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NCCNEOOBAHUE NMEPEHOCUMOCTU BJIOKATOPOB LIEHTPAJIbHbIX

MYCKAPUHOBbIX PELIENMTOPOB

M. A. I0auH, B. H. BbikoB, A. C. Hukudopos, A. ®. KypnskoBa, C. H. Cy660TuHa,
WU. M. UBaHoB, M. A. TioHuH, U. B. ®atees, H. I. BeHreposuu'

B akcrniepuMeHTax U3yueHa MepPeHOCUMOCTh IISTH AHTATOHUCTOB MYCKAPHHOBBIX PELEIITOPOB.
[To BIUSIHUIO HA OPUCHTUPOBOYHO-HCCIICIOBATEIILCKYIO PEAKIIUIO MPEeraparhl PacloIOKUINCh B
MOPSIKE YBEINYCHHUSI TOKCHYHOCTH: MPOLUUKIMANH < TpUreKCu(peHuImn < OSHaKTU3UH < aTpo-
muH < ckomoiaMuH. [Ipu paBHOM TEparneBTHYCCKOM HHICKCE MPEnapaToB TPUTCKCUPCHUAWT U
OCHAKTHU3MH XapaKTepr30BaIuch Hanodombei mepeHocuMocTbio (T so/E/lso 6onee 10) y mMpImei.
CKOITOJIAMUH U aTPOITUH MPOSBIISUIA MPOTHBOCYIOPOKHOE ACUCTBUE B J03aX, MPEBBIIAIONINX B
6,3 u 3,9 pasza 1036, BBI3BIBAIOLINE HAPYILICHUE OPUCHTHPOBOYHO-MCCICIOBATEIHLCKOTO MTOBEC-
Hust. TONBKO [U1s1 TPOLUMKIIMIMHA CPEIHSS IPOTUBOCYIOPOKHAS /1032 ObLIa B 3 pa3a HUKE MOPOro-
BOU. BEeHAKTH3KMH M MPOLMKIUINH XapaKTePU30BAINCh HAMOOIBIIEH TEPEHOCHMOCTBIO P BBE-
nerun kpeicam. Otromienue TIso/EJlso mist cpenctB cocrasuio 6onee 3, nporus 0,5—0,7 B

TPpyMIax ¢ BBEACHUEM TPUTEKCU(EHHUINIA, aTPONTMHA U CKOIIOJIAMHUHA.

KuaroueBbie ciioBa: M-XOJ'II/IHOGHOKaTOpI)I; TOKCUYHOCTD, IIEPEHOCUMOCTDH

BBEOEHUE

Jlo HacTosiiero BpeMeHH OJOKaTOpbl LEHTPaJbHBIX
M-XOJIHHOpenenTopos (M-XP) ocraioTcsi He3aMEeHUMbBIMU
CpeAcTBaMu JJIs HEOTJIOAKHOM Tepaluy OTpaBJIEHUi opra-
Ho(ocharamu [13]. DTH mpemapaTsl NPUMEHSIOTCS TPH
JICUCHUH DKCTPAIMPaMUIHBIX 3a0osieBaHuid [6], a Takke
JUISL IPEAYNPEeXIEeHUs] TaKUX PAacCTPOMCTB Kak aKaTH3Us
[10], muckmuesmst [11], BBI3BIBAEMBIX HEHPOIENITHUKAMHA
(xyopripomasuH u ranonepunon). HecMoTps Ha mmpokoe
BHe/IpeHHne J0(haMUHEPTUUECKUX MpenaparoB OJI0KaToOpbl
M-XP ocraroTcs cpencTBamMu BbIOOpa IS JiedeHHus 0oje3-
Hu [lapkuHcona [5]. Tloka3aHo, 4To Ha paHHUX ATanax 3a-
OoJieBaHMsI MPUMEHEHHE MYCKapUHOBBIX aHTATOHUCTOB HE
TOJIbKO YMEHbBILAET HENPOU3BOJbHBIA TpPEMOp, HO U 3a-
MeJIsIeT BO3HUKHOBEHUE HEOOX0IMMOCTH MCII0JIb30BAHUS
ArOHUCTOB JO(PaMUHOBBIX PEIEITOPOB. Y YUTHIBAS TO, YTO
3(pPEeKTUBHOCTD MOCICAHUX, 3a9aCTYI0, OrPaHHIHBACTCS
5—10 romamMu mnpuemMa, palMOHAIBHOE HCIOJIb30BaHHE
6nokatopoB M-XP yrmyunraeT kauecTBO KU3HU MAIMEHTOB
¢ 6onesnpio [lapkuHcoHa [8].

B toxxe Bpems npumMenenue 61o0katopoB M-XP compsi-
JKEHO C BBICOKOM 4acTOTOM pa3BUTHA MOOOYHBIX d(dek-

YuuTsiBas COXpaHSIONIYIOCS aKTyaJbHOCTh HCIIONB30-
BaHUSl AHTUXOJIMHEPIMUECKUX CPEICTB B KIMHHYECKOU
MPAKTUKE U HU3KYHO 0€30IIaCHOCTh WX MPUMEHECHHUS, 1eITh
HACTOSIIET0 UCCIEIOBAaHUS COCTOANIA B AKCIIEPUMEHTAIIb-
HOM HCCJICIOBAHUH ITEPEHOCUMOCTH 0J1I0KaTOpoB M-XP.

METOAbl NCCNEOOBAHUA

B skcnepumenTax Ha 220 6embix Kpbicax-camuax u 450
MBIIIAX-CaMIax HCClienoBaHa (hapMaKOIOTHIECKast aKTHB-
HOCTb OCHaKTH3WHA, TPUTreKCH(PEeHnANA, MPOLUUKINITHA
U CKOIlOJaMMHa. B kauecTBe mpemapara CpaBHEHUS HC-
noJb30Baju arponuH. CyOcTaHIMM IMpernapaTtoB pacTBO-
psiin B BOAC YU BBOAWJIW MbIIIaM U KpbICaM, COOTBETCTBCH-
HO BHYTPHOPIOIIMHHO ¥ BHYTPHMBIIICYHO B J03aX
0,2 — 300 mr/kr.

[Toporoseie 10361 OioKaTOpoB M-XP 1o BiIHMsSHWIO Ha
OPUEHTHUPOBOYHO-HUCCIIEAOBATEIbCKYIO0 PEAKLUI0 MBIIIeH
ompezaensin B Tecte “orkpeitoe mone” [1]. B kadectse
KPUTEPHsI IOPOTOBOTO BO3JAEHCTBUS MpENaparoB CUUTAIN
JIOCTOBEPHOE M3MEHEHHE XOTS Obl OJIHOTO M3 NapaMeTpPOB

TOB. 3a4acTyr0 UMEHHO PHUCK MX Pa3BUTHS OIpEIesieT 6T01/I Hnl6
CHIDKCHHE YaCTOThl Ha3HAUCHUSI MYCKApPUHOBBIX aHTAro- _ 14
HUCTOB nipH [lapkuHCcOHM3ME. BBIpaskeHHOCTH MOOOYHBIX 30 L 1o
[IpernapaToB HOCUT [0303aBUCUMBIN XapakTep. B manbix 40 10
7103ax Tperaparbl BHI3BIBAIOT YBEINICHHE BDEMCHHU peak- 5 8
M 1 9Hclia OMMOOK, B OOJBIINX JJ03aX — HAPYIIAIOT yC- L6
JIOBHOPE(IIEKTOPHYIO JEATEeIbHOCTb, BOCIIPUSATHE, BBI3BI- 201 L4
BAIOT aTaKCUIO U “XOJIIMHEPTUUECKOe onbsiHeHUe” . B mopo- 104 L)
TOBBIX JI03aX IpenapaTbl 00aJat0T AMHECTHUECKUM JIeii- ] : : . 0
creueM. O4YEBHAHO, YTO OSTOT KPUTEPUHl JIOIKEH Arpormn - Tpureken- - Benak- — Cromo- Tlpouk-
YUHMTBIBATHCS TP TIOAGOPE 10361 MPETIapara. q’eHHH:HTH R e

! Hayuno-uccie0BaTebCKuil  HCIBITATC/IGHEI HHCTHTYT BOCH-
Hoii MenuiHel BMA um. C. M. Kuposa, 195043, Cankr-Ilerep-
Oypr, yi1. JlecomapkoBasi, 4.

© 2013 KomnexkTuB aBTOpOB
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Puc. 1. TepaneBruueckue UHIEKCH U [IOKA3aTEIU IEPEHOCUMOCTH
61oKxaTopoB M-XP 1mpu BBEAECHUN MBIIIAM.
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JlaTenTHbIH Iepuos, ¢

Jlo3a, mr/kr

[ Arponun

B CxononamuH

Tpurexcupenuaun

m benakrusun

B) Npounknuaun

Puc. 2. Biusiaue OnokaropoB M-XP Ha JIATCHTHBIN MEPHO MEpexo/ia KPbIC U3 CBETIIONW B TEMHYIO Kamepy (YCIOBHBIN peduiekc) B TecTe

YPIIN.

MIOBE/ICHUS KPBIC B TpymIe. Biusaue mpemaparoB Ha Ko-
OpAMHAIIMIO JIBM)KEHHI OLEHHBAIM C IOMOIIBIO TecTa
“Rota-Rod” [9]. PaccuutbiBaim CpemHHE TOKCHYCCKHE
no3sl (T/l,) 6moxaTtopoB M-XP, BEI3BIBAIOIINE aTaKCHIO Y
MIOJIOBHHBI KPBIC. B KauecTBe KpUTEpUs aTaKCHUH paccMar-
pHUBaJIM HECTIOCOOHOCTD KPBIC YAEP)KUBAThCS Ha Bpallaro-
memcsi crepykae B TedeHre 80 ¢ B TpeX MOMBITKAX.

[TpoTHBOCYIOPOKHYIO aKTHBHOCTH MPENapaToB OIICHH-
BaJIU TI0 JIATCHTHOMY HEPHOLY Pa3BHTHUS U JUTUTSIHHOCTU
CYIOPOT TIPH OTPABJICHUH KHBOTHBIX JAUU3OMPONHI(TOP-
¢docparom (ADPD) B noze 1 JI/1,. PaccunTsiBamu cpennue
s¢dexruBHbie npoTHBOCYAOpOXKHDBIE 10361 (Ell5) () G11O-
KaropoB M-XP, BBI3bIBAIOIINE KYNTMPOBAHUE CYNOPOT Y TI0-
JIOBUHBI >KMBOTHBIX, mnonyunBmux DD, He mno3nHee
120 muH OT Hayasa HHTOKCUKaUuu. Onpenensiiiu cpeaHee
spdexruBaoe Bpems (ETs)) KymupoBaHMs Cymopor mpu
BBCJCHHH npenaparos B 1ose 1 Efls, ..

Bnusaue npemnaparoB Ha BOCIPOW3BEICHHE KPATKO-
CPOYHOM AMSATH Y KPBIC H3y4alil B TECTE YCIOBHOTO ped-
nekca naccuBHoro nzberanus (YPIIN) [2]. Ha ocHoBaHuK
W3MCHEHHS JIATEHTHOTO MEPHOJIA MEPEeX0oa KHBOTHBIX U3
CBETIIOTO B TEMHBII OTCEK PACCUMTHIBAIN CPEIHIE TOKCH-
geckue 1035l (T s yprry), BBI3BIBAIOIIUE “‘CPBIB” YCIOBHO-

ro pedrekca y TOMOBUHBI KUBOTHBIX. B KadecTBe KpuTe-
pHUsl pa3BUTHS MHECTHYECKHX HApYIICHWH NPUHUMAIH
3a0bIBaHUE (TIEPEXO KPBIC U3 CBETIIOH B TEMHYIO KaMepy
IIPU TECTUPOBAHUH B TeueHHE 3 MUH) c(HhOpMUPOBAHHOTO
HaBbIKa Y 00yU€HHBIX )KUBOTHBIX yepes 3 4 BBeIeHus 0J10-
katopoB M-XP.

i kaxzoro mpemnapara onpeAessiia CpeiHue JieTallb-
Hble 10361 (JI/15,), BRI3BIBAOIINE THOCTH TTOJIOBUHBI XKH-
BOTHBIX B TeueHue 14 cyT nocie ux BBefeHus. Mcnonb3ys
Cpe/iHHUEe TOKCHUeCcKre U 3((HEKTUBHBIC T03bI IIPENapaToB,
CPaBHUBAJIN WX 0€30MACHOCTh M MEPEHOCHUMOCTb 10 Tepa-
nesrraeckomy uazaekcy (TU = JI/1;/E[ls,) 1 moxasareito
nepernocumoctH (1111 = T/15/E/5,) [5].

Craructiuueckyro 00paboTKy TaHHBIX TPOBOAMIIM C TO-
Moo t-kputepust Cteionenta n tecta MaHHa-YuTHU.
Pacuer cpeaHuMx 103 OCYIIECTBIISIM METOIOM MpO-
o6ut-ananm3a nmo OunHM [8]. [y OLIEHKH MEKTPYIIOBBIX
pasnnumii monb30BaIKCh ¥ 2-KpurepueM [upcona [1].

PE3YINbTATbI U UX OBCYXOEHUE

Pezynemamul sxcnepumenmos na mviwiax. biokaTopsl
M-XP B MOpOroBhIX J03aX BBI3BIBAINA JOCTOBEPHOE M3MeE-
HEHHE OJHOI0 WIIM ABYX IapaMETPOB IMOBEACHUS Y MBbI-

Tabnuua 1. OprueHTHPOBOYHO-HMCCIE0BATEIbCKAS AKTUBHOCTD MbIIIIEii B TECTEe “OTKPbITOE MoJie” nocJje BBeaeHus 0,10katopos M-XP B nmopo-

roBbix fo3ax (n =8, M + my;)

Kommpome (PO T P Chaaa
JlaTeHTHBII IePHOZ BBIXOAA U3 LICHTPa, ¢ 1,2 + 0,47 1,4+ 0,53 1,3 + 0,64 1,3+ 0,48 1,9 + 0,67 2,6 +1,65
YHcro mepecedenuil KBaapaTos 79,1 + 4,52 753 +7,18 7314694  747+11,05 81241025 759+6,44
O61iiee 9HCII0 CTOCK 17,4 £ 2,42 15,3 £5,16 16,8 + 5,62 9,0+3,63°  10,4+1,19 7,5 +2,55%
Uncno 06CIeI0BaHHBIX HOPOK 16,0 + 1,05 152+ 1,15 16,2 +1,64 15,0+ 2,04 16,2 2,00 14,1 £2,30
YHCII0 HOBOPOTOB 15,5+ 0,93 21,842,13" 20,7+1,92° 17,6 2,84 15,3 +2,16 7,9+0,77"
Ywucno nepruosios HEMOIBUIKHOCTH 0,2 £ 0,09 0,2 £ 0,06 0,1 £0,13 0,7 £ 0,49 0,1 £0,13 0,1 £0,13
TIPOZOIDKHTEIBHOCTD [IEPUOLOB HEllo- 1,340,79 1,5+ 0,87 0,7+0,71  20,4+1523 0,9 0,79 1,6 + 1,65

JBUXXHOCTH, C

UKCII0 aKTOB IPyMHHTA 2,1+0,48 0,9 0,35 1,4 +0,37 0,5+0,197  0,7+0,24" 0,6 +0,26"
I1pOOIDKUTEIBHOCTS aKTOB TPYMUHIa, ¢ 7,6 + 2,10 7,2+2,83 5,0+ 1,96 6,9 4,26 5,3+ 1,81 2,1 £1,09

Hpumeqalme. 3z[ecr, ¥ B Ta0JI. 2 OTJINYHS TI0 OTHOIIEHHUIO K KOHTPOJIIO JOCTOBEPHBI IIPU:

*— p<0,05;** — p <0,01; *** — p<0,001.




HccnenoBanue mepeHOCHMOCTH 0JOKATOPOB

Tabnuua 2. DddexkTuBHocTs nNpuMeHenusi o6jokatopoB M-XP Ha
moneu 1D D -unaynupoBanHbix cyaopor y mbinieit (M + my, n = 8)

ympenaper Gl Plaon Bt
KonTtpons 304,5 £ 34,06 - -
Arporun 210,4 £20,18°  3,1+0,67 -
Tpurexcupennun 89,0+4,30""  3,7+0,53 -
Benakrusuu 125,3+15,27" 2,6 +0,85 -
Ckononamux 192,6 + 17,30 1,9 £0,75 -
poumKHmH 4514272 334071 60-90 mun

mieii (tadn. 1). [pu BBenennn npounkiauauHa (10 mMr/kr)
OTMeYajId YMEHbLIEHHE KOJMUYECTBA CTOEK, IIOBOPOTOB U
IrpyMUHIa. OTH U3MEHEHUS YKa3blBaJd HAa YrHETEHHE UC-
CJIeZI0BATEIIbCKOrO IIOBEICHUS M SMOLIMOHAJIBHOTO CTaTyca
JKUBOTHBIX.

Tpurexcudennaun (1,6 mr/kr) u arponun (0,8 Mr/kr)
YBEIUYHBAIN YUCIIO TOBOPOTOB (1ipH p < 0,05), uTo oTpa-
KaJl0 HapyIIeHUEe OPUEHTUPOBOYHOTO KOMITOHEHTA MOBE-
neHvst. BBesieHne OeHaKTH3MHA U CKOTIOJIAMHHA B TTOPOTO-
BbIX 703ax 1 1 0,3 MI/KT, COOTBETCTBEHHO, COTPOBOXK/IA-
JIOCh CHIKEHHEM HCCIIEI0BATENIbCKOM aKTMBHOCTH, KOTO-
PYIO OLEHHMBAIM IO KOJIMYECTBY CTOeK. lIpumeHeHue
[IpernapaToB B J03aX, MPEBBIIAIONINX TIOPOTOBbIE, COMPO-
BOXKAAJIOCh CYLIECTBEHHBIMU HApPYLIEHUSMH CTPYKTYPHBI
noBesieHus Mbliiel. [loayueHHble TaHHbBIE TO3BOIMIIN 3a-
KITIOUUTh, YTO CKOIIOJIAMHH, OCHAKTHU3UH ¥ MPOIHKINIHH
B TIOPOTOBBIX J03aX MPOSIBISIIOT YTHETAIOMNH (P PeKT Ha
[IOBEJICHUE KMBOTHBIX. YBEIMUYEHHME 4YMCIa I[1OBOPOTOB

Ta6nuua 3. Bausinue 010kaTopoB M-XP Ha KOODIAMHAIMIO IBHKE-
Hui U ux JI/15, npu BBeaeHun Mpimam (n = 8, M + my;)

Bpewms
MpoOEeKKH,
c

I'pynma/ Jloza, Komnuectso
Ipenapar Mr/Kr  IOTBITOK

THso,
MT/KT

Js0,
MT/KT

ArpormH 15 0,5+ 0,34 113,1 £6,22 22,5+2,29 150,4 £ 10,18

20 0,8+0,31 86,4+ 15,85
25 1,240,64 69,0 £ 13,40
30 2,0+0,37 62,3+ 24,48

Tpurex- 25 0+0,0 120,0£0,00 43,5+10,0178,7+ 11,83
cude-
HUAML 50 1,54+ 0,87 85,8 +20,89

75 1,5+0,87 77,3 £17,27

Benaktu- 15 0+0,0 120,0+0,00 36,3 +£5,69 112,2+3,62
3UH

25 0,8£0,75 99,8 20,25
50 1,5+0,87 67,0 £28,45

Crononma- 15 0,5+ 0,22 100,1 +12,2718,7 £2,38 95,2+ 7,85

MHUH
20 1,3+021 94,6 + 8,45
25 1,8+0,17 58,4+ 12,18

Ipoumk- 20 0,5+ 0,38 100,1 £9,04 32,1 +4,78 184,8 +9,11
JIMJIUH

32 0,8+0,49 97,0 £15,52
40 1,0 £0,71 100,3 + 7,96

50 2,0+0,42 59,5+ 13,47
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yKa3bIBaJIO Ha BO30y:KAaOMUil 3((eKT aTponuHa U TpH-
reKCU(ECHUANIIA.

BBenenue MmbllaM npenaparoB YMEHbLIAIO JUIUTEINb-
HOCTh J{PD-uHAYIMPOBAaHHBIX Cynopor. st OOIBIIUHCT-
Ba xonnHOOn0KaropoB EJls).,, NpeBblanu 103bl, BbI3bl-
BAIOIIME W3MEHEHUS OPUEHTHPOBOYHO-HCCIICIOBATEIb-
CKOM peaknuu (Tabm. 2). Y cKomolaMHHA M aTpOIUHA,
E/T50.y, TpeBbIIIana moporosyto 103y B 6,3 u 3,9 pas, co-
OTBETCTBEHHO. TOJIBKO EI[SOCyZl MIPOIMKJIAIMHA ObLIIa HAXKE
J103bl, BBI3BIBAIOLIEH W3MEHEHHs B IOBEJAECHUM MBILIEH.
IIpemnapar ObICTPO KyNUpOBaj CYI0POrd, OAHAKO B OTIIMUUE
OT Jipyrux OnoKaTopoB M-XP IUTETBHOCTD €ro NeHCTBHS
OblU1a MUHUMAJILHOM, YTO 10 BCEH BUIMMOCTH, OTPEIEIIIIIO0
pa3BUTHE PEUHTOKCUKAIIMK C BO30OHOBIICHUEM CYIOPOT Ye-
pe3 60 — 90 mun nocne orpasienus mbien J1DO.

IIpu BBenenun GiokaropoB M-XP B OOJbIINX J03aX Y
JKUBOTHBIX OTMEYaJI OECIOKOWCTBO, MOBBIIICHHE J[BUTa-
TEJNBHOW aKTUBHOCTH, MBIIICYHYIO CIa0OCTh W Hapylle-
HUE KOOPJMHAIIUK. YBEJIMUYCHHE JI03bI IPENapaToB BbI3bI-
BAJIO JI0303aBUCHMOEC YMCHBIIICHHEC BPEMECHHU MPOOCIKKU U
YBEJIMYEHUE KOJIMYECTBA IMOMBITOK K YIEpyKaHHUIO Ha Bpa-
marouemcs crepxkae B tedyenne 80 ¢. B MakcuMabHBIX
Jo3ax Onokaropsl M-XP BbI3bIBaIM ABYKpPaTHOE YMEHbIIIE-
HUE BPEMEHM HAaXOXICHHUS MbIIIeil Ha BpallaroLeMcs
crepkHe. [lomydeHHbIE JaHHbBIE MO3BOJMIM PAacCYUTATh
TOKCHYECKHE JI03bI Mpernaparos (Tadi. 3).

Io Benuuune TJls, 6mokaTtopel M-XP pacnonoxuiImucey B
CIIEAYIOUIeM MOPsIIKE: TPUTeKCUPEHUTUIT > OEHAKTU3HUH >
MPOLMKIIUANH > aTPOMUH > CKOIMOJAMHUH, a UX BEJTUYNHBI
B 4 — 6 pa3 ObUIM HIDKE CpeHENeTAIBHBIX 703. [1o pesynb-
TaraM HUCCIIeIOBAHHS OCTPOH TOKCHYHOCTH TIpeTapaThl pac-
TIOJIOKUITUCH B CIIEAYIOILEM HOPSIKE: IPOLMKIUANH > TPH-
reKCH()CHUINIT > aTPOTINH > OCHAKTU3MH > CKOTIOJIAMIH.

Pesynbrarel IO3BOJIMIIM PACCUUTATh TEPANIEBTUYCCKHUH
unaekc (TU) u nokazarens neperocumoctu (I111) Groka-
topoB M-XP (puc. 1).

TepaneBTrueckue MHASKCH OJ0KaTOpoB M-XP oTimya-
JUCh HE3HAYUTEITbHO M COOTBETCTBOBAJIU JIMAMA30HY
48 — 56. Ilo mnoxaszarensM INEPEHOCUMOCTH IIperaparsl
3HAUUTENHHO Pa3INIaIiCcCh MEXIy cOO0H M COOTHOCHIINCH
cneayronmM obpazom: arpornuH (7,4) < CKOIOJAMHH
(9,7) = npoumkiuaus (9,8) < tpurekcudenuann (11,8) <
Oenaktuzut (13,9).

Pesynomamur sxcnepumenmog na kpvicax. brokaropsl
M-XP mipu BBenmeHuH KpbicaMm B jo3ax 0,2 — 20 mr/kr He
BBI3BIBANIM HapyIIeHUs (Oe3yCIOBHOTO) HOPKOBOTO ped-
nekca. CrnocobHocTh BocnpousBeaenuss YPIIM obparHo
MPONOPLMOHATILHO 3aBUCENla OT 103 MpernaparoB, Mpu
9TOM BIIMSTHUE aTPONKHA M CKOTIOJIAMHHA Ha MaMsATh ObLIO
HaunOonee BrIpaKeHHBIM. OTMEYalln CHIKECHHUE JTATCHTHO-
ro TIepuojia 3axo/ia B TEMHYIO KaMepy OTMeYalld U CPbIB
BbIpaboTku YPIIM nipu BBEIEHHH aTpPOITHHA, CKOIIOJIAMH-
Ha, TPUTEKCU(DEHUINIIA, TIPOIUKININHA 1 OCHAKTH3WHA B
mo3ax 4, 2, 5, 12, 10 mr/kr u Goiiee, COOTBETCTBEHHO
(puc. 2).

ITo Bemmuune T/l55ypry; Mpenaparsl pacioaokKUiIuCh B
CIIEYIOMIEM TIOpSAKe: TMPONHKIMINH > OCHAKTHU3UH >
TpUreKCH()EHUINI > CKOITOJIAMHH = aTponuH (Tadi. 4).
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Tabnuua 4. Cpennue 3¢deKTHBHBIE U TOKCHYECKHE 103bI 010KaTOpoB M-XP npu ux BBenennn kpoicam (M + my, n = 8)

I'pynna/mpenapat Eds0cyn, MI/kr Tds0 ypriy, MI/KT TIIT JI 150, Mr/KT ™
ArpormH 2,1 +£0,36 1,0 £0,33 0,5 215,6 £ 15,70 102,6
Tpurexcudennaun 2,8 +0,87 1,9 +0,77 0,7 197,9 + 12,62 70,6
benaxtnzun 1,7+0,29 5,1 +1,46 3,0 135,0 + 14,36 79,4
CrononaMuH 1,6 £ 0,54 1,0 £0,33 0,6 126,2 £ 9,68 78,9
[Mpouuknuaun 3,4+0,62 11,5+ 1,40 3.4 280,5 + 25,61 82,5

Mo Bemmumne JI/15, 610katopsr M-XP pacmonoxuimmch
CIIEAYIONIIM 00pa3oM B IOPSAKE BO3PACTAHHUS TOKCHYHO-
CTH: TIPOLMKJIMINH, aTPOIMH, TPUTCKCU(PEHUIII, OCHAK-
TU3UH U CKONIOJAMUH. BBISBIEHHAs MOCIEN0BATEIBHOCTD,
B IIEJIOM, COOTBETCTBOBAJIA UX PACIPEACICHUIO 110 TOKCHY-
HOCTH JUIs Mbllel. bosee Bbicokuii nokasareins JI/, mpe-
MIapaToB JJIsI KPBIC, TI0 CPABHEHHUIO C MBIIIAMHU, MOXKET OBITH
00yCIIOBJICH pa3JInYHbIM MPeCTaBUTENBCTBOM XP [1].

VY4uTHIBask TO, YTO MPOIMKIHINH ¥ OCHAKTU3UH Hapy-
[IAJTH YCIOBHOPE(PICKTOPHYIO NESITEIFHOCTh B I03aX Cy-
IIECTBEHHO MPEBBIIAIONIUX UX MPOTUBOCYIOPOXKHBIC
noset (Els,), HII mist osTux npenaparoB Obul MakcH-
MaJbHbIM U Haxoauscs B npeaenax 3,0 — 3,4. III gns oc-
TanbHBIX MpenapatoB Obl1 HioKe 1. [To Bemmunne TH Han-
OOoIBIINC 3HAYCHUSI OTMEUANIN Y aTPONKHA, & MUHUMAaJIb-
HBIC y TpUTEKCH(EHUINIA. Y OCTAIBHBIX XOJTHHOOIOKATO-
POB TOKa3areiab COOTBETCTBOBAN Juamna3oHy 79 — 82.
CyMMUpYysl JaHHbIE IEPEHOCHMOCTH Ha MBILIAX U KpbICaX,
pacmpenenenue npenaparos no II1 npencrasmusiercst cie-
JIyIOMKM 00pa3oM: HNPOLUKINANH = OCHAKTU3UH > TpH-
TeKCU(EHUIUI > aTPOIIUH > CKOIMOJAMUH.

BbIBO[bl

1. [elicTBuEe MPOUMKINIMHA HA OPUEHTHPOBOUYHO-HC-
CIICIOBATEIBCKYIO PEAKIMI0 M YCIOBHBIA peduiekc mac-
CHUBHOTO M30€raHus 1o CPaBHEHMIO C IPYTUMHU IpernapaTa-
MU ObUIO HAUMEHEE BBIPAXKEHO. TOJIBKO B OTHOLICHUH 3TO-
ro mpemnapara cpeaHue 3(pGeKTUBHBIC MPOTUBOCYIOPOXK-
HBIC O03bI OBUIH HIDKE J03, BBI3BIBAKOINUX HW3MCHCHUS B
IMOBENECHUN MBIIIIEMN.

2. Ilpu paBHOM TepareBTUYECKOM HHIEKCE TPUTEKCH-
¢deHnAMT W OCHAKTH3WH XapaKTEPU30BAIUCH HAHOOIb-
MM TIOKa3aTeJeM NEepPEeHOCHMOCTH NPH BBEICHUU MbI-
1aM.

3. Jlo3bl OeHAKTU3MHA U TPOIUKININHA, BEI3BIBAIOIINC
MHECTHUECKHE PAacCCTPOMCTBA Y KPBIC, CYIIECTBEHHO IIpe-
BbIIAOT EJl5,.,. 1l0Kasarenb NepeHOCUMOCTH st STHX
mpernapaToB OblI MakCHUMaJbHBIM H cocTaBun 3,0 — 3.4,
npotus 0,5 — 0,7 B rpynmnax ¢ BBEACHUEM TpUTeKCU(DEHH-
JlWI1a, aTPOIMHA U CKOIIOJIaMHHa.
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STUDY OF TOLERANCE OF CENTRAL MUSCARINIC RECEPTOR BLOCKERS
M. A. Yudin, V. N. Bykoy, A. S. Nikiforov, A. F. Kurpyakova, S. N. Subbotina, I. M. Ivanov,

M. A. Tyunin, I. V. Fateev, and N. G. Vengerovich
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The tolerance of five central muscarinic receptor antagonists has been studied in experimental animals. According to the effect on orientation-exploratory reac-
tion, drugs were arranged in the following order of increasing toxicity: procyclidine < trihexiphenidyl < benactizine < atropine < scopolamine. For the same
therapeutic index, trihexiphenidyl and benactizine were characterized by the maximum tolerance (TDy,/ED5;, > 10) in mice. Scopolamine and atropine exhibi-
ted anticonvulsant activity at doses exceeding the threshold values by a factor of 6.3 and 3.9, respectively. For procyclidine, the average anticonvulsant dose
was threefold lower than the threshold value. Benactizine and procyclidine had maximum tolerance levels in rats. The TD,/ED, ratio for these drugs was gre-
ater than 3 (against 0.5 — 0.7 in groups treated with trihexiphenidyl, atropine and scopolamine).
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