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BNMUAHUE XPOHUYECKOIO BBEAEHUA MTAJNIONEPUAOINA
N PUCNEPUOOHA HA YPOBEHb AYTOAHTUTEN K AOPAMUHY

N JO®PAMUHOBbLIM PELIENMTOPAM Y KPbIC

M. B. BatypumHa, 3. B. Beliep, B. A. Batypun!

JmmrensHoe (30 qHel) BBeneHHE KpbIcaM HEHPOJICNITUKOB TaJloNEepuI0iia U PUCTIEPHIO-
Ha IPUBOJIMJIO K MOBBIIICHHIO YPOBHS ayTOAHTUTEN K JO(aMUHY Y KPBIC B CpPEIHEM B 5,5 pa3
(p <0,01) He3aBHCUMO OT UCIIONB30BaHHOMU 703bI mpenapatoB (0,1 u 0,5 mr/kr). OmHOBpe-
MEHHO BEIeCTBA B 00EHX /033X CONMOCTABHMO YBEINYMBAIH COAEPIKAHHE AyTOAHTUTEN K
nodamuHoBBIM perienitopam 1-tumna B cpeaneM B 40 pas (p < 0,01). TuTp miua3MeHHbIX aHTH-
TeNl K 0(GaMHHOBBIM pPEIENTOpPaM 2-TUIa TaKkKe BO3pacTall, B HAHOONbIICH CTENEHH MPU

UCTIOIb30BaHUU HU3KOH 103! pucnepunona (0,1 Mr/kr).

KiioueBble cJI0Ba: TaoNepUION; PUCIICPHIOH; ayToaHTUTENa; AodhaMuH; 10(GaMUHOBBIC

PELEeNnTOpPBI; KPBICHL.

BBEAOEHUE

XpOHMUECKOE BBEJIEHHUE JIEKAPCTBEHHBIX CPEACTB CIIO-
COOHO BBI3bIBATh KOMILIEKC a/IalTAllMOHHBIX U3MEHEHUH,
KOTOpBIE, KaK IOJIaraloT, MPUBOIAT K CHHKEHHUIO HX 3(¢-
(EKTUBHOCTH. YCTaHOBJICHO, YTO MOYKET M3MEHSATHCS KO-
JIUYECTBO U YYBCTBUTEIBHOCTD CHEIM(PHISCKUX PELEHTO-
pos (P), peanusyromux aerictue npemnaparos [1]. Hapsiy
C 3TUM B IOCJIEHHE roAbl 00CYXKIAaeTCs BayKHas POJIb ay-
toanTuten (AAT) B perynsiuu pa3TudHbIX BHIOB 0OMeHa
U pa3BUTUH JEKAPCTBEHHOM TOJIEpaHTHOCTH [5]. Dkcmpec-
CHSl OIPEJeNICHHOTO ayTOAHTUICHA BBI3bIBAET MMMYHHBIH
OTBET B BUJIC HApacTaHUs YpPOBHEH ayTOAHTUTEN K HEMY B
kpoBu. [Ipu 3TOoM moBeIeHHas BeIpaboTka AAT Kk aHTH-
reHaM HEeHpOHOB rojoBHOro Mo3ra (I'M) MOXET CITy>KUTb
MIPUYUHON pa3BUTHS Tcuxudeckoil maronoruu [8]. IIpak-
THUYECKHU SKETOIHO MOSBIISIIOTCS] COOOIICHMS O HOBBIX aH-
tureHax-mumeHsx AAT B HellpoHax IpU TEX WIM UHBIX
3aboseBaHusaX HepBHOU cuctemsl. Tak, y 94 % mnuw, ctpa-
JAOIMIAX MHU30(QpeHUEH, MpH MYJIBTHIIAPAMETPHYCCKOM
MMMYHOJIOTHYECKOH OLICHKE OOHAPYKUBAIOTCSI OTKIIOHE-
Hus B ipoduiie AAT K pa3nuyHbIM PeLeNTOPHBIM 00pa3o-
BaHusM ['M [9]. Mexy TeM B Haleit 1abopaTopuu ObLIO
YCTaHOBJIEHO, YTO XPOHHUYECKOE NMPHMEHEHUE HEHpoIer-
THKOB MOXET TOBBIIIATh COACPKaHNe NO0(haMUHOBBIX P B
Tkaau ['M y xpoic [2]. B cBsi3u ¢ 3TUM mpencTaBisuioch
WHTEPECHBIM OIICHWUTH W M3MeHeHue ypoBHerd AAT k go-
¢damuHOBBIM P 1 1odamMuHy y JKUBOTHBIX, KOTOPBIM XPO-
HUYECKH BBOJIWJIN HEWPOJENTHKHU TaJONEePUION U pHUCIIe-
PHUIOH.

! ®I'BOY BO “CTaBpononbekuii rocyjapCTBeHHbIH MEIHIHHCKHI
ynuBepcuter” Munsapasa Poccun, Poccus, 355000, Craspo-
oJb, yi. Mupa, 310.

© 2021 Konnektus aBTOpOB

METOAbI UCCIIEOOBAHUA

OnbIThl ObUIH BBITIOJHEHBI HA 76 OEJIbIX KpbICax JIMHUH
Bucrap ¢ maccoii Tena 350 — 400 r. XKuBoTHble ObUTH TIO-
ay4enbl u3 OI'YII “TIuToMHUK 1a00PAaTOPHBIX KUBOTHBIX
“PanmonoBo” PAMH (r. PammonoBo, JlenuHrpaackoi
0011.). JKMBOTHBIX colleprKalid B BUBAPUHU MPH UCKYCCTBEH-
HOM OCBEIICHUH C yepesoBanrueM 12 4 ceet/12 4 TemMHOTA.
OO6ecrieunBany CBOOOAHBIN JOCTYI K KOpMY U Bojie. bbuin
chopMHUpOBaHBl 5 TpyMIl XKUBOTHBIX. B mepBoii rpymme
KpbICaM BHYTPUOPIOIIMHHO BBOAMIIHM TaJIONEPUIOI B 103€
0,1 mr/kr, a Bo BTOpOii rpymme — B no3e 0,5 mr/kr. Kpbi-
caM TpeThel TpyNmnbl BBOAWIM PHUCIEPHIOH B J03€
0,1 mr/kr, a werBeproit — B go03e 0,5 mr/kr. O6a Helipo-
nentuka npumeHsuii B Teuenue 30 cyt B 00béme 0,2 M.
KonTponeM ciyxwuia rpymnma KpbIC, KOTOPbIM BHYTpH-
OpIOLIMHHO BBOAWIM B aHAJIOTUYHOM 00BbEME (hPU3HNOIIOTH-
YeCKUI pacTBOp.

[To 3aBepIeHUI0 XPOHHYECKOTO BBEIEHUSI HEHpOIe-
THKOB y KPBIC 3a0Mpajiil BEHO3HYIO KPOBb U MTOIYYAJIH ChI-
BopoTKy. Konmuectsennoe omnpenenenne AAT B CBIBOPOT-
K€ KPOBH IIPOBOIMIIM METOIOM TBepro(a3HOro MMMYHO-
(hepmenTHOTO aHanM3a. J{s BBISBICHUS YPOBHS aHTHUTEI
K nodamuHy, a Takke K gopamMuHOBEIM P D- n D,- Ha
TBepJoH (aze MOIUCTUPOJIOBBIX IJIAHIIETOB OBLT MMMO-
OWITM30BaH AHTHUTCH COOTBETCTBYIOIIECTO PELENTOpa WIIH
nodamuna (Cloud-Clone Corp.). [IpumeHsmch TecT-cuc-
Tembl pazpaborannsie OO0 HIIO “Ummynorskc” (Poc-
cusi). Pesysnbrarel aHaIM30B PETUCTPUPOBAIN C TOMOIIIBIO
(oroMeTpa BEPTHKAIBLHOTO CKAaHWPOBAaHUS TPH JIJIHHE
BOJIHBI 450 HM.

OKCIEPUMEHTHI Ha AKUBOTHBIX IIPOBOJIMIIM B COOTBETCT-
BuM ¢ IIpaBunamu, npunsateiMu EBponelickoit KonBeHnu-
eil 1o 3ammre MO3BOHOYHBIX KMBOTHBIX, UCIOJIb3YyEeMbIX
JUIA DKCTIEPUMEHTAIBHBIX U MHBIX HAay4yHBIX LEJIeH, U Mo-



JIOXKEHUH 3THdeckoro komurera CTaBpOMOJIBCKOTO rocy-
JTapCTBEHHOT'O MEAMIIMHCKOro yHuBepcurera. IlomydeH-
HbIE JTaHHbIE ObUTH 00pabOTaHbI CTATUCTUYECKH C TIPUMe-
HeHueM kputepueB CThioeHTa (IIPU HOPMAJIbHOM pac-
npeneneHn) U ManHa — YutHU. Pazmuuus Mmexnay
rpynnaMy CYHATAJIUCh JOCTOBEPHBIMH IIpU 3HAYECHHS
p <0,05.

PE3YJIbTATblI U UX OBCYXOEHUE

OueHka ypoOBHEH ayTOAaHTUTEN Y KpPbIC KOHTPOJIBbHOM
IPYIIIB [T0Ka3alia, YTO ayToaHTuTeNna K AohaMUHy U J10-
(haMHHOBBIM peLENTOpaM ONPEAEISIOTC B KPOBU Y BCEX
JKUBOTHBIX. OIHAKO UX COJEepkKaHUE B KPOBU ObUIO MUHH-
MaJbHbIM. OTO BIIOJIHE COOTBETCTBYET COBPEMEHHBIM
MIPEJCTABICHUAM O POJIM AyTOAHTUTENl U IMOATBEPIKIAET
HaOJIIOZIeHUsT IPYTUX HCClleioBareneil, KoTopble oOHapy-
JKUBAJIM HAJIMUUE ayTOAHTHUTEN IPAKTUYECKH KO BCeM Oell-
KaM OpraHu3Ma y 3J0pOBBIX JIOAEH U dKUBOTHBIX [7].

B rpymmax kpeic, MOTydYaBIINX HEHPOJEITHKH, OBLIO
0oOHapy)KeHO CYIIECTBEHHOE IOBBIIICHHE ypoBHeW IgG
AAT x nodamuny u nopamuaoBbM P. [Ipu 3TOM BBIsSIBIIC-
Hbl OTIMYMSA MEXIY IpylIaMH KpbIC, MOJYy4aBILIUX pPa3-
HbIC HEUPOJICTITUKY (TabHIIa).

VYposuu IgG k nodaMuHy yBenTUYMBAIHUCH TIO CpaBHe-
HUIO C KOHTPOJIEM B II€JIOM OJAMHAKOBO BO BCEX IpyMIax
KpBIC, KaK MIPU BBEICHUH TaJIONEPUI0Ia, TAK U PUCTIEPH-
noHa. BaxkHo, uTo 3¢hdexT He 3aBUCEN OT J03bI Mpernapa-
TOB. [Ipy 3TOM B TpyImnax »KUBOTHBIX, TOJYYaBIIUX Tajio-
nepunoi, ObuTH 00HapykeHbI Boicokue THTPHI IgG k D, -P.
Conepxanue 1gG x D,-P Taxke Obl10 BbIIIE, YeM B KOH-
TpOJIe, HO B TOPA3[0 MEHbIIEH CTENEHH, YeM KOHLIEHTpa-
must 1gG x D-P. B rpynmne kpbic, KOTOPBIM BBOJMIIH Tajio-
niepu o)t B o3¢ 0,1 mr/kr, ux konuuecTBo ObUIO B 4,2 paza
Hmxe, a B o3¢ 0,5 mr/kr — B 4,9 paza, 4eMm cojepaHue
AAT IgG x D|-P. ¥V :xuBoTHBIX Ha ()oHE BBEJECHH PUCIIE-
punoHa B go3e 0,1 mr/kr yposuu IgG x D,-P 6s11 conoc-
TaBUMBI ¢ cozepkanueM AAT y Kpbic, MOTy4aBLIMX rajio-
nepunoit. OnHako Ha poHe ucnonb3oanus 0,5 Mr/Kr puc-
nepunoHa TTpsl 1gG k D-P 6bumn HIKe (p < 0,05), gem
[P BEJCHUU TaJIONEPUIONa U PUCTIEPUAOHA B MEHbLICH
noze. Conepxxanue B mia3me kposu IgG k D,-P B rpynmax
JKUBOTHBIX, MOJyYaBIIUX PUCIEPHUIOH, ObLIO 3HAUYUTEINb-
HO BBIIIIE, YEM Y KPBIC, KOTOPBIM HHBEIIMPOBAIH 00€ 1035l
ranonepuoia. [Ipu aTom camblif Beicokuii ypoBeHb AAT
IgG k D,-P 6511 00HapyXeH y >KUBOTHBIX, KOTOPBIM BBO-
JIWIIA PUCTIEPUIOH B MeHbInel o3¢ — 0,1 Mr/kr.

M. B. barypuna n ap.

Takum o00pazoM, HEHpOJIENTHYECKUE CPEACTBA IPH
JUIUTEIIbHOM BBEJCHUU BBI3BIBAIOT TMOBBILICHUE YPOBHS
AAT x nodamuny u ero P o6oux tunos B I'M kpeic. [Ipu
9TOM BBIPQXEHHOCTh YKa3aHHBIX M3MEHEHHH B orpene-
JICHHOM CTENeHW 3aBUCUT OT (PapMaKOJIOTHUECKUX OCO-
OeHHOCTEH TMpernapaToB W UCHONIb30BaHHON m03bl. [lomy-
YEHHbIE HaMHU pe3ylbTaThl MOATBEPXKIAIOT IIOKa elle
KpaifHe HEeMHOTOUYHCIICHHBIE (DaKThl, CBHIETEIBCTBYIOIINE
0 CIIOCOOHOCTH HEMPOJIENTUKOB OKa3bIBaTh BIIMSHHE Ha
cogepxxanue AAT k nodpamunoBbeiM P. B wactHOCTH, raso-
nepuaon mnocie 30-IHEBHOrO BBEACHUS U3MEHSUI KOJIUYe-
cTBO cBs13aHHBIX ¢ IgG D,-P B kope 1 muMOHYECKUX CTPyK-
typax I'M kpoic. [lo MHEHUIO aBTOPOB, OOHAPYKEHHOE
CBOMCTBO Ipenapara MOXeT ObITh YacThIO €ro TepareBTH-
yeckoro aeictBus [12]. C yyeToM AOByX BaKHBIX 0OCTOS-
TEJILCTB, C ATUM BBIBOJIOM BIIOJIHE MOKHO COIVIACHTHCSL.

IlepBoe 3axiro4yaeTcss B TOM, YTO Pa3BUTHUIO Pa3HBIX
(hopM MCUXOMaToIOruu HEeU30€KHO COIMYTCTBYIOT UMMY-
HOJIOTMYECKUE HApYLICHUs, B TOM YHCJIE H3MEHEHHE
ypoBHs AAT. Tak, yxe mpu nepBbIX KIUHHYECKUX MIPOSB-
JneHuAx muszoppeHun y 25 % nereir oOHapyKuBaeTcs I1o-
BelieHue cofepxkanus AAT k D,-P [8]. Ilo apyrum nan-
HBIM, yBenudeHue ypoBHs AAT k TeM xe peuentopam Ha-
omonaerca y 79 % OGonpHbIX mm3zodppenueit [3]. Oxnako
HEOOXOIMMO OTMETUTh, YTO KOPPEIALUS MEXKIYy THTPOM
AQHTHUTEN W BBIPAKEHHOCTHIO KIMHUYECKHX CHMIITOMOB
onpezensiercs He Bcerna [15].

Jpyrum o06CTOATENECTBOM SIBIISIETCS MPOAEMOHCTPUPO-
BaHHAass B HEKOTOPBIX HCCIECAOBAHHUAX BO3MOXKHOCTb
TpaHchopMau UMMYHOJIOTHYECKUX paccTpoiicTB B I'M
B MOBEJICHUECCKHE HapymieHus U yuactue B 3ToM AAT. Ilo
MHEeHHIO psia aBTopoB, AAT k nodaMuHy MOTYT OKa3bl-
BaTh HEMOCPEJICTBEHHOE BIHMSIHHUE Ha MOBEICHYECKHE Pe-
AKLUU SKCTIEPUMEHTAIIbHBIX )KUBOTHBIX, & UX KOJHMUYECTBO
OTpaXkaTb yCTOWYMBOCTh KPbIC K SMOIIMOHAIBHOMY CTpEC-
cy. Tak, npu OlLleHKe YCIOBHOM peakiiy MacCHBHOTO H3-
OeraHus BBISBICHO COKpallleHHE JIATEHTHOTO MepHoa OT-
BETa y JKUBOTHBIX C BBICOKMM coaepxkanuem AAT [10].
CornacHO ApYrHM JaHHBIM, BBEJICHUE SK30T€HHBIX aHTH-
TeNn K A0(aMUHY OTUETIMBO YTHETaeT JBUTATEeIbHYIO aK-
TUBHOCTB MbIlIEH B TecTe “OTKpbITOE MMoJie”, YTO COBIIa-
JIaeT CO CHMKEHUEM COJIepyKaHUs HelipoMeanaTopa B CeH-
COMOTOpHOH Kope u rumnmnokamne [4]. Ha kietounom
ypoBHe AAT k n0(haMHHOBBIM P MOTYT MEHATH UX (PyHK-
LUIO IyTeM CHIDKEHHs YPOBHS aJCHUIATIMKIA3BI U BMe-
[IaTeNILCTBA B CUTHAJIbHBIC MTyTH, aKTHBUPYEMbIE KalbMO-

YpoBHH ayToaHTHTE] (MKI/MJI) B CBIBOPOTKE KPOBH Y KPbIC NOCJI€ XPOHUYECKOTO BBeIeHHH HeiiposienTukoB (M + mt)

1gG Jodpamun

Konrponsrast rpynma (n = 20)
lanonepunon 0,1 mr/kr (n = 15)
Tanonepunon 0,5 mr/xr (n = 14)
Pucnepupon 0,1 mr/kr (n = 15)
Pucniepunon 0,5 mr/kr (n = 12)

42,12 £ 8,49
245,62 +42,36*
216,65 £ 35,44*
255,81 £ 31,82*
237,19 + 38,68*

* p <0,01 o cpaBHEHUIO C KOHTPOJILHOM TPYIIION.

1gG D, 1gG D,
7,64 1,27 5,54 + 0,87
346,94 + 28,44* 82,81 £ 4,60*
313,88 £27,05* 63,98 £9,23*

319,36 + 25,07*
269,69 £ 29,88*

326,11 + 12,88*
286,91 £ 19,71*
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JyNMUH-3aBUCUMOM kuHa30il II. Dtor ¢epmeHT, B CBOIO
oyepesib, HEMOCPEICTBEHHO KOHTPOJIUPYET BBICBOOOXK/IE-
Hue Helipomenuaropa [13]. BaxHo, yTo anTtuTena K goda-
MHUHOBBIM pELENTOpaM MOTYT KOHKYpUpPOBaTh C HEHpo-
JENTUKaMU U YMEHbLIATh UX CBs3bIBaHue Ha 20 — 25 %,
YTO, B CBOIO O4Yepe/ib, CIOCOOCTBYET Pa3BUTHIO TOJIEPAHT-
Hoctu [11]. C gpyroii cTopoHBl, aHTUTENa K J0paMHHY,
BBOJIMMBIE B XBOCTATOE SAPO KPBIC, CIIOCOOHBI HHIYLIUPO-
BaTb Pa3BUTHE OCHOBHBIX CHUMIITOMOB IapKHHCOHHM3Ma
(OJIMTOKWHE3UI0, PUTUAHOCTH U TPEMOP), MPHYEM 3TOT
3¢ dexT B Oombllell CTENEHH BBIPAXEH y CTapbIX KHBOT-
HBIX. MOXHO TPEAINONI0KHUTD, YTO MOBBIIIEHUE UX YPOBHSA
[IpU Tepanuy HEUPOJENTUKAMH MOXKET ObIThb, CPEIH IMPO-
Yero, OTBETCTBEHHO 3a Pa3BUTHE JIBUTATEIBHBIX Hapylle-
HUI, BBI3BIBAEMBIX STHUMU Tpenaparamu [6].

BbIBO[bl

1. Xponnueckoe (30 mHeit) mpuMeHeHNE HEHPONENTH-
KOB rajomnepuaona W pucnepumona (B gozax 0,1 u
0,5 MI/KT) IPUBOIMT K TOBBIMICHUIO YPOBHS ayTOAHTHTEI
K 10(haMuHy B TOIOBHOM MO3T€ KPBIC B CpeTHEM B 5,5 pa3
(p <0,01).

2. BemecTBa yBEIMUUBAIOT COAEPIKAaHUE ayTOAHTUTEN
K T0(paMHHOBBIM PELETITOPaM NEPBOTO U BTOPOTO THIIOB.
BripaskeHHOCTH 3()(EKTOB HECKOJIBKO OTINYACTCSA Y HC-
CJICAOBAHHBIX ITPCIIapaToOB U 3aBUCUT OT KCITOJIB30BAHHOM
JIO3BI.
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INFLUENCE OF HALOPERIDOL AND RISPERIDONE CHRONIC ADMINISTRATION

ON THE LEVEL OF AUTOANTIBODIES TO DOPAMINE

AND DOPAMINE RECEPTORS IN RATS
M. V. Baturina, E. V. Beyer, and V. A. Baturin

Stavropol State Medical University, ul. Mira 310, Stavropol, 355000 Russia

Long-term (30 days) administration of the neuroleptics haloperidol and risperidone led to increase in the level of autoantibodies to dopamine in rats (5.5 times
on the average, p < 0.01), regardless of the drug dose (0.1 and 0.5 mg/kg). At the same time, the drugs in both doses comparably increased the level of autoanti-
bodies to dopamine type 1 receptors (42 times on the average, p < 0.01). The titer of plasma antibodies to dopamine type 2 receptors also increased, most signi-

ficantly for the lower dose of risperidone (0.1 mg/kg).

Keywords: haloperidol; risperidone; autoantibodies; dopamine; dopamine receptors; rats.





