTHBIM
AQHKCHONUTHKAM (Ceanusi, MHOPCIAKCAIs, HapyIICHUE
MaMATH), TaK ¥ THIIHIHBIM TICHXOCTHMYIISITOPAM.

B cBeTe coBpeMEHHBIX NPENCTABICHHA O CTPOCHHU U
¢yuaknmonnpoBannn TAMK-BJI xmop-noHodopHOro pe-
[ENTOPHOTO KOMIUIEKCa U JTaHHBIX O MEMOpPaHOMPOTEK-
TOPHOM, aHTHOKCHAAHTHOM U [AMK-mo3utnBHOM AeicT-
BuM adobazona, MEKCHAONA W JIaJacTeHa MEXaHW3M HX
JNCUCTBHUS MOXKHO ONPENENIUTh KakK d(PPEKT MeMOpaHHBIX
MOZYJISITOPOB, BIMSIOMINX HA PA3INYHBIC KOMIIOHEHTHI
KOMITIeKca. MO)KHO TPENIONOKHUTh HECKOIBKO BO3MOXK-
HBIX BAPUAHTOB PEATN3AINU STOT0 MEXaHU3Ma.

MOoXHO monararb, YT0 MEMOPAHOIIPOTEKTOPHBIC U aH-
TUOKCUAAHTHBIE 3(P(EKThI BELIECTB, BHI3bIBAIOLINE CIBH-
'l B (PU3MKO-XMMHUYECKOM COCTOSIHUM MEMOpaHbBl U ee
CTPYKTYypHO-(DYHKLIMOHAJIBHYIO HEPECTPOMKY, CIocoOCT-
BYIOT ONTHUMAJBbHBIM KOH(OPMAIIMOHHBIM H3MCHEHHSIM
I'AMK ,-B/1 X710p-nOHO(POPHOTO PELENTOPHOTO KOMILIEK-



HepCHeKTHBbI NMNOUCKA HOBBIX AHKCHOJIHUTHKOB

ca, a UIMEHHO ero Mepexoay B KOH(POPMAIHIO OTKPHITOTO
KaHaua.

Kak yxe ynomunanocs, s noHoTponHsix TAMK, pe-
LIENITOPOB CBOMCTBEHHO 00Opa3oBaHHe OoJyiee JIBYX JECAT-
koB noarunoB 'AMK ,-penentopa, Onarogapst pa3nuIHbIM
KOMOMHAIMSM O.-, B-, Y-, 8-cyObenunuil. Pa3nuunbie cyon-
eMHUIBI cocTaBisaoT U B/IP. MoHo nojarare, 4To KOH-
(hopMaLMOHHBIE U3MEHEHUS, KOTOPBIM TMOJABEpraeTcs pe-
LENTOp MpH ACHCTBUM MEMOPaHHBIX MOIYJIATOPOB, CIIO-
COOCTBYIOT (POPMHUPOBAHHIO Haubojee ONTHUMAIbHOTO
codyeraHusi CyObeAMHUI] Ui 0Opa30BaHUU IOATHIIA pe-
LEeNnTopa JJIsl B3aMMOJIEHCTBUS C SHAOTEHHBIM JIUTAHI0M.

MemOpaHHBIE MOIYJIATOPHl MOTYT OCYHIECTBIATH U
NPSAMYI0 MOAYJSILIMIO MOHHOTO KaHala, OelKoBble CyObe-
JUHHILIBI KOTOPOTO MTPOHU3BIBAIOT TONILY (HOCHONUTUAHON
MeMOpaHbl U XapaKTepusyrTcs 00orarcTBoM Truapodos-
HBIX HEMOJSIPHBIX aMUHOKHUCJIOTHBIX OCTaTKOB, 001agaro-
[IMX BBICOKUM CPOJICTBOM K JIMIIUAHOMY OKPY)KEHUIO pe-
LenTopa.

Hcxonst w3 MexaHum3Ma JeMCTBUSL paccMaTpUBaeMbIX
MEMOpaHHBIX MOAYJSATOPOB, MOXXHO IpeAIojiararb BO3-
MOXHOCTb UX BJIUSIHUSA HA CUCTEMY yaJICHUs U30BITOYHO-
ro nuranaa (FAMK), mockonbky, B OTJIMYME OT APYTHX,
paszpyiaromuxcs Heiipomenuaropos, TAMK Bo3Bparaer-
Csl B HEpBHBIE OKOHYAHHUS IPEUMYIIECTBEHHO 110 MEXaHU3-
My OOpaTHOro 3axBaTa C MOMOIIbIO OEJIKOB-TpaHCIIOpPTE-
POB, KOTOpBIEC PaCIOIOKEHBI B IPECUHANTHYECKOH MeMO-
paHe MW TIIOXOXKM Ha METa0OTPONHBIE PELENTOPbI.
Benok-Tpancnoprep “y3Haer”, 3axBaThblBa€T M 3a CUET
SHEpPruu NpoToHHOro Hacoca nepeHocut 'AMK BHyTph
TepMuHaIM. MeMOpaHONPOTEKTOPHbIE W AHTUOKCHIAHT-
Hble 3¢ deKxThl Mekcuaona u adoda3oia MO3BOJIAIOT MPe-
rojiarath HarpaBJIeHHYI MEMOPaHHYIO PErYIISLUI0 HE TO-
JBKO pelentopa, HO U MOAYJSLMIO OEJIKOB-TpaHCIOPTe-
poB, ocymiecTisironux nepenoc TAMK.

Ado06a30i1 U JagacTeH B HACTOAIIEEC BpeMs HaXOAATCS
Ha PaCHIMPEHHOM KIMHHUYECKOM M3YYEHHUH, YKE [T0Ka3aHa
BBICOKAsl CEJICKTUBHAs AaHKCHUOJUTHYECKas aKTHBHOCTb
atobazomna [40].

Mexkcugon paspelieH Uid IIAPOKOr0 MEIUIIMHCKOTO
MIPUMEHEHUS U TPOSIBII 3((HEKTUBHOCTH MTPH JICYEHUH He-
BPOTHYECKUX M  HEBPO3OMOAOOHBIX  PacCTPOMCTB
[1, 30, 39], pa3nuuHBIX HApyLICHUI TPU aJKOTOJIU3ME, B
TOM 4HCJe aOCTUHEHTHOro cuHAapoma [18], nmpu JieueHun
OCTPBIX M XPOHHUYECKUX HAPYLIEHUIl MO3TOBOTO KPOBOOO-
paleHus, B TOM 4ucie uHeyisTa [32, 53], aucuupkyns-
TOpPHOH »HIE(DATONAaTUH U BEreTOCOCYIUCTON JUCTOHUH
[53, 54], npu HapyieHusX (GYHKLIUNA MO3ra pu CTapeHUU
u arepockiepose [33, 42], npu JieueHUH OCTPOH HHTOKCH-
Kallul HEHpOJIeNTUKAMU.

AHKCHOCEJIEKTUBHBIM ~ TPAaHKBUJIM3aTOPOM  SIBJISIETCS
TopuzonamMm — mpousBogHOE 2,3-OeH30AMa3ernnHa, KOTo-
PBIii, B IPOTUBOIOIIOKHOCTh KIACCHYECKUM OeH30/1ua3e-
MUHaM, He OKa3bIBaeT CeIaTUBHOTO, CHOTBOPHOTO, MUOpE-
JIAKCAHTHOTO U TIPOTUBOCYAOPOKHOTO JIEHCTBUSA, HO UME-
€T YMEpEeHHbIH cTuMyaupyoumii s¢pdext. Topuzonam kak
a00a307 1 MEKCUAOI, He SBISETCS MPSIMBIM arOHUCTOM
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I'AMK u BJl peuentopos, HO 00JaJaeT CHOCOOHOCTBIO
ycuIiBarh cBsizbiBanue b/ n Mycrimmona.

Inymamamepzuueckue anKcuoIumuKu

I'myramarepruueckas cucrema, kak u [AMK, BoBneka-
€Tcs B IPOLIECC aHKCHOreHe3a. B kauecTBe Helpomenna-
TOpa IIyTamaT y4acTBYET B COIPSDKEHUH 3MOLIMOHAIBHO-
ro MO3ra, B YaCTHOCTH MMHIAJIUHBI, U 30H, OTBETCTBEH-
HBIX 3a BHEIIHEe MposiBiIeHue sMouui. lMccnenoBanue
AQHKCHOJIMTUYECKON aKTUBHOCTH aHTaroHuctos NMDA —
1 HeNMDA -penienTopoB BBISIBUJIO Y HAX 3HAYUTEIHHYIO
3 PEKTUBHOCTH, KOTOPAst ObLUIA MIOKa3aHa B YCIOBUSAX Pa3-
JIMYHBIX TPaJULHOHHBIX MOZAEJIEH B ONbITaX Ha MBILIAX,
KpbIcax, Toy0sx [7, 41]. [1o BeIpa)keHHOCTH aHKCHOJIUTH-
YECKOTO JIEHCTBUS OTH aHTaroHWCTHI ycTymaroT bJIA, nx
3G PEeKT B 3HAYUTEIBHOW CTETICHH 3aBUCHT OT THUIIA UCIIO-
JIb3yeMOW METOIUKH, BUJIA )KUBOTHBIX, BEJIMUYMH HCIIOJIb-
3yeMbIX 1103 U IyTH BBeaeHus. IlosTtomy mosyueHHbIE B
Pa3IMYHbIX UCCIIEAOBAHUAX PE3y/IbTaThl HE BCEIa OJHO-
3HAYHBI, 8 HHOTAA U TPYJHO COITIACYIOTCS MEXIY COOO.
BwMmecTte ¢ TeM yaaercst BBIIBUTH HEKOTOpPBIE OOIIHE 3aK0-
HOMEPHOCTH. B yCIIOBHSX TpaaWIIHOHHBIX KOH(DIMKTHBIX
CUTyallUd IpU HaKa3yeMOM IIOBEIEHUM aHKCHUOJIUTHYE-
CKUM 3P PEeKTOM 00Iaar0T KOHKYPCHTHBIC aHTArOHHUCTHI
NMDA-penentopa (CGS 19755, AP7, NPC1774, APS,
MDL 100,453), ux akTHBHOCTb I10 3TUM TE€CTaM KOppEIH-
pyert co cpoactBoM K perentopy [113]. Ha nenakazyemoe
TMOBEJICHUE OTH BEIECTBa BIUIIOT B MEHBIIIEH cTerneHn. B
OTHOLIEHUU aHKCHOJUTHYECKOTO NEHCTBUS KOHKYpPEHT-
seix antaronnctoB CPP u NPC 12616 mannbpie npotuBo-
PEUYUBBI U HEPEIKO IPOTHUBOIIOIOMKHBI.

Hexonkypentabie (kaHanbHbie) NMDA aHTaroHucTsl
PCP (dbennuxmmaun), TCP, werammun, MK-801, SKF
10,047, nMKIa301MH, 3TOKCAIPOIN TAKKE OONAAr0T aHK-
CUOJIUTUYECKON aKTUBHOCTBIO HA MOJENSIX HaKa3yeMoro u
B MEHBLIEH CTEINEHUW HEHaKa3yeMmoro mnoseneHus. Mx an-
TUKOH(IMKTHBIA S(PQEKT KOppenupyer C CpPOICTBOM K
(CHIMKINANHOBOMY YYacTKy CBSI3BIBAHHSI B KaHalle
NMDA pernenropraoro komruiekca [113].

Bonee MPOTUBOPCYMBLI JaHHBIC O HAJIMYUU aHKCUOJIU-
THYECKON aKTMBHOCTHU Yy JIUrangoB MNIUIIKMHOBOTO y4aCTKa
CBSI3bIBaHUS U aHTaroHucToB AMPA (2-amuHO-3-(3-rua-
POKCH-5-METHITM30KCa3051-4-1JT)[TIPOITMOHOBOM  KHCIIOTHI)
penentopa. [lokazaHa aHKCHOIMTHUYECKas aKTUBHOCTH Yy
Jura"ioB muiuHoBoro yuactka AC3C, 7-xJI0pKUHYpPEHO-
BOM KUCIIOTBI, 5,7-1UXJIOPKUHYpEeHOBOM Kuciorel, ACEA
1021, HA-966 u y anraronuctoB AMPA-peuentopon
ndennpomia u Ly 215490 [82, 85]. [lokasaHo, uTo aHTa-
rounct AMPA/ xannarnoro penentopa, LY 300164 ycn-
JIMBAET MPOTUBOCYAOPOKHOE AecTBHE qua3enama [63].

Cepomonunepzuueckue AHKCUOTUMUKU

Kak n3BeCTHO, CEpOTOHUHEPTUYCCKUE HEHPOHBI CBsI3a-
HBI C cCUCTeMOU HakazaHus (punishment system), mpu ee
AKTUBAIIUU HAOIIOAIOTCS CyOBEKTUBHO HEMPHUSITHBIE MO-
[IMOHAJIbHBIE COCTOsIHUS. [10Ka3aHO, YTO pa3HbIC MMOITUIIBI
CEPOTOHMHOBBIX PELEHNTOPOB HECYT PA3IUYHYIO (DYHKIIH-
OHAJILHYIO HAarpy3KYy, MO3TOMY MOUCKH aHKCUOJIUTHKOB BE-
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OyTCS Kak CpeJu MX aroHUCTOB, TaK M aHTaroHUCTOB.
Haubosiee u3BeCTHBIMU MpenapaTraMH SIBJISIOTCS aroHu-
CTBl CEpOTOHMHOBBIX |A peuenTopoB — MPOU3BOAHBIC
azanupoHa — OyCIUPOH, TeUPOH, UIICATIUPOH U Jp., KO-
TOpble 00J1aJal0T aHKCHOJUTHUYECKUM U aHTHIEIPeCCUB-
HbIM cBoicTBaMu [34, 73, 106]. AHKCHOMUTHYCSCKUI -
ekt 3THX MpenaparoB ciadee, yeM y BIIA u niposiBiiseT-
cs, Kak TpaBWio, He cpasy. Ilobounbie 3ddekTs
CeIaTUBHOIO, MUOPEJIAKCUPYIOILEr0 U aMHE3UPYIOLIETo
XapakTepa BhIPaKCHBI B MEHBIIICH CTEIIEHH B CPABHEHHE C
BJIA. lns nedeHus: HEBPOTUYECKUX COCTOSIHUI ITPUMEHSI-
10T U JIpyTrUe CEPOTOHNHEPTHUECKUE BEIIECTBA, & UMEHHO
antaronuctsl 5-HT, penenropos, Hanpumep, pUTaHce-
PHH, aNTaHCEPHH, IUIPOreNTaAnH, MUPEHIIEPOH U aHTa-
ronucTs! 5-HT; perienTopoB — OHAAHCETPOH U 3aKOIPUT,
KOTOpBIE MPHOOPETaoT BcE OOJNBIIYIO TOMYISPHOCTD
[71, 106, 114]. Tloncku BemeCTB ¢ aHKCHOIUTHYECKON aK-
TUBHOCTBIO MIPOBOASATCS TaKXKe CPEAM YaCTUYHBIX aroHU-
croB 1A u aaTaronuctoB 1A, 1C, 1[0, 2A, 2B, 2C u 3A ce-
POTOHMHOBBIX PELIEITOPOB.

B HUU ¢apmaxonorun PAMH o6HapyskeHbI BeliecTBa
C aHKCHOJIUTUYECKOH aKTUBHOCTBIO Cpeld MPOU3BOIAHBIX
MUPPOJIONHUPa3UHa, IIUPOKO PACIIPOCTPAHEHHBIX B IPUPO-
e BemiecTtB. Ha ux ocHoBe cos3maHo BentectBo [I1B-113
(staTasun), npeacrasistomuit 1,2,3,4-TeTparuaponuppo-
no-[1,2A]-nupa3uHa CyKIIMHAT, COYETAIOIMINN AHKCHOJIH-
THYECKUH dPPEKT C aHTUNETPECCUBHBIM H HOOTPOITHBIM
[105]. TTo BBIpaskeHHOCTH aHKCHOMUTHYECKOTO 3(ddekra,
BBISIBIISIEMOTO B YCIIOBUSIX METOIMKN KOH(PIUKTHON CHUTYya-
MM W TPHUIOJHATOTO KPEecTOOOPa3HOro JTaOHpHHTA,
I1B-113 mpeBocxoauT Menasenam, XJiopanasenoxkcus Oyc-
nupoH. B ornuune or BIA, npuBoasux K HapyLIEHUSIM
namsatH, [1B-113 BbI3BIBACT €€ yIydIICHNE, OKAa3bIBACT aH-
THamMHecTuueckoe aeiicreue. Kpome Toro, I1B-113 ynyu-
[IaeT BBIKMBAEMOCTb JKUBOTHBIX B YCIIOBHSX THIIOKCHH.
[1B-113 numen no604HbIX 3P QEKTOB, CBOHCTBEHHBIX 00-
JIIIMHCTBY aHKCHOMUTUKOB. OH He OKa3bIBaeT peslaKCH-
PYLLEro U CeIaTUBHOTO JIeHCTBUS, HE BBI3bIBAET NPUBBIKA-
HUS TpU JJUTEIbHOM NPUMEHEHUH, 001aJaeT MMMYHO-
cTuMynmupyromuM  cBorictBoM.  [IB-113  okaspiBaer
BBIPQ)KEHHOE AHTHUJIEIIPECCUBHOE JIEHCTBHE, BBIIBIAEMOE
C IIOMOILBIO METOJa BBIHYKIEHHOIO IJIaBaHUs U CPaBHU-
MO€ C JICHCTBHUEM aMUTPUNTUINHA. B oTimume or aHTu-
JICTIPECCAHTOB, OKAa3bIBAIOIIUX OTPHUIATEIEHOE BIIMSHUC
Ha cepaue, [1B-113, Haobopot, yny4maeT AesTeTbHOCTb
CepJIeYHO-COCYIUCTON CHUCTeMBbl. B MPOTHBOMOIOKHOCTD
MHOTMM aHkcuonutukam [IB-113 crnocobeH ymy4iaTsh
SPEKTUIbHYIO TUCHYHKLHIO.

[1B-113 He obmagaet mpsIMBIM PEIIETITOPHBIM MEXaHU3-
MOM JEHCTBUSI, OJJHAKO OH B 3HAYUTEIHHOW CTEIEHU YCH-
nuBaeT 3(QPEKThl 5S-OKCUTPUNTAMUHA U yMEHbBIIAET Aei-
CTBHE KOpa3ojia U OMKYKYJUTUHA, YTO MO3BOJISIET MPEITO-
Jarathb 3aUHTEPECOBAHHOCTh CEPOTOHHH- u
T'AMK-epruyeckoii cucteM B peain3allil €ro aHKCHOJH-
TUYECKOTO JCHCTBHSL.

T. A. Bopounna u C. b. Cepenennn

B-Aopenoodnoxkamopur

AKTHBanMs aJApEeHEPTHUYECKON CHUCTEMBI TPHUBOANUT K
YCHJICHUIO TPEBOTH M MOSBJICHHUIO cTpaxa. [lokaszaHo, 4To
HOXMMOWH, YBEIMUYMBAKOIINN BBIOPOC HOpaJpeHAINHA,
BBI3BIBACT Y YEJIOBEKA MAHUYECKOE COCTOSHHE. Y JKHUBOT-
HBIX TPEBOTA U CTPAX MOSBILIIOTCS MIPU AIEKTPOCTUMYJIS-
win locus coeruleus, TPOSKIIMOHHBIE BOJIOKHA KOTOPOTO
BBIOPACHIBAIOT HOpAIpEHATNH. B IPOTHBOMOIOKHOCTH
9TOMY [-aJpeHOOIOKATOPBI, B YaCTHOCTH, MPOIPAHOIIOIN,
OKa3bIBAIOT MMPOTUBOTPEBOKHOE nericTBue [94, 95, 98].

1o moBoxy cBSI3U HO(PAMUHEPTHUECKOH CUCTEMBI C CO-
CTOSAHHUCM TPCBOI'M CYHIECTBYIOT NPOTUBOIIOJIO0XKHBIC MHE-
Husi. [IpuBoaATcs AaHHBIE O TOM, YTO JAO(aMUHEpruye-
CKasl THIIEPAKTUBHOCTh YCHIIUBAET TPEBOKHOCTb, A TAKXKE
00 aHKCHOIMTHUYCCKUX 3(eKTax MpH aKTHBAIMU 3TOMH
cuctemsl [94, 98].

Memabonumel 00mena HyK1euHOBBIX KUCTIOM

YpoBeHb TPEBOKHOCTH UYECIOBEKA M JKUBOTHBIX MOXKET
H3MEHSTHCS MTPOTHBOIIOIOKHO B 3aBUCUMOCTH OT HAKOII-
JICHHSI WJTH YMEHBIIICHHUS] B MO3TOBOM TKaHW METa0OJIUTOB
00MEHa HYKIICHHOBBIX KHUCIIOT. AHKCHOJIUTHYECKIM CBOW-
CTBOM 00JIaJIAI0T META00JINIEeCKIE TIPEAIIECTBCHHUKHN dH-
JIOTCHHBIX TTHPUMHIUHOB OpPOTAT KajHsi U YPUJIHH, KOTO-
pBhIe MOXKHO paccMarTpvBaTh KaK SHJIOTCHHBIC aHKCHOJIH-
tuku [27]. [pyrol NHUPUMHUAWHOBBIA HYKJICO3UJ —
TAMUJIMH TIPOSIBIISICT aHKCUOTCHHBIC cBoicTBa. [Ipu cHu-
JKCHHOW KOHIICHTPAIIMM 3HJOTCHHBIX IUPUMHUIMHOB B
MO3TOBOH TKaHHW y KPBIC HAOIIOMACTCS MTOBBIIICHHAS TPE-
Bora. MexaHu3M JICHCTBHS MTHUPUMHIUHOB OINpPEICISCTCS
MIPEXkKJIe BCETO X CIIOCOOHOCTHIO OKA3bIBaTh aKTUBUPYIO-
mee BIUSHUE HAa TOPMO3HBIE CHCTEMBI, TIOBBIMIAS COMIEP-
»kaHue B Mo3roBoi Tkanu [ AMK, Taypuna, rmumuHa.

Bewecmea, énuarowjue na ynepeemuuecKuil cmamyc
Mo32a

OnHOM W3 OCHOBHBIX NPUYMH HapyLIeHHUs 3allIuT-
HO-3JaNTallMOHHBIX MEXaHU3MOB MPHU CTPECCE U HEBPO3E
SIBIISIETCSL YTHETEHUE KIIFOUEBOM peaklUruu OMO3HEPreTHKH
— OKHUCIIUTENBHOr0 (ochOopUInpoBanusi, MPUBOAALICE K
MeTaboIUYeCKor Jie3alanTall, YTO BbIpaXkaeTcs B pe3-
KOM YMEHBIIEHUH HYKJIECOTHIHOTO ITyla, ero nepepacrpe-
JIeIeHUH B CTOPOHY CHIDKEHHs conepxkanusi AT®, uro
CHIDKAeT aJIallTUBHYIO PE3UCTEHTHOCTh HEHPOHOB. OCHO-
By 3TUX HapylIEHUH COCTaBIIET MOBPEKICHUE CTPYKTY-
PBI MUTOXOHJIPHUNA M UX MeMOpaH, YTo yXyauaeT QpyHKIHIO
BCTPOEHHBIX (DEPMEHTOB TKAHEBOTO JbIXaHHA. B cBs3M ¢
9THM OIPEIENICHHYIO MEPCIIEKTUBY MPEICTABIISIOT IOMCKH
AQHKCHOJIMTHKOB CPENIU BEILIECTB, MOBBIIAIOIINX COJepKa-
HUE HUKOTUHAMUIHBIX KO(DEPMEHTOB U MaKpOIPTUUECKHX
(ocdaroB ¥ aKTUBUPYIOIIUX SHEPreTHUYecKuid oOMeH, a
TaKXKe CPeAM JIMTaHJOB PeLenTopoB ajgeHo3uHa u ATO.
Ha ocHoBe ecTecTBeHHBIX METaOOIUTOB — MPOU3BOAHBIX
HUKOTMHOBOW  KHCJIOTBI ~ CO3[aHbl ~ COEAMHEHHUS  CO
CTpecC-MPOTEKTUBHOMN, aHKCHUOIUTHUYECKOH aKTUBHOCTBIO
— JIMTOHUT, HUKOTHUHAT PyOUaAMs, HUKOraMoJl. DTH Belle-
CTBa MOBBIIIAIOT PE3UCTEHTHOCTH HEPBHOM KJIETKH 3a CUET
MOBBIIICHUS COJIEPIKAHUS MaKpodpruueckux (ocgaros u
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akTuBHOCTH ATda3, CTUMYNAIUM TKAHEBOTO JBbIXAHUS U
OKHCIIUTEIBHOTO (POCHOPUINPOBAHUS, KOPPETUPYIOIIETO
C YBEJIMUCHHEM COJCP)KaHMUs HHUKOTHHAMHIHBIX Kodep-
MeHTOB [31]. HuUKOMUT mposiBUI B KIMHHUKE CBOMCTBa
JTHEBHOTO aHKCHOJIMTHUKA.

MHTepec TPeaCTaBIAIOT aJCHO3HHOBBIC PELCITOPHI
Al, T0KaIN30BaHHBIC HA MPECHHANTHYCCKUX MEMOpaHaXx.
WX aroructamu SBISIOTCS aiecHO3UH 1 AM®, a aHTaroHu-
cTamMu — TeowuMH 1 Kodenn. Perenropsr Al Bkioua-
IOTCS TaKkKe B MOAACPKAHUEC IHEPIrEeTHUECKOTO CTaTyca
MO3ra, UM IPUCYINHU dHeprocOeperaroniie GyHKIUN. ATo-
HUCTBI Al peLenTopoB OKa3bIBalOT CEIaTUBHOE U NPOTU-
BOCYJOpOkHOE JeiictBue [67]. CBs3aHHOE CO CTpECCOM,
cynoporamu u oOpazoBanneM AM® ucTOIIEHUE DHEpre-
THYCCKUX CHCTEM MO3Ta SIBISCTCS CHUTHAJIOM IS BKJIIOUC-
HUs peuentopoB Al, KOTopble MOJKHO paccMaTpuBarh Kak
3aIIUTHUKH YHEPTETHUCCKUX PE3EPBOB MO3Ta B HKCTPEMa-
JBHBIX CUTyarusax. CyIIecTByeT CBsI3b MEKAY ACHCTBHEM
Ocn3onnasenuHoB U Oamancom AT®. B gactHocTH, MOKa-
3aHO, YTO AMA3CTaM 3alIHIIACT THIIIOKaMITaIbHBIC HeHpo-
HBI OT JICTEHEepanyy PHU €ro BBEICHUH B IIEPBBIC HECKOIIb-
KO YacoB TIOCJIC MIIEMUH MO3ra M 3TOT 3(deKT cBsi3aH ¢
BrusHreM Ha AT [69].

FOPMOHaJ'leble eeuiecmea

B perymauun crpecca NpUHUMAIOT y4acTHE TOPMOHBI
rurmodrza U TUIOTaIaMyca, KOpTHKocTepouasl. Odpaso-
BaHWE W OCBOOOXKICHUE THITO(U3APHOTO TOPMOHA KOPTH-
KOTPOITMHA PETYIUPYETCS CTUMYIHPYIOIINM OCBOOOXKIE-
HIE TOPMOHOM THIIOTaJIaMyca KOPTHKOIHOSPHHOM (KOp-
THKOTPOTIMH-PWIM3HHT  pakTropoM — KPD), koTOpbIit
Ha3bIBalOT HEHWPOrOPMOHOM CTpecca U CBSA3aHHBIX CO
CTPECCOM COCTOSTHHI OSCITOKOWCTBA, TPEBOTH, ACTIPECCHH
[99]. B xnuHMYECKHUX W MPEKIMHUYECKIX UCCIEIOBAHMSIX
nmoka3ano, urto juutenbHas cexpenns KP® B [ITHC BwI3bI-
BAaeT aHKCHOTE€HHOE COCTOSIHUE U JEIPECCUIO0, YTO CBS3bI-
BalOT C MPOJIOJDKUTENbHON akTuBanueir KP® (1) penenro-
pos. [Ipu 3tom, B/IP B xommekce ¢ TAMK,, peuentopom
HE UMEIOT CYLIECTBEHHOI'0 3HAYSHUS Ul pean3aliu 110-
BefeHYecknx s dektoB KPD. Mubekuuns kopTHkoIHOE-
pHHA B I10JIOCATOE TEJIO TaKKe IOBBIIIAET IMOLMOHAJIb-
HYyI0 peakTUBHOCTH [93]. B Mo3re BBISBICHBI JBa HOBBIX
COEMHEHUS U3 3TOH CeMbH HEHPONENTUAOB: YPOKOPTHH
II (stresscopin — momoOHBIH menTHa) U ypokopTuH III
(stresscopin), KOTOpBIC SIBISIOTCS W30HpATEIbHBIMH aro-
Hucramu KP®2 penentopa 1 BOBIEKalOTCS B aHKCHOT'€HE3
u peaknuu crpecca [99]. B mpexnuHnYecKnx uccienoBa-
HUSIX [OJIYYeHbl JaHHbIE O TOM, BbIOpoc KP® yBennuuBa-
eTcsl IPH IIyTaMaTepruyeckoi akTUBALUK, B TO ’Ke BpeMs
y MOXKWIBIX MallMeHTOB aHTUIIyTaMaTepruyeckoe Belle-
CTBO PHJIy30J1 HE OKa3bIBACT BIMSHUS HAa MIIOTaJaMO-TH-
nodusuzapHyto cucremy [81].

B uccnenoBanusix Ha Kpbicax U 00e3bsiHaX yCTaHOBJIE-
HO, 4TO celieKTHBHbIe aHTaroHucThl KP®(1) penenropos
00J1a71at0T BBIPAKEHHBIM aHKCHOIUTHYECKUM CBOHCTBOM.
Tak, uccinenoBaHue IMOBEACHUYECKUX, OMOXUMHUYECKUX H
SHAOKPUHHBIX 3P dexToB CP-154-526 — cenexkTUBHOTO
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antaronucra KP®(1) peunentopa mpu ero XpoHHYECKOM
BBEJICHUU KPbICAM BBIBIJIO QHKCHOJIUTHYECCKHU (P PeKT
0e3 SHJOKpHUHHBIX mposBieHuil [59]. HMccnenoBanue ce-
nextuBHOTO aHTaronucra KP®(1) peuentopa R121919 —
MIPOU3BOTHOTO MUPPOIONUPUMHINHA Y OOJIBHBIX TaKKe
BBISIBUJIO €T0 3HAYUTEIbHBIN JIeUeOHbIM MOTeHIMAN B Ka-
YecTBe aHKCHOIUTHYecKoro cpeacta [116]. Takum obpa-
30M, aHTaroHuctsl KPd(1) penentopa MOTyT SIBUTHCSI HO-
BOI1 IpyMIoif BEMIECTB A JISUeHHsI COCTOSIHUN TPEBOTH U
JICTIPECCHH.

KOpTHKOCTepOI/II{bI — TOPMOHBI KOPbI HAAITOYCYHHUKOB
— B3aMMOJCHCTBYIOT CO CIEHU(PUICCKUMH PEICTITOPAMHU
BHYTPH KJICTKH, YTO BBI3BIBACT KOH(OPMAIIMOHHOE H3Me-
HCHHE peIenTopa, a 00pa3oBaBIIUICS KOMIUIEKC CTEpO-
HJI-PELENTOP IIPOHUKAET B AJIPO KIETKU U, CBA3BLIBASACH C
JHK, perynupyer TpaHCKPUIILUIO OIPEJEIECHHBIX IT'€HOB.
ITokazaHo, 4TO IpU cTpecce HaOMIOAACTCSA YCUIICHUE CEK-
peuun KOPTUKOCTCPONUIOB U BOBJICHECHUE B PA3BUTHC OMO-
OUOHAJIBHBIX peaKL{I/Iﬁ CHCHI/I(bI/I‘IeCKI/IX JJISL TJIIFOKO- 1 MH-
HEPAJIOKOPTUKOUIOB PELEHITOPOB B JTMMOWYECKON CHCTE-
Mme [102].

B umcno Mo3roBBIX CTPYKTYp, MPOTHBOACHCTBYIOMINX
THIICPAaKTHBHOCTH YMOIIMOTCHHBIX JTUMOWYIECKUX 00pa3o-
BaHUH, BXOAWUT dMUPU3, & STUPU3APHBIA TOPMOH MEIIaTo-
HUH MOXKHO PacCMaTpHBAaTh, KaK TOPMOHAIIBHBIN 3aIUT-
HUK OT YPEe3MEpHOTO SMOIMOHAIBHOTO HampspkeHws. [1o-
Ka3aHO, YTO MEJATOHWH YCHJIMBACT AHKCHOIUTHYCCKHUN
A(EeKT THUNIOKAMIIPKTOMHUH, 00JaaeT HEHPONpPOTEKTOP-
HbIM 3ddekrom [3]. Crpecc — U HEHPONPOTEKTOPHEIC
3 deKThl MENATOHWHA TPEXKJIE BCETO ONPEACIISIIOTCS
B3anMoelicTsueM meiatonnua ¢ cucremond TAMK. Vna-
neHue 3nupu3a MPUBOAUT K CHIDKeHHIO ypoBHS [AMK B
MO3Te, HO 3TOT 3PQEKT MPEayIPexKTacTCs BBEICHHEM Me-
nmatoHuHA. VIMeIoTCsl maHHbBIe, YTO MEJATOHHH CIIOCOOCH
amnoctepuyecku B3anmosnericteoBarb ¢ TAMK-B/IP kom-
TUIEKCOM, TIOBBIMIAS €r0 YyBCTBUTEIBFHOCTH K BHYTPHKIIC-
TOYHO 00pazyeMoMy MeTaboJIMTy MeJaTOHWHA — METOK-
CHKMHYPCHUHAMUHY.

Aukcuonumuxku na ocroee Heﬁponenmlmoe

B Hacrosiiee BpeMst HEHPOIIENTHABI PACCMATPHBAIOTCS
KaK JMCTaHTHBIC PETYISTOPHI (DYHKIHIA MO3ra, MOIYJITO-
PBI cHHANTHYECKOW Tepenadn [6]. PazButne mpencrasie-
HUH 0 HEWPOIENTHIHBIX CHCTEMAaX, MOAYIHPYIOIINX aHK-
CHOTCHE3 U SMOIMOHATBHBIN CTAaTyC, aKTUBH3HPOBAIIO IO~
UCKY aHKCHOJHUTUKOB CPEAX HEHPOIIENTHIOB.

XoneuuctokunuH (CCK) BrepBbie ObUT ONMKCAH KaK Be-
LIECTBO, HHAYLUPYIOLIEE COKPAIIEHUE KETIHOTO MY3bIPS.
[Ipo-CCK mox neiicTBueM TpHUIICHHA PACHICIUISIETCS Ha
psia HeakTUBHBIX (N-KOHLIEBBIX) U aKTUBHBIX C-KOHIIEBBIX
¢parmenToB. M3 HUX HAaUOONIBIIMK UHTEPEC MPEACTABIIA-
rot nentus CCK-8 (S), nockonbky 90 % CCK-nogo0HbIX
nentunoB B [THC npeacrasnensr umenno um, u CCK-4,
KOTOPBIN SBISIETCA HAMMEHBIIUM OMOJOTHYECKH aKTHB-
HeiM ¢parmentom CCK. Haubonee BBICOKHH YpOBEHb
CCK-nenTui0B perucTpupyercss B BUCOYHOM U JIOOHOM
OTZAEJaxX KOpBbI, sSApax HEOCTpUaryma, TUIIOKamIie, nepe-
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ropoJike, T.€. B OT/EeNaX MO3ra, OTBETCTBEHHBIX 32 pa3BU-
THE SMOLMOHAJIBHBIX PEeaKUUil U HEBPOTUYECKHX COCTOS-
Huil. Cunre3 ocHoBHOM uwactu CCK ocymiectBisiercs B
KOpe, TUNIOKaMIle M YepHOH cyOcTtaHiuH. M3BeCTHBI
2 tuna CCK peuentopoB — CCK-A u CCK-B, nokanu3zo-
BaHHbBIE B Pa3NUuHBIX CTpyKTypax mo3ra. CCK cucrema
B3auMozeicTByet ¢ jopamun-, TAMK-, cepoToHuH- 1 aji-
PEHEPrUYeCcKOil CHUCTEMaMU U BOBIIEKACTCS B PETY/ISAIMIO
pa3NUYHbIX (PU3HOJOTHYECKUX MPOIECCOB, B TOM YHCIE
COCTOSIHUI TpeBOry, 6ecnokoiicTsa, cTpaxa [107].

YV JKMBOTHBIX C IOBBIIIEHHBIM YPOBHEM TPEBOTH U
cTpecca  HaOmIomaeTcss — yBEIHYCHHE  COICPIKAHHS
CCK-nenrtuioB, u 1wuiotTHoctd ux penentopoB. Y CCK
ArOHUCTOB OOHAPYKEH aHKCHOTCHHBIH A(PQEKT, KOTOPHIHA
BBIPAXKCH JA)KE Y HAUMEHBILETO M3 00HAPYKEHHBIX B MO3-
re CCK mentunoB — C-KOHIIEBOTO (pparMeHTa XOJeIu-
ctokuauHa — CCK-4 u ero ananora BOC-CCK-4. Cro-
cobnocts aronnctoB CCK ycunmBare COCTOSHUSI TPEBOTH
U TTAaHWKH BBIIBICHO B HCCIICIOBAHMSIX Ha JOOPOBOJIBIIAX
1 OOJIBHBIX C TAHWYECKUMH paccTporicTBamu [107]. Dd-
(dexrel, naaympyembie CCK-4 WM ero CHHTETUYECKUM
AQHAJIOTOM IIEHTaracTPUHOM, YCTPAHSUIUCH JIOpa3ernaMoM
nmu antaronncramn CCK-B penenropoB, B wacTHOCTH,
L-365,260.

AHKCHOJIMTHYECKOE CBOMCTBO OOHAPYKEHO y BBICOKO-
cesnektuBHbIX aHtaronucros CCK-B penenropos CI-988
n LY288513 u cenexkruBnoro antaronucra CCK-A penen-
TOpPOB JIOPIIIOMUA, a Takxke y neBanuaa u L 365, 260
[60]. OnHako B HEKOTOPBIX MCCIETOBAHUAX AHKCHOJIUTH-
yeckuit 3¢ ekt y anraronucro CCK He oOHapyxeH. BbI-
serieHo B3aumozeiicteue CCK u TAMK cucrem, kotopoe
HUMEET PELUIIPOKHBIN Xapakrep. B uacTHOCTH, ITOKa3aHO,
uro TAMK u GeH3011a3eMuHbl CHUXKAKOT BHICBOOOXKIEHUE
CCK u3 KopTuKalbHBIX HeilpoHoB, aronuct TAMK, pe-
nentopoB PK-8165 Omokupyer unnymmpyemoe CCK-B
BO30YyK/ICHUE HEHPOHOB B KOPE W TUMIOKAMIIE, a MYCITHU-
MO M 0akiIo(peH MHTHOMPYIOT HMHIYLHPYEMOE HOHAMHU
kamusi ocBoboxaenne CCK-nogoOHbix nentumo [90].
Amnkcuorennsid d3pdpext CCK-B(US) ymenpmaercs duy-
maszeHmIoM. llokazano takxe, uro DBI u ero ¢parments
cTuMynupyioT BeicBoboxkaerne CCK [115].

BrIsiBlIeHO aHKCHONUTHYECKOE ACHCTBUE Yy HEWpOIen-
tiaa Y (NPY) u3 cemeiicTBa maHKpeaTH4eCKUX IMENTH-
JIOB, KOTOPBIM SIBIAETCS CTUMYJISITOPOM MUIEA0ObIBATE-
JBHOTO TIOBEACHHUS U Y4acTBYeT B MOJIEPKAHUU TOHYycCa
COCYJIOB, B TOM 4YHMCIIe cOCy10B Mo3ra. llentua npexncras-
JIeH He TOJIBKO B JKEIYJOYHO-KHUIIIEYHOM TPaKTe, HO U B IO-
JOBHOM Mosre. [Ipu ero BBeneHHMH B MO3T HaOIIONACTCS
AQHKCHOJINTHYECKUN 3()(EKT, KOTOPBIA COMPOBOXKIACTCS
aKTUBALIMEH PeLenTOpOB HEHpONenTuaa B MUHAAIMHE H
TUIIIOKaMIIe, TI€ BBIICISIIOT 2 MOATHIIA pelenTopoB Y1 u
Y2 [86]. ITpu sToM akTuBauus Y1 moaTuna conpoBoXKIa-
eTcs yBenuuenueM norpednenus nuum [91]. IIpu aktusa-
LM J1OP3aJIbHOTO TUIIIOKAMIIa KPBIC YBEITUYNBACTCS CHH-
te3 NPY u BHyTpurunnokamnaigbHas Y-eprudeckas Hel-
poriepenava (Madsen). Ypoenb NPY B Mo3re cHrbkaeTcst
MIPY BBEJICHUU TAJIOTIEPUI0NIA U puctiepuona [74].

T. A. Bopounna u C. b. Cepenennn

B nocnenHue roxasl mokasaHo, YTO OJHUM M3 IyTei
YCWJICHHS TIENTHIAEPTHYECKOH HeHporepenadn SBISETCS
WHIHOMPOBAaHNE HEKOTOPBIX MENTHAA3 MO3ra, B YaCTHO-
ctu, npomunHgonentuaassl (I1911), kotopas urpaer cy-
IIECTBEHHYIO POJb B METa0O0IM3ME MPOIIMHCOACPKAIINX
HEMponenTHI0B, TaKUX Kak cyOcraHuus P, apruxHuH-Ba-
30MPECCUH ¥ THPOIHOepuH. Bee aTh HelporenTHIb! CIio-
COOHBI U3MEHSATH MENTHICPTUICCKYIO HeHponepeaady.

B HUU ¢apmaxkonorurn PAMH paspaborano opuruHa-
neHOe coequHenne 3BI-1, koTropoe oTHOCHTCS K Kiaccy
MHTHONTOPOB TPOMISHIONEITHAA3El M 00JIalaeT aHKCH-
OJIUTUYECKOM M HOOTPOIHOM aKTMBHOCTBIO B JHMAara3oHe
103 0,1 — 10 Mr/kr [26]. AHKCHOIUTHYECKHE CBOMCTBA
3BI-1 xapakTepu3yloTcsi 4pe3BblUailHON M30HUpaTesbHO-
CThIO 3((eKTa MpU TECTUPOBAHWU HA IKCIICPHUMEHTAb-
HBIX MOJETSAX TPEBOTH (MPUIIOAHATHIA KPECTOOOpPa3HBIH
nabUpHHT, KOH(PIUKTHAA CUTyauus). BemecTBo ycTpaHsi-
€T CyAOPOKHBIE U MOBEIEHUYECKHUE POSABICHNUS aOCTUHEH-
THOTO CHHJPOMa, BBI3BAHHOTO OTMEHOI OEH301Ma3eTIHHOB
u 0apOUTYparoB, a TAKKE MPEAYNPEKIAET pa3BUTHE Ha-
pPYUICHUH 5MOLIMOHATIBHOTO CTaTryca W MaMsTH, KOTOpbIE
HaOJII0AI0TCA Y TpeHaTalbHO MOP(GUHU3UPOBAHHOTO T10-
ToMcTBa. HOOTpOIHBIE CBOMCTBA COCAMHEHUS XapaKTepH-
3YIOTCSI BBIPQKCHHON aHTHAMHECTUYECKON aKTUBHOCTHIO.
3BI'-1 He obnagaeT mOOOYHBIME dPPEKTaMU, CBOMCTBEH-
HBIMU HOOTPOIIaM U aHKCHOJUTHKAM (JIBUTaTeNIbHAs aKTH-
BaIlWsl, CeIalusi, MHOPETIAaKCalns), He BBI3BIBACT a0CTH-
HEHTHOTO CHHApPOMa NpU OTMEHE. DPPEKT COeTUHCHHS
BBISBIISICTCS TIPU MAPIHTEPATBHOM M HA3HAYCHUHW BHYTPb.
Mexanusm neiictBua 3BI-1 peanusyercs uepes menTH-
JICPTUYECKYI0 CHUCTEMY. SIBISISICH MHTHOUTOPOM IPOJIH-
JPHAOTENTHAA3E], COCIMHCHNE ICHCTBYEeT Ha TaKue IeM-
TUABI KaK THPONMOepuH, cyocTtanius P, apruHuH-Ba3on-
PECCHH, HEWPOTPOIHbIE CBOWCTBA KOTOPBIX XOPOIIO
U3BECTHBL. BBIpaXKeHHOCTH (papMakoIormdeckux dpQek-
TOB BEIIECTBA HAXOAWTCS B MPSMOH 3aBHCHMOCTH OT €T
WHTHOMPYIOMIEH MPOIMIIHAONECITHAA3Y AKTUBHOCTH.

[TokazaHo, YTO CHHTETUYECKHE aHAJIOTH DHKE(PATHHOB
— arOHMCTHI OIIMOUHBIX JIENIETa-PEEITOPOB IPEIOTBPa-
[IA0T pa3BUTHE TPEBOTH, MOBbIMIAS (DYHKIIMOHUPOBAHHE
9HJIOTEHHOI OMUOUIHON CHCTEMBbI, 0COOEHHO B YCIOBUSIX
€€ UCTOIICHUS.

CrocoOHOCTBIO MOIYTMPOBATh COCTOSIHAE YHJOTCHHOM
OITMOUTHON CHUCTEMBI 00JTaJaeT CeNaHK — TeNTalelTHI
Thr-Lys-Pro-Arg-Pro-Gly-Pro, cuntesupoBannbiii B WH-
CTUTYTE MOJEKyJIsipHOH reneruxku PAH u usydeHHbIN B
HUU dpapmakonoruu, KOTOPhI 061aaeT OTYETIINBBIM aH-
KCHOJIIUTHYCCKUM 3(D(HEKTOM, HE BBI3BIBAS [IPU ITOM Cela-
UM U MHOpeNaKkcaruu. Hapsay ¢ TpaHKBUIN3HUPYIOITHM
addexTom, cenaHK 007aJaeT MPOTUBOTUIIOKCHYECKOW H
HOOTPOMHOM akTuBHOCTHIO [28, 48, 83]. TlokazaHo, 4TO
CENIaHK UHTHOUPYET SHKE(aITNHA3EI CBIBOPOTKH KPOBH e~
JI0BeKa, ATOT 3((dekT Ooyee BhIpaXkeH, YeM y HHIHOUTO-
pOB TienTHAa3 OamMTpanuHa U mypomuiuHa [25]. B Ha-
CTOSIIIEE BPEMs CEIaHK HAXOAUTCA Ha KIMHUIECKOM H3Y-
YEHUU.
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AHKCHOJIMTHYECKOE U HOOTPOIHOE ACUCTBUE OKa3bIBa-
0T TPOM3BOAHBIE OCH3THIPWINIUIMHA, CHUHTE3UPOBaH-
Hble B OIeCCKOM TrOCyIapCTBEHHOM YHHBEPCHUTETE U U3Y-
yennsle B HUM dapmakonorun. It COeqUHEHUS, KOTO-
pbleé MOXXHO OTHECTH K TpYIIE ICEBAONENTHAOB H
paccMarpuBarTh Kak N-OCH3THIPHIbHBIE MPOU3BOAHBIC
[IMLKHA, UMEIOT CTPYKTYPHOE CXOICTBO HE TOJIBKO C OEH-
30[Ma3enMHaMu, HO U ¢ nupaneramoMm. bermumun (P-55;
MeTunoBbIi 3¢up N-(2-aMHHO-5-0pOMOEH3TUAPUIT) TIIH-
[IUHA), HApSy C aHKCHOJIMTUYECKONW U MPOTHBOCYIO0POK-
HOW aKTHBHOCTBIO, 00JIa71aeT BBIPAKEHHBIM HOOTPOIIHBIM
cBoiictBom [13].

B HUU ¢apmakonorun PAMH meTonoM menTHaHOro
Ju3aiiHa Ha OCHOBE MPOJIMHA CUHTE3UPOBAHbI ENTHIHbIE
QHAJIOTH TMHUpaleTamMa — alWIIpOIMl IUIENTUABI, CPEIH
KOTOPBIX OTOOpaH M HM3Y4YeH HOOIENT (ITHIIOBBIA 3(up
N-¢denun-L-nponwnmuuuna, ['BC-111) [19, 75, 92, 104].
B skcrnepuMeHTax yCTaHOBJIEHO, YTO HOOMENT 00janaeT
MO3UTHUBHBIM BIMAHUEM HAa MHECTUYECKHE (DYHKLINH, HEH-
POIPOTEKTOPHBIM M MATKUM aHKCHOJIMTUYECKHM CBOWCT-
BoM. Hooment mposiBUiI aHKCHOIUTHYECKYIO 3(h(eKTHB-
HOCTb [JIaBHBIM 00pa30M Ha MOJIENSIX HEHAaKa3yeMoro Io-
BE/ICHUS, OCHOBAHHBIX HA OPHEHTHUPOBOYHO-UCCIIEI0BATE-
JILCKOM TOBEIEHUH (OTKPBITOE MOJIe, IPUIIOAHATHINA Kpec-
ToOOpa3Hblii  nabupuHT). B NPOTHUBOMOIOKHOCTD
OeH3o/1Ma3enHaM HOOIETIT He OKa3bIBaeT aHKCUOIUTHYE-
ckoro 3¢ ¢exra B ycIoBUAX KOH(IMKTHONW cUTyalnu (Ha-
KazyeMoro TMoBelIeHHs). 3HAYUTEeNIbHO OoJiee BhIpakeH-
HBIM, YeM Y HOOIIeNTa aHKCHOIUTHIECKUM d(pdexToM 00-
JaaeT ero OCHOBHOM METa0ONUT LHUKJIONPOIMINIMIIH
(IIIIT"), koTOpbIii OKA3bIBAET B IKCIIEPUMEHTE aHKCHOJIH-
TUYECKOE JIeHICTBHE KaK B YCJIOBHSIX HaKa3zyeMoro, Tak W
HeHakazyemoro nosezeHus [20]. AHKCHOTUTHYECKUH d-
(ext LTI BBIABISAETCS TOIBKO MIPHU €TO UCTIOJIB30BAaHUU B
Masbix fo3ax (0,05 — 0,1 Mr/kr BHYTPUOPIOIIMHHO), TPH
YBEJIMUEHUU JI03bl €ro JIeHCTBUE yMEHbIIaeTcs. BaxHo
otMmeTuth, yto L{I1I" oGHapykeH B MO3Te )KUBOTHBIX B Ka-
4YecTBe SHAOTeHHOH cyOctaniuu [19]. MoxHo mpeamnona-
rarb, uto L{III" BeIMOSTHSIET POJIb SHJOTEHHOTO AHKCHOJIN-
THKA W IPUHUMAET YYacTHE B PErYJISIHUH SMOIIMOHAIBHO-
TO CTpecca U TPEBOXKHBIX COCTOSIHUMN. B HacTosiee Bpemst
HOOTICTIT HAXOUTCS HA CTAJIH KIMHUYECKOTO U3yUYCHHS.

Hapsiny ¢ 0603HaueHHBIMH BBIIIIE HAPABICHUSIMH, I10-
UCK HOBBIX aHKCHOJIUTHKOB OCYIIECTBIIAETCS Cpeau Be-
IIECTB, BIUAIOLINX Ha PEIENTOPbl KOPTUKOTPOIIMH Pelu-
3UHT (haKTOpa, AaHTArOHUCTOB CUTMa-2-perenTopoB, aHTa-
TOHUCTOB HEHPOKUHMHA |, aTOHHCTOB TMCTaMUHOBBIX H3
peuentopoB, nuHruouTopoB MAO- A, JIODA nexapboxcu-
Ja3bl U JIp.

Taxum 00pazom, cciaeJ0BaHuUs MTOCIEAHUX JIeT B 00a-
CTH HEHpOHayK U (papMakoJIOruu CYUIECTBEHHO PaclINpH-
JIM TIPEACTABJICHUS O MEXaHU3MaX aHKCHOTeHe3a, IoKa3a-
JU TETEPOreHHOCTh AHKCHOJIUTHKOB, MHOrooOpasue Hux
(hapmakonornyeckux 3(PQPEKToB, pazInyue MEXaHU3MOB
pealm3zaliy  aHKCHOIUTHYECKOTO JEWUCTBUS, BBIABUIH
(hapMakoreHeTHYECKUE 3aKOHOMEPHOCTH HX JACHUCTBHSL.
HoBble npencTaBnenus pacupsitoT BO3SMOKHOCTH ITOUCKa
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MEPCIEKTUBHBIX AHKCHOIUTUYECKUX CPEICTB CEIEKTHB-
HOTO THUIIA, OONIAJAIONIMX BBICOKOW 3()()EKTUBHOCTHIO H
JIMIIEHHBIX MOOOUHBIX 3((PEKTOB TPaJUIIMOHHBIX CPEACTB
9TOH IPYIIIbL.

Pabora BemonaeHa mpu nomnepxke INTAS (rpaHT
Ne 00-711).
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PROSPECTS OF SEARCH FOR NEW ANXIOLYTICS

T. A. Voronina and S. B. Seredenin

Institute of Pharmacology, Russian Academy of Medical Sciences, Baltiiskaya ul. 8, Moscow, 125315 Russia

Based on an analysis of the present-day knowledge of the pathogenesis of stress, neurosis, and neurosis-like states, the paper highlights the spectrum of
pharmacological activity and the mechanisms of action of the commonly used anxiolytics. The main trends in the search for new anxiolytics in Russia and abro-
ad are considered and the most promising directions are indicated. A special attention is devoted to drugs of the new generation, representing agents with diffe-
rent tropicity toward benzodiazepine and GABA receptor subunits, endogenous and exogenous membrane regulators of these receptors, glutamatergic and se-
rotoninergic anxiolytics, hormones, nucleic acid metabolites, substances influencing energy metabolism, neuropeptides with anxiolytic action, etc. A new clas-
sification of anxiolytics based on the mechanisms of their action is proposed. A special focus is placed on the achievements of Russian pharmacologists in the
design and development of the new generation of anxiolytics.





