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AHHOTauusa

Llenb nccnenoBaHuii — oLeHKa OCTPOI TOKCUMYHOCTU Ha NTabOPaTOPHbIX XKMBOTHbIX OMbITHbIX 06pa3LoB ABYX NPOTUBOMaA-
pasnTapHbIX KOMOUHVPOBAHHbBIX JIeKapCTBEHHbIX MPENapaToB 13 FPynrbl aBEPMEKTVHOB U NMPETPOUAOB, YCIOBHO 060-
3HaueHHbIX Kak LIA-17 n LJA-18 (OO0 HEL, «®apmbriomeny).

MaTepmanbl n metogbl. OnbIT npoBoAUIN Ha NOJIOBO3peENbIX ayT6penglx KpbiCaX 1 MblLllaXx (camuax), KOTOPbIM nccneny-
€Mble npenapatbl BBOAUAN ABYMA NYTAMU, BHYTPUXKENYAOYHO N HAKOXHO, B AMana3oHe A03, NO3BOJIA0WEM pacCcynTaTb
napamMmeTpbl OCTPOro TOKCN4yeCKoro OencTBuA unm YCTaHOBUTb MaKCMMallbHO NepPeHOCMYIO A03Y. VIccnenyeMble npenapa-
Tbl NpeacTaBnAnn cobowm npo3payHblie MaCAHNCTbIE XXUOKOCTW, B COCTaB KOTOPbIX BXOAAT aBEPCEKTUH Cn Ll,VICI)J'IyTpVIH B
Pa3HbIX KOHUEHTPaUMAX. B Teyenuve 14 CyT nposogunnun HabnoAeHNe 3a COCTOAHMEM U NOBELAEHNEM KUBOTHbIX, perncTpu-
poBann rméenb N CUMATOMbI MHTOKCMKALUN. I'IpM pacyeTte 3HayeHnn nﬂ'so N Apyrnx napameTpoB OCTPOro TOKCU4YeCkoro
nencreunsa npenapaTtos NCNosb3oBann I'IpO6VIT-aHaJ'IVI3.

Pesynbtatbl u ob6cypeHmne. 3Hauerne J1[l, npenapata LIA-17 npy BHyTpvKenyA04HOM BBEAEHUM KPbICaM 11 MbllLam CO-
CTaBnseT COOTBETCTBEHHO 6072 (5208+6975) 1 4008 (2340-6094) mr/kr. 3HadeHune J1[. npenapata LIA-18 npun BHyTpUXKe-
Ny[JOYHOM BBe[IeHMM KpbICaM 1 MbllLaM PaBHO COOTBETCTBEHHO 3716 (3103+4496) n 2929 (1454+-3603) mr/kr. No cpaBHe-
HVIO C KpbICaMK Y MbilLeil OTMeYeHa BAOBasA YyBCTBUTENbHOCTb K 06oum npenapatam. Mpenapatol LA-17 1 LIA-18 npu
BHYTPW>KelyAOYHOM BBEIEHMM KPbICaM U MblLaM COrMacHo rurmeHnyeckon knaccndukauum NOCT 12.1.007-76 oTHOCATCA
K 3 Knaccy onacHoctn. 3HaueHue JIl, npenapata LIA-17 npu HakoXHOM BBEAEHUM 1 KpbiCaM 11 Mblliam CocTaBnisieT 6onee
7500 mr/kr, a ana npenapata L|A-18 cootBeTcTBeHHO 60nee 5000 1 2500 mr/kr. Mo napameTpam HaKOXHOWM TOKCUYHOCTU
o6a npenapaTa OTHOCATCA K 4 Knaccy onacHoctu cornacHo NOCT 12.1.007-76.

KnioueBble cioBa: NpoTMBONapasmTapHble KOMOMHUPOBAHHbIE NPenapaThl, OCTPas TOKCUYHOCTb, KPbIChI, MbILLIN
KoHnMKT nHTepecoB. ABTOPbI 3asBAIT 06 OTCYTCTBMUN KOHOMIMKTa UHTEPECOoB.
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Abstract

The purpose of the research is to assess the acute toxicity in laboratory animals of experimental samples of two antiparasitic
combined drugs from the group of avermectins and pyrethroids, conventionally designated as CA-17 and CA-18 (NBC
Pharmbiomed LLC).

Materials and methods. The present experiment was performed on sexually mature outbred rats and mice (males), to
which the studied drugs were administered in two ways, intragastrically and subcutaneously, in a dose range that allows
calculating the parameters of acute toxic effects or setting the maximum tolerated dose. The studied preparations were
transparent oily liquids containing avermectin C and cyfluthrin in different concentrations. During 14 days, the condition
and behavior of the animals were monitored, death and symptoms of intoxication were recorded. Probit analysis was used
to calculate LD, values and other parameters of acute toxic effects of drugs.

Results and discussion. The J1[l, value of CA-17 when administered intragastrically to rats and mice is 6072 (5208+6975)
and 4008 (2340+6094) mg/kg, respectively. The J1[, value of CA-18 when administered intragastrically to rats and mice
is 3716 (3103+4496) and 2929 (1454+3603) mg/kg, respectively. Compared with rats, mice have a species sensitivity to
both drugs. Preparations CA-17 and CA-18 for intragastric administration according to the hygienic classification belong
to hazard class 3. The JI[, value of CA-17 after cutaneous administration to rats and mice is more than 7,500 mg/kg,
respectively. Similar indicators for CA-18 for rats and mice are more than 5,000 and 2,500 mg/kg, respectively. According to
the parameters of cutaneous toxicity, both drugs belong to hazard class 4.
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BBeneHune Ty IPUMEHEHMA U JOCTYIIHOCTb, BCETTA ABIAETCS

HecmoTps Ha Hamrdme 5 deKTHBHBIX 1 Kade- aKTyaJ/IbHOM MCCIIeJOBATEe/IbCKON 3a/laderi.
CTBEHHBIX IPOTUBOINAPa3sUTAPHBIX IpeNnapaToB, BakHbIM 9TaroM B mporecce Co3Ianst HOBbIX
paspaboTka 6osiee COBEpIIEHHBIX JIEKAPCTBEH- JIEKApCTBEHHBIX NPENapaToB ABNAETCA MPOBELe-
HBIX CPEJICTB, KOTOpbIe coueTanu Obl B cebe Bbl-  HUE JOKTMHMYECKUX MCCIENOBaHMiT Ha mabopa-
COKYI0 9 (PeKTUBHOCTD, 6€30MaCHOCTD, IIPOCTO- TOPHBIX )KUBOTHBIX, B YaCTHOCTH, OLIEHKA OCTPOII
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TOKCUYHOCTY IIPU Pas/IMYHBIX IYTSAX BBEJEHNA,
YTO U SIBUWIOCH IPEJMETOM Halleil IpeIecTBY-
follert paboThI U HACTOsIIEN CTaTby 2.

B cocTtaB mpemapaToB BXOHAT fABa JIEICTBY-
IOIMX BellecTBa U3 TPYII aBepMEKTUHOB U IN-
peTpouoB. MexaHu3M AeliCTBUsI aBEPMEKTIHOB
3aKITI0YaeTCsl B OMIOKMPOBKe Tiepefjadu MeKTPU-
YeCKOJ aKTMBHOCTYM B HEPBHBIX UM MBIIIEUHBIX
K/IeTKaX 6eCII03BOHOYHBIX, B OCHOBHOM, 3a CYET
ycunenusa 3¢ ¢eKToB IlyTamMara Ha IyTaMmar-
yIpaBisgeMOM XJIOpPUAHOM KaHase, KOTOPBIil
ABACTCA CHeUM(PUIHBIM IS TIePBUYHOPOTHIX
6ecro3BOHOYHBIX [9] ¢ He3HaYMTENTbHBIM BO3-
TeiCTBMEM Ha peleNTOPbl TaMMa-aMUHOMACA-
HOIT KuCmOThl [1, 2, 4]. DTO BbI3bIBAET MPUTOK
JMIOHOB XJIOPKJIa B KJI€TKM, YTO IPUBOAUT K TU-
HeprnoiApu3aluu U TOC/IeAyIoLeMy Hapaandy
HEPBHO-MBIIIIEYHOI CUCTEMBI 6eCITO3BOHOYHBIX.
CormocTaBuMBbIe 03l HE TOKCUYHBI IS MJIEKO-
NUTAIONIVX, TIOCKOJIbKY OHM He 00JIafialoT CIIell-
UGUYHBIMY JUISI HEePBUYHOPOTBIX IIyTaMaT-
yIpaB/sieMbIMI XJIOPUIHBIMM KaHamamu [3, 9].

MexaHu3M fefiCTBUA NUPETPOUOB 3aK/II0Ua-
€TCA BO B3aMMOJENICTBUU C HaTPMEBBIMM KaHa-
JaMM U MTHAYKIMM OIUTEIbHON HenoApu3ann
B HelipoHax. IIupeTpounsl genarca Ha iBa TUIA
B 3aBUCUMOCTU OT CTPYKTYpbl CO€AMHEHN:d, a
TaKoKe OT UX JIEMICTBUA U BBI3bIBA€MbIX VMU He-
JKe/laTeNbHBIX CUMITOMOB. VIcnonb3oBaHue mu-
peTponsios 1 Tuma MO>XXeT NMPUBECTU K CUHIPO-
My TPeMOPa, XapaKTepU3yolLleMycs Jpo>KaHNeM
BCETO Te/a, arpeCCUBHBIM IIOBEfieHNEM, IIOBbI-
HIEHHOJ 4YyBCTBUTE/IbHOCTBIO UM aTakcueit. Me-
XaHU3M JelicTBUA nupeTpousioB I Tuma 3axmwo-
YJaeTcsA B M3MeHeHUM KOH(pOpMalyy HaTPUEBBIX
KaHaJI0OB BO BpeMs UX OTKPBITUA U 3aKpbITUA B
MeMOpaHax HeltpoHOB. ITuperponnst 11 Tuma BeI-
3bIBAIOT C/IOHOTEYEHNE, CUHIPOM XOpeaTeTo3a
— CIIIOHOTEYEHNs U JBUTATe/IbHble HAPYLIEHNA Y
Mekonuraomux. IloMrnMo Bo3zeiicTBUA Ha Ha-
TpUeBble KaHa/bl, 3TU COeNVHEHN A, KaK M3BeCT-
HO, BJIMAIOT Ha XJIOPUIHbBIE KaHa/bl, B TOM YUCIIe
na TAMK-3aBucnumbre [6-8].
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Ma'replnan bl 1 MeToAbl

MccnegoBanusa TpOBOAMIM B BUBApUU
OI'bOY OITIO PMAHIIO Munsgpasa Poccun u
B BITHKMN B nepnop ¢ 14.03.2023 mo 11.03.2024 rr.

OKCIepVMEHT IPOBOAVIN Ha IIOI0BO3PEbIX
ayTOpeHBIX Kpblcax Maccoyl Tema 180-210 r u
MblIlIax Maccoit tena 18-21 r (camax). JKusot-
HBIX IONMy4Yany M3 nuroMHuka «Punman «AH-
npeeBka» «Hay4yHOro 1eHTpa OMOMEIMIIMHCKIX
texnomornit PefepasbHOr0 MeIUKO-O1OMTOTH-
YeCKOTO areHTCTBa». JKMBOTHBIX COfiep>Kany B
BUBApUM COIJIACHO CAHUTAPHBIM IIpaBUIaM U Ha
CTaHJAPTHOM palJiIOHE B COOTBETCTBUN C HOP-
MaTMBHBIMU JOKyMeHTamu *» *. KpbIc u Mblei
CofiepXKany B TOMMKAPOOHATHBIX K/IETKaxX MO 6
rOJIOB B K&XX011. B kauecTBe MOJICTUIKI MCIIO/Tb-
30Ba/IM ApeBecHble onmIkyu. Kppic U MblIeit co-
Iep>Kanu B OT/IETbHBIX OOKCaX.

Kopwm mpepcrasian co6oit cyxoit 6pukeTnpo-
BaHHbI KopM IIK-120 TOCT P 51849-2011 P5
(000 «JIabopatopkopm», Mocksa). [Tonmu xu-
BOTHBIX BOJOIIPOBOIHON BOmoil °. Boxmy maBamm
KpbIcaM 11 MbltaM ad libitum 13 craHgapTHBIX HO-
mI0K. YKMBOTHBIX coiep>Kasiyt B KOHTPOIMPYEMbIX
YCIOBMAX IIpU TeMIeparype Bosgyxa 20-22 °C
M OTHOCUTENbHON BraakHOCTH 60-70%. OcBellie-
HIIe — €CTeCTBEHHO-JMCKYCcCTBeHHOe (124 cBeT/124
TEMHOTA).

Kayxmas omnbITHasA TpyIa KpbIC M MBIIIEN CO-
CTOsA/Ia 3 6 )KMBOTHBIX. Ilepeyy OIIbITOM Yy XKMBOT-
HBIX OTOMpa/y KOpM 1 Bofy. Yepes nBa gaca xu-
BOTHBIX B3BeIINBaJIN, PacIpee/iA/IN IO TPyInaM
" BBOJM/IN Ipenapar. [Ipenaparhl ncnonb3oBammn
6e3 pa3BefeHMsI.

[Tpenapar I1A-17 BBOAMIN BHYTPVIKETYAOY-
HO OJJHOKPATHO C ITOMOILbIO JKeTyI0UHOTO 30Ha
B CIIeyIOIINX o3ax: Kpbicam — 4000, 5000, 6000,
7500 n 800 mr/xr; mbrmam — 1000, 2000, 5000,
6000 1 7000 mr/kr. Ilpu mccremoBaHUM HaKOX-
HOJ TOKCMYHOCTHU MCIIBITYEMBbIN IIpenapaT HaHoO-
CWIN OJHOKPAaTHO Ha KOXKY KpbICaM ¥ MBILIAM B
nosax 5000, 7500 1 5000 Mr/Kr.

' PyKOBOJICTBO I10 9KCIIEPUMEHTAIBHOMY (HOK/IMHIYECKOMY) M3y4eHII0 HOBBIX (papMaKomorndeckux Beiects / mof pex. P. Y. Xabpuesa. M.:

Mepuunna, 2005.

? PyKOBOJICTBO I10 TIPOBE/ICHNIO JOK/IMHIYECKIX ICCIefOBaHMIT leKapCTBeHHBIX cpecTs. Y. 1/ mop pex. A. H. Muponosa. M.: Ipud n K, 2012.

* PYKOBOJICTBO 110 COZIepKaHMIO U YXO/Iy 3a TAGOPAaTOPHBIMY >KMBOTHBIMIL. IIpaBuia 060pymoBaHsA MOMeIeH T ¥ OPTaHM3aLMH IPOLE/Y PbI.

I'OCT 33215-2014.

* PYyKOBOJICTBO IIO COflePYKaHNIO 1 YXOY 3a 1a60paTOpHBIMM )KMBOTHBIMU. [IpaBuia copepykanns 1 yxopa 3a xusorasivu. TOCT 33216-2014.

> Bopa mutbeBast. Obmume TpeboBaHNs K OpraHM3aIuy 1 MeTofaM KoHTpoyst KadectBa. TOCT P 51232-1998.
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BuyTprokenyouHoe BBefieHMe IIperapara
IJA-18 mpoBogunu KpbeicaM B fo3ax 2500, 3000,
3500, 5000 n 5500 mr/kr 1 mbimiam — 1000, 2500,
3500, 4000 1 5000 mr/xr. HakoskHbIe anmInKainmn
IIPOBOJVIN KPbICAaM U MBIIIIaM COOTBETCTBEHHO B
no3sax 5000 u 2500 mr/Kr.

Bo Bcex CIydasax 00beM BBOJVIMDbIX IIPpETIapaTOB
HE IIPE€BbINIAL )IOHYCT]/IMBIﬂ [/I1 BHYTPVDKETYy[09-
HOT'O MJIVI HAKO>KHOT'O BBEJEHVA KpbICaM 11 MbIIIIaM.

B Teuenne 14 cyT nocie BBefjeHNs IpENapaToB
Be/IM HaO/IIOfieH e 3a )KUBOTHBIMI; B CIy4yae TH-
6e/u TIPOBOAM/IN BCKPBITHE MABIINX XMBOTHBIX.
Taxoke ompeqensiiu CPOKHU, XapaKTep U CTeleHb
[POSIBIEHNS] CUMIITOMOB MHTOKCUKAI[MU; OTMe-
9ajm 0COOEHHOCTH TIOBEIeH NS, IpreMa KopMa 1
Bozbl. Iloce OKOHYaHMS Tepuopa HaOIOfeHNMI
JKUBOTHBIX ITOJIBEPTa/IV 9BTAHA3UY JUCTIOKALIVE
IIEITHBIX TO3BOHKOB 11 IPOBOAM/IV MAKPOCKOIIN-
YecKoe MCCIefioBaHMe OCHOBHBIX BHYTPEHHUX
OpraHoOB U MONOCTe °.

Kpurepusamu oueHKM OCTPON TOKCUYHOCTU
OBbUIN: Taie)X OMBITHBIX >KMBOTHBIX M CPOKU WX
rubenu, KIMHNYIeCKash KapTUHA MHTOKCUKALINIA,
MOBeICHUECKMEe PeaKLUUy, MaKPOCKOIMYEeCKUI

OAPMAKONOINA, TOKCNKONOT A

aHa/IN3 OPTraHOB, IMaBIIVX U IIOABEPTHYTBHIX 9BTa~
Ha31! B KOHL€ 9KCIIEPVMMEHTA >)KVIBOTHBIX.

B Hacros1eM ncciegoBaHny ObIIO VICIONb30-
BaHO 84 Kpbichl M 72 Mbimu. IIpu pacyere 3Ha-
wyennit JIJI, v [pyrux mapameTpoB OCTPOro TOK-
CUYECKOTO JIEVICTBMA NPENAPATOB VCIIOIb30BA/IN
npobut-anamus [5].

Pe3ynbratbl n 06CyXaeHne

ITockonbky o06a mpemapaTa IpefCTaBIAIN
co60Ji OpurMHaIbHblE KOMOVHMPOBAaHHBIE CO-
CTaBBI, ¥ 3apaHee TPYLHO ObIJIO IPOTHO3MPOBATD
UIX TOKCUYECKMe CBOJICTBA, TO B HayajIe MCCIeo-
BaHMII NPOBOAMIN IIpe/iBapUTE/IbHbIE OIBITHI C
1Ie/IbI0 OPMEHTUPOBOYHOTO OIIpefie/IeHNs Auara-
30HA J103 1A BBefeHMA. Taxke ClIefyeT y4ecTb,
YTO OJHOBPEMEHHO II/Ia paboTa 1Mo oTpaboTKe U
YCOBEpLIEHCTBOBAHMIO ITPOMEXYTOYHBIX COCTa-
BOB B OTHOIIEHUV HOTPEOUTETbCKUX U APYTUX
CBOJICTB ITOCPEACTBOM M3MeHeHus popmoobpa-
3YIOIIEN CMeCH.

Pe3ynbTaTbl BHYTPYDKETYLOYHOIO BBENEHMA
npenaparos I1A-17 u IJA-18 xpbicaMm IpuBeeHbl
COOTBETCTBEHHO B Tabmmuax 1 n 2.

Tabnuua 1
PesynbraTbl BHYyTPUKeNyao4Horo BBefieHNA npenapata LIA-17 Kpbicam
Table 1
Results of intragastric administration of the drug CA-17 to rats
- Yncmo morn6ummx Kpbic MOC/Ie OFHOKPATHOTO BBEeHNs
. ﬂ)‘;i;“ﬂ:/‘m "::l‘_l’b’:f:m npenapara [JA-17 B pasmi4HbIX 033X, CyTKM Wtoro
1 2 3 4 5 6 7 14
4000 6 0 0 0 0 0 0 0 0 0/6
5000 6 1 0 0 0 0 0 0 0 1/6
6000 6 3 0 0 0 0 0 0 0 3/6
7500 6 5 0 0 0 0 0 0 0 5/6
8000 6 6 0 0 0 0 0 0 0 6/6

Ilocne BBemenns: kpbicaM npenapara I1A-17 B
camoi1 HypkHell gose 4000 Mr/Kr rubenyt >KuBoT-
HbIX He oTMevasmm. Jlo3bl B guamaszone ot 5000
1o 8000 Mr/Kr mpMBOAMIN K MafieXXy KPBIC; OT-
MeueHa 4YeTKas 3aBUCUMOCTb «J032a-9¢dekT»
(tabm. 1). Imbenp KpbIC MOCIE BBEEHNA yKa3aH-
HBIX TOKCMYECKUX 103 MMe/a MeCTO B IepBble
CYTKU ITOCTIE BBEfIeHN ICIIBITYeMOTO IIpernapara.

Bsegenue kpbicam npemnapara 1JA-18 B gByx
mosax 1000 u 2500 MI/Kr He HpuUBENO K Iafie-
Ky XKMBOTHBIX. [lo3bl B Anamasone ot 3000 mo
5500 MI/KT OBUIM TOKCMYECKUMU U JIETAIbHBIMU
(Tabm. 2). [ubenmp KppIC OC/Ie BBEfIeHNS UCIIBITY-
€MOro IIpernapaTa B yKa3aHHBIX J03aX MMesa Me-
CTO B IIepBble CYTKM I1OC/IE BBEJIeHNA.

¢ Iupextya 2010/63/EU eBpoIeiickoro mapiaMeHTa i COBETa eBPOIeICKOro corosa ot 22.09.2010 1o oxpaHe XMBOTHBIX, UCIIONb3yeMBIX B

Hay4YHDIX LEIAX.
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Tabnuua 2

Pe3synbTaThl BHYTpUXKENyAO4HOrO BBeAeHUA npenapata LIA-18 kpbicam

Table 2

Results of intragastric administration of the drug CA-18 to rats

1000 6 0 0 0 0 0 0 0 0 0/6
2500 6 0 0 0 0 0 0 0 0 0/6
3000 6 1 0 0 0 0 0 0 0 1/6
3500 6 3 0 0 0 0 0 0 0 3/6
5000 6 5 0 0 0 0 0 0 0 5/6
5500 6 6 0 0 0 0 0 0 0 6/6

IIpy BCKpBITMM MaBIIMX KpBIC OTMeYaln
OCTPYIO 3aCTOMHYIO TUIIEPEMUIO JIETKUX, OCTPYIO
3aCTOJHYIO TMIIEPEMUIO TIEYeHN, OTEK ITIMCCOHO-
BOI KaHCYHbI, KPOBOI/ISHI/IHHI/IH B napeHnge n
OTEK IIOJKENTYOYHOM JKeTIe3bl.

B rabnmuiax 3 n 4 npuBeeHbI JaHHbIE IO Ya-
CTOTe rMOe/y MbIlleil IT0C/Ie OFHOKPAaTHOTO BHY-
TPVDKENTYJOYHOIO BBEIEHMA VICIBITYEMBIX IIpe-
MapaToB.

[mbeny >XMBOTHBIX HE YCTQHOBJIEHO TOJIb-
KO IIpu BBefileHMM Impemnapara I[A-17 B pose
1000 mr/xr. [16enp MbllIeil MMea MeCTO B IlepBble
CYTKM IIOC/IE BBEIEHNA VICIIBITYEMOTO IIperapara.

ITocne BBenennsa mpiiaM npenapara [JA-18 B
mose 1000 mMr/Kr rubenmb XMBOTHBIX OTCYTCTBO-
Basa. [lo3sl B muamnasone ot 2500 go 5000 mr/Kr
IpUBEIN K MajexXy Mbiieil (Tabn. 4), KOTOpPbIiL
perucTpupoBany Ha 1-e CyTKu 1ocjie BBEJEHM.

Tabnuua 3

YacToTta rubenu mbllei nocne BHYTPYKeNyaoUuHOro BBegeHns npenapata LLA-17

Table 3

Frequency of death of mice after intragastric administration of the drug CA-17

1000 6 0 0 0 0 0 0 0 0 0/6
2000 6 1 0 0 0 0 0 0 0 1/6
5000 6 3 0 0 0 0 0 0 0 3/6
6000 6 5 0 0 0 0 0 0 0 5/6
7000 6 6 0 0 0 0 0 0 0 6/6
Tabnuua 4
YacToTa rubenu mblwueii nocne BHyTpUKenyfouHoro BBefeHns npenapara LIA-18
Table 4

Frequency of death of mice after intragastric administration of the drug CA-18

1000 6 0 0 0 0 0 0 0 0 0/6
2500 6 2 0 0 0 0 0 0 0 2/6
3500 6 4 0 0 0 0 0 0 0 4/6
4000 6 5 0 0 0 0 0 0 0 5/6
5000 6 6 0 0 0 0 0 0 0 6/6
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Bsepenne mpimam npenapara I1A-17 B fosax
2000-7000 mr/xr u ITA-18 B mosax 2500-5000
MI/KT IIPUBE/IO K Pa3BUTUIO BIPAKEHHBIX CUM-
ITOMOB MHTOKCUKAL[MU: BO30YXXIeHNI0, Oecrio-
KOJCTBY, OfBILIKE, TaXUKAPAUM, KOHBYIbCUIN.
BpIpakeHHOCTD YKa3aHHBIX CMMIITOMOB 3aBlcCe-
Jla OT BBOJOVMMOI TO3bI.

OHpe,He}ICHI/IC TOKCHUKOJIOTMMYECKUX IIapaMe-
TPpOB IIpM HAKO’XKHOM IIyTU BBEAECHUA 1A oboux
IIpernapaToB UIMEET ocoboe 3Ha4Y€HNE, IIOCKOJIbKY
IVTaHMPYETCA IIPUMMEHATD X Ha CeNTbCKOXO0311-
CTBEHHDbIX JKXMBOTHBIX B BIJI€ ITYpP-OHa.

ITocne Hanecenns mpemnaparos 1IA-17 B fo-
3ax 5000 n 7500 mr/xr u mperapata I1A-18 B fose

OAPMAKONOINA, TOKCNKONOT A

5000 mr/Kr rubeny ONbITHBIX KMBOTHBIX HE OT-
MedYajiyl B Te4eHle BCero Iepuopia HabmoaeHunii.

Habmogann cnepyomye CUMITOMBI MHTOK-
CUKAIlVIM: TPYMUHT, 0eCIIOKOICTBO, BO30YX/e-
HIUe; >KUBOTHBIE IPUHUMaAU HeeCTeCTBEHHbIE
IO3bI, BHITMOANIM CIONMHBI, KOXKAa B MecCTe HaHe-
ceHMs1 cobupanach B CKIAJKM, MOJePrUBaNach.
[Tocrme mpuMeHeHMs mpemnapaToB Ha MecTe Ha-
HeceHNs y TabOpaTOPHBIX )XMBOTHBIX COXPAHs-
7ach MaC/SHUCTAs IJIeHKa, IPOXofsmas yepes
6-24 y,

O60011eHHbIe Pe3y/IbTAThI 110 OLIEHKe OCTPO-
rO TOKCHYECKOTO AeiicTBYs mpemnapaTos [IA-17 n
I1A-18 npuBeneHs! B Tabmue 5.

Tabnuua 5
Tokcukonornyeckue napametpbl npenapatos LA-17 n LIA-18
Table 5
Toxicological parameters of drugs CA-17 and CA-18
3HayeHM s TOKCMKOTOTMYECKIX IIAPaMeTPOB, MI/KT
1, I 1, I I i, I i,
IIpenapat ITA-17 KpbICbl BHY TPUKENTYIOYHO
3722 | 4926 | 6072(5208:6975) | 7485 | 9905
IIpenapat ITA-17 MbIIM BHYTPYOKETYJ0YHO
855 | 2071 | 4008 2340:6004) | 7758 | 18787
IIpenapat ITA-17 KpbICbI HAKO>KHO
JITT, , 6omee 7500 mr/kr
[Mpenapar I[TA-17 MbIM HAKOXXHO
JITT, , 6omee 5000 mr/kr
ITpemapar IJA-18 KpbIChI BHYTPVKETYL0YHO
1939 | 2814 | 3716 (3103+4496) | 4908 | 7122
[Tpenapar ITA-18 MbIM BHYTPUOKETYTOYHO
1300 | 2070 | 2929 (1454+3603) | 4143 | 6595
ITpemapat IJA-18 KpbICHI HAKOXKHO
JI]T,, 6omee 5000 mr/kr
ITpemapar ITA-18 MbIIm HaKOXKHO
JI]T,, 6omee 2500 mr/kr
3aKnuyeHue JIII,, cocraBsieT COOTBETCTBEHHO 6omee 7500 u

IIpn nsy4eHnn ocTpoii IepopanbHON TOKCUY-
HocTu npenapaTta IJA-17 Ha KpblcaXx ¥ MBIIIAX
JIA,, cocraBmuna coorBercTBeHHO 6072 u 4008
MI/KT, mpenapara IJA-18 cooTBeTcTBeHHO 3716 11
2929 mr/kr.

Cor7IacHO TUTMEHMYecKol Kraccuduranmm
(TOCT 12.1.007-76) npenaparst [TA-17 u ITA-18
OTHOCATCA K 3 K/IacCy ONMaCHOCTI.

IIpy msy4yeHUM OCTpOV HAKOXKHOI TOKCKY-
HocTu npemnapara [[A-17 Ha kpbicax ¥ MbIIIax
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5000 mr/xKr, a gy npenapara ITA-18 — 6omee 5000
u 2500 MI/KT.

Heo6x0a1M0 OTMETHTD, YTO TO3bI TSI KPBIC
VI MbILIEN 6bIIM MaKCUMa/IbHO BO3MOKHBIMU 1715
aNIIMKALMY Ha HEITOBPEX/EHHYI0 KOXY. B cBs-
31 C 9TUM, IO TMapaMeTpaM HAKOXXHOM TOKCUY-
HOCTH JIJIS1 KPBIC ¥ MBbIIIIEN COTJIACHO TUTHEHIYe-
ckoit knaccuduxanyu (FOCT 12.1.007-76), oba
IpernapaTa OTHOCATCS K 4 K/IacCy OIaCHOCTH.

Hwuskass TOKCMYHOCTH ImpenaparoB IIpy Ha-
KOJXHOM HaHE€CECHUM ABIACTCA Xopomeﬁ Xapak-
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TEPUCTUKOI C YYETOM TOTO, YTO OHU OyLy peKo- gated chloride channel from Caenorhabditis

MEHIOBaHbI [J1d HpI/IMeHeHI/IH B BUJIE HYP-OH. elegtms. Nature. 1994; 371 (6499) 707-711. httpS//
doi.org/10.1038/371707a0

5. Finney D. J. Probit Analysis. 3rd ed. Cambridge
University Press, 1971; 350.
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