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Mpepucnosune

Llenn, ocHOBHble NpVHLMNbLI 1 06LMe npasuaa nNposBefeHnss paboT N0 MEeXrocyAapCTBEHHOW cTaHaap-
Tnsauuu yctanosneHbl FOCT 1.0 «MexrocygapcreeHHas cuctema ctaHgaptusaumn. OCHOBHbIE MOIOKEHUA»
n FOCT 1.2 «MexrocygapcrsBeHHas cuctema crtaHgaptusaumn. CtaHaapTbl MeXrocygapcTBeHHbIe, npasuna
N peKkoMeHJauun No MeXrocyfapCTBEeHHON cTaHjapTusauumn. MNpaeuna paspaboTkn, NPUHATUA, 06HOBNEHNSA
N OTMEHbI»

CeefleHusi o cTaHgapTe

1 MOArOTOB/IEH ®epepanbHbIM GHOMKETHLIM YUpeXAeHWeM 34paBooxpaHeHns «Poccuiickuii pe-
TMCTP NOTEHLMANbHO OMACHBIX XMMUYECKMX 1 Bronornyecknx selects» degepanbHoli cnyxobl Mo Haa3opy B
chepe 3awmThl NpaB noTpebuTeneli n bnarononyuns yenoseka (PBY3 «Poccuiickmini permnctp noteHumManbHo
OonacHbIX XMMUYECKMX U Buonornyeckmx sellects» PocnoTpebHaasopa), PefepasnbHbiM rocyapcTBEHHbIM
YHUTapHbIM NpeanpuaTMeM «Bcepoccuiickuii Hay4yHo-MccneAoBaTenbCkuii LeHTp cTaHAapTu3auuv, uHdop-
mMaumm n ceptudukauun cbipbs, matepuanos u Bewects» (Pryr «BHULCMB») Ha ocHOBe COH6CTBEHHOIO
nepeBoAa Ha PYCCKWt A3bIK aHr10513bIYHOWN BEPCUM [OKYMEHTA, YKa3aHHOro B NyHKTe 5

2 BHECEH ®egepasibHbIM areHTCTBOM N0 TEXHUYECKOMY PeryiMpoBaHnio 1 MeTposiorum

3 MPUHAT MexrocygapCcTBeHHbIM COBETOM MO0 cTaHgapTu3auuu, MeTponornv un ceptudukauun
(npoTokon oT 14 Hoa6ps 2013 1. No 44)

3a NpuUHATME NporosiocoBasin:

KpaTkoe HaumeHoBaHWe cTpaHsbl Kon ctpaHsl CokpalieHHoe HauMeHOBaHWe HaLuoHanbHOro opraHa

no MK(MCO 3166)004-97 noMK(MWCO 3166)004-97 no crtaHgapTusauum

ApmMeHns AM MUWH3KOHOMWKN Pecny6mkn ApmeHns

Benapycb BY loccTaHaapT Pecnybnvkn Benapycb

Kunprusus KG Kblproei3ctaHgapt

MonpoBsa MD Mongosa-CtaHgapt

Poccus RU PoccTtaHgapt

TamkukicTaH TJ TamkmkcTaHgapt

4 Mpukasom defepasibHOrO areHTCTBa N0 TEXHUYECKOMY PEryiMpoBaHnio U METPOIOrMmn oT 22 HosA6ps
2013 r. No 795-CT MexrocyfapcTBeHHblli ctaHgapT TOCT 32296—2013 BBefieH B AelicTBME B KauyecTBe Ha-
uMoHanbHoro ctaHgapTa Poccuiickoii ®epepaunm ¢ 1asrycra 2014 r.

5 HacTtoswuii cTaHaapT UAEHTUYEH MexayHapoaHoMy AokymeHTy OECD. Test No. 420:2001 «OcTpas
TOKCUYHOCTb MPW BHYTPWXENYA0UMOM nocTynneHun. MeTtog doukcrpoBaHHOW A03bi» («Acute Oral Toxicity —
Fixed Dose Procedure». IDT)

6 BBEJEH BMNEPBbIE

7 MEPEN3OAHUE. Anpenb 2019 r.
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WNHbopmaLuus o BBefeHUN B AeicTBME (NpekpalleHun AeiicTBMA) HaCcTosAW ero ctaHgapra u usme-
HEHWUI K HeMY Ha TEPPUTOPUM yKasaHHbIX Bbille rocyAapcTB Ny6anMKyeTCs B ykasaTensxX HauuoHasIbHbIX
CTaHAapTOoB, N3aBaembiX B aTUX rocyfapcreax, a Takxxe BceTu VIHTepHeT Ha cailTax COOTBEeTCTBY-
IOLLMX HaLMOHa bHbIX OPraHoB MO cTaHgapTusaunu.

B cnyyae nepecmoTpa, M3MEHEHUS UM OTMEHbl HACTOSAL ero cTaHgapTa COOTBETCTBYHO W as WH-
chopmauua 6ygeT onybnmkosaHa Ha ouUnanbHOM MHTEpPHeT-caiTe MexrocyaapcTBEHHOro coseTa o
cTaHgapTusauum, MeTponornun n ceptTudmnkaLmm B katanore «MexrocygapcTBeHHble cTaH4apThbl»

© CrtaHgapTuHopMm. opopmneHme. 2014, 2019

B Poccuiickoii ®eaepalun HaCTOSALLMIA CTaHAAPT He MOXET 6blTb MOMHOCTLIO UK
YyacTMYHO BOCMPOU3BEMEH, TUPaXMPOBAH M pacnpocTpaHeH B KauyecTBe OguLMasbHOIo
usgaHusi 6e3 paspelleHnss defepasibHOrO areHTCTBa Mo TEXHUUECKOMY PerysimpoBaHuio U1
MeTponorum
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BeepeHne

MeTog nccnefoBaHWsA OCTPOW TOKCUYHOCTW OCHOBaH Ha BBEAEHWMN XUBOTHbIM CEPUIl IMKCUPOBAaHHbIX
403 [1]. [aHHblil NnoAxos No3BonseT n3bexaTb UCMOb30BaHNS CMEPTU XMBOTHbLIX Kak KOHEYHON TOYKM 3KC-
nepvMeHTa M OCHOBLIBAETCA Ha HabGNOAEHUN ABHbIX NPU3HAKOB TOKCUYHOCTU B OfHOW U3 cepuii BBEAEHHbIX
ouKCcMpoBaHHbIX f,03. cnbiTanusa in vivo [2. 3] u Moge bHble SKCNEePUMEHTbl COBMECTHO AEMOHCTPUPYIOT, YTO
npoueaypa ABAseTcs BOCNPON3BOANMONA, TPeOyeT MeHbLUEE YMCI0 XKUBOTHBIX U NPUUNHAET XNBOTHBIM MEHb-
e cTpagaHuii, 4yem TPagULMOHHbIE METO/bI, & Takke NO3BONSET PaHXXMPOBaTh BELLECTBA TakUM Xe 06pa3om,
Kak n fpyrne mMetofbl NCCnefoBaHNsA OCTPOI TOKCUYHOCTH.

PykosogcTeo Ans nopbopa Havnbonee afeksaTHOrO MeToAa MPOBEAEHUS WUCCNefoBaHUsA A5 AAHHOMN
onpefeneHHo Lenm MoXHO HaiT B PykoBOACTBE K NPOBEAEHWI0 TECTUPOBaHNSA OCTPOI OpanbHOl TOKCUY-
HocTu (Guidance Document on Acute Oral Toxicity Testing) [7].

MpuHUMN MeToAa 3akiyvaeTcs B TOM. YTO B OCHOBHOW 4YacTu MCCNefoBaHUs MCMOJb3YHTCA TOJMbKO
cpefiHMe TOKCUYHble A03bl, BBEEHNE KOTOPbIX, KaK OXWAAETCA, HE MOXET NPUBECTU K NIeTa/lbHOMY WCXOAYy.
Vccnepyemble BellecTBa He AO/MKHbI Takke NPUMEHATLCA B [O3MPOBKaX, KOTOpble ABMAIOTCA NPUYUHOW BO3-
HUKHOBEHUS BblPaXeHHbIX 60M1eBbIX OLYLLEHUA N HelOMOraHuii, oka3biBas pasbealoliee UM CUIbHO pas-
Apaxatolee aeincTBue. ArOHU3NPYIOLLME XUBOTHbIE WK XMBOTHbIE, NCMbITbIBAOLLME HEnepeHocuMyo 60/b
Unn Haxogduwmecs B 6e3HafeXHOM (DU3MYECKOM COCTOSHUMW, [O/DKHbI ObiTb YMePLYBEHbl TyMaHHbIM CMOCO-
60M 1 yUTeHbl Npy NoABeAeHNN pe3ynbTaToB UCC/ef0BaHNs, Tak Xe Kak 1 XMBOTHble, nornéline Bo Bpems
uccnefosaHns. Kputepum npuHATAS pelleHns 06 yMepLLBAeHUN aroHU3NpYIoLWero uaM HeBbIHOCUMO CTpa-
[JaloLwero XMBOTHOIO, @ Takke PyKOBOACTBO MO pacno3HaBaHWI0 MPOrHO3NpPyeMon Uan HEMUHYEMOW CMepTh
M3N0XEeHbl OTAENbHO B PyKoBOASALLEM AOKYyMeHTe [2].
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M E X TFTOCUY 4APGC CTUBETHH®BbB W CTAHAAPT

METOAb! NCMbITAHUA MO BO3AENCTBUIO XUMWUUYECKOW MPOAYKLINN
HA OPITAHN3M YE/TOBEKA

OCHOBHble TpeboBaHNA K MPOBEAEHNI0O UCMbITAHWUA MO OLEHKE OCTPOW TOKCUYHOCTU
npu BHYTPUXONYAOUYHOM MOCTYN/IEHUN METOLOM (PUKCUPOBAHHOW A03bl

Methods of testing the chemicals of human hazard.
Main requirements to acute oral Toxicity tests by fixed dose procedure

JaTa BBefeHns — 2014—08—01

1 O6nacTb NpUMeHeHUs

Hactosiwumii ctaHfapT ycTaHaBnMBaeT Tpe60BaHNA K TECTUPOBAHWUIO OCTPOW TOKCUYHOCTY NPU BHYTPU-
XenyAo4YHOM MOCTYNNEHUN XUMUYECKOV NPOAYKLUN MeTOA0M (PMKCMPOBAHHO [03bI.

3T0T MeToA obecneynBaeT nosyvyeHne nHgopmaLum 06 OCTPO TOKCUYHOCTU BELeCTBa NPU NPornathbl-
BaHVM 1 NO3BOJISIET OLLEHNTb ¥ Knaccuduumposats ero B cootsetctamm ¢ CIC.

MpoBeaeHNio NCNbITaHNA A0/MKEH NpeALlecTBoBaTh aHaau3 uHdopmauun 06 nccnesyemMom BellecTse.
Takas nHopmaumsa BkIOYaeT CBEAEHNA O COCTaBe U XMMUYECKOM CTPOEHUW BelecTBa, ero usnko-xnmm-
YeCKMX CBOICTBAX, pesy/ibTatax TOKCUKOMOTMYECKUX UCMbITAHUIA in Vivo 1 in vitro, a Takke TOKCUKO/IOTMYecKkme
[aHHble Mo CTPYKTYPHO POACTBEHHLIM BELLeCTBaM W npejnosiaraemble NyTU UCMOMbL30BAHUA BellecTsa. Jta
MHOpPMaLMa HyXHa 418 NOATBEPXKAEHNA TOro, YTO UCMbITaHNE ABMSETCA HeOOXOAUMBbIM ANS 3aluTbl 340-
pOBbS YenoBeka U cNoco6CTBYET BbIGOPY NoaxoasLeli HavanbHoW A03bl.

2 TepMuHblI 1 onpeaeneHns

B HacTosLleM cTaHAapTe NPUMEHEHbI cneayowme TEPMUHBI C COOTBETCTBYOLUMN OnpeaeneHnaMu:

2.1 aroHusa (moribund status): MNpeacmepTHOE COCTOSIHME NMMG0 HECMIOCOBHOCTb BbXUTL, AaXe Mnpu ne-
YeHuu.

2.2 posa (dose): Konuyectso BBOAMMOrO TeCTMPYEMOro BeliecTsa. [lo3a BblpaxaeT COOTHOLIEHMnE
eiVHNLIbI TECTUPYEMOTO BeLLLeCTBa Ha eAUHNLY MaccCbl Tena NoAoMbITHOrO XXMBOTHOTO, MI/Kr.

2.3 3amegneHHasa cmepTb (delayed death): O3HauaeT, UTO XXUMBOTHOE HE YMUPAET WX HE aroHU3NpyeT
B TeueHue 48 yacos, a ymupaeT no3xe, B TeyeHne 14-AHeBHOro nepuoga HabnwgeHus.

2.4 ocTpas opanbHaa TOKCMYHOCTb (acute oral toxicity): SdypekTbl, NPOABNAKOWMUECA B TeyeHue
24 yacoB nocfe OfHOKPaTHOTO WM MHOFOKPaTHOro nepopanbHOro BBeAeHWs A03bl.

2.5 ouyeBMaHas TOKCUMYHOCTb (evident toxicity): OTo 06WMIA TEPMUH, XapaKTEpPU3yOLWWii NpUsHakn
TOKCMYHOCTU, HabnogaemMble Nocne BBeAEHNSA NCcneayemMoro BelecTtsa (2).

2.6 npegenbHan posa (Haubicwas) (limit dose): MpegenbHas fosa npu ucnbitaHuyu (2000 wnnam
5000 mr/kr).

2.7 npepckasyemaa cmepTb (predictable death): Hannune KNMHUYECKMX CUMNTOMOB, YKa3blBalLLUX
Ha TO. YTO CMEPTb MOXET HaCTYyNUTb paHblle 3aniaHMpPoBaHHOIO KOHLUA UCMbITaHNa (Hanpumep, BCneacTBue
HEBO3MOXHOCTW AOTSAHYTLCA A0 BOAbLI UV MULLK).

2.8 yrpo3sa cmepTu (impending death): OxupgaeTtcsi, YTO COCTOAHWE aroHUN WY CMePTb HaCTYMAT pa-
Hee 3aniaHMpPOBaHHOrO BpeMeHn. CUMNTOMbI MOAOOHOTO COCTOSHUS Y TPbI3YHOB MOFYT BK/OYATb KOHBY/1b-
CuK, nexayee nonoXxeHue, B T.4. HA 6GOKY 1 TpemMop.

M3gaHue ouymnansHoe
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2.9 CrcC (globally harmonised classification system for chemical substances and mixtures — GHS): Co-
rnacoBaHHas Ha rnobasbHOM YpOBHE cucTema knaccudmkaumm onacHOCTU U MapKMPOBKM XMMUYECKOR Npo-
Aykuumn. PaspaboTaHa coBmecTHO OpraHusauueli aKOHOMWYEeCKOro coTpyfHuyectsa u passutus (OECD,
3a60Ta 0 YesioBeKe 1 oKpyxatolielt cpege), MNoaKkOMUTETOM 3KCNEPTOB MO NepeBO3Ke OMacHbIX rPy308 JKOHO-
MMUYECKOro 1 counanbHoro cotpyaHuyectsa OOH (chusnko-xuMuyeckme cBoiicTBa) 1 MexayHapogHoli opra-
Hu3auuen Tpyga (ILO, TexHuueckas koopAnHauus). Cuctema yHKLMOHMPYeT B pamkax MexopraHusaunoH-
HO nporpaMmbl Mo 6e3onacHoMy 06paLleHnto ¢ xumuyeckumm Beectsamu (KOMC).

2.10 DL5U/LD%0 (cpepHsis cMepTenbHas [o3a, nepopasbHo): OfAMHOYHAs CTaTUCTUYECKU MonyyYeHHas
[l03a BelecTsa, kotopas npeanosioxutesibHo B 50 % cnyyaeB MOXET Bbi3BaTb CMEPTb XUBOTHOTO. Mpn BBeE-
AeHun nepopasibHo DLA/L D BblpaxaeTcs B OTHOLIEHWUW eAVHULLbI MAcChl UCNbITbIBAEMOrO BELLLeCTBa K eAu-
HULe Maccbl MOAOMbLITHOTO XXUBOTHOTO, MI/Kr.

3 MpuHuuMn TecToBOro Metoaa

[pynne XWBOTHbIX OAHOr0 Nosa, MCMOMb3ys NoLaroByl npoueaypy, AaloT (hUKCUPOBaHHbIE A03bl: 5,
50. 300 1 2000 mr/kr (B 0COBbIX C/ly4asix MOXHO paccMaTpuBaTh AOMO/HUTENbHYO (OUKCUPOBAHHYIO 03y —
5000 wmr/kr). HavyanbHas gosa nogbupaeTcs Ha OCHOBE MpULIENIbHOTO UCCNefoBaHWs, Tak Kak Ao3a npeano-
naraeTt BOCNpou3BefeHne HEKOTOPbIX NPU3HAKOB TOKCUUYHOCTMW, HE NPUYMNHASA CUMbHbBIX TOKCUYECKNX feiicTBui
Un neTanbHOro ucxoga. KnuHmyeckne CUMNTOMbI M COCTOSIHUSA, CBSA3aHHbIe C 60/1bl0, CTPajaHNeM Y HEMUHY-
eMoi1 cMepTbio, NOAPOBHO PACCMOTPEHbI B OTAE/NLHOM pasfesno. 3aTtem rpynnam X1BOTHbLIX MOTYT BBOAWUTLCS
60/1€ee BbICOKME TG0 HM3KME A03bl, 3TO 3aBUCUT OT HAIMUNA NN OTCYTCTBUA NMPU3HAKOB TOKCUYHOCTW Unn Nne-
TanbHOro ucxoga. Npouegypa npogomxaeTcsa 4o Tex nop, noka fo3a He NpuBefeT K BbIPaXEHHO! TOKCMYHO-
CTU UMM Noka He ByfeT 3ahUKCMpPOBaH OAMH ciyyali CMepTU, a Takxke [0 Tex Nnop. noka He 6yaeT HabnogaTbCs
OTCYTCTBME peakuuun Npu BBeAeHNM HanbonbLuei A03bl UAN NoKa He HAaCTYNUT CMepTb NPU HanMeHbLLeni go3e.

4 OnucaHue TecToBOro Mmetoga

4.1 )XUBOTHbIE

4.1.1 Bbibop BUAa

Haunbonee npeanoyTuTeIbHbIM BULOM PbI3yHOB AB/ISAETCA KpbiCa, BMECTe C TEM MOryT UCMO/b30BaTbCA
1 Apyrue BuAbl rpbi3yHOB. B OCHOBHOM MCNO/b3YIOTCA XEHCKNE 0CO6W, Tak Kak OHW ABNSAIOTCA 6osee 4yyBCTBYU-
TeNbHbIMU K BO3AENCTBMIO TOKCUKaHTOB [7, 10]. OAHaKo ecnu TOKCMKONIOrMYeckne n TOKCUMKOKMMeTnyeckme
[aHHble ANA CTPYKTYPHO POACTBEHHBIX BELLLECTB NOKa3biBAIOT, YTO MYXCKME 0COOU ABNSAOTCA 6onee YyBCTBU-
Te/IbHbIMW, C/iefyeT UCMO/Ib30BaTb XUBOTHbLIX AaHHOro nosna. NposefeHve UCMbITaHUA C UCMONb30BaHWeM
MYXCKMX 0cobeli 4O/MKHO BbITb HAy4YHO 060CHOBAHO.

B akcnepumeHTe f0/MKHbI ObITb UCNO/Ib30BaHbI 3[J0POBbIE MOJIOAbIE MO0BO3PEIble 0CO6M 06bIYHO UC-
nosb3yeMbix 1a60paTOPHbIX NIMHWIA. XKeHCkne 0cobu He A0/MKHbI 6biTb 6EPEMEHHBIMU UM POXABLUNMKN. Kavk-
[0€ XMBOTHOE Ha MOMEHT Hayasa 3KcnepumeHTa A0/HKHO ObiTb B BOo3pacTe OT 8 o 12 Hefenb, a ero macca
[omkHa cocTaBnAaTb +20 % OT cpefHeil Macchl paHee uccnefyembliX XUBOTHbIX.

4.1.2 YcnoBusa coaepxaHus n KopMmaeHus

TemnepaTypa B labopaTopHoii KOMHaTe A0/KHA cocTaBnATb (22 + 3) °C. OTHOCUTE/IbHAA BMAXHOCTb
[omKHa 6bITb Kak MUHUMYM 30 % 1 He npesbiwatb 70 %. 3a UCKNOYEHNEM BPeMEeHN YOOpKM KOMHAaTbI: On-
TUManbHoe 3HayeHne ot 50 % fo 60 %. OcBeleHne [OMKHO ObITb UCKYCCTBEHHLIM B MOC/1€40BaTE/IbHOCTH
12 yacoB — cBeT. 12 yacoB — TeMHoTa. [1pn KOpMNEHUN MOXET 6bITb UCNOIb30BaHa 0bblbHasA nabopatopHas
AneTta C HeorpaHMYeHHbIM KOIMYeCTBOM NUTbEBOW BOApl. YKMBOTHBLIX MOXHO cofiepxaTtb rpynnamMu B knetkax
B 3aBMCMMOCTU OT A03bl, OJHAKO KOJIMYECTBO XMNBOTHBIX B KNEeTKe He AO/HKHO NpenATcTBoBaTb HabnoheHuo
3a KaxbIM U3 HUX.

4.1.3 TopgrotoBka

YKvBOTHbIE [OMKHBI BbITb OTAENEHbI METOLOM CMNJIOLLHONV BbIGOPKM, MOMEYEHbI U cofepXaTbCs B KneT-
Kax He MeHee NATU AHel A0 Hayana BBeAeHVSA TeCcTUPyeMOoro BeLLecTBa, YTO MO3BOAWUT UM NPUBbLIKHYTb K
nabopaTopHbIM YC/TOBUSM.
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4.2 Tpoueaypa ncnoitaHnA

4.2.1 lMpuroTtoBieHne [03

Kak npaBuno, nsyyaemoe BeLLeCTBO BBOAUTCS PUKCMPOBaHHbIMY 06beMaMu B fuana3oHe UCTbITyeMbIX
003 nyTeM U3MEHEHWUs KOHUeHTpauun f03. Eciv n3yvyaemble NPoAyKTbl B XXUAKOM COCTOSIHUM, TO Lenecoo-
6pa3Ho UX UCNONb30BaHNe ANA TeCTUPOBaHMA 6e3 pasbaBneHns, 3TO MOXET OblTb BaXHO ANA nocneaytowei
OLIEHKM pu1CKa MCNoJb30BaHMsA BellecTBa. MakcumasbHblli pa3oBblii 06bEM XMUAKOCT 3aBUCUT OT pasmepa
NoAONbITHOrO XMBOTHOTO. BBOAUMBIN rpbi3yHaM 06beM He Ao/DkeH npeBbiwatb 1 ma/100 r macchbl Tena: Mex-
4y TeM B ciiyyasx ¢ BOAHbIMY pacTBOpaMy 06beM A03bl MOXET cocTaBuTb 2 M/100 r maccel Tena. B nio6om
cnyyae, MaKCcMMasbHbIi 06beM BBOAMMOW [03bl HE fO/MKEH ObITh NpeBbILLEH. PekomeHayeTcs Ucnonb3oBaTth
BOAHbIE PACTBOPbI/CYCNEH3NU/AMYTbCUM XUMUYECKNX BELLECTB A8 MPOAYKTOB, He pacTBOPUMbIX B BOJE U B
ApYrux pacTBOpuTensix, oTaasas NpeanoyTeHve pacTBopam/CycneH3nam/amynbCusamM Ha MacisHOW OCHOoBe
(pacTutenbHble macna). B cnyyae ncnonb3oBaHus pas3baBuTens (pacTBOpuTens), He SIBASIOLWErocs BOAOM,
€ro TOKCMKO/I0rMyeckne XxapakTepucTukn AO/MKHbI ObiTb M3BECTHbI. [03bl fO/MKHbI O6bITb NPUITOTOB/IEHbI HE3a-
[ONro A0 BBEAEHNSA C YH4eTOM CTabuIbHOCTM M3yyaemoro npenapara B Nnepuof uccnefoBaHus.

4.2.2 BeefeHue 03bl

WcnbiTbiBaeMblli npenapart BBOAWUTCS pPa30BOi A030/ Yepes3 30HA: XenyAouHyl Tpy6Ky wan nHTy6aum-
OHHYI0 KaH/0. ECnu B UCKTHOUNUTENBHBIX CyYasx BBeAEeHUE pa3oBoii 103bl HEBO3MOXHO, 403a MOXET ObITb
BBefleHa YacTAMW B NEPUOA, He NpeBbIaloLnii 24 u.

Mepeps BBeAEHNEM [03bl XNBOTHLIX HEOOGXOAMMO OrpaHWUyYMTL B NuLe (T. €. KPbIC HEe KOPMUTL C Bevepa
nepes BBeAEHWEM [103bl, HO MOWTb; MbILIE HE KOPMUTb TPU-YeTbipe yaca nepef BBeAEHWEM [03bl, HO Mo-
uTb). Mocne ronogaHWst Heo6X0AMMO B3BECUTb XMBOTHBIX, 3aTeM BBECTW MCMbITbIBAEMOE BeLecTBo. locne
BBEJEHNA Mnpenaparta KpbiC He KOpMWUTbL TpU-YeTbipe Yaca, Mbllleil — oauH-ABa Yaca. Ecnu gosa BBognTCA
NMOPLMOHHO, B 3aBUCHMOCTU OT Nepuosa BBELAEHNS [03bl XXMBOTHbIM MOXET NOTpe6oBaTbCA KOPM WK NUTbE.

4.3 TpepBapuTenbHoe uccneposaHue

Lienbto npeasapuTenbHOroO NccnefoBaHnsa SABaseTca nogbop noaxoasaiei HayanbHoM 403kl 419 OCHOB-
HOro nccnegosaHusa. M3yyaemblii npenapart BBOANTCA OAHOMY XXMBOTHOMY NocfiefjoBaTe/lbHO B COOTBETCTBUM
¢ npunoxeHuem A. lMpeaBapuTenbHoe uccnefoBaHve 3asepluaeTcs, Korga MOXeT 6biTb NPUHATO pelleHne
OTHOCUTENIbHO HayasnbHOW A03bl 418 OCHOBHOIO MCMbITAHUS (MW eCnu NPU MUHUMANbHOW YCTaHOBNEHHOM
[l03e OTMeyaeTcs CMepThb).

HauvanbHas f03a Ans npeABapuTeslsHOr0 UCCNefoBaHns NoA6GMPaeTCa U3 yCTAHOB/IEHHbIX YPOBHEW 1,03
(5, 50. 300 1 2000 mr/kr) Kak Ao3a, KOTOpast MOXeT Oka3aTbCsl TOKCMYHOM Ha OCHOBE UccnefoBaHuii 4aHHOTO
npenaparta Wi CTPYKTYPHO POACTBEHHbIX BELEeCTB B OMNbITax in vivo uaw in vitro. Mpu oTCyTCTBUM Takoi WH-
hopmaLmm HavanbHasa fo3a coctasnset 300 mr/kr.

Mexzay BBefeHMEM Kaxaol A03bl O/MKHO MPOXOAUTb Kak MUHUMYM 24 4. Bce XMBOTHblE AO/MKHbI Ha-
61104aTbCsA B TeUEHNE Kak MUHUMYM 14 fHel.

B ncknounTensHbIX caydasx, v TOIbKO Korga 370 onpasfaHo onpefeneHHbIMy YCIOBUAMU, MOXET ObITb
paccMoTpeHo nccnegosaHne AOMNONHUTENIbHO YCTAaHOB/IEHHOIO YPOBHSA A4,03bl B 5000 mr/kr (nogpasgen 4.6).

N3 coobpaxeHnii ryMaHHOTO OTHOLUEHWS K XWBOTHBLIM, UCCNeAO0BaHNsA, OTHocAWwMeca K knaccy 5 CI'C
(ot 2000 go 5000 Mmr/kr), HeLenecoo6pasHbl U MOTYT NPOBOAMTLCSA, TO/IbKO €Cnn pesyfbTaTbl NOA06GHbIX UC-
CnefoBaHUA NMEIOT 3HaUYeHne A5 340POBbA XUBOTHLIX WA YenoBeka.

B cnyuasix, korga XvWBOTHOE NPU CaMOM HW3KOM YCTaHOB/IEHHOM YpoBHe A03bl (5 Mr/kr) B npegsapu-
TeNIbHOM ucCnefoBaHny ymvpaeT, Heo6XoAMMO 3aKOHYUTbL UCCNefoBaHne U MPUCBOUTL BeLecTBy knacc 1
cornacHo knaccudukaumm CIC (npunoxeHue B). OpgHako ecnu TpebyeTcs fanbHelillee NOATBEPXAEHMWE
knaccudukalum BeltecTsa, HeobasaTelbHOe AONOMHUTENILHOE UCCefoBaHne MOXET OblTb NPOBEAEHO Crie-
Ayowmm 06pa3oM, BTOPOE XUBOTHOE TECTMPYETCA C UCMOMb30BaHNEM A03bl 5 Mr/kr. Ecnv BTopoe X1BOTHOE
ymupaeT, To knacc 1 CI'C nogreepxaaercs, v uccnefoBaHne HemeasieHHO 3asepluaeTcs. Ecnv BTopoe xu-
BOTHOE BbIXWBaeT, TO NPOBOAUTCA AOMNOMHUTENIbHOE WUCCNEefOBaHME Ha TPeX XWBOTHbLIX C UCMO/b30BaHNEM
[03bl 5 Mr/kr. MOCKONIbKY B [@aHHOM cflyyae CyL,ecTBYeT BbICOKUA PUCK CMEPTHOCTU, AO3UMPOBKY MPOBOAST
nocnefoBaTe/ibHbIM CNOCO60M 13 COOBpaXeHUii 6epexHOro OTHOLLIEHWS K XXMBOTHbIM. BpemeHHOW uHTepsas
MeXy A03MPOBaHNEM KaXKAO0ro XMBOTHOTO AO/KEH ObIThb OCTATOYHbIM, YTOObI YCTAHOBWTDL, YTO NpeAblayliee
XMWBOTHOE, BEPOSATHO, BbhKMBET. ECnn npoucxoauT BTOpas cMepTb, TO MOC/Mef0BaTENbHOCTb [03MPOBaHUA
[o/mKHa 6bITb HEMeA/IEHHO 3aBepLUeHa, ¥ B AasibHelleM TeCTUpoBaHve Ha XMBOTHbIX He npoBoauTcs. TMo-
CKOJIbKY BO3HUKHOBEHVE BTOPOI CMepTu (He3aBMCHMO OT YMc/ia XMUBOTHbLIX, NPOTECTUPOBAHHbLIX KO BPEMEHU
3aBepLUeHNs SKCnepruMeHTa) coBnagaeTt ¢ pesynbTatoM A (ABa unn 6osiee cmepTesbHbIX Clyvyaes), cnegyet
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npuaepxmBaTbCcs npasuaa knaccudumkaumm npyu ycTaHoBMEHHOW Ao3e 5 mr/kr (knacc 1, ecnun ecTb ABa wnu
60nee cMepTenbHbIX CyYaeB, UK Knacc 2 — He 6oee 0fHOTr0 CMepPTENLHOIO UCX0AA).

4.4 OCHOBHOe uccriegoBaHue

Laru, KoTopble HEO6X0AMMO NPeANpPUHATL Noc/e UCCNef0BaHNs C Hauya/lbHbIM YPOBHEM [103bl, NOKa3a-
Hbl B Cxeme 2. Heo6x01MO NpoBefeHNE OLHOMO M3 TPeX AeliCTBWiA:

- MpeKpaTuTb UCNbITaHWe ¥ ONpeAe/MTL COOTBETCTBYIOLLMIA KNacc OnacHoCTy;

- MPOBECTU MCMbITaHKE C 6oNee BbICOKAM YPOBHEM [03bl;

- NMPOBECTW UCMbITAHWE C MEHbLIMM (PMKCUPOBAHHBLIM YPOBHEM A03bl.

OfiHaKo B LENsX 3aliMThl XUBOTHbLIX YPOBEHb [103bl, KOTOPbIA ABUICS MPUYMUHOW CMEPTU XMBOTHOTO B
npefBapuTesIbHOM McClefoBaHUK, NOBTOPHO B OCHOBHOM MCC/EA0BaHWU He paccMaTpuBaeTcs. VccnefoBa-
HUS MOKasanu, YTo Hambosiee BEPOATHLIM PE3Y/IbTATOM MCMbITAHUSI C HaYaslbHbIM YPOBHEM fA03bl ByAeT BO3-
MOXHOCTb KfaccuukaLlmm BeLecTsa n oTCYTCTBIE HEOGX0AMMOCTM NMPOBOAUTL AasIbHENLIVe UccNefoBaHus.

B 06Leil CNoXHOCTU NATb XMBOTHLIX OAHOMO Nofa crneayeT UCMO/b30BaTh NMPU NPOBEAEHNU IKCTepu-
MEeHTa C KaXAblM YPOBHEM [03. M3 NATU XMBOTHBIX B Ipynne 0TOMPATCS O4HO XWBOTHOE U3 NpeABapuTeb-
HOTO MCCMef0BaHNs C BbIGPAHHLIM YPOBHEM A03bl U YeTbipe LOMNOSHUTENbHBIX XUBOTHBIX (38 UCKOUEHNEM,
HecTaHAapTHbIX C/lyyaeB, Korga paccMaTpuBaeMblii ypoBeHb [03bl B OCHOBHOM WCMbITAHUM He Gbin BKIOYEH
B NpefiBapuTesibHoe 1CCNeA0BaHue).

BpeMeHHO UHTepBa/ Mexay npuemMamMu 103 KaXXA0ro YPOBHS onpeesnisieTcs HauasioM, NPoAo/MKUTE b-
HOCTbIO U TSXXECTbIO TOKCUUECKMX MPU3HAKOB. VccnefoBaHue XMBOTHLIX CO CleaytoLeil 4030/ A0MKHO 6biTb
OT/IOKEHO [10 TeX MOp. NMoKa He BbIKMBET OLHO M3 XUBOTHbIX, NPUHSIBLUUX NPeablayLLyto Ao3y. Mexay npuHs-
TUeM [,03 K&XA0ro YPOBHS peKoMeHAyeTcsi ieNlaTh NepepbiB B TPU UM YeTbIpe AHS, ecim Heo6XoAuMo, ANst
BO3MOXHOCTV HaGMOAEHUS 3aMef/IeHHO TOKCUYHOCTU. BpemMeHHol HTepBasl MOXeT GbiTb YCTAHOBMEH Kak
afleKkBaTHbIli, Hanpumep, B clyyae Hey6eanTeNnbLHOro oTBeTa (peakumn).

4.5 WcnbiTaHue npeaenbHON A03bl

Moporosoe ncnbiTaHne npefesnbHON [03bl NPOBOAUTCA B CyyYasx, Korga uccnegosartesib 06n1agaeT vH-
dopmavmeli 0 TOM. 4TO BELLECTBO, BEPOATHO, He SIBIAETCA TOKCUUYHBLIM, HanpuMmep obnafaeT TOKCUYHOCTbIO
TOMbKO B fj03aX, MpeBbllalWnx npeesbHbie ypoBHU. VIHdopMauus 0 TOKCUYHOCTU UCCeyemoro Belle-
CTBa MOXET ObITb MOlyyeHa M3 AaHHbIX 06 uccnefoBaHUn POACTBEHHbBIX NO PU3NKO-XMMUUYECKUM CBOWCTBaM
BELLEeCTB CMeceil Nn NPOAYKTOB, C yY4ETOM TOro, YTO MMEIT 3HAYEHUE Ha/IMYMe U NPOLLEHTHOe coaepXKaHune
KOMMOHEHTOB. B Tex cnyuyasx, korga nHopmaumsa o TOKCUYHOCTW npenapaTa OTCYTCTBYeT WK HegocTaTouHa
Unu Korga nccnegyemblii npenapart, BEPOSATHO, ABASETCA TOKCUYHbIM, HE06X0AMMO NPOBOAUTL OCHOBHOE MC-
cnefloBaHue.

VMcnonb3ys 06bIYHY0 Npoleaypy, HayanbHoe n3yveHne npenapaTa B fo3e 2000 mr/kr (B 0cobbix cnyya-
ax — 5000 mr/kr) BewecTsa B npeABapuTelbHOM UCMbITaAHUW C NOCAeAYIOWMM TeCTUPOBAHNEM APYIUX YeTbl-
pex XMBOTHbIX IBSETCA UccnefoBaHUeM npeAesbHol A03bl.

4.6 HabnwogeHue

YXvBOTHbIE HabnAalTCA NHAMBUAYANLHO NOCMe BBEAEHUS [03bl, He MeHee YeM OfUH pa3 B nepsble
30 MWHYT 1 perynspHo B TeuyeHue nepBbiX 24 4. NpuyeM 0co60e BHUMaHve yaenseTcs nepBbiM YeTbipem
yacam, 1 3aTeM exefHeBHO B TeueHne 14 gHell, KpoMe Cryyaes, Korfa OHU A0/KHbI O6blTb OTCTPaHeHbl OT nc-
cnefoBaHWsA M yMepLyBIeHbl rfyMaHHbIM CNOCO60M N0 MeAULMHCKUM NOKa3aHWsM WK HaligeHbl MepPTBbIMU.
[AnnTenbHOCTb HabNAEHNA He JO/MKHA OblThb XeCcTKo 3adinkcupoBaHa. OHa 3aBUCUT OT TOKCUYECKUX peak-
LWil. Havana n AMTEeNbHOCTU Neproia BOCCTAHOB/IEHNS; TakuM 06pa3om, HabogeHne npyu Heo6xoaMMoCTH
MOXeT 6bITb NPOAO/HKEHO. BaxHO 3adhmKkcrpoBaTtb Bpems NOSBMAEHUS W UCHE3HOBEHUS CUMNTOMOB TOKCWY-
HOCTW. 0COOEHHO eCcnn ecTb TEHAEHUMSA K 3amMme1eHHOMY BO3HUKHOBEHUIO TOKCUYECKUX cumnTomos [11]. Ha-
6nogeHVsA. BKAYalLWwme oTae bHble 0TYETbI O KaXXA0M XMBOTHOM, CUCTEMATUYECKN PErNCTPUPYIOTCS.

JononHutenbHoe HabnlogeHne MoxeT noTpeboBaTbCA, eCnu MPU3HaKM TOKCMYHOCTW Y XMBOTHbIX He
ncyesaroT. B xoge HabnoAeHN (UKCUPYIOTCA M3MEHEHNS B KOXe W LIepCTH, B r1aBax 1 CIM3NCTbIX, B pecnu-
paTopHOW. KPOBEHOCHOI, BereTaTyBHOW U LLIeHTPasibHO HEPBHOW cUCTEMax, HapyLleHUs B COMaTOMOTOPUKE 1
noseAeHWn. BHMMaHue f0MKHO (hOKyCMpPOBaTLCA Ha ABMNEHUAX TPEMOpa, KOHBY/bCWIA, CIIOHOOTAENEHUS, A1N-
apew. netapruv, cHa v KOMbl. ATOHV3VPYIOLLME XUBOTHbIE WA XMBOTHbIE, UCNbITbIBAIOLLME HENEPEHOCHUMYHO
601b MM HaxoAswWwMecs B 6e3HafexHOM PU3NYECKOM COCTOSHUMW, AO/MKHbI OblTb YMEpPLUBAEHbl T'yMaHHbIM
cnoco6oM. Ecnn XMBOTHbIE yMepLLBMEHbI U3 COOOPaXKEHWI TYMaHHOCTU WM HaifeHbl MepTBbIMW, BpPEMS
CMepPTU A0/IKHO ObITb 3aIMKCMPOBAHO MaKCHManbHO TOYHO.
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4.6.1 Macca ToNna

Macca Tena Xv1BOTHOrO A0/XHA ObITb YCTAHOBNEHA HE33A0/I0 0 BBEEHNS TECTVPYEMOrO BeLLecTBa U
KOHTPO/IMPOBATLCS HE MeHee YeM pa3 B Hefle/lio Noc/ie UCNbITaHus. VI3MeHeHWsi B Macce Tena JO/MKHbI GbiTb
BbIUMC/IEHbI 1 3ahMKCUPOBaHbI. BbDKMBLUME MO OKOHYAHUW UCTLITAHUS XMBOTHbIE JO/MKHbI 6bITh B3BELLEHBI U
YMEPLLB/IEHbI TYMAHHbLIM CMOCO60M.

4.6.2 MaTtonornyockas aHaTomMus

Bcex MofonbITHbIX XMBOTHBIX (BK/OYas MOrM6LIMX BO BPEMs UCTbITAHWA, a Takke WCKIYEHHbLIX MO
MeAMLMHCKUM nokasaTesnsiM) Heo6X0AMMO NOABEPrHYThL 06Lel ayToncumn. [Ins Kaxaoro XuBOTHOMO AO/MKHbI
6bITb 3apPerMcTpupoBaHbl Bce 06LLMe NaTONOrMYeckne N3MEHEHUS. PEKOMeHAYeTCs yUeCTb Takke pesynbTaTbl
MVKPOCKOMMYECKOTO aHam3a OpraHoB Y XMUBOTHBIX, MPOXMBLUKX 24 1 GOJibLUE YACOB MOC/e NepBOro npueMa
TECTMPYEMOro BelecTBa. Takue pesy/bTaTbl MOTyT COAepXaTb Noe3Hy HopMaLmio.

5 [aHHble v oTyeT

5.1 JaHHble

Ha Kaxaoro >MBOTHOTO AO/KHbI GbITb COGpaHbl AaHHble. Kpome Toro, BCce AaHHble A0/KHbI 6biTh
ochopMsieHbl B Bufe TabnuL, Ha Kaxaylo NofonbITHY rpynmny, CoOAepXallux CBeAeHUst 0 KONMUYECTBE XUBOT-
HbIX. [EMOHCTPUPYIOLLMX NPU3HAKM TOKCUYHOCTM, KOSIMYECTBE XXMBOTHbIX, MOrMGLIMX BO BPEMSI UCTbITAHWS
UK YMEPLLBEHHbIX U3 COO6PaXEHU r'yMaHHOCTU, BpeMs CMEPTU KaXKA0ro XMBOTHOTO, ONUCAHNUE U BPEMEH-
HoIi rpadhnK TOKCUYECKOoro AeicTBrS U BOCCTAHOB/EHUS, pe3y/bTaTbl BCKPbITUS.

5.2 Otuet

OTyeT 06 UCNbITaHUW AO/MKEH COAEPXKaTb CeAyioLLyo nHopmauuio:

Miccnegyomoe BewecTBoO:

- dmsmyeckas Nnpupoaa, YucToTa u. Npyu HeobxoaMMOCTU, hN3UKO-XMMUYECKMe CBOMCTBA (BKNtOYas 130-
Mepu3auuio);

- naeHTudmumpyowme garHHble, Bkayas CAS — Homep.

PacTeBoputens (ecnu ncnosnb3lyeTcs):

- o6ocHoBaHWe Bblbopa pacTBOpUTENs B C/lyyae, ec/iM 3TO He BoAa.

|_|0,£I|OI'IbITHbIe XNBOTHbIE:

- Bug/pog;

- MWUKPOGWOMOrMYECKNiA CTaTyC XMNBOTHbIX, €C/TM TaKOBOW N3BECTEH,;

- KONM4ecTBO, BO3PACT Y MO/ XMBOTHbIX (BK/OYas 060CHOBaHVE NPeAnoyYTeHNs camLoB caMKkam):

- MPOUCXOXAEHMWE, YC/TOBUA COAEPXKAHWNSA, KOPMIEHME U Mp.

YcnoBusa ncnbiTaHna:

- TeXHO/0rma NpPpUroToB/ieHUA UCNbITbIBAEMOro BellecTBa (BKJ'IIOHaFI CbI/IBI/I‘-IECKVIe napamMmeTpbl UCNOMb-
3yeMbIX KOMMOHEHTOB);

- NoApo6HOCTM 0 BBEAEHNM TECTUPYEMOrO BELLeCTBa, BK/IOYasa AO3MPOBKY, 06BEM 1 BPeEMS NpreMa;

- NogpPO6BHOCTM O KayecTBe KopMa 1 BoAbl (BKOYasA CIOCO6/MCTOYHMK KOpMa U BOAbI);

- 06ocHOBaHWe Bblbopa HauyanbHON A03bl.

Pe3ynbTtarthl:

- CcBefeHue B Tabnvuy peakuuii Kax4oro NoAoNbITHOrO XMBOTHOTO Ha BELLECTBO, Ha YPOBEHb BBEAEH-
HOI [03bl (T. €. TeX XWBOTHbIX, KOTOPblE pPearupyloT Ha TOKCUYHOCTb, B T. Y. IeTaslbHbll UCXOA, U3MEHEHUe
OCHOBHbIX CBOWCTB, UHTEHCVMBHOCTb U NPOAOC/IKNTENBHOCTb 3pdheKkTa TOKCUKOIOTMYECKOW 3HAUYMMOCTH),

- cBefeHue B Tabnuuy Beca Tena u U3MeHeHui B Bece Tena.

- UHAVMBMAYyasibHas Macca Tefia XMBOTHOIO B [leHb BBEAEHUSA BeLlecTBa, CNycTsa Hefeno nocne seefe-
HMA BELLeCcTBa, Ha MOMEHT rmbenu nam ymepLuBieHus,

- jaTa v Bpems rubenu, ecnym oHa Npov3oLuna paHblue 3aniaHMpoBaHHOIO YMepPLLBAEHUS.

- BPEMEHHOW rpadnk NOABAEHNA NPU3HAKOB TOKCUYHOCTM, CBefeHust 06 06paTMMOCTM NPU3HAKOB TOK-
CUYHOCTW A5 K&XA0r0 XNBOTHOrO.

- pe3ynbTaTbl BCKPbITUA U pe3y/bTaTbl TMCTONATONIOIMYECKOro nccnenaoBaHna ona Kaxgoro XXnMBOTHOrOo,
€C/IM TaKoBble UMEIDTCH.

O6ecyxaeHne U NCTONKOBaHWe pe3ynbTaToB.

BbiBOAbI.
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Mpunoxexve A
(o6si3aTeNnbHOE)

Cxema BBefeHUA npenaparta npun npegBapnuTesibHOM UccnenosaHnn

HauanbHas gose: 5 wfrr

Hauano

Hmanum gown: 60 bir/ir

Hauana

PucyHok A.2
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HM n«B gO»: 300w/sr
Hwmno

| Hsablalylllapm:20ii6M*«r |
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Mpunoxexve b
(o6si3aTeNnbHOE)

Cxema BBefeHUA npenapara npn oCHOBHOM uccnegoBaHuu

HuuwbHus gose: 5 wfrr

Havasio

PucyHok B.1

Hem&nbHm gom: Bo KKTC |



Knwiohp—uyT Ill 22 3 8

Teme
PnpbTar
(Ta:2ompT

O O i 1cMepTHbil aru /1 rpy bipBBBHHOM

TOoOTOENNAMNA <1BMPT

C I') crapToTw*TOBXYHOAT*
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PucyHok B.3

KHrw H uaT 2000 mr/Ir
Havano

4 4 8 B
A* TacOndmAI0R3N
UsOnNO - O HU B yT»

8 XXMETHbIK* CCLLOa NuJs1» «nomMeta luMmmMnemMmm
BYOYyTBD VM O VntftM XABOTKM, npnuu n» NOB1WM
|h “Toliss PPl Bumypumnnus iiMisesagnaBHmk

Pj— 1r~r> NKTANTNB111
EAX|YBIWWYSALPTLBNPL(PLUMILLl« IBHI
NoarMAPMHT, TOUM KM NN namumu M TPBBAros

M kw w 0 |LmiiTMe pMLraTty

PucyHok b.4
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Mpunoxexve B
(cnpaBoyHoE)

Kputepuun gna knaccugukauum nccnefyemolx BewecTs ¢ oxXugaeMblMun sBenmunHamy DLSYLD5SO,
npesbiwatkwmmm 2000 mr/kr, 6e3 He06X0AMMOCTY NPOBEAEHNA UCNbITAHNSA

Kputepun gna onpeaeneHvs knacca onacHocTM 5 npussBaHbl MAeHTUMLMPOBaTL UCCNeayemble BellecTsa, OT-
HOCSLMECS K OTHOCWUTENIbHO HMU3KOMY K/1acCy OCTPOIA TOKCMYECKO/ OnacHOCTW, HO Mpu onpegenieHHbIX YC0BUSAX npea-
CTaB/sAoLLME OMaCHOCTb A8 60/1ee yA3BUMbIX NONysAuMiA. [1na aTux BellecTs ypoBeHb D LA/LD” npeanonoxuntensHo
HaxoauTcs B AManasoHe KoHueHTpauuii 2000—5000 Mr/Kr npyu NepopasibHOM UK AePMaibHOM BO3AEWCTBUN U 3KBUBA-
NEHTHbIX KOHLIEHTpauuniAi Ana Apyrux nyTeil BO3feicTeus. Vccnefyemble BellecTBa MOryT 6biTb OTHECEHbI K AaHHOMY
Knaccy onacHocTu, onpegensemMomy KoHueHTpaumsamu: 2000 mr/kr < DLA/LD” < 5000 mr/kr (knacc 5 B CI'C) 8 cnepyto-
LLMX Cnyyasix:

a) ecnn OTHeCeHbl K 3TOMY K/1accy COor/lacHo Nto6oi cxeme UCTbITaHUA Ha OCHOBaHWUM CMepTesIbHbIX UCXOM0B;

6) ecnv nosyyeHbl HaAEeXHble AOKa3aTeNbCTBA, ykasbiBatoLlye Ha oTHeceHye DLjp/LD” k knaccy 5. unm ecnu gpy-
rvie uccnefoBaHus Ha XMBOTHbIX WM CllyYan TOKCUYECKOro BO3AENCTBMS Ha YenoBeka OkasblBaloT B/INSHME Ha 340POBbE
Yyenoseka:

B) NOCPEeACTBOM 3KCTPAaNosIALMU, OLIEHKN 1 M3MEPEHUS flaHHbIX, €CNW HET NokasaHuii K OTHECEHUIO K knaccy 6onee
BbICOKOIi ONacHOCTU; 1

- [OCTyNHa HafexHasa nHdopMaLms, ykasblBatolwas Ha 3HaunTeIbHy0 TOKCUYHOCTb A/151 YenoBeka, uin

- 1060 CMepTesbHbIV UCXO0A, 3aperncTpPUpoBaHHbIi BO BPEMS UCMbITAHUA BELLECTB, BXOASALMX B K/1AacChl onac-
HOCTM A0 Knacca 4. 1 BBOAUMbIX NepopasibHO; Uan

- €C/N 3KCMepTHas OueHKa NOATBEPXKIAET Ha/MuMe KMHUYECKUX MPU3HAKOB TOKCUMYHOCTU MpW TECTUPOBaHUU C
KOHLEHTpauuamm, npesbILaloLWMMY YKa3aHHble B Knacce 4. KpoMe c/lydaes Auapen, nuio3pekunn nam BaaocTu; um

- B C/ly4asx, KorAa aKkcnepTHas oueHKa NoATBEPANUT HALEXHOCTb MHhopMaLK, yKasbiBaroLLei Ha NoTeHLMaNbHY0
3HAUYYMOCTb BbIPXXEHHOrO BO3AECTBUSA 13 APYrUX UCCNeA0BaHUIA Ha XUBOTHbIX.

McnbiTanua npu gosax cebiwe 2000 mr/kr

B vcknoumnTesnbHbIX cyyasix, 1 TOJIbKO KOorjga 3To onpasfaHo onpefeneHHbIMU yKasaHUAaMU, II0KeT BbITb paccmo-
TPEHO nccnefoBaHne JOMNOMHUTENbHO YCTAHOB/IEHHOTO YPOBHSA A03bl B 5000 Mr/kr. V3 coobpaxeHnin 3aLmThbl XXMBOTHbIX
nuccnefoBaHus, oTHocsawwmecs K knaccy 5 CI'C (ot 2000 go 5000 mr/kr). HelenecoobpasHbl U MOTyT NMPOBOAUTLCS, TOMTbKO
ecnu pesynbTaTbl NOAO6HbLIX NCCNeA0BaHUI UMEIOT 3HAaUYEHVe NS 340POBbS XMUBOTHbIX UK YesloBeKa.

MpepasapuTensHoe uccneposaHne

Mpasuna nposefeHns nocnefoBaTeNibHON NpoLeaypbl, NpefcTaBNeHHbIe B MPUAOKEHUN A. TakKe BKIOYAKOT ypo-
BeHb 03 5000 mr/kr. Takum 06pa3oM, Npy UCNONb30BaHUN B NPeABapUTENbHOM UCCNEf0BaHUN B KayecTBe HayalbHOM
[0o3bl 5000 mr/kr B cnyvae pesynbTata A (CMepTb) HEO6XOAMMO NPOBECTU UCCNEAOBaHNE BTOPOrO XWBOTHOIO C A030i
2000 mr/kr: pesynbtatbl b 1 B (ABHas TOKCUYHOCTb UM OTCYTCTBME TOKCUYHOCTW) NO3BONAT BblOpaTh A1 OCHOBHON Ya-
CTV VccnefoBaHNs HavyasbHyo 403y 5000 Mr/kr. AHa/IOTMYHO, eC/iM B Ka4ecTBe HayaslbHOV [03bl He MCMo/b3yeTcs Ao3a
5000 mr/kr, B cnyyae pesynbTatoB b 1 B npu 2000 mr/kr uccnegyetcsa ypoBeHb f03bl 5000 Mr/kr: nocneaytowmii pesynb-
Tat A npu 5000 Mmr/kr 6yAeT onpeaenaTb HadasbHyto fo3y 2000 Mr/Kr OCHOBHOW YacTu UCCnefoBaHust U pesynbTaTbl b n
B — HavasibHyt0 403y A1 OCHOBHOrO uccnegosaHust 5000 Mr/kr.

OcHOBHOE nccnegoBaHmne

B npaBuna npoBefeHNs nocnenoBaTenbHOM npoueaypbl, NPeACTaBNeHHbIe B NPUNOXEHUN B. Takke BKIYalT
ypoBeHb A03 5000 mr/kr. Takum 06pa3om, npy UCNosb30BaHUM B OCHOBHOM MCCNEA0BaHWN B KAUECTBE Hauas/lbHOW [03bl
5000 mr/kr B cnyyaB pesynbTata A (2 2 cmepTeii) Heo6xX0AMMO NPOBECTY UCCeA0BaHVe BTOPOI rpynnbl ¢ go3oii 2000 mr/
Kr; B cnyyae pesynbtara b (9BHas TOKCMYHOCTb uaun r 1 cmepTun) nam B (OTCyTCTBME TOKCUYHOCTU) BELLECTBO He GyaeT
knaccudpmumpoBaHo no cucteme CIC. AHaNOMMYHO, eCiv UCMOJb3YeTCs HavaslbHasa fo3a, oTaAMyHas ot 5000 mr/kr. uc-
nbiTaHWe NpogomkaeTcs ¢ fo30i 5000 mr/kr B cnyyae pesynbtata b npyu 2000 mMr/kr; nocnegoBatenbHblii pe3ynbTar A npu
5000 mr/kr npuBeZeT K OTHECEHMIO BellecTBa K knaccy 5 no CI'C. a pesynbtatel B 1 B He no3BonaT knaccuduymposatb
BELLEeCTBO.
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