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Mpeancnosue

Llenu, oCHOBHbIE MpUHLMNbLI 1 06LUME NpaBuna NpoBeaeHus paboT MO MeXrocyaapCTBEHHON CTaHaap-
Tusauyum ycraHosneHol FOCT 1.0 «MexxrocygapcrBeHHasa cuctema craHgaptuzaummn. OCHOBHbIE NOMOXKEHUSI»
n MOCT 1.2 «MexrocygapcTBeHHaa cucreMa craHgaprusauumn. CtaHaapTel MEXroCyaapCTBEHHbIE, npaBuna
U PEKOMEHAAUMN MO MEXTOCYAAapPCTBEHHON cTaHgapTusauuu. MNpasuna pa3paboTku, NPUHATUSA, 0OHOBNEHUS
N OTMEHbI».

CBepneHus o ctaHpapre

1 NOANOTOBJIEH ®eaepanbHblM roCyaapCTBEHHbIM YHUTAPHbIM npeanpuaTuem «POCCUMIACKWIA Ha-
YUYHO-TEXHUYECKUIA LIEHTP MHOPMaUun No ctaHgapTu3aumm, MeTponorun n oueHke cooteetcTeusay (Sryril
«CTAHOAPTUH®OPM») Ha ocHOBE COBCTBEHHOrO NMEPEBOAA HAa PYCCKUI A3blK AHIMOA3bIYHOW BEPCUU A0-
KYMEHTa, YKa3aHHOro B NyHkTe 5

2 BHECEH $egepanbHbiM areHTCTBOM MO TEXHUYECKOMY PErySIMPOBaHUIO U METPOSOTNK

3 NMPUHAT MexrocygapCTBeHHbIM COBETOM MO CTaHZapTu3auuM, METPOnorMm u ceprudukaymm
(npotokon ot 30 nona 2019 r. Ne 120-1)

3a npuHsATHE NPOronocoBanu:

KpaTkoe HanMeHoBaHWe CTpaHbI Mo Koa cTpaHbl CokpalleHHoe HalMeHoBaHNe HaLMoHaNbHOTo opraHa
MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 no cTaHgapTusauuu

Benapycb BY loccrangapt Pecnybnuku benapycb

Kuprusus KG KblprelactaHgapT

Poccus RU PoccTanpapt

TagxumkuctaH TJ TapxukcTangapT

Y3bekncraH Uz YacTangapt

4 [Mpukasom PegepanbHOrO areHTCTBa Mo TEXHUYECKOMY PEerynimpoBaHunio 1 METposiorun ot 8 aerycra
2019 r. Ne 475-cT mexxrocyaapctBeHHbin ctangapt FOCT 34557—2019 BBeaeH B AeVCTBME B KaYeCTBE Ha-
umoHanbHoro ctangapra Poccuiickon degepaunm ¢ 1 nona 2020 r.

5 Hacroswmn ctaHaapT 9BnaeTca MoguduuUMpoBaHHbIM MO OTHOLLEHUIO K MEXAYHAPOAHOMY AOKYMEH-
Ty OECD, Test Ne 425:2008 «PykoBOACTBO MO MCMNbITAHUIO OCTPON MEPOPASNIEHON TOKCUYHOCTU XUMUYECKMX
BewecTtB. Metog «BBepx u BHU3» [«OECD Guidelines for the testing of chemicals acute oral toxicity. Up-and-
down-procedure (UDP)», MOD] nytem:

- BKJIIOMEHWS B TEKCT CTaHAapTa AONOMHUTENBHOIO pasaena, KOTOpbIi BblAENEH KYPCUBOM;

- U3MEHEHUA CTPYKTYpPbl AOKYMEHTA And npuBeaeHusa B COOTBETCTBUE C npaBunamMmin, yCTaHOBIEHHbIMU
[OCT 1.5 (noapasaensl 4.2 n 4.3).

HanmeHoBaHue HacTodwlero craHgapta U3MEHEeHO OTHOCUTENbHO HAaMMEHOBAHUA YKA3aHHOIo MeXxay-
HapOAHOro AOKYMeHTa Anga npuseaexus B cootsetctaue ¢ FOCT 1.5 (nogpasgen 3.6).

ConocrasrneHue CTPYKTYPbl HACTOALLEro CTaHAapTa Co CTPYKTYPOW NPUMEHEHHOIO B HEM MEXAYyHapoa-
HOro 4OKyMEeHTa NpUBEAEHO B AONONMHUTENBHOM NpunoxeHuu JA

6 BBEJEH BrEPBbIE
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Ungpopmayus o eeedeHuu e delicmeue (npekpawjeHuu delicmeust) Hacmoawe2o0 cmaHoapma u u3me-
HeHull K HeMy Ha MeppPUMOPUU yKa3aHHbIX ébiwe 20Cy0apcme MmybiluKyemcs 8 yKka3ameJsisix HayUuOHalbHbIX
cmandapmos, u30asaeMbix 8 IMuxX 20cydapcmeax, a makxe 6 cemu MumepHem Ha caiimax coomeemcmey-
IOWUX HayUOHallbHbIX Op2aHoe no cmaxdapmusayuu.

B cnyuae nepecmompa, USMEHEHUST ullu OMMEHbl Hacmoawez0 cmandapma coomeemcmeyloujas UH-
¢hopmauust 6ydem onybnukoeaHa Ha oghuyuansHoOM uHmepHem-caiime MexzocyOapcmeeHHO20 cosema 1o
cmaHOapmu3ayuu, MempoJio2uu u cepmughukayuu 8 Kamanoze «MexaocydapcmeeHHble cmaHOapmbi»

© CrangaptuHcopm, odopmMmneHue, 2019

B Poccuiickoit defepauum HaCTOALWMIA CTAHAAPT HE MOXET OblTb MOMHOCTbHIO UMK
YacTMYHO BOCMPOU3BEAEH, TUPaXUpoBaH MU pacnpocTpaHeH B KavyecTBe oduuuanibHoro
n3naHus G6es paspelleHuss deiepanbHOro areHTCTBa No TEXHUHECKOMY peryrnmpoBaHuio 1
METPONoruu
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BBepneHue

Pykosoacrtsa OECD no ucCnbITaHUAM XMMUYECKUX BELEeCTB NepuoamMyecku nepecMaTpusaiorcs C ydye-
TOM HAy4HOro NPOrpecca unu M3MeHeHust Hopm oueHuBaHua. KoHuenuusa noaxoaa K MccnegoBaHuIo «403a—
oteeT» (UDP) Bnepsbie onucaHa Y.Jbk. AukcoHom n A.M. Myaowm [1]—I[4]. ns onpeaeneHns oCTpoi TOKCUY-
HOCTM xumudeckux sewects B 1985 r. P.J1. bpiocom npeanoxeHa npoueaypa «ssepx u BHu3» [5]. Cyuiectsyer
HECKOSIbKO BapUaHTOB 3KCNEepUMMEHTanbHOM Npoueaypbl «BBEPX U BHU3» ANS oueHkU 50 %-HON netanbHOM
Ao3bl (LD50). B HacTosiLiem AoKyMeHTe ucnonb3oBaHa metoauka PJ1. Bpioca, npuHsataa AMepukaHCKuM 00-
LecTBOM NO ucnbITaHuio matepuanoB (ASTM) B 1987 r. [6] u nepecmoTpeHHas B 1990 r. UccnegoBanue,
CpaBHUBAIOLLEE pe3ynbTaThbl, MONyYeHHble ¢ noMoubio UDP TpaguuuoHHsiM cnocobom usmepenus LD50 u
MeToaoM cukcupoBaHHou f03bl FDP (cM. pykoBogcTteo OECD 420), onyonukoaHo B 1995 r. [7]. Mocne no-
sIBNeHns paHHux pador Y.[bk. lukcoHa u A.M. Myaa B GuUoMeTpuieckor U NpuknagHow nuteparype ony6nu-
KOBaHbl pabGoTbl, NOCBSALLEHHbIE YITYYLLEHMWIO YCITOBUI UCMNONb30BaHUS NPeanoXeHHoro noaxoaa [8]—[11]. B
COOTBETCTBUM C pEKOMEHAALMAMNU HECKOMbKMX 3aceaaHui akcnepTos B 1999 . npoBeieH NnepecMoTp METOA,
OCHOBA KOTOpOro — cneaytowme nonoxeHus OECD: Hanuuue cornacoBaHHbIX MOPOroBbixX 3HavyeHun LDS0
AnA Knaccugukaumm XuMMYECKUX BELLeCTB; AOCTaTOMHOCTb MCMONb30BaHUA ANS UCCNEA0BaHUIA XUBOTHbLIX
OJHOro nona (kak npaBumno, camok); oLueHka AoBepuTenbHbiX uHTepBanos (Cl), Heobxoaumas ana NpusHaHUSA
000CHOBAHHOCTH pe3ynbTaTtoB TOYEYHOMN OLIEHKHU.

Mpoueaypa ucnbITaHusi, NPMBEAEHHAs! B HACTOALLEM JOKYMEHTE, MUHUMU3UPYET KOMUYECTBO JXXUBOT-
HbIX, HEOOXOAMMBIX AN OLIEHKU OCTPOI nepopanbHOW TOKCUMHOCTU XMMMUYECKOTO BeLecTBa. B gononHexue
K oueHke LD50 u foBEpUTENbHBLIX MHTEPBANOB UCTbITAHUE MO3BONSET HAOMIOAATb NPU3HAKU TOKCUYHOCTU.
[MepecmoOTp pyKOBOACTBA MO UCMbLITAHUAM 425 NPOBOAUICA OAHOBPEMEHHO C NEPeCcMOTPOM PYKOBOACTB MO
ucnbITaHuam 420" n 423+,

Pekomenaaumn ans Beibopa Haubonee noaxoAsiLiero MeToaa UCNbITAHUW NpPeacTaBneHbl B PyKOBOA-
CTBE MO MCCNEAOBaHMIO OCTPOI OparnbHOM TOKCUMHOCTHU [12], B KOTOPOM TaKkke COAePXUTCH AONONHUTENbHASA
WHpopMaL A 0 NPOBEAEHUN UCTIbITAHUA U MHTEPNPETALMN PE3YNLTaTOB pyKoBoACTBa 425,

* OewictByet NOCT 32296—2013 «MeToabl UCMbITAHUIA MO BO3AEWCTBUIO XMMUYECKOA NPOAYKLMKN Ha OpraHnuaM Ye-
noseka. OCHOBHble TpeboBaHWA K NPOBEAEHUIO NCNBITAHWIA NO OLEHKe OCTPOW TOKCUYHOCTU NPU BHYTPUXKENYAOYHOM MO-
CTyNIeHMN METOAOM (PMKCUPOBAHHOMN A03bI».

** NenctyeT TOCT 32644—2014 «MeToAbI UCNBITAHWSA NO BO3AEACTBUIO XMMUYECKON NPOAYKLMM Ha OPraHn3m Ye-
noseka. OCTpas nepoparibHas TOKCMYHOCTL — METOA ONPEAENeHUs Knacca 0CTPO TOKCUHHOCTUY.

\'
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NonpaBka k NOCT 34557—2019 MeTogbl MCNbLITAHUA NO BO3RENCTBMIO XMMWYECKOK NPOAYKUMU Ha
opraHuam Yyenoseka. MicnbITaHNA NO OLleHKe OCTPO#A TOKCUHHOCTH NPYU BHYTPUKESIyA0OHYHOM NOCTynne-
HuUW. MeToa «BBEepPX-BHU3»

B xakom mecTe HaneuaraHo LorkHo GeiTh

Ipeancnosue. Tabnuua corna- —
coBaHus

KasaxcrtaH KZ Foccraspapt

Pecny6nuku KasaxcraH

(MAYC Ne 8 2020r.)
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M E X T FocyYAAPCTBETUHHB A CTAHAODAPT

METOAbI UCMbITAHUA NO BO3OENCTBUIO XMMUYECKOW MPOAYKLIMU
HA OPIFAHM3M YEJIOBEKA

McnbiTaHUA NO OLEHKE OCTPOW TOKCMYHOCTHN NPU BHYTPUXKESTYAOYHOM NMOCTYNIIEHUMU.
MeToa «BBEPX U BHU3»

Methods of testing the chemicals of human hazard.
Testing of acute oral toxicity by intragastric admission. Up-and-down method

Dara BBegeHus — 2020—06—01

1 O6nacmb npumMeHeHusi

Hacmoswuii cman0apm ycmaHasenueaem mpebosaHus K uccnedosaHuo ocmpoli mokcudHocmu npu
8HYMpUKeryO04YHOM NOCMYNNEHUU XUMUYECKUX 8etecms Memodom «86EpX U 6HU3Y.

Hacmoswuii cmaH8apm noseonaem ycmaHosums 3HadeHue LD50 u doeepumesnibHO20 uHmepearna,
Habmodame 3a npu3Hakamu MOKCUYHOCMU, a pe3yiibmamel uccriedosaHuti darom e03MOXHOCMb onpedenumsp
Kameaopuro U Knaccuguuyuposams eeuiecmeo 8 coomseememeuu ¢ CoanacoeaHHoOU Ha 2rn106anbHOM yposHe
cucmemoli knaccughuxkauuu U MapKuposku xumudeckux eewecms (CIrc).

2 TepMUHBLI U onpeaeneHust

B HacTosileM cTaHaapTe NpUMEHEHbI CREAYIoLLUe TEPMUHBI C COOTBETCTBYIOLUIMMM ONPEAENeHNSMMU:

2.1 ocTpas opanbHasi TOKCMYHOCTbL (acute oral toxicity): Tokcuueckue addpexTsl, npossnaloLMeECa
B TEYEHUE 24 4 MOCne OAHO- UM MHOTOKPATHOrO nNepopanbHOro BBeAeHUs 403kl UCCEeayeMOro BeLlecTaa.

2.2 3ameaneHHas cmepTb (delayed death): MGenb unu aroHMs >XMBOTHOTO, HACTynaloLWan No3aHee
48 4 nocne BO3ENCTBUSA UCCMNEAYEMOTO BELLECTBA, HO B TeYeHue 14-gHEeBHOro nepuoaa HabnaeHus.

2.3 posa (dose): Konuyectso BBOAUMMOTO UCCEayeMOro BeLEeCTBa, BbIpaXXeHHOE OTHOLWEHNEM eanHU-
bl Maccbl MCCNeayeMoro BELLECTBa Ha eMHMLY MaccCbl Tena NOAONLITHOTO XXMBOTHOTO, MI/KT.

2.4 ko3 puumeHT nporpeccumn go3sbl (dose progression factor): KoadypuyneHt nHrepsana fo3bl o1-
HOCUTCS K KpaTHOMY YMCIy, HA KOTOPOE YBENMYMBAIOT J03Y (MPOrpeccust A03bl) B Cry4ae BbPKUBAHUSA XUBOT-
HOrO UIN YMEHbLUAIOT A03Y (AenuTerb), eCrin XXMBOTHOE YMUPAET.

MpumedyaHune — KoadpduumeHT nporpeccum Jo3bl AomkeH GbiTb aHTUnorapudpmMom 1/(pacdeTHbIA HaKIoH
KPMBOW 3aBMCUMOCTMN «[,03a—O0TBET»). [10 yMON4YaHUio peKoMEHAYETCA UCNOoNb3oBaTh KOIMMULMEHT Nporpeccnn A03bl
3,2 = antilog 0,5 = antilog 1/2.

2.5 cornmacoBaHHas Ha rno6anbHOM YpPOBHe cuCTeMa knaccudukaumm onacHOCTU U MAPKUPOBKMU
XUMHUYecKoi npoaykuum; CI'C (GHS): Cuctema, paspaboraHHas OpraHu3aumen 3KOHOMUYECKOro CoTpya-
HuyectBa u paseutua (OSCP), MoaKOMUTETOM SKCMEPTOB NO NEPEBO3KE OMAaCHbIX rPy30B SKOHOMMUYECKOTO
n counanbHoro cotpyaHudectsa OOH n MexayHapoaHon oprannsauuen tpyaa (ILO, TexHuyeckas koopau-
Hauus) u pyHKUMOHMpytowas B pamkax MexxopraHu3auuoHHOW nporpaMMbl no 6esonacHomy obpalleHuto ¢
xumuveckumu sewecrsamm (IOMC).

2.6 HeMuHyemasa cmepTb (impending death): Hanuyne KNUHMYECKMX CUMNTOMOB, YKa3biBaOLWMX Ha
TO, YTO rMBerb XMBOTHOTO MOXET HACTYNUTbL PaHee 3anfaHMPOBAHHOTO BPEMEHN HAOMOAEHUS.

U3pgaHue ocdouumanbHoe
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MpumeyaHune — CumntToMamu NoAOGHOrO COCTOSIHUA Y IPLI3YHOB MOTYT ObiTb KOHBYNbCUM, Nexayee nono-
XeHue, B T. 4. Ha Boky, n Tpemop. bonee nogpobHas nHgopmaLmsi NpuBesieHa B METOANYECKOM [OKYMEHTE N0 ryMaHHOM
KoHeYHol Touke [13].

2.7 50 %-Hasa netanbHaa gosa; LD50: Cratuctnuecku yCcraHOBNEHHas pasoBas 403a BELLECTBA, KO-
Topas nNpu nepopanbHOM BBEAEHUMN NPUBEAET K cMepTU Y 50 % >XUBOTHbIX.

M punmedaHne — LD50 BblpaXakT OTHOLLeHWeM MaccChbl Uccrieqyemoro seujecrea Ha equHULY Maccbl nogo-
NbITHOO XWBOTHOIO, Mr/Kr.

2.8 npepenbHaa gosa (limit dose): BepxHee orpaHuyeHue [03bl npu uccnegosaHun (2000 wnum
5000 wmr/kr).

2.9 aroHusa (moribund status): CocrosiHue ymmpaHusi Unm HEBO3MOXXHOCTU BbDKUTb, HECMOTPS HA Npea-
NPUHATOE NeYeHne.

MpumeyaHue — Bonee nogpobHas UHOpMaLMA NpUBEAEHaA B METOANYECKOM AOKYMEHTE MO ryMaHHoOi Ko-
HeyHol Touke [13].

2.10 HOMMHanNbHbIN pasmep BbiIGOpkM (nominal sample size): O6Lee YMCNO NOAONbITHLIX XXMBOT-
HbIX, HA €JUHULY MEHbLLEee Yncna I'IO,EI,06HbIX OTBETOB B Ha4ane cepuu, unu 4Y1Ucro noAonbITHbIX >KMBOTHbLIX, 3a
UCKITIOYEHUEM MEPBOTO M3 ABYX XXUBOTHbIX, NOCAE KOTOPOro NPOUCXOAUT NEPBOE PEBEPCUMPOBAHME.

MpumedyaHune — Hanpumep, ansa cepuu, rae X u O — NpoTUBOMNONOXHbLIE pe3ynbTaThl AT XXUBOTHBIX (Hanpu-
Mep, X: «KMBOTHOe nornbaeT B TedeHue 48 Ux», U O: «KUBOTHOE BbiXMBAET») B cxeMe: OOOXXOXO obliee KonuiecTso
MoZOMbITHLIX XMBOTHLIX (NN pasmep BbIGOPKM) paBHO BOCbMU, @ HOMUHarNbLHBIW pasmep BbIGOpkKU paBeH wwecTu. B atom
npuMmepe nokasaHbl YeTblpe XUBOTHLIX NMOCNe pesepcupoBaHus. BaXHO OTMETUTb, K YEMY OTHOCUTCSH YUCIIO — K HOMU-
HanbHOMy pa3mepy BbIGOPKM UMK K 0BLLEMY KOMUYECTBY NOAOMBLITHBIX XXUBOTHBIX; HAaNpuMep, MakcumarbHoe dakTude-
CKOe KONM4ecTBO NOAOMbITHBIX XUBOTHbLIX paBHO 15. Korga uccreoBaHue ocTaHaBnUBalOT Ha OCHOBE 3TOr0 Makcumarnb-
HOro Yncna, HOMUHarnbHbIA pa3Mep Beibopku GyaeT MeHee unu paBeH 15. YKUBoTHBEIE HOMUHANBHOW BLIGOPKM HaYUMHalOTCA
¢ (r-1)-ro XmBOTHOro (Nepep BTOPLIM XUBOTHBLIM, NOCAE KOTOPOro NMPOUCXOAUT peBepcus).

2.11 npeackasyemas cmepTb (predictable death): Hanuuue knuHMYECKUX NPU3HAKOB, YKa3biBAIOLLMX
Ha TO, YTO CMEPTb MOXET HACTYNUTb paHee 3annaHUpOBaAHHOIO OKOHYAHUA UCMNbITAHUA, HANpUMMep Bcnea-
CTBME HEBO3MOXXHOCTU AO0TAHYTbCA A0 BOAbI UMK NULLNA.

MpuMmedyaHue — bonee nogpobHasa uHdOpMaLMA O F'YMaHHON KOHEYHON TOYKe NpuBeaeHa B METOAUYECKOM
aokymeHTe [13].

2.12 npo®ur (probit): Moaenb 3aBUCUMOCTU «103a—OTBETY, NO3BONAIOLAS aHaNM3NPOBaTb CTaHAapT-
HOe HOpManbHOEe pacnpegerneHue (To eCTb LEHTPUPOBAHHOE OTHOCUTENBHO CPeaHero n MacwrabuposaHHoe
no ero CTaHAapTHOMY OTKIIOHEHUIO O) OXUAAEMbIX OTBETOB HA A03bl (Kak npasuno, no norapudmuyeckon
LIKane), Npe/iCTaBneHHbIX B BUAE NPSIMON JIMHUM C HAKNOHOM, 0OpaTHbIM O.

MpuMeyvaHus

1 Mpo6uT (probit) — TepMuH, o6pasoBaHHLIA NpU cokpalleHun cnos «probability integral transformation».

2 CraHaapTHoe HopMarbHOe pacripefernieHue NneTanbHOCTU CUMMETPUYHO, CNefoBaTEeNbHO, ero cpeaHee 3Hade-
HUe Taloke ABNSAETCA UCTUHHBLIM 3Ha4yeHneM LD50 unu cpeiHUM OTBETOM.

2.13 peBepcupoBaHue (reversal): PeBepcupoBaHne c030aeTca NapHbLIMKU OTBETAMKU: NPU onpeaeneH-
HOW J03e npenapara peakuusi OTCyTCTBYET U HabniogaeTca npu cneayowen UCnbLITyeMon gose unu Haobopot
(TO ecTb OTBET, 3a KOTOPbIM CneAyeT OTCYTCTBUE OTBETA).

MpumeuvaHue — lepBblit NapHbI OTBET HabrogaeTes Y XUBOTHLIX ¢ HOMepamu r-1 U r.

2.14 ¢: CtaHaapTHOE OTKMOHEHMEe KPUBOW norapuMuyveckn HOpManbHOro pacnpeaeneHus, onucbl-
BaloLLee AManasoH JONyCTUMOM 403bl XMMUYECKOTO BELLECTBA ANA UCMbITyeMbIX CyObekToB (koraa npeano-
naraercs, uto cyObekT cnocobeH pearmpoBartb, €CNu 403a XMMUYECKOro BELLEeCTBa NPEeBbILLAET TEPNUMOCTb
cybbekTa).

MpumeyaHune — BoluucneHHoe 3Ha4YeHNe O AaeT OLEeHKY Bapuauun oTBeTa NOAONLITHLIX XNBOTHLIX Ha Non-
HbI AUana3oH 03 (CM. HaKIOH 1 NpobwuT).

2.15 HaknoH (KPMBOMN 3aBUCUMOCTH «A03a—OTBET») [slope (of the dose-response curve)]: Monoxum-
TenbHOE 3HaYeHue yrna HakroHa KpMBOW «403a—OTBET» K OCU A03bl: NPU aHanu3e no wkane npobut-aHanu-

2
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3a, KOrja OTBETbl B 3aBUCMMOCTU OT A03bl aHANM3UPYIOT MO NorapuchMU-ECKoN LLKane, KpuBasi 3aBUCUMOCTH
6yner npsiMoit, a ee HaAKNOH OyaeT BenuuMHOW, 0OpaTHON O, TO eCTb CpeaHEeKBaAPATUYECKUM OTKITOHEHUEM
Z0MyCcKaemol MOrpeLHOCTU AN UCTBITYEMOro o0bekTa, AN KOTOPOro Npeanonaraerca HopmarbHOe pac-
npeaeneHue (CM. Npobut u o).

2.16 npaBuNo ocTaHOBKM (stopping rule): B HacTosiem craHgapTe UCNOoNb3yeTCA B KAYECTBE CUHO-
HUMa:

- KOHKPETHOrO KpUTepusi OCTAHOBKM M

- COBOKYMHOCTW BCEX KPUTEPUEB, ONPEEnsIoLLMX 3aBepLUeHne Nocnea0BaTenbHOCTU UCCNea0BaHus, B
YaCTHOCTU: ANA OCHOBHOIO UCMbITAHMA NPaBUIO OCTAHOBKM UCMONb30BAHO B HACTOALIEM cTaHaapTe (3.3) ans
0603HaYEHNs KPUTEPUSI, KOTOPbI OCHOBAH HA CPAaBHEHUU COOTHOLLEHUSI C KPUTUMECKUM 3HAYEHUEM.

3 OCHOBHbI€ NONOXeHUus

3.1 [Jo npoBeaeHust UCMbITaHUIA crieayet NPoaHanu3MpoBaTb MH(OPMALMIO B OTHOLLEHUU uccneayemo-
ro BeLLecTBa, KOTOpasa AOMKHA BKIOYATb CBEAEHNUSA O COCTAaBE U XMMU4ECKOM CTPOEHUMU BELLECTBA, €10 huU3u-
KO-XMMMNYECKUX CBOMCTBAX, PEe3yrbrarax TOKCUMKOMNOrMYecKUuX UCNbITaHWI in vivo w in vitro, a Taioke TOKCMKONo-
rmyeckue AaHHbIe N0 CTPYKTYPHO POACTBEHHbLIM BELLUECTBaM U nNpeanonaraemMblie nyTu BBEAEHUS BELLECTBA.
MonyyeHHan MHopMaLua NoaTeepKaaeT He0bXx0AMMOCTb NPOBEAEHUS UCCNeaoBaHuii U obecnevmBaeT Bbl-
6op ageKBaTHOW Ha4anbHOW 4O03bI.

3.2 Hacroswumi metoa nossonaeT oueHuBatb LD50 ¢ AOBEPUTENLHON BEPOATHOCTLIO, a pesynbrarhl
[AaloT BO3MOXXHOCTb PaHXMPOBATb W Knaccuduumuposarts BeLEeCTBO B COOTBETCTBUM ¢ CI'C, kak Bbi3biBaloLLEe
OCTPYIO TOKCUYHOCTb [14].

3.3 lpu oTcyTCTBUM NPEABAPUTENBHON MHPOPMALIMK O 3Ha4eHUn LD50 n HaknoHe KpuBOW 3aBMCUMOCTH
«003a—O0TBET» UCCNEeaoBaHMs HAYMHAKOT C 403bl 175 MI/KT, KOTOpas, Kak NPaBUNo, HWXe npeanonaraemoro
3Ha4yeHusa LD50, n yBennuumBaioT KaxKaylo NocneayoLlyto 403y Ha koadypuuymnent 3,2 (MonoBuHy norapucmm-
4YeCcKon eauHULbI), 4TO oBecneunBaet 6onee aPHEKTUBHOE UCNONb3OBAHUE XKUBOTHLIX U NOBLILLAET TOYHOCTb
nporHo3mpoBaHua 3HadeHus LD50. HayanbHaa Ao3a AomkHa ObiTb M3MEHEHa, eCnu BeLecTBO ABNSAETCSH
KparHe TOKCUYHbIM. Tak Kak MeTod OCHOBAH Ha BbIDOPE HayanbHOW A03bl, HEOOX0AMMO, YTOOLI HavanbHas
[l03a Haxoaunach Huxe 3HadeHus LD50 (M. 7.4.2 u npunoxeHue A B OTHOLLEHUU 0OCyXaeHus nocreaosa-
TENBHOCTU 403 U HAaYarbHbLIX 3Ha4YeHWI). [PU U3yYEHUN NETaNLHOCTU XMMUYECKUX BELLECTB C 00NbLION Bapu-
abenbHOCTLIO NOMOTMe HAKMOHbI KPMBOW 3aBUCUMOCTHU «03a—O0TBET» MOTYT UMETb CMELLIEHUS], MPUBOASLLUNE
K 3HAYMTENMbHON CTAaTUCTUYECKOW MOTPELLHOCTU Npu oueHKe netanbHocTu LD50 n xapakrepHble ans apyrux
METOA0B ONpeAeneHusi OCTPON TOKCUYHOCTU. BO m3bexxaHue CXOAHbIX NOrpellHOCTENn OCHOBHOE uccneao-
BaHWE BKMIOYAET «NPaBuIio OCTAHOBKW», COOTBETCTBYIOLLEE KPUTEPUSAM OCTAHOBKMW, @ HE (PUKCUPOBAHHOMY
KOnmMyecTBy HabnoaeHui 3a NPOLECCOM UCNbITaHUIA (CM. 7.4.3).

3.4 MeTOoa NPUMEHSIIOT K XMMUYECKUM BELLECTBAM, Bbi3bIBAIOLLUM rMbOenb XXMBOTHLIX B TEYEHUE OQHOTO
unu AByx AHen. MeTtoa He npurogeH Ans XMMUYeCKuxX BeLEeCTB C npeanonaraeMbiM 3¢pdeKkToM 3ameaneHHON
cmeptu (rmbenb yepes 5 gHelt unu Gonee nocne BBeAEeHUS NpenaparoB).

3.5 OnAa obneryeHusa pacyeToB MO pesynbratam UCCNEAOBAHUIA UCMONL3YIOTCA KOMIMbIOTEPHBLIE NPO-
rpaMMbl, yCTaHaBnNUBaloLLMe NoCne0BaTenbHOCTb UCNbITAHUA U OKOHYaTerNbHbIe oueHkU (cM. [15], [16]).

3.6 Uccnegyemble BeLlecTBa He cneayeT BBOAMTL B 103aX, KOTOPbIE NPUBOAST K BbIPAXEHHbIM Bone-
BbIM OLLYLLIEHUSAM U HEAOMOTaHMAM, OKa3biBas pasbejalolee unu CUIbLHO pasgpaxatollee geicrsue. AroHu-
3MPYIOLLIME XXMBOTHbIE, XXMBOTHBIE, UCTILITLIBAIOLLME HENEPEHOCMMYIO B60Mnb unu HaxoasALwmeca B 6e3HagexxHoM
PM3NYECKOM COCTOSIHUM, AOIDKHbI ObITb YMEPLLBNEHbI T'YMaHHbIM CMOCOGOM B COOTBETCTBUU C [13] U yuTEHbI
Npu UHTEPNPETALMM PE3ynbTaTOB UCCNEAO0BAHUSA TOUHO TaK XKe, KaK M XXMBOTHbIE, NormbLuMe BO Bpems uccne-
AOBaHuUS.

3.7 Insa uccnenoBaHusi XMMUYECKMX BELLIECTB, KOTOPbIE MOTYT UMETb HU3KYIO TOKCUUYHOCTb, MOXET ObiTh
a(hEKTUBHO NPOBEAEHO UCTIbITAHUE NPeAEnbHOW A03bl.

4 lpaBuna nccnegoBaHusa npenenbLHON Ao03bl

UccnepgoBaHue npeaenbHOW A03bl — 3TO NOCNEAOBaTenlbHOE MUCMbITaHWe, B KOTOPOM WUCNOMb3yIoT
He bornee NATM XMBOTHBLIX C NpeaensHon Ao3oun npenaparoB 2000 MI/Kr unm B MCKIIOUUTENBHBIX CRy4vasnx
5000 mr/kr. MeToabl UCTIbITAHUIA A4NA AAHHLIX 403 oTnuyaiotca (M. 7.3.1.1—7.3.1.3 ana npeaensHoOW 403bl
2000 mr/kr n 7.3.2.1—7.3.2.5 ana npeaenbHon A03bl 5000 mr/kr). Beibop nnaHa nocneaoBatenbHOr0O Uc-
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NbITaHUS NOBLILLAET CTAaTUCTUYECKYIO TOMHOCTb M MPUHSAT C LENbI0 NpeaHaMepeHHOro 0TKasa OT UCNbITaHus
npeaencHon 403kl Ans sBewecTts ¢ LD50 86nnan npeaenbHOR A03bl, ANS TOro YToObl HE AONYCTUTL OLUMOKY
C TOYKM 3peHun GesonacHOCTU. Kak U B APYrMX UCTIbITAHUAX HA NpeaesibHOe coaepKaHue, BEPOSITHOCTb KOp-
PEKTHOW Kraccudukaumm coegnHeHna yMeHbLuaeTcs ¢ npubnmkeHmem 3HadeHuna LD50 kK npeaenbHon gose.

5 MpaBuna 0CHOBHOro nccrnenoBaHus

5.1 OcHOBHOE uccnegoBaHWe COCTOMT U3 YNOpSAA0YEHHOW NOCNeaoBarTeribHoCTH 03, KOTOPblEe BBOAAT
YXMBOTHbIM OAHOKPaTHO C MHTEpBanamm He MeHee 48 4. [MepBoe XMBOTHOE MOJSyHaET A03Y HA CTYNEHb HUXeE
YpOBHS1 Haubornee TOMHON OLEHKM 3HaueHusi LD50. Ecnu »m1BOTHOE BbDKMBAET, 03y ANS CeYOLLEro X1BoT-
HOroO yBENnuMYUBAIOT B 3,2 pasa OT Ha4yanbHOW A03bl; €Cnu Nornbaet — A03y AnsA CNeayoLlen 0cobu CHUXaloT
B 3,2 pa3a.

MpumevyaHue — 3HavyeHue 3,2 ABNSAETCA KOIPDULMEHTOM MO YMOSHAHNIO, COOTBETCTBYIOLLUM KO3 DULMEH-
Ty Nporpeccumn Jo3bl Ha NonoBUHY NorapudMU4eckor eguHuLbl. JJononHuTenbHble yKasaHus no Beibopy koadduumneHTa
WHTepBana o3kl NpuBefeHbl B 7.4.2.

3a KaxabIM XMBOTHbIM CneayeT BHUMAaTENbLHO Habnogatb B TeYeHne 48 4 nepeq NPUHATUEM PeLLeHns
0 BBEAEHUW A03bl APYTOMY >XUBOTHOMY U €€ ypoBHE. [laHHOe pelueHne NPUHUMAIOT Ha OCHOBe 48-4aCoBON
CXEMbl BbKMBAHUS BCEX XXMBOTHbLIX K OKOHYAHWUIO YCTAHOBMEHHOrO cpoka (cm. 7.4.1 n 7.4.5 o BbiOOpe WH-
TepsBanoB Mexay Aoszamu). [paBuno OCTAHOBKM MCMONb3YIOT AnA 00ecneyeHnss MUHMManbLHOTO KONuYecTBa
3KCNepPUMEHTaNbHbIX XMBOTHbLIX MPU COONIOAEHUN CXEMbl BBEAEHUSA 403 C LENbIO CHWKeHna addpekTa Henpa-
BUJTbHOW Ha4anbHOW 403bl UMM HU3KOTO HAKMOHa KPMBOI 3aBMCUMOCTM «03a—O0TBET» (CM. 7.4.4). BBeaenuna
003 MpeKpaLwaoT nNpu COOTBETCTBUW OAHOMY U3 KpUTEPUEB OCTAHOBKU (CM. 7.4.3 n 9.2.1), 3aTeM BbIMUCTIAIIOT
3HayeHue LD50 n goBepuTenbHbIN MHTEPBAan UCX0ASA U3 COCTOSIHUSI BCEX XXMBOTHbLIX BO BPEMS OCTaHOBKU. B
OonbLUMHCTBE cnyvyaeB AO0CTaTO4HbIM ABMAETCA UCNONb30BaHMNE YETbIPEX XUBOTHLIX, U UCMbITAHUE 3aBepLua-
10T NOCrie NepBOro peBepcupoBaHna pe3ynstatoB. 3Ha4eHne LD50 BbIMMCAAIOT C UCNONbL30OBAHMEM METOAA
MakcumansHoro npasgonogobus [14], [15] (cMm. 9.2.1 n 9.2.3).

5.2 PesynbraTbl OCHOBHOrO UCCNEAOBAHUA CRY>KaT OTNPAaBHOW TOYKOW ANA anroputMa BblYUCNEHUA Ao-
BeputenbHoro uHtepsana (Cl), npu BoamoxxHocTu (onpeaenexue Cl cm. B 9.3.1).

6 CywHocTb MeToaa

6.1 Bbi6op BuAa XKMBOTHbIX

6.1.1 Haubonee npeanouTUTENbHBLIM BUAOM IPLI3YHOB NPU NPOBEAEHUU UCTILITAHUI ABNSAETCS KPbICa,
BMECTE C TEM MOXHO MCNOMbL30BaTb U APYrue BUAbl rPbI3YyHOB (0ObLIMHO MCNONb3YIOT camok KpbiC [12]). 310
06yCnoBneHo TeM, YTO, COrNMAacHO nuTepaTypHbiM 0630pam CTaHaapTHbIX uccnepgosauuii LD50, nokasaHo,
YTO YYBCTBUTENbHOCTb XMUBOTHBLIX PA3HOrO NOMNa HEe3HAYUTENbHO OTMMYAETCS, U CaMKW, Kak npasuio, 6onee
4YyBCTBUTENbHbI [7]. OAHAKO €Cnn TOKCUKONMOTMYECKUE UNN TOKCUKOKMHETUMYECKUE AAHHLIE ANS CTPYKTYPHO
POACTBEHHbIX XMMUYECKUX BELLECTB MOKA3bIBAIOT, YTO CamLbl ABNSIOTCA Bonee YyBCTBUTENbHLIMKU, TOIAA cre-
AYEeT UCMONb30BaTk MYXCKkux ocobeil. MpoBeaeHue UCNbITaHWI C UCNONb30BAHUEM MYXKCKUX 0COBEN JOIDKHO
ObITb HAY4YHO OBOCHOBAHHbIM.

6.1.2 B akcnepumeHTax crneyeT UCMONb30BaTh 340POBLIX MOMOALIX NOMOBO3penbiX 0cobein 0BbIMHO
UCnonb3yeMbix NabopaTopHbIX NUHUIA. CaMkn He A0MmkKHbI ObITb 6epeMeHHbIMU U poXxasLMMKn. BospacTt kax-
[40r0 XMBOTHOMO HA MOMEHT Hayana aKcrnepuMeHTa aomkeH ObiTb oT 8 00 12 Hea, a ero macca AOorkHa Co-
cTtaBnATh £20 % OT cpeaHen MacChl XXKMBOTHbIX, MCMOMb30BaHHbLIX paHee Npu BBEAEHUN A03.

6.2 YcnoBusa cogepXaHUA U KOPMIIeHUsA

Temnepatypa B nabopaTtopHOW KOMHaTe AOSkHA coCTaenATh (22 + 3) °C. OTHOCUTENbHas BIIAXKHOCTb
AomkHa 6biTb He meHee 30 % u He npeBbiwaTtb 70 %, 3a UCKIOYEHMEM BPEMEHW YOOPKU KOMHATbI; ONTU-
ManbHoe 3HavyeHne — oT 50 % a0 60 %. OcseLyeHne JOIKHO BbITb UCKYCCTBEHHBIM C ONPEAENEHHO nocne-
[0BaTenNbHOCTLIO: 12 4 — CBET, 12 4 — TeMHoTa. YKMBOTHbBIX pa3meLLaloT UHAMBMAYansHO. Npu KopMneHum
MCNonb3yioT 0ObIYHYIO NabopaToOPHYIO AMETY C HEOTPAHUYEHHBLIM KONIMMECTBOM NUTLEBOWN BOAbI.

6.3 MoarotoBKa XXUBOTHbLIX

YKMBOTHbLIX OTOMpPAaKOT METOAOM CrydariHOW BbIOOPKK, MapKMpyloT Ans obecnevyeHns UHAMBUAYanoHOW
NMAEHTMdUKaLMN U 40 BBEAEHUA UCCNEeayeMOro BELLECTBA COAepKaT B KNeTkax He MeHee NATU AHeNn ANnA ak-
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KnumaTusaumm kK nabopaTopHbIM yCriosusiM. Kak u B pyrux cxemax nocrefoBarenbHbIX UCMbITAHWIA, CriegyeTt
obecneunTb HanUuue J0CTaTOYHOrO YMCHa XUBOTHLIX COOTBETCTBYIOLLEN Macchl Tena W Bo3pacTa Ans npo-
BEIEHUS1 BCEro UCTbITAHUA.

6.4 MoaroroBka o3

BBoasAT pmKCUpPOBaHHbIN 06bEM UCCNEAYEMOrO BelLLeCcTBa BO BCEM AuanaszoHe 403 NyTeM U3MEHEHUs
KOHUEHTpaumMm BBOAUMOrO BELLECTBA. B HEKOTOPLIX Cnyvyasx npu UCMLITAHUU XMAKOro NpoayKTa Unu CMecu
LenecoobpasHo BBOAUTL Uccneayemoe BeLecTBo 6e3 pazbaBneHus, TO €CTb C NOCTOSAHHOW KOHUEHTpauuen,
YTO MOXET ObITb BaXHbIM 4SS NOCNeayoLei OLeHKN 00Lero pucka 3Toro BeLecTsa u aBnaTbca TpebosaHu-
€M CO CTOPOHbI perynupylolmx opraHos. B niobom cnyyae o6bem BBOAMMOW A03bl HE AOSMKEH NpeBbIWATh
MaKCUMarbHbI 00bEM XUAKOCTU, KOTOPYIO MOXHO BBOAUTL 3@ OAUH pa3 B COOTBETCTBUU C MACCON NOAONbIT-
HOTO XMBOTHOTO. [INA rpbI3yHOB 06LEM A03bl, KaK NPABUIO, HEe A0MKeH npesbiwatb 1 cm3/100 r maccsl Tena
unu 2 cm3/100 1 macchbl Tena s BOAHLIX pacTBOPOB. MpeanoyTUTENbLHO NCMONL30BaTh BOAHBLIE PAaCTBOPLI/
CYCMEH3MU/AMYNbCUN XMMUYECKUX BELLECTB, ANA HE paCTBOPUMBIX B BOAE BELUECTB NPUMEHSIOT MacCnsiHbie
pPacTBOPbLI/CYCNEeH3NN/aMYNbCUKN (HanpuMep, B KyKypy3HOM Macne), 3areM paccMaTpuBaloT BO3MOXHOCTb UC-
nonb30BaHUA ApPYrux pacTBopuTenen (Hocutenem) ¢ U3BECTHLIMA TOKCMKONOrMUYECKUMU XapakTePUCTUKAMU.
[03bl 4OMKHbI ObITb NPUrOTOBMEHbI HE3AAO0MNIO A0 UX BBEAEHUS C YYETOM CTabUNBHOCTU U3y4aeMoro BeLle-
CTBa B NepuoA UCCNENOBaHUA.

7 lMpoBeneHne NcnbITaHUA

7.1 BeBeageHue o3

7.1.1 Vccneayemoe BELLECTBO BBOAAT OAHOKPATHO 40301 Yepes 30HA: XKENYA0UHYIO TPYOKY Unu UHTY-
BauUnOoHHyI0 kaHonw. Ecnu B cuny ypesBblyaliHbiXx 00CTOATENLCTB BBEAEHUE OAHOKPATHOW A03bl HEBO3MOX-
HO, 103a MOXET ObITb BBEAEHA YaCTAMU B NEPUOJ, HE NPEBLILLIAIOLLMIA 24 Y.

7.1.2 TNepen BBEAESHUEM [03bl XKNBOTHbLIX OrPAHUUYMBALOT B NULLIE (HAanpuMep, KPbIC He cneayet KOpMUTb
Ha HOYb HaKaHyHe BBEAEHWA A03bl, HO NPU STOM HE OrPaHU4YMBAIOT NMPUEM BOAbI; MbILLEW CNeayeT KOPMUTb
He MeHee YyeM 3a 3—4 Y4 10 BBEAEHUA A03bl, HO UM MOXHO NUTL). [loCNe ronoaaHusl XXMBOTHLIX B3BELLMBAIOT,
3aTeM BBOAAT UccnegyeMoe Belectso. OnpeaensaioT Maccy Tena Kaxaoro rornogHoro XXMBOTHOTO U paccym-
ThbIBAIOT J03Y B COOTBETCTBMM C Maccon Tena. Mocne sBegeHus npenapara KpbiC He KOPMSAT 3—4 4, MblLLen —
1—2 4. MNpu BBEAESHWUM A03bI MOPLMOHHO B 3@BMCMMOCTU OT YCTAHOBIMEHHOIO NEPUOAA XXMBOTHBLIM MOXET NO-
TpeboBartbCa nuLa U Boaa.

7.2 VcnbiTaHne npegeribHONM 403bl U OCHOBHOM A03bl

WcnbiTaHue npeaenbHoi 403bl UCMOMb3YIOT B OCHOBHOM B TEX CUTYaLMAX, KOraa sKkcnepumMeHTaTop o6-
nagaet uHcopmaumen, ykasbiBaloLLEN HA TO, YTO UCCIIElyEMOE XMMUYECKOE BELLIECTBO HETOKCUYHO, TO €CTb
€ro TOKCUYHOCTb HUXKE HOPMAaTUBHBIX NPeAenbHbIX 403. MHGopMaLnsa 0 TOKCUMHOCTH UCCeayeMOro Bellie-
CTBa MOXET BbITh MOMyYeHa M3 UCTOYHUKOB 06 aHAMOrMYHbIX UCCEAYeMbIX BELLECTBAX, UMW aHANOMMYHbIX
MPOBEPEHHBIX CMECSX BELLECTB, UMW NPOAYKTaX C YH4ETOM UAEHTUYHOCTM U MPOLIEHTHOrO COAEPXKaHWsi KOMMO-
HEHTOB, TOKCMYHOCTb KOTOPLIX U3BECTHA. B Tex cuTyauusx, koraa nHopmaLmmn 0 TOKCMYHOCTU XMMUYECKOTo
BELLEeCTBa Marno MMy OHa OTCYTCTBYET, CMeYeT BbIMOMHUTL OCHOBHOE UCTIbITAHNE,

7.3 UcnbiTaHune npeaenbHON OO3bl

7.3.1 UcnbiTaHue npegenbHomn o3bl 2000 Mr/kr

7.3.1.1 Viccnepyemyto 103y BBOASIT OAHOMY XMBOTHOMY, Npu ero rubenu gns onpeaeneHust 3Ha4eHus
LD50 npoBoaAT OCHOBHOE ucnbiTaHue. ECnu >XMBOTHOE BbIKMBAET — 03y BBOAST NOCNEA0BATENBHO €Lle
YETbIPEM XUBOTHBLIM, ANA TOTO YTOObLI B MTOre ObiNM UCCNeaoBaHbl NATb XMBOTHLIX. Mpu rmbenu Tpex xu-
BOTHbIX UCMNbITAHWE NpPeAernbHON A03bl NPeKpaLLalT U BbINOMHAKT OCHOBHOE UCMbiTaHue. 3HaveHne LD50
npuHumMatot 6onee 2000 Mr/Kr, €Cnn BbKUBAIOT TPOE XMBOTHbIX UNK Gonee. Ecnu »XMBOTHOE HEOXKMUaHHO Mo-
rnbaeT B KOHLIe UCCIiel0BaHUsA, a OCTarnbHble BbKMBAIOT, BBEAEHME BELLECTBa NpekpaLlatoT U HabnaaloT 3a
BbDKUBLUMMU XMBOTHBIMW B TEYEHME aHAMNOIMYHOIO Nepuoaa BpeMeHu (CM. 7.4 0 nepuose nepBoHaY4anbHOro
HabnioaeHus). Crnyyam CMepTU B MO3AHUI NEPUOA CNeaYyeT YUYUTbIBATb TOYHO TaK e, KaK U Apyrue netanbHble
criyyau, pesynbsratbl OLEHUBAIOT creaytowmmM obpasom; O — BbhkuBaHue, X — CMepTb.
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7.3.1.2 3Hayenne LD50 — meHee 2000 mr/kr, ecnu norubno Tpoe XMBOTHbIX unu Gonee:

O X0 XX

O OX XX

o XX ox

O XXX

Ecnu ymupaert TpeTbe XMBOTHOE, NPOBOAAT OCHOBHOE UCTbITAHUE.

7.3.1.3 Wccneayior nATb XMBOTHbIX. 3Ha4YeHne LD50 — 6onee 2000 Mr/kr npu BbXXMBAHUUN TPEX XKMBOT-
HbIX Unu Gonee:

0 00 00

O 00 XO

0 00 OX

0 00 XX

O X0 X0

O X0 00/X

O OX X0

O OX 00X

O XX 00

7.3.2 UcnbiTaHue npegenbHon [o3bl 5000 mMr/kr

7.3.2.1 WUcneiTaHue npeaenbHon Ao3bl 5000 Mr/kr NPOBOAAT B UCKIMIOYMTENbHLIX Cyyasx, korga ato
onpaBAaHO KOHKPETHbIMKU TPEDOBAHMAMM perynupyioLwmx opraHoB (CM. npunoxexue B). Mo npuunHe rymau-
HOr0 OTHOLLUEHMUSI K XXMBOTHBIM UCMbITaHMA B Anana3oHax kareropuu 5 CI'C (ot 2000 ao 5000 mr/kr) He opo-
6pAOTCA U NPOBOAATCA TOMbKO B TOM Criy4yae, ecnu BbiCOKa BEPOSTHOCTb MPSIMON CBA3M Pe3ynbTaToB TakuX
UCMbITAHMI C OXPaHON 340POBbS YENOBEKA, UMW XXMBOTHLIX, UMM OKPYXKAIOLLEN Cpeabl.

7.3.2.2 Vcenepyemyio 03y BBOAAT OAHOMY XMBOTHOMY, Npu ero rubenu npoBoasT OCHOBHOE UCTbITa-
HWe ansa onpeaeneHun 3HadeHus LD50. Ecnu xnMBOTHOE BbKMUBAET, 403y BBOASAT APYrMM ABYM JXUBOTHBIM.
Ecnu 06a XMBOTHBIX BbDKUBAIOT, TO 3Ha4eHue LD50 npuHumatotr 6onee 5000 Mr/kr u npekpaLlaloT ucnbitTaHue
(TO ecTb 40 3aBepLueHus 14-aHeBHOro HabnoaeHns 6e3 BBeaeHUs 103bl IPYTUM XXUBOTHBIM).

7.3.2.3 Ecnu ogHO unu ABa >XMBOTHbIX NOrMbatoT, 403y BBOAAT NOCNEAOBATENLHO APYrUM ABYM XXUBOT-
HbiM. ECnin B KOHUE uccnenoBaHust nornbaeT ogHO XXMBOTHOE, a OCTanbHbIe BbDKUBAIOT, NPEeKpaLYaloT BBeae-
HWe BewlecTBa U HAbMOAAIOT 32 BCEMM XXMBOTHLIMU B TEYEHUE aHANOIMYHOIO nepuoaa BpemeHu (cm. 3.6 o
nepuoae nepBoHayYanLHOro HabmnoaeHus). Cryyam NO3gHeENn CMEPTU YUUTLIBAIOT TaK XKe, Kak U apyrue cnyqau
CMepTH.

Pesynbrarbl OLieHUMBAIOT cneayowmm obpasom: O — BbbkMBaHUE, X — cmepTb U U — He o6a3atenbHo.

7.3.2.4 3nauyeHue LD50 — meHee 5000 mr/kr B TOM cniyyae, eCrnv ymupaioT Tpoe XMBOTHbIX unu Gonee.

O XO XX

O OX XX

O XX OX

OXXX

7.3.2.5 3Hauyenune LD50 6onee 5000 Mr/kr npu BbDKMBAHWUM TPEX XXMBOTHBIX unu Gonee:

0 00

O XO X0

O X0 O

O OX XO

O0OXO

O XX 00

7.4 OCHOBHOE UCNbITaHue

7.4.1 XKuBoTHbIM nocneaoBarenbHO N0 OAHOMY BBOASAT A03Y, Kak NpaBuno, ¢ MHTepeanom B 48 4. Og-
HaKO MHTEpPBAarbl BPEMEHU MEXAY BBEASHUEM 03 3aBUCAT OT Ha4Yana, npoAOIDKUTENbHOCTHU U BbIPAXXEHHOCTU
TOKCM4YECKUX NPU3HaKoB. BeeaeHue no3bl cneayolleMy XXMBOTHOMY CrnieyeT OTAOXUTL A0 TeX NOop, NOKa Bbl-
>KMBAHME >XXMBOTHOIO C paHee BBEAEHHOW 40301 He OyAeT Bbi3blBaTb COMHEHME. B cnyyae HeyGeauTenbHOro
OoTBETa BPEMEHHOW MHTEPBAN MOXET ObiTb OTPErynMpoBaH COOTBETCTBYIOLUMM oBpa3som. MNpoBeaeHue 3Kc-
nepuMeHTa ynpoLaeTcs B TOM Crny4vae, €Cru A5 NPUHATUA PELLEHUs 0 NocneaoBaTenibHOM BBEAEHUM A03
UCNOSb3YIOT OJIH BPEMEHHON UHTEPBAN. TeM HE MEHEE OTCYTCTBYET HEOBXOAUMOCTbL NEPECHUTLIBATL A03bI
MNN UCNOMNb30BaTh OTHOLUEHUE MpaBaonoaobusi, ecnu BPpEMEHHOW UHTEPBaN M3MEHAETCA B cepeauHe UcC-
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nbiTaHus. MNpu BbIOOPE Ha4anbHOW A03bl CriedyeT UCNONb30BaTb BCIO MMEIOLLYIOCA MHOPMALMIO, BKIOYas
MHOPMAaLMIO O CTPYKTYPHO POACTBEHHBLIX BELLECTBAX U AaHHble Pe3ynbTaToB APYrUX UCMbITAHMIA TOKCUY-
HOCTU UCCNEAyeMOro XMMUYeCcKoro BELLECTBA, a TaKKe HaKMOH KpUBOI «403a—OTBET» ANA annpokcuMaLlum
3HaveHusa LD50.

7.4.2 TepBOMY >BOTHOMY BBOASIT 403y Ha CTYNEHb HWXE Haubonee HaAeXHOro NpeaBapUTENbHOIO
3HayeHus LD50. Ecnu XMBOTHOE BbDKUBAET, TO BTOPOMY XXMBOTHOMY BBOAAT Oomnee BbICOKyi0 A03y. B cny-
yae rubenu unm aroHMm NePBOro XMBOTHOFO BTOPOMY XXMBOTHOMY BBOAAT 6onee Hu3kyto Ao3y. Koaddpuumnent
nporpeccuu (perpeccun) 4o3bl BbIOUMPAIOT Kak aHTuorapucm ot 1/(pacHeTHbIN HAKIMOH KPUBON 3aBUCUMOCTHU
«[03a—O0TBETY) U UCMOSb3YIOT HA NPOTSXKEHUW BCErO UCNbITAHUA (Nporpeccus 3,2 COOTBETCTBYET HAKMOHY 2).
Mpu oTcyTCTBUU MHOPMALIMM O HAKITOHE KPUBOW UCMONbIYIOT KO3(PuLUMeHT, paBHbiin 3,2. [pn npumeHe-
HUM CTaHZAPTHOro koadhdmumeHTa nporpeccun BbibUpaloT 403kl M3 nocnegosarensHocTu 1,75; 5,5; 17,5; 55;
175; 550; 2000 (unm 1,75; 5,5; 17,5; 55; 175; 550; 1750; 5000 B COOTBETCTBUM C KOHKPETHLIMK TpeboBaHNSA-
MW PerynupyroLmx opraHos). MNpyu OTCYTCTBUM AaHHLIX O NIETanbHOCTW BELLECTBA BBEAESHWUE [103 HAYUHAIOT C
175 mr/kr. B 6onbLUMHCTBE Cry4aeB 3Ta 4o3a ABNAETCA CyOneTanbHOW U CIY>XUT ANs CHUXKEHUS YPOBHS 60nu
n ctpagaHun. Ecnu oxmaaeTca BbICOKas NePeHOCUMOCTb XMMUYECKOrO BELLECTBA (TO €CTb HaKMOH KPUBOMW
3aBMCUMOCTM «03a—O0TBeT» MeHee 2,0), nepea Ha4anoMm UCNbLITaHWA CrielyeT pacCMOTPETL BOMPOC O MOBbI-
LLUEeHUM KO3PULMEHTA NPOrPeccum 403kl Bbille CTAHAAPTHOTO, NPEBLILIAIOLLETO 3Ha4YeHMe No ymornyanuio 0,5
no norapupMuyeckon Lwkare 4o3bl (To ecTb koadpduumeHta nporpeccuu 3,2). AHaNOrMYHO ANA nccnegyeMblxX
BELLECTB, KOTOPbIE MMEIOT OYEHb KPYTOM HaKNOH KPUBOM, cneayer BbiOMpaTb k03(hduUUMeHTbl Nporpeccum
[03bl MEHee, YeM 3HayeHue no ymonyanuio. (B npunoxeHun A npuseaeHa tabnuua nporpeccum Ao03bl Ans
HaKMoOHOB KpPMBOW B AnanasoHe ot 1 4o 8 ¢ goson 175 mr/kr.)

7.4.3 BeegeHue go3 NpoAomKaOT B COOTBETCTBUMU C OTBETAMMU, NMOSYYEHHLIMWU NOCNE UCMLITAHUS BCEX
YKUBOTHbIX, Yepe3 PUKCUPOBaHHbLIE UHTEPBAnbl BpeMeHn (Hanpumep, 48-yacosbie). MicnbiTaHue ocTaHaBnu-
BaIOT NpU 0GHAPY>XeHUN COOTBETCTBUSA KAK MUHUMYM OAHOMY U3 CMeayIoLLnX KPUTEPUEB OCTAHOBKM:

a) bonee Tpex >XMBOTHbIX, NOCNEA0BaTENbHO BBEAEHHLIX B 9KCMEPUMEHT, BbDKMBAIOT NpU BBEAEHUU
MakcumManbHOW A403bl;

b) npoucxoaut naTe pesepcMpoBaHuUi y LWECTU NOCNEeA0BaTENbHO UCTILITYEMbIX XUBOTHbIX;

C) He MeHee YeTblpeX XUBOTHbIX NPOABMAIOT peBepcupoBaHne nocne Habnoaasweroca Nepsoro, u
COOTBETCTBYIOLLME OTHOLLUEHMA NpaBonoaobusi NPEBLILIAIOT KPUTUYECKOE 3HaYeHue (cM. 9.2.4 U npunoxe-
Hue C. BbluncneHus BbINOMHAKT NPY BBEAEHUM KAXAO0W [03bl, CNEAYIOLWel 3a BBEAEHMEM J03bl YETBEPTOMY
>XMBOTHOMY NOCNe NepBOro pesepCcupoBaHuUS).

Mpu GonblIOM pasHOOOpPa3snKM OLEHOYHbIX 3HayeHuit LD50 u HAKNOHOB KPUBOW YyCNOBUE «npaBuna
OCTaHOBKM» COrMacHO NepeuvncrnieHunto ¢) 7.4.3 GyaeT BbINOMHATLCA ANS YETbIPEX — LLECTU XXUBOTHLIX NOCNe
pesepcupoBaHns. B HEKOTOPbIX Cnyyasax Ans BELEeCTB C NONOrMMuU KPUBLIMU 3aBUCUMOCTU «03a—OTBET»
MOXET NOHaA0bUTLCA 4ONOMHUTENBHOE KONMUYECTBO XUBOTHBLIX (HE Gonee 15).

7.4.4 Ecnu cobniogeHsbl KpUTepUMM OCTaHOBKM, 3Ha4eHue LD50 cneayeT BbIMMCNATL HA OCHOBAHUU pe-
3yNLTaToB, NOMYYEHHbIX HA XXMBOTHLIX MPU OCTAHOBKE UCMBLITAHWIA, UCNOML3YS METoA, NPUBEAEHHLIN B 9.1 1
9.21.

7.4.5 KonvnyecTtBo aroHU3NPYoLLMX U YMEPLLBIIEHHbIX M0 NPUYUHAM YMAHHOCTM XXMBOTHBIX YYUTbIBAIOT
TakK e, Kak M KONM4ecTBOo NOrubLUKMX B X0Ae UCNbITaHus. B cnyyae rubenu >xXMBOTHOIO B KOHLIE UCCREA0BaHUA
1 BbDKMBAHMA OCTanbHbIX C 3TON Unu Bonee BLICOKONW 40301 NpeKkpaLlaloT BBEAeHUe BeLecTBa u Habniogaior
32 BbDKMBLUMMMU XXUBOTHBIMU ANSI TOrO, YTOOLI 3aPMKCMPOBAaTh rMbenb UNn BeDKMBAHME APYIUX XMBOTHLIX B
TeYeHue aHanorn4yHoro nepuoga HabngeHus. B cnyyae netanbHbIX NCX0A0B CPEAU XXMBOTHBLIX, NONYYUBLLNX
[03y, NnpeBbILwaoLLyo 3Ha4eHne LD50, HO BbRKMBLUKMX B HAUYane aKCnepuMeHTa, UCTIbITAHUE NOBTOPAIOT, HA4U-
Has C 103bl HA ABE CTYMEHMW HUXE camOn HU3KOM U3 paHee BBEAEHHbIX 403, BbI3BABLUMX NETanbHbIN adhdhekT
(v yBenuumuBalotT nepuog HabnioAeHUs), Tak Kak MeTog siBIAeTCA Haubonee TOYHbIM NpU HadanbHOM [03e
Hwke 3HavyeHusa LD50. Mpu BBEAESHMM CReayloLeMy XXMBOTHOMY A03bl, Bbi3BaBLUEH rMbenb npeablayLiero
UNy NpeBsbILLAlOLLEN ee, NPOrpeccuio 403kl HE U3MEHSIOT; MHAOPMALMIO O NOrMOLIEM XXUBOTHOM BKAIOYAIOT
B pacyeTbl U yYUTLIBAIOT KaK rMbens npu 6onee HU3KOM 03€, YEM Y BbIKMBLUMX XMBOTHbLIX, YTO B pe3ynkrare
NPUBEAET K CHUXKEHUIO BbIYUCNEHHOrO 3Ha4yeHus LD50.

8 HabnropeHus

8.1 3a kaxkabIM >XMBOTHbIM HAbMNOA AT MHAMBUAYATBHO, HE pexe OAHOro pasa B TedeHme 30 MuH nocne
BBEAEHUS A03bl, 3aTEM NEPUOANYECKUN B TEYEHME NePBbIX 24 4 (0c060e BHMMaHME yaensioT B TEYEHUE MEPBbIX
4 4) 1 BNOCNEACTBUUN €XEAHEBHO, HA NPOTSHXKEHUN 14 AHEN, 3a UCKITIOYEHNEM TEX CNYYaEB, KOrAa >XUBOTHbIX
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yAansioT U3 3KCNepUMEHTa U YMEPLLBASIOT N0 COOOPaXkeHUAM ryMaHHOro o6paLleHus unu ux obHapy>xusator
mMepTBbIMU. B TO ke Bpemsi NpOAOIMKUTENBHOCTL HADNIOAEHUA He AO0IKHA ObiTb XeCTKO (DUKCUPOBAHHOM.
AnuTenbHOCTb HAbNIOAEHUA 3aBUCUT OT TOKCUYECKUX PEaKLM, BPEMEHU UX NOABNEHUA U NPOAOIHKUTENBbHO-
CTH Nepmoaa BOCCTAHOBIIEHUS U, CrIEA0BaTENbLHO, NPU HEOOXOAUMOCTU MOXET ObiTb yBEnuyeHa. Te nepuoabl
BPEMEHU, B KOTOPbIE€ NMPU3HAKN TOKCUYHOCTU MOSIBASIIOTCA U NPOXOANAT, SABNAIOTCA BaXXHbIMU, OCOOEHHO ecnun
HabnioaaeTca TEHASHUMA K 3aAepKke TOKCMYeCcKknx npusHakoB [17]. Bce HabniogeHua cuctemaTuiecku peru-
CTPUPYIOT, NPY 3TOM MO K&>KA0MY XMBOTHOMY BEAYT OTAESbHbIE 3aNuUCH.

8.2 [lononHutenbHble HabMOAEHU NOHAA00ATCA B TOM Cryyae, €Cnu y XXMBOTHLIX NPOAOIMKAIOT Npo-
ABMATHCS CUMIMTOMbI MHTOKCMKaUmMu. HabniogeHusa AomkHbl BKIIOYaTh (PUKCMPOBAHWE U3MEHEHNII COCTOSAHUSA
KOXM W LLUEpPCTH, rMa3 u CnmM3ncTbix 060NoYEK, a Talkke CO CTOPOHbI PECNUPATOPHON, KPOBEHOCHOW, BereTa-
TUBHON U LIEHTPanbHOW HEPBHbIX CUCTEM, OTODpaXasi COMaTOMOTOPHYIO aKTUBHOCTb U XapakTep NOBeAEHUSA.
Cnepyert obpatutb 0c060€ BHUMAHUE HA MOSBIEHUE TPEMOPA, KOHBYNLCUI, CAIIOHOOTAENEHUS, ANapeun, BSA-
10CTU, COHNMBOCTYU U BMaeHUe B KOMY, a TakKe yUUTbIBaTh NPUHLMNLI U KpUTEpUK, 0606L1eHHbIe B [13]. 2XKu-
BOTHbIX, HAXOASLLMUXCA B NPEACMEPTHOM COCTOSIHUM U UCTIbITLIBAIOLLMX CUITbHYIO 60fb MK CTONKME NPU3HAKK
TSDKENOro HeJOMOraHusA, CreayeT ryMaHHO yMepTBuTb. ECnn XMBOTHOE yMEepLUBAAIOT N0 NPUYUHAM YMAHHO-
CTU MNU OHO HaNZEHO MEpPTBbIM, CrEeAYET Mo BO3MOXXHOCTU 3apErmcTpupoBaTb TOYHOE BPEMS CMEPTH.

8.3 Macca Tena

>KUBOTHbIX B3BELLMBAIOT Nepe BBEAEHUEM UCCIEAYEMOTO BELLECTBA, NOCNE BBEAEHUA KOHTPONMPYIOT
Maccy Tena He pexxe OfIHOro pasa B Hefdeno, UKCUPYSA BCE N3MEHEHMS. BbIYMCAAIOT U PErncTpupyioT nsme-
HEHWE MacChl Tena. B KOHLE NCMBITAHMS BLDKUBLLIMX )XMBOTHbLIX B3BELLWBAIOT U 3aTEM rYMaHHO YMEPLLBAAIOT.

8.4 Nartonorusa

MaTtonoroaHaTOMMYECKUM UCCREAOBaAHUAM (OOLLEN ayTonCumM) NOABEPraloT BCEX NOAONLITHLIX KUBOT-
HbIX (BKMIOYas NOrMOLLIMX BO BPEMS UCMbITAHUA U YMEPLLUBAEHHbIX NPU NCCREeA0BaHMU NO NPUYUHAM TYMAHHO-
cTun). Bce BbIpaXkeHHbIE (MaKpPOCKONMYECKME) NATONOrMYECKUE M3MEHEHUS AOMKHBI ObITb 3aperncTpupoBaHsbl
OTHOCMUTENbLHO Ka)0ro >XMBOTHOr0. Cneayet NnpoBOAUTbL MUKPOCKOMMYECKOE UCCNEA0BAHNE OPraHOB Y XXUBOT-
HbIX, UMEIOLLIMX NPU3HAKN MaKpPONaTonorum, BbDKMBLLUKMX B TeYeHUe 24 4 unu bonee nocne BBeAEeHUA A03bl, TaK
Kak gaHHas MHOpMaLmMs MOXET ObITb NMONE3HOIA.

9 [laHHbIe N OTYETHOCTb

9.1 JaHHble

[aHHbIe No KaXxaoMy XXMBOTHOMY NPEeACTaBrAT 0TAeNnbHO. Kpome Toro, Bce AaHHble crneayer 0606-
WMTb B Tabnu4yHoui copme, ykasbiBas: YNCIIO MCNOMb30BAHHBIX XXMBOTHBIX AN KAKAOW UccneayemMon 403bl;
YMCIO XKUBOTHBIX C MPU3HAKAMU TOKCUYHOCTU [17]; YNCNO XKMBOTHBIX, OOHAPY>XEHHbLIX MEPTBLIMU BO BpEMS
MCCneaoBaHnst UM YMEpPLUBNEHHbIX MO NPUYUHAM F'YMaHHOCTHU; BPEMSA CMEPTU KaXKaoro XXMBOTHOIO; OnucaHue
¥ BPEMEHHYIO AMHaMUKY TOKCUYECKOTO BO34ENCTBUSI U pEBEPCUMPOBAHUSA, a Takoke pesynesrarbl aytoncun. Cne-
AyeT npeaoctaBuTb 060CHOBAHME HaYanbHOM A03bl M NPOrpeccUmn A03bl U Nobble 4aHHble, UCMONb30BaHHbIE
ANA NoATBEpXAEHUA 3TOro Bbibopa.

9.2 BeluucneHue 3HauyeHua LD50 ansa oCHOBHOIo ucnbITaHUA

9.2.1 3HayeHue LD50 BLIMUCAAIOT C UCNONMb30BAHMEM METOAA MAKCMManbHOro npaegonoaobus [14],
[15], 3a uckniovyeHnem cnyyaes, npuBeaeHHbIX B 9.2.2. [Npu BbINONHEHUU NpeanaraeMbiX BbIYUCNEHUN MaK-
CMManbHOro NPaeaonNoao6tuMA (C NPUHATLIM 3HAYEHUEM G) MOXKHO MCMONb30BaTh CNEAYIoLWMe CTaTUCTUYECKne
AaHHble: BCe CMepTenbHble cnyvan, Takue kak ObicTpas unu 3ameaneHHas cMeptb NGO ymepLusneHue no
NPUYMHAM TYMAHHOCTU, OOBLEAUHAIOT ANA aHanu3a MeToAO0M MakCMManbHOro npaegonogobus. B cooreet-
ctBuu ¢ kputepuem Y. k. Aukcona [4] dyHkuymio npaBaonoaobus pesynsratoB aKkCnepumeHTa L ¢ yueTom |,
G U N BbIMUCAAIOT N0 hopMynam:

L=L,L,...L, )

efe 1, 2. — nopadkoebiii HOMEP i-20 XXUBOMHO20;
n — obwee YUCNo NOAONbITHLIX XXUBOTHBbIX;
L;=1— F(Z), ecnu i-e XUBOTHOE BbLDIUNO,
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roe F — KyMynsTUBHOE CTaHAAPTHOE HOPMarbHOE pacnpeaeneHue;
Z; = [log(d) — wl/o,
rae d; — [o3a, BBEAEHHAs i-MY XMBOTHOMY;
[l — 3HaYeHue, B COOTBETCTBUM C KOTOPbIM 3a4a€ETCA OLEHKA MCTUHHOTO 3HadYeHus LD50 u obecnevusa-
eTca MakcumanbHoe npaesgonogobue L (cm. 9.2.3);
G — CTaHAapTHOe KBajpaTUYEeCKOe OTKMOHEeHWe A03bl B norapupMuyueckmx eguHuuax (KOTOpoe He
ABNaeTca norapuMUYecKuM CpeHeKBaapaTuYeCKUM OTKITOHEHUEM),

L; = F(Z), ecnu i-e nBOTHOE nornbro.

Mcnonk3yloT OLeHOYHOE 3HayeHne g, pasHoe 0,5, ecnim oTCyTCTBYET Oonee KayecTBeHHOe olLyee 3Ha-
YEHWE UMK KOHKPETHOE 3HaYEHNKe.

9.2.2 lNpwu onpeaeneHHbIX YCNOBUAX CTATUCTUYECKOE BbIMUCIIEHNE HEBO3MOXHO UMK, BEPOSITHEE BCErO,
npuBEAET K OLUMOOYHLIM pedynsTatam. [ns nogobHOro poaa ycnoBuin MCNONb3YIOT CREAYIOLIME CneuuanbHble
MeTOAbI AN onpeaeneHnsa/ycTaHoBNeHUs pacyeTHoro sHavenmns LD5O0:

a) ecrnu UCMbITaHWe OCTAHOBMEHO HA OCHOBAHWMU KPUTEPUA, MPUBEAEHHOrO B NepevucrneHuun a) 7.4.3,
TO €CTb MakcMmManeHas 4o3a UcnbitaHa HeO4HOKPATHO, UK €CNIU UCNbITAHUE 3aKaHYMBANOCh MakCMMAarbHON
40301, TO co000LWwatoT, 4To 3HaveHne LD50 npeBbiuaeT MakcumarnsHyo o3y, Ha ocHoBaHuuM 3T10ro knaccudu-
KaLuo 3aBepLuatoT;

b) ecnu Bce normbLune XuBOTHbIE Nonyvanu Gonee BbICOKUE J03bl, YEM BbDKMBLUME (UITM B UCKIIOHM-
TerbHbIX CNy4YasXx BCE BbIKMBLUME XXMUBOTHbIE nony4yunu 6onee BbICOKME A03bl, YeM NormbLuKMe, HECMOTPSA Ha
TO, YTO 9TO MasfoOBEPOATHO), TO 3Ha4YeHne LD50 HaxoanTtea mexay 403amm, KOTOpble Oblnn BBEAEHbI BbDKUB-
UMM W NOrMBLUMM XMBOTHBIM. Takue HabnogeHua He AatoT 4ONOMHUTENbHOM MHAOPMALIMKM O TOYHOM 3Haue-
Humn LD50, HO NO3BONSIIOT OLEHMTb MakcMMmarbHOe npasaonoaobue npu yCrnoeum, YTo UMEETCs 3Ha4YeHue ans
0. Kputepuin oCTaHOBKM B NepevucneHum b) 7.4.3 onucobisaeT 04HO U3 TaKUX YCIOBUIA;

C) ecnu BbDKMBLUME M MOTMGLLME XXMBOTHbIE NOMyYnnu oaHy obLLyto 403y, a ocTanbHbie NorndLIMe >xu-
BOTHbIE nony4unu 6onee BbICOKME A03bl, 8 BbPKUBLLUME — BOnee HU3Kne A03bl, MNu HaobOopOT, TO 3HaYeHue
LD50 paBHO ux 0606LieHHO fo3se. MNpu nocneayloLwmx UCIbITAHUSIX POACTBEHHbIX BELLECTB UCCNEAO0BaHUS
Ha4YMHAaIOT C MEHbLUEN Nporpeccueit 4o3bl.

Ecnu HM ogHa 13 BbiLLENepeYnCneHHbIX cuTyauuii He Habnoganace, To 3HadeHue LD50 BulumucnsioT ¢
“cnonb3oBaHMeM MeToaa MakcUManbHOro npaesaonoaobus.

9.2.3 BbluMcneHne mMakCcMmMansHOro npaBaonofaobusi MOXHO BLIMOMHATL C UCMONb30BAHUEM MAKETOB
KomnbloTepHbIX nporpamm SAS [14] («kPROC NLIN») unu BMDP [15] (nporpamma AR), npunoxenus 1D B [3],
a TaKke Apyrnx KOMMNbIOTEPHLIX NPOrpamMmM. TUMOBbIE MHCTPYKLUMMW K TAKUM MakeTam nporpaMM npuBefeHsbl B
npunoxexusix K [6]. (3HayeHue g, ucnonb3yemoe B nporpamMmme BASIC B [6], He0GXx0aUMO OTpeaakTMpoBaThb
ANsi OTPaXXeHUsi NapaMeTpPOB HACTOALLEro craHgaprta.) Pesynsratom paGoTbl NporpamMmmbl SIBASIETCS OLIEHKA
log (LD50) n ee cpenHel KBagpaTuU4eCcKom oLLnOKK.

9.2.4 MpaBunoO OCTAaHOBKM MO OTHOLUEHWUIO MpaBaonoaodusi, NPUBEAEHHOE B nepeducneHuu c) 7.4.3,
OCHOBAHO Ha TPexX M3MEPEHUsIX B NPOLIECCE UCTIbITAHWSA, KOTOpbIE MMEIOT hopmy npasgonogodus (oM. 9.2.1),
HO C pasHbIMK 3Ha4YEeHUAMMW AnA Y. CpaBHEHUA NPOBOAAT NOCME BbIMOMHEHUS UCTIBITAHUI HA KAX40M XMBOT-
HOM, BBEAE€HHOM B 3KCNEPUMEHT NOCIE LLECTOr0 XXUBOTHOTO, €CMNW Pe3ynbTaThl UCTIbITAHWIA HE YA0BNETBOPSIOT
KPUTEPUAM, NPUBEAEHHLIM B NEPEeYNCNeHnsx a) unm b) 7.4.3. dopmynel 4Na KPUTEPUEB OTHOLLEHWS MpaB-
aonogobusa npueeaeHbl B npunoxeHnn C. [aHHble BbIMUCIEHWUSA Nyylle BCEro BbIMOMHATb aBTOMAaTUYECKHU,
MX MOXHO BbINOSIHATL MHOFOKPaTHO, HanpuMep B BuAe NPOrpammbl AMEKTPOHHbIX Tabnuu, NpuBeAEHHbIX B
npunoxexHuun C. AcnbiTaHMe oCTaHaBNUBAIOT NMPU COOTBETCTBUM KPUTEPUIO U BbIMUCNAIOT 3Ha4YeHne LD50 me-
TOAOM MakCUManbHOro Npaegonoaobus.

9.3 BbluucneHue gOBepPUTENIBHOrO UHTEPBasna

9.3.1 lNocne npoBeAEHMA OCHOBHOMO UCMbITAHMA W BblYUCNEHUS 3Ha4YeHus LD50 BO3MOXHO Bbluuche-
HUe JoBepuUTENbHbLIX UHTEPBANoB 3HavyeHus LD50. Mio6oii n3 goBepuTeNbHbIX MHTEPBANoB NpefoCTaBnser
LIEHHYIO MHbOPMAaLMIO O HAAEXHOCTU U MOME3HOCTN NPOBEAEHHOTO OCHOBHOTO UcnbiTaHus. LLnpokuin gosepu-
TelbHbIA MHTEPBaN yKa3biBAeT HA CYLLECTBOBAHUE 3HAYUTENBHON HEONpPeaerneHHOCTHU, CBA3AHHOW C BbIYUC-
NeHHbIM 3Ha4yeHuneM LD50. B 9TOM cnyyae HageXHOCTb BbIMUCINEHHOro 3HayeHus LD50 asnaeTca HU3KOW, u
MONE3HOCTb OLIEHKM 3Ha4YeHus LD50 MoxeT BbITh OrpaHUYeHHO. Y3Kiuii MHTEPBan yKa3biBaeT HA OTHOCUTENb-
HO HeBOnbLUYIO HeonpeaeneHHOCTb OLUEHKM 3HavyeHusa LD50, BbICOKYIO HAaAEeXHOCTb U ONpaBAaHHY0 Moses-
HOCTb OLeHKM 3Ha4yeHusa LD50. 310 03HayaeT, YTo Npu NOBTOPEHUU OCHOBHOIO UCMbITAHUSA HOBOE BbIYUCIIEH-
Hoe 3HaveHue LD50 6ynet 6nm3kum kK nepBoHadanbHoMy 3HadeHuto LD50 1 06e oueHkn okaxyTca Grm3kumm
K UICTUHHOMY 3Ha4eHuto LD50.
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9.3.2 B 3aBUCUMOCTM OT pe3ynsTaToB OCHOBHOIO UCMbLITAHUA BbIYUCASIOT OAUH U3 ABYX BUAOB AOBEPU-
TErNbHbIX UHTEPBANOB UCTUHHOIO 3Ha4YeHus LD50.

Mocne npoBeEHUSA UCNLITAHMIA HE MEHEE TPEX Pa3HbiX YPOBHEW A03, KOTAa NpU UCMLITAHUN CpeaHen
[03bl KAK MUHUMYM OHO XMBOTHOE BbLDKMIIO U OAHO >XXMBOTHOE NOrMBno, Cnonb3yeTcs Npoueaypa Bbluncne-
HUSA HA OCHOBE Npocuna npasgonoaodus AN NONyYEeHUs AOBEPUTENLHOIO MHTEPBAana, KOTOpbIN, NPEANONo-
JKUTEMNbLHO, OyAET BKIIOYaTb UCTUHHOE 3HaYyeHue LD50 ¢ focToBEPHOCTLIO 95 %. OaHako (hakTu4eckun ypo-
BEHb JOCTOBEPHOCTU HE ABNAETCH TOYHbIM [18], TaK KaKk YMCro >XMBOTHbLIX HeOonbLoe. MpaBuno cny4yanHon
OCTAHOBKM MOBLILLAET BO3MOXHOCTb 9KCMEPUMEHTA pearupoBaTb HA U3MEHSIIOLLMECSH OCHOBHbLIE YCNOBUSA, a
TaKKe NPUBOAUT K TOMY, YTO 3apPErMCTPUPOBAHHbIN YPOBEHb JOCTOBEPHOCTU U (PAKTMYECKUI YPOBEHb AOCTO-
BEPHOCTM He3HA4YUTENbLHO oTnuyaiorca [19].

Ecnu BbDKMBAIOT BCE XMBOTHbIE NP ONpeAerieHHOM YPOBHE 403bl UITU HDKE €ro 1 NornbaioT BCE XKUBOT-
Hbl€ NpW BBEAEHUU cniegytolen 403kl ¢ 6onee BbLICOKUM YPOBHEM, MHTEPBAI BbIMUCNAIOT CrieayiowmM obpa-
30M: HWKHUM NpeaenoMm ABNAETCH camas BbICOKas [103a, NMPU KOTOPOW BCE XXMUBOTHBIE BbDKUIN, @ €ro BEPXHUM
npeaenoMm — A03a, Bbi3BaBLUAs rMbens BCEX XMBOTHbLIX. DTOT MHTEPBAn 0003HAYAIOT KaK «Npubnusutens-
HbII», TAK KaK TOYHbIA AOBEPUTENBHBIA MHTEPBAN HE MOXET ObITb onpeaeneH. B cBA3u ¢ Tem, 4To Takon Tun
OTBETHOW peakuuu HabnoaaeTCca Npu KPyTon 3aBUCUMOCTU KPUBOM «A03a—OTBETY, B OONbLUMHCTBE Cry4yaeB
npeanonaratot, YTo UCTUHHOE 3HaveHue LD50 HaxoauTcs B npeaenax BbIMMCAEHHOTO MHTepBana unmu o4eHb
06nu3ko kK Hemy. [1aHHBIN UHTEPBAan SABASETCH OTHOCUTENbLHO Y3KMM U I0OCTATOYHO TOYHbLIM B OONbLUMHCTBE Chy-
YyaeB NPaKTUYECKOTO NPUMEHEHUA.

9.3.3 B HeKOTOpbIX Crny4yasx ykasbiBaloT, YTO JOBEPUTENbHbIE MHTEPBAarbl ABAAIOTCA OECKOHEYHbIMM,
KOTZla B KAYECTBE HMXKHETO NPEeAEna OHM BKITIOYAIOT HOMb, UIK B KaYE€CTBE BEPXHETO npeaena 6€CKOHEYHOCTb,
unu o6a nHrepeana. Takue uHTepBanbl MOryT HabnAaTLCS, HAaNPUMeEp, eCrnu BCE XXMBOTHbIE NOrnbator unm
BCE >XMBOTHbIE BbDXMBAIOT. [Ins 06paboTKM pe3ynbTaToB TAKMX 9KCMNEPUMEHTOB TPEOYIOTCS BLIMUCIIEHUA C NPU-
MEHEHUEM cneumanu3MpoBaHHbIX nporpamm (Hanpumep, [20]). [locTuraemble oxBaTbl TAKUX UHTEPBANoB U
CBOWNCTBA CreLuManbHON NPorpaMmbl NpuMBeaeHbl B otyeTe [21].

10 OTyeT 00 UCNbLITAHUAX

10.1 Otyet 06 UCNbITAHUM AOMKEH coaepXaTb UHopMauuio, npusegeHHyio B 10.1.1—10.1.6.

10.1.1 Uccneayemoe BeLLECTBO:

- chusmyeckne CBOKWCTBA, YMCTOTA U, NpU HEOBXOAUMOCTH, (PUINKO-XMMUYECKME CBOWCTBA (BKNIOYaA
n3omMepusaymio);

- MWAEHTUMUKALMOHHbIE AaHHbIE, BKMNovass HoMep CAS.

10.1.2 PacTtBopuTenb (Npy UCNOMb30BaHWUK):

- obocHOBaHWE BbIOOPa pacTBOPUTESS], ECMN OH HE SIBMAETCS BOAOW.

10.1.3 MoaonbITHLIE XXUBOTHbIE:

- UCNONb3yeMbI€ BUALI/MNHUMK;

- MUKPOGUONOrMYECKMNIA CTATYC XKUBOTHbIX, ECNIU U3BECTEH;

- 4ncno, BO3PacT U MOJS XMUBOTHbIX (B TOM YuCne, Nnpu HeoBxoanMOCTH, 0GOCHOBAHME MCNOSb30BAHUSA
CcamMuoB BMECTO CamoK);

- WCTOYHMK, YCNOBUSI COAEPKAHWA, KOPMIEHUA U T. 4.

10.1.3 Ycnosus ucneitaHui:

- o6ocHoBaHue BbiGopa Ha4anbHO A03bl, KOAMMULMEHT NPOrPECCUMN A03bl U NOCNEAYIOLLME YPOBHU
nos;

- CBefEeHMA 0 COCTaBe UCCNeayemoro BelLecTBa, BKIoYas cBegeHnsn 0 pusndeckon opme BBOAUMOTO
marepuana;

- nogpoBHOCTW BBEAEHUSI UCCNEAYEMOTO BELLECTBA, B TOM Yucre 06beMbl U BPeMS BBEAEHWA A03bI;

- CBEAEHMA 0 Ka4eCTBE KopMa W BOZAbl, BKIKOYAsA TUM/MCTOYHNUK KOPMA W BOAbI.

10.1.4 Pesynstathl:

- macca Tena/msMeHeHus mMaccol Tena;

- cBefeHHble B Tabnuuy AaHHble O peakumn 1 YPOBHE A03bl ANA KaXA0ro XMBOTHOTO (T. . MHdopMauus
0 ¥MBOTHBIX, UMEIOLLIMX CUMMTOMBI MHTOKCMKaLMK, B TOM YMCIIE XapakTep, TAXKECTb, ANUTENBHOCTL 3 deKToB
M CMEPTHOCTb);

- UHAMBUAYaNbHbIE NMOKa3aTenyu Macchl TENa XXWBOTHLIX B A€Hb BBEAEHUS A03bl, C NOCNEAYOLWUMN He-
AenbHbIMU MHTEPBanamMu U BO BPEMSI CMEPTU UMW YMEPLLBIIEHUS;

10
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- BpeMms NposiBMEeHUs CUMMTOMOB TOKCUYMHOCTU U UX PEBEPCUPOBAHUE AN KAXAOM0 XXMBOTHOTO;

- pesynkTaTkl ayToONCuu U Mnobble rMCTONaToNnornyeckne pesynsraTel ANA KaXKaoro XXUBOTHOTO, NPU Ha-
nmynu;

- JaHHble 0 3Ha4YeHun LD50;

- cratuctudeckas obpaboTka pesynsratoB (ONMCaHUE UCMONb30OBAHHOW KOMMbLIOTEPHON MPOrpamMmbl U
npeacTaBneHne AaHHbIX C UCNONb30BaHUEM ANEKTPOHHbLIX Tabnuu).

10.1.5 O6CyxaeHne n nHTepnpeTauusa pesynsraTtos.

10.1.6 BbIiBOAbI.

11
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MpunoxeHue A
(cnpaBouHoe)

Mpoueaypa Ao3npoBaHUs

A.1 MNocnegoBaTenbHOCTb A03 ANA OCHOBHOIO UCCneaoBaHuA

A.1.1 MeToauka fo3upoBaHUA «BBEpPX U BHU3»

B kaxgoii cepun aKCrepMMEHTOB XMBOTHEIM BBOAAT 403y MO 0MepeaM, Kak NpaBuio, ¢ uHTepeanamMm B 48 4. MNepsoe
XKWBOTHOE MONy4YaeT Jo3Y Ha CTYNeHb HKe ypoBHA Hambonee TOYHON oueHku 3HaveHusa LD50. Takoi nogxoa oTpaxaet
KOPPEKTUPOBKY TEHAEHLMN K CMeLLeHnto oT 3HaveHus LD50 B HanpaBneHWn HavasibHOW 403bl K OKOHYaTENbLHON OLUeHKe
(cm. 3.3). MNpegnonaraetcs, YTo o6LWasa KapTMHa pe3ynsTaToB CTAabUNU3MpyeTcs, Tak Kak AN Kaxgoro rnocnegylowero
XMBOTHOTIO B AanbHelleM fo3a ByaeT ckoppekTupoBaHa. [JononHUTenbHbIe pekoMeHgauun no suibopy koadpduLmeHTa
WHTepBana Jo3 npuBegeHsl B A.1.3.

A.1.2 lMporpeccun gosbl NO yMONuYaHuIo

Mocne onpegeneHns Ha4YanbHOW [03bl U UHTepBana 403 CNeAYET NEPEYUCNUTL BCE BO3MOXHbIE AO3bl, BKMOYas
BEPXHIO0 rpaHuLy (kak npasuno, 2000 unu 5000 mr/kr). Joskl, 6nuskue Kk BepxHel rpaHuLe, AOMKHbI ObITb yaaneHs! U3
nporpeccun. CTyneHYaTblil XapaKrep uccriefoBaHUA NpeaycMaTpuBaeT, YTO NepBble HECKOSBKO 403 BBINOMHAT OYHKLMIO
camoperynupytoLjeics nocnegoBarenibHOCTU. M3-3a TEHASHLUMN K NONOXUTENBHOMY CMELLEHNIO NPU OTCYTCTBUW AaHHbIX
0 BelllecTBe pekoMeHAyemaa HadvarnbHas fosa coctasnaer 175 mr/kr. Mpu ucnone3oBaHuK Npoueaypbl MO yMONMYaHUIo
LS OCHOBHOrO MccreaoBaHWUA BBEAEHUE J03 Ha4UHAIOT ¢ 403kl 175 Mr/kr, BIGUpas o3kl ¢ koadpduuymenToM 0,5 no nora-
pudMUYecKoil Wkane. Mcnone3ytoT 403bl, BKOYaOLWUe cneaylowyio nocnegosartensHocte: 1,75; 5,5; 17,5; 55; 175; 550;
2000 mr/kr unu no TpebosaHWIo perynupytolux opraHos —1,75; 5,5; 17,5; 565, 175; 550, 1750; 5000 mr/kr. [Ans HEKOTOPLIX
BbICOKOTOKCUYHbLIX BELLECTB MOXET NOTPeboBaTbCA BKMIOHMEHUE NOCNEA0BaTENBLHOCTHU 403 C Honee HU3KUMU 3HAYEHUAMN.

A.1.3 TMpu HeoBXxo0AUMOCTU UCNONL30BaHNA KO3hDULNEHTa NPOrPECCUN 403bl, OTIUYHOIO OT 3HAYEHUS NO yMOonYa-
HUWto, 4nA BelGopa NocnefoBaTeNnsHOCTU 403 MOXHO UCNONBL30BaThL NPOrpeccu Jo3kl, NpUBeeHHbIe B Tabnuue A.1, ans
3Ha4YeHUiA HaKMoHa KPUBOI «03a—OTBET» — KpaTHbIE LienkbiM Ynucnam ot 1 go 8.

Ta6nuya A.1—Tlporpeccun 03 B 3aBUCUMOCTH OT HaKINOHa KPUBOW «[03a—OTBET» ([03bl YKasaHbl B MUNAUrpam-
Max Ha Kurorpamm macchl Tena)

HaknoH KprBoii 3aBUCUMOCTH «J038—OTBET»

1 2 3 4 5 6 7 8
0,175* 0,175* 0,175* 0,175* 0,175* 0,175* 0,175* 0,175
— — — — — — 0,24 0,23
— — — — 0,275 0,26 — —
— — — 0,31 — — 0,34 0,31
— — 0,3—75 — — 0,375 — —
— — — — — — — 0,41

— — — — 0,44 — 0,47

— 0,55 — 0,55 0,55 — 0,55
— — — — 0,69 — 0,65

— — — — — — — 0,73
— — 0,81 — — 0,82 — —

— — — 0,99 — — 0,91 0,97
— — — — 1,09 1,2 — —

— — — — — — 1,26 1,29
75 1,75 1,75 1,75 1,75 1,75 1,75 1,75
— — — — — — 2,4 23
— — — — 2,75 26 — —

— — — 3,1 — — 3.4 3,1

— — 3,75 — — 3,75 — —

— — — — 4.4 — — 4.1

12
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HaknoH KpVIBOI;I 3aBUCUMOCTU «403a—O0TBET»

1 2 3 4 5 6 7 8
— — — — — — 47 —
— 55 — 55 — 55 — 55
— — — — 6,9 — 6,5 —
— — — — — — — 7.3
— — 8,1 — — 8,2 — —
— — — 9,9 — — 9,1 97
— — — — 10,9 12 — —
— — — — — — 12,6 12,9

17,5 175 17,5 175 17,5 17,5 175 17,5

— — — — — — 24 23
— — — — 27,5 26 — —
— — — 31 — — 34 31
— — 37,5 — — 37,5 — —
— — — — 44 — — 41
— 55 — 55 — 55 — 55
— — — — 69 — — 73
— — 81 — — 82 — —
— — — — — — 91 97
— — — — 109 120 — —
— — — — — — 126 129
175 175 175 175 175 175 175 175
— — — — — — 240 230
— — — — 275 260 — —
— — — — — — 340 310
— — 375 — — 375 — —
— — — — 440 — — 410
— — — — — — — 550
— — — — 690 — — 730
— — — — — 820 — —
— — — 990 — — 910 970
— — — — 1090 1200 — —
— — — — — — 1260 1290

1750 1750 1750 1750 1750 1750 1750 1750

— — — — — — 2400 2300
— — — — — 2750 2600 —
— — — 3100 — — — 3100
— — — — — 3750 3400 —
— — — — — — — 4100

5000 5000 5000 5000 5000 5000 5000 5000

*Ecnu Tp66yPOTCFI Oonee HU3KNe 403kbl, cneagyet npoAoJIXUTh NPOrpeccuio K boree HU3KNM 3HAYEHNSM JO3bl.
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MpunoxeHue B
(cnpaBouHoe)

Kputepuu knaccucpmkaumm nccriefyemMbix BeWecTB ¢ oxunaaeMbiMu 3HaveHnamu LD50,
npesBbiwatrowmmmu 2000 Mr/kr, 6e3 npoBeAeHUA UCNbITAHUIA

B.1 Kputepum gns kateropuu onacHoct 5 no CI'C npefgHasHaveHbl 48 MOEHTUdUKALMU ccneayemblX BELWECTB,
KOTOpbIe UMEKT OTHOCUTENBHO HU3KYIO OCTPYIO TOKCUYHOCTL, HO MPUW onpefeneHHbIX 06CToATENLCTBaX MOTYT NpeacTas-
NATb Yrpo3y ANs yS3BUMBIX Fpynn HaceneHus. MNpegnonaraeTcs, YTo 3TU BelecTBa UMetoT 3HaveHne LD50 npu BHYTpu-
XKenyaovyHOM UK HakoXXHOM NOCTYNNeHun B guanasoHe oT 2000 go 5000 Mr/Kr nu aKksMBaneHTHbIE 3HAYEHUA 403 ANA
apyrux cnocoboB mocTynneHus. Mccnegyemoe BeLLecTBO MOXET ObITb KiaccuduLMpOoBaHO NO KaTeropun onacHoCTH,
o6o3Havaemoit 2000 mr/kr < LD50 < 5000 mr/kr (kaTeropus 5 8 CI'C), B crnegytoLmx cnyvasax:

a) ecnu yxe UMeKTCs AOCTOBEPHbIe faHHble, NOATBEPXAAtoLMe HaxoxaeHue 3HadeHnn LD50 B guanasoHe 3Ha-
YEHWI KaTeropuu 5, unu apyrue uccnefoBaHUs Ha XUBOTHBIX, UNU UCCMNE0BAHNSA TOKCUYECKUX 9O eKTOB, NPOBEEHHbIE
Ha NIoASX W yKasblBaroLme Ha BO3MOXHOCTb BOSHUKHOBEHMUSA cepbe3HblX Npobrnem 4ns UxX 340pOoBbS;

b) nyTem aKkcTpanonsuuu, OLEHKW UMM U3MEePeHUA AaHHbIX, eCru OTHeceHWe K Goriee OnNacHOW KaTeropun He
onpaefaHHo:;

- W UMeeTCA HaZexHas MH(oPMaLMsl O CYLLECTBEHHBIX TOKCUYECKUX adpdpekTax Ans niogei, unu

- Habnoganuck criydan CMepTHOCTU NPW BHYTPWKENYAOMHOM NOCTYMNEHUN NPU UCTILITAHUAX J03 A0 KaTeropuu 4,
unm

- 9KCMepTHOE 3aKIloYeHNe NOATBEPKAAET CyLLECTBEHHbLIE KITMHUYECKUE CUMMTOMbI TOKCUMHOCTU NPU UCMbITAHUSX
[l03 4O KaTeropuu 4, 3a UCKNIOYEHNEM Juapen, NUIOSPeKLMU U HEYXOXEHHOTO BUAA, UK

- 9KCMepTHOE 3aKMoYeHNe NOATBEPKAAET HAAEXHYIO MHGOPMALIMIO O BO3MOXHOCTU CYLLECTBEHHOMO OCTPOro 3¢~
deKTa Ha OCHOBaHWU APYrUX UCCIIEf0BaHUIA Ha XUBOTHbIX.

B.2 NccnepoBaHusa ¢ go3amu Bbille 2000 Mr/kr

B.2.1 lNMpnaHaBas HeoBXO4UMOCTb 3aLLUThI KUBOTHBIX, UCMBITAHUS Ha XUBOTHLIX B AWana3oHe 3Ha4YeHWUW KaTero-
pun 5 He ofobpstoT. Cneayet paccMaTpuBaTh UX NPOBEAEHUE TOMBLKO B TOM Crydae, el BLICOKa BEPOATHOCTL TOr0, YTO
pesynsratbl NogoBHOro UcnbITaHUs ByayT MMETb NPSAMOE OTHOLLEHMWE K 3aLluTe 340pOBbSA YenoBeka.
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Mpunoxexnune C
(cnpaBouHoe)

Bbluucnexnue npasuna 0CTaHOBKU NO OTHOWEHUIO npas,qono,qoﬁml

C.1 B cootBeTCcTBUU C 7.4.3 OCHOBHOE UCNBITAHUE MOXET ObiTb 3aBEPLUIEHO Ha OCHOBE OfJHOTO U3 TPEX KpuTepues
OCTaHOBKW. [pnueM gaxke Npu OTCYTCTBUU COOTBETCTBUSA Kak MUHUMYM OQHOMY U3 KpUTEpPUEB OCTaHOBKWN BBEASHUE [03
npekpaLlaoT npy ux eBeaeHUn 15 xmBoTHbIM. B Tabnuuax C.1—C.4 npuBeaeHbl NpUMEPpSI, KOra nccrnegoBaHne HavuuHa-
nochk Mnpu OTCYTCTBUU MHAOPMaLMK, MOSTOMY UCNONL3OBaNUCh pekoMeHayeMas cTaHAapTHas HavanbHas fgosa 175 mr/kr
U peKOMeHAYeMBIA CTaHaapTHLIR KoaduuMeHT nporpeccuu 4ossl, paBHbli 3,2. Cnegyet o6paTUTb BHUMaHWeE Ha TO, YTO
cdopmMaTUpoBaHiUe BhilleyKasaHHbIX Tabnuy HOCUT UCKNIOHYUTENBHO UNNIOCTPATUBHLIN XapaKTep.

C.2 B tabnuue C.1 nokasaHo, 4TO OCHOBHOE UCCNe0BaHUe OCTAHABNMWBAIOT, €CNU BLDKUNWN TPOE XUBOTHLIX, NOMY-
YMBLLKX NpegenbHyto o3y 2000 mr/kr. B Tabnuue C.2 npuBegeHa aHanormyHasa cuTyauua npyu UCnosib3oBaHuK npegenb-
Hoi Ao3bl 5000 Mr/kr (B 3TUX Tabnuuax npeacTaBneHbl CUTYyaUum, NpU KOTOPLIX pe3ynbTaTthl UCNbITAaHWIA NpeaenbHOK f03bI
U3HavanbHO cuMTanucb HeagekeaTHeIMK). B Tabnuye C.3 oTobpaxeHa BepoaTHas onpeAeneHHasn NocnesoBaTenbHOCTb
MATU peBepcupoBaHUi Y LWECTU NOAOMBLITHLIX XKUBOTHLIX, NO3BONAOLWAA 3aBEPLUWTL UcNbITaHUe. B Tabnuue C.4 npepcTtas-
JIeH NpuMep OTCYTCTBUSA COOTBETCTBUSA KPUTEPUAM OCTAHOBKMW, NPUBEAEHHBIM B NepevncrieHusnx a) u b) 7.4.3, peesepcupo-
BaHWe OTKMWKa MPOUCXOAUT NOCIe NCCNEQOBaHNUA YETbIPEX XUBOTHLIX, U, ClIefoBaTeNbHO, Takke AOMMKeH ObiTb OLeHeH
KpUTEpWiA, NpuBEiEHHbIN B NepevncneHun c) 7.4.3.

C.3 Kputepuit, npuBegeHHbliA B epevncnennu c) 7.4.3, TpebyeT oLeHKM NnpaBuna oCTaHOBKU MO OTHOLWEHWIO NpaB-
ponogobua nocne uccrneqoBaHWUs KaXAoro XMBOTHOMO, Ha4YMHasi ¢ YETBEPTOro, UCMLITAaHHOTO MocMe peBepcUpPOBaHUA.
BbluncnaoT TpU KpUTepus npowecca UCTbITaHUA. TeXHUYECKU 3TU U3MEePEHUs AMHAaMUKKU ABNAOTCA NpaBhonofobusmMu,
TaK KaKk pekoMeHAYloTCa AN OLEHKM MakcuManeHoro npasgonogobus LD50. MeToauka TECHO cBA3aHa C BbIMUCIIEHUEM
JOBEpPUTENBbHOrO MHTEepBana ¢ NOoMOLLbIO NpoUeAypbLl, OCHOBaHHOI Ha NpaBgonoaobuu.
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Tabnuya C.1—TIpumep OCTaHOBKM NO KpUTEPULIO NepeuncrieHns a) 7.4.3 npu BBegeHun go3bl 2000 Mr/kr

OcTaHOBKa UCNbITaHUSA NOCAE NATOro XMBOTHOIO, TaK KAaK TPOE XUBOTHBIX
BbDKMAW Npy npeaensHoi ao3e 2000 mr/kr (Ne 3 — Ne 5)

1 2 3 4 5 6 7 8 » 9 10 1 12
Hanunuve
peakumm (X), 3HauyeHue 3Haveymne 3HavueHne "
Bkmgt;euo oTeyTCTBMe LD50 #DIV/0! LD50 #DIV/O! LD50 #DIV/O!
CTpoka | WoKkmiodeHo | fosa, mrfkr | Peakum (O) | Brnioetios | log10 ™~
(E) HOMUHAN n | o3kl Beposar- 3HauyeHvne BeposiT- 3HayeHve BeposT- 3HaueHne
Ok HOCTb npasaonopobus HOCTb npaBaonosQtus HOCTb npasgononobus
oTeeTa (InLy) oTBeTa (InLy) oTBeTa (InL)
1 | 175 (o) Her 2,2430 | #DIV/O! #DIV/0! #DIV/0! #DIV/O! #DIV/0!
2 | 550 (o] Her 2,7404 | #DIV/O! #DIV/0! #DIV/0! #DIV/O! #DIV/0!
3 | 2000 (0] Her 3,3010 | #DIV/O! #DIV/0! #DIV/0! #DIV/O! #DIV/O} #DIV/O!
4 | 2000 (o] Her 3,3010 | #DIV/O! #DIV/O! #DIV/0! #DIV/O! #DIV/0! #DIV/0!
5 | 2000 (0] Her 3,3010 | #DIV/O! #DIV/0! #DIV/O! #DIV/O! #DIV/O! 1IV/0!
6 E - - - - - - - -
7 E - - - - - - - -
g E - ~ | NpeHebpeyb BceMU BbIMUCIEHUSIMU B siueiKaX. MiameHeHUs1 B OTBETHOM peaKuuu OTCyTCTBYIOT
10 E - - - - - - - -
11 E - - - - - - - -
12 E - - - - - - - -
13 E - - - - - - - -
14 E - - = = - - - -
15 E - BbIUMCIIEHMS O4EHKM MaKCUMAITbHOrO npasaonogobus He MoryT - -
ObITb BbinonHeHbl. LD50 — 6onee 2000 mr/kr
| — I
HomMuHanbHbIA pasmep BbIGOpKU 0
DdakTUYecKoe YMCno NOoAoMNbITHLIX XMUBOTHbIX 5 -

BbluncneHHas MakcuManbHasi oLueHka npasaonoao6us LD50 otcyTcTByer.
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Tabnuya C.2—TlpuMep OCTaHOBKU NO KpUTEPULO Nepeumncrnerund a) 7.4.3 npu eeeaeHumn fossl 5000 mr/kr

OcTaHOBKa UCNBLITAHNA NOCTE WEeCTOro XMBOTHOIO, TaK Kak TpO€ XUBOTHbIX

BbKWUNK Npu npeaensHon ao3e 5000 mr/kr (Ne 4 — Ne 6)

1 2 3 4 5 6 7 8 = 9 10 11 12
Hanuune
BKIO4EHO ol Swasenve | #DIvio! e | wpivior 3O apivior
Crpoka (), [o3a, mrlkr peakuun (O) BknioveHo B log10
WCKSIIOMEHO HOMWUHAnN n [03bl AN
(E) Beposr- 3HayeHne Beposar- 3HaueHne Beposar- 3HaveHue
Ok HOCTb npaesaonoao6us HOCTb Wononoﬁm HOCTb npaegonoao6us
oTBeTa (InL)) orBeTa (InL;) oTBeTa (InL))
1 | 175 o Het 2,2430 | #DIV/O! #DIV/O! #DIV/0! #DRy/0! #DIV/O! #DIV/O!
2 ! 550 O Het 2,7404 #DIV/O! #DIV/0! #DIV/0! #DIV/ #DIV/0! #DIV/O!
3 I 1750 o Het 3,2430 | #DIV/IO! #DIV/0! #DIV/0! #DIV/0! #DIV/0! #DIV/O!
4 I 5000 (0] Het 3,6990 | #DIV/O! #DIV/0! #DIV/0! #DIV/0! #DIV/0! #DIV/O!
5 I 5000 o] Het 3,6990 | #DIv/O! #DIV/O! #DIV/O! #DIV/0! DIV/0! #DIV/O!
6 [ 5000 (0] Het 3,6990 | #DIv/O! #DIV/0O! #DIV/0! #DIV/0! #DWy/0! #DIV/O!
7 E - - - - - - - -
8 E - - - MpexeGpeyb BCceMU BLIMUCTIEHUSIMU B iMErKax. -
9 E - - - N3MeHeHNs B OTBETHOW peakumu OTCYTCTBYIOT -
10 E - - - g — - - -
11 E - - — - — — — —
12 E - - - - - — — —
13 E - - - - - - - -
14 E - - - - = = = -
15 E - - - BbiuMcneHua oueHKM MakcumanbHoro npaesgonoaotust He MoryT -
6bITb BLINONHEHLI. LD50 — 6onee 5000 mr/kr
I [
HomuHarbHbI pasMep BuIGOpKM /
dakTU4ecKoe YMCMO NOAOMNBITHBIX XXUBOTHLIX

BblumcneHHan MakcumanbsHas oueHka npasaonogobus LD50 otcyTcTByerT.

610¢—LSSY¢ 100U
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Tabnuya C.3 — lNpuMep oCcTaHOBKU NO KpUTEPUIO Nepevncnenuns b) 7.4.3

OcTaHoBKa MCMLITaHUA MOCTe CEALMOro XUBOTHOTO, TaK KaK NATH XKMBOTHLIX U3 LueCTU BuDkunKn (Ne 2 — Ne 7)

1 2 3 4 5 6 7 8 9 10 1 12
Hanuuue 3HaueHune 3HaueHue 3HaueHue
peakuumm (X), LDS0 31,0 LD50 12,4 LD50 77.6
BknioueHo OTCYTCTB?S)
), peakiun BkniodeHo B | log10
el I HOMUHan n | Ao3bl | BgpogT- 3HaueHne BeposT- 3HaueHne BeposT- 3HaueHne
E) Ok HOCTb | npaeaonogobun HOCTb | NnpaBaonoaotus HOCTb npaeaonoaobus
oTeeTa (InL;) oTBeTa (InL;) oTBeTa (InL;)
1 | 175 X Her 2,2430 | 0,9335 -0,0688 0,9892 -0,0108 0,7602 -0,2742
2 | 55 X Oa 1,7404 | 0,6905 -0,3703 0,9020 -0,1031 0,3826 -0,9607
3 1 17,5 o Oa 1,2430 | 0,3095 -0,3703 0,6174 -0,9607 0,0980 -0,1031
4 1 55 X Oa 1,7404 | 0,6905 -0,3703 0,9020 -0,1031 0,3826 -0,9607
5 I 17,5 (0] Oa 1,2430 | 0,3095 -0,3703 0,6174 -0,9607 0,0980 -0,1031
6 | 55 X Oa 1,7404 | 0,6905 -0,3703 0,9020 -0,1031 0,3826 -0,9607
7 | 17,5 (o] Oa 1,2430 | 0,3095 -0,3703 0,6174 -0,9607 0,0980 -0,1031
8 E - - - - - - - -
9 E - - - - - - - -
10 E - - - - - - - -
11 E - - - - - - - -
12 E - - - - - - - -
13 E - - - - - - - -
14 E - - - - - - - -
15 E - - - - - - - -
16 HomyHanbHbI# paaMep BbiGopku 6
17 daKTM4eCKOS YMCIIO MOACMbITHBIX XKUBOTHBIX 7
18 YcpegHeHHan oLeHKa [o3bl 3,02
19 Log10 ycpenHeHHON OLieHKU A03bI 1,492
20 Cymmbl In npasgonopo6us: -2,2906 -3,2021 -3,4655
- npasgonopo6ue 0,1012 0,0407 0,0313
- OTHOLLEHUsI NPaBAONoA06HA 2,4880 3,2378
21 NHpmBuayanbHble OTHOLLIEHWA NPeBbILLaloT KpuTtudeckoe aHaueHue ABTOMETHUECKHME BLUMCTIGHHS HE HesepHo BepHo
KpUTUYECKOE 3HaueHue? paBHo 2,5 VIMEIOT 3HAYEHS! B AAHHOM Criyyae \
22 Oba oTHOLLEHMSA NPeBbILaKT KpUTUYeckoe
3HaueHue? | HeBepHo

BbluncneHHas MakcumanbHas oLeHka npasaonogobusi LDS0 pasHa 29,6.

OkoHuaTenbHasn OLeHKa, nonyvyeHHas no pesynbTatamM BblMUCIeHUs
MakcumarnbHoro npasgonoaotus

6102—L.1SSv¢€ 1004
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Ta6nunya C.4 —NpuMep 0CTaHOBKM MO KPUTEPUIO Nepedncnenus c) 7.4.3

- MapameTtpbi KpUTEPMEB CXOONMOCTU
MpuHsTbIA HakmoH | 2 | o= | 0,5 OcTaHoBka nocne Toro, Kak kputepuii LR Briepebie BoinonHeH y xusoTtHoro Ne 9 _
Kputepuin LR 25
PesynkTart: cooTseTcTBUe KpUTepmio LR Mposepka kpuTepisi LR Hauukas ¢ xusotHoro Ne 6 Koadhduument ansa LDSO 25
1 2 3 4 5 6 7 8 9 10 11 12
Hanunyve peakunu 3HaueHne 3HaueHvne 3HaueHune
BKriioueHo (X), otcytctBue LDS0 1292,8 LD50 517,1 LD50 3232,0
Crpoka m, flosa, peakuim (O) BirioyeHo | log10 | [Hdons
VICKIIONEHO |~ oner B possl | BDAE [gopoqr- 3HaueHve BeposiT- 3HaueHune BeposiT- 3HaueHue
(E) Ok HOMUWHaN n HocTb | npaBmonono6us | Hoctb | npaBoonomoGus HocTb | npaBmonono6us
oTBeTa (InLy) oTBeTa (InLy) oTBeTa (InLy)
1 | 175 (0] Het 2,2430 | 0,0000 0,0412 -0,0421 0,1733 -0,1903 0,0067 -0,0057
2 | 550 (o] Oa 2,7404 | 2,7404 0,2289 -0,2600 0,5214 -0,7368 0,0620 -0,0640
3 | 1750 X Oa 3,2430 | 3,2430 0,6037 -0,5046 0,8552 -0,1564 0,2971 -1,2138
4 | 550 (0] Oa 2,7404 | 2,7404 0,2289 -0,2600 0,5214 -0,7368 0,0620 -0,0640
5 | 1750 X Oa 3,2430 | 3,2430 0,6037 -0,5046 0,8552 -0,1564 0,2971 -1,2138
6 | 550 (0] Oa 2,7404 | 2,7404 0,2289 -0,2600 0,5214 -0,7368 0,0620 -0,0640
7 | 1750 (0] Oa 3,2430 | 3,2430 0,6037 -0,9257 0,8552 -1,9323 0,2971 -0,3525
8 | 5000 X Oa 3,6990 | 3,6990 0,8800 -0,1279 0,9756 -0,0247 0,6477 -0,4344
9 | 1750 X Oa 3,2430 | 3,2430 0,6037 -0,5046 0,8552 -0,1564 0,2971 -1,2138
10 E - - 0,0000 - - - - - -
11 E - - 0,0000 - - - - - -
12 E - - 0,0000 - - - - - -
13 E - - 0,0000 - - - - - -
14 E - - 0,0000 - - - - - -
15 E - - 0,0000 - - - - - -
16 HoMuHanbHbIl paamep BLIGOPKU 8
17 dakTnyeckoe YMCNo NOAOCMNLITHBLIX XXUBOTHBIX 9
18 OueHka cpeaHero reoMeTpu4eckoro a3Ha4eHus 4o3bl 1292,78
19 Log10 3,112
20 Cymma norapudMmnyeckux sHa4ueHuin npaegonogoous -3,3894 -4,8270 -4,6260
21 Npasponopobuve 0,0337 0,0080 0,0098
22 OTHoLLEeHWA nNpaBaonofobus 4,2104 3,4436
23 NHpuBuayarbHbie OTHOLEHWA NPeBbILaloT
KpUTUYECKOoe 3HayeHune? BepHo BepHo
24 Oba OTHOLUSHUSA NPEBbLILIAIOT KPUTUYECKOS
3HaueHue? MpeBbilueHUe = 2,5 BepHo

BbluMcneHHOe 3HaYeHne makcumanbHoro npaeaonofobus LD50 paeHo 1329,6.

OxoHuaTernbHas oueHka, NofyHeHHas No pea3ynbTaTam BbiYMCneHusl
MaKcuMmarbHoro npasaonoao6us

6102—.9Sv¢€ 100U
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C.4 Metoauka OCHOBaHa Ha TOM, YTO MPU HANUYUU JOCTATOMHOTO KONMYECTBA AaHHbLIX TOYEYHAsA OLEH-
ka 3HayeHusa LD50 pomkHa 6biTb 6onee 060CHOBAHHOM, YEM 3HAYEHUSA BbILLE U HKE TOUYEYHON OLEHKM, Npu
KOTOPOW CTaTtucTuveckas noaaepkka onpeaeneHa KOnMYECTBEHHO C UCMOMNb30oBaHWEM npasgonogobus. B
CBSI3U C 9TUM BbIMUCHIAOT TPKU 3HAYEHUS NpaBaonogobus: BolunMcrneHHoe 3HavyeHne LD50 (HasbiBaemoe npu-
OnM3UTENbHON OLEHKON MW YCPEAHEHHOW OLEHKOW A03bl) U 3HAYEHUST HUXKE U BbILLE CPEAHEro 3HavyeHud. 3a
HWKHIOKO rpaHuLy NpMHUMALOT cpegHee 3HaveHue LD50, aeneHHoe Ha 2,5, a B Ka4yecTBe BEpXHEN rpaHuLbl —
YMHOXEHHOE Ha 2,5.

C.5 3HaueHus npaBgonoaobus cpaBHUBAIOT NYTEM BbIYMCNEHUS KO3(pDULMEHTOB NpaBaonogobus, 3a-
TeM onpeaenstoT, NPEBLILIAOT NK 3TU KoadpduumeHnTol (LR) kputnyeckoe 3HadeHne. UcnbiTaHne octaHaBnu-
BAlOT, ECNK OTHOLLEHUE NpaBaonoaobus Ans pacHeTHON BENUYUHBI NPEBLILIAET KAX40€e U3 ApYyrux npaBgono-
nobuin Ha koadppuumeHT 2,5, KOTOPLIA YKa3bIBAET HA OTHOCUTENBLHO CTPOroe CTaTucTuyeckoe 060CHOBaHME
BbIYUCIIEHHOW BENUYUHBI. C 3TOW LIENMbIO BLIMMCASIOT ABa kKoadduumeHTa npasgonoaodus (LRs): koachdu-
UMEHT npaBaonogotusi Ans TO4E€YHOW OLEHKM U TOYEYHOW OLEHKM, AeneHHon Ha 2,5, n koachdmumeHT ana
TOYEYHOW OLEHKN U BPEMEHU OLEHKN 2,5.

C.6 BbluucneHusa sHaveHus LD50 BbIMOMHAOT C MCMOMb30BaHUEM COOTBETCTBYIOLLEN 3NEKTPOHHOWN
Tabnuubl CO CTaHAAPTHLIMWU PYHKUMSIMU BEPOATHOCTU. MpuMep BbIMUCIEHUI npeactasneH B tabnuue C.4,
CTPYKTYpa KOTOPON UMUTUPYET NMPUMEHEHUE BMNEKTPOHHBLIX TAbnUL. 3Tanbl BbIMUCIIEHUI MOKAa3aHbl HA Npu-
Mepe BeEpPXHEN npeaenbHon A4o3bl — 5000 Mr/kr, HO 3Tanbl BbIMMCAEHUI BbINONHEHLI aHANOIMMYHBIM 00pa3oM,
Koraa BepxHAs npeaenbHas gosa cocraenget 2000 mr/kr. B kayecTtBe ansTrepHaTuBbl UMEETCHA OTAENbHOE
nporpamMmMHoe obecneyeHne, KOTOPOe NO3BONSAET BBOAUTL AAHHbIE O XKMBOTHBIX U BKINOYaeT B cebs Heobxoau-
Mble OOPMYnbl ANA OLUEeHKM 3Ha4eHna LD50 n BbluUCHEHNS JOBEPUTENBHOIO MHTEPBAna. 3TO NPOorpaMmmMHoe
obecneyeHne npeacraBneHo Ha BeG-caritax OECD u AreHTCTBa N0 OxpaHe okpyxaillei cpeabl CLUA, n B
Tabnuue C.5 nokazaHo nsobpaxkeHne sKkpaHa AaHHOro NPOrpaMmMHOro obecneveHus.
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Ta6nuuya C.5— lNMpumep OCTaHOBKN NO KPUTEPUIO Nepedncnexms c) 7.4.3

New Test Load Data Save Data Get Report Options About AOT425

McnbiTaHne/BewecTBo: I'IpI/IMep KpnTtepma no nepevyncineHunto C) 7.4.3
Tun vcnbiTanns: ] OCHOBHOE X MpUHATLIE 3HAYEHNS B HAYANe UCMLITAHNA
LDso Mo ymonyaHuto Curma [05
Tneci)f:riﬂ;ia- ViperTudpnkauns [Jlosa, Mr/kr KpaTkoCpouHbiit [lonrocpouHbIii Co06LLEHNst BBOAA JAHHBIX B MPOrpammy
gitdbe KUBOTHOMO ' pesysibTar pesynbTar
1 1 175 0 0
2 2 550 0 0
3 3 1750 X X
4 4 550 0 0
5 5 1750 X X
6 6 550 0 0
7 7 1750 0 0
8 8 5000 X X
9 9 1750 X X
10 BI'BIgEg %MAT&H
11
12
13
14
15

OCHOBHOE uUcnbiTaHne 3aBepLleHo.

EcTb cooTBeTCTBME KPUTEPUIO OCTAHOBKN: LR.
OueHka LDH0=1750 (ogHa fA03a C YaCcTUYHbIM OTBETOM). 95%-HbIl foBepuTeNbHbIA UHTepBan (PL) - ot 651,9 go 2690.
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rMnoTeTnyeckuii NpuMep C UCMONbL30BaHWEM BEpXHEW npeaensHon Ao3bl 5000 Mr/Kr npeacraBneH B
Tabnuue C.4.

C.7 B runotetnyeckom npumepe ¢ UCnosfb30BaHMEM BepxHen npegenbHon Ao3bl 5000 Mr/kr cOoTBET-
CTBUE KPUTEPUIO OCTAHOBKM LR HabnogaeTca nocne UCnbITaHus AEBATU XMBOTHbIX. [1epBO€E peBepcupoBaHne
NPOUCXOAUT NMpPU UCMbITAHMKU TPETLErO XMBOTHOrO. Kputepuii octaHoBku LR npoBepstoT, koraa nocne pesep-
CUpPOBaHMA NPOBEAEHbI UCTILITAHUSA Ha ELLE YEThIPEX XKUBOTHbIX. B 9TOM NnpumMepe YeTBepToe XXMBOTHOE, UCTbI-
TaHHOE Nnocne peeepcupoBaHus, PakTUYECKU ABNAETCA cebMbIM. [103TOMY AnA 3TOro NpuMepa Bbl4UCNEHUS
C MCMOMb30BaHWEM 3MeKTPOHHbLIX TabnuL HeoBX0AUMbI TONBLKO NOCIE UCCNEe0BaHUSA CebMOr0 XUBOTHOTO, U
daHHble MOryT ObITb BBEAEHbI B 9TOT NPOMEXYTOK BpeMeHu. Bnocneacrteum kputepun octaHoBku LR MoxeT
GbITb NMPOBEPEH MOCNE UCMbLITAHUA CEAbMOro, BOCBMOIO U AEBATOrO >XUBOTHLIX. B 3TOM npumepe cooTBET-
CTBUE KPUTEPUIO OCTAHOBKM BbINOMHEHO NOCHE UCMLITAHNA AEBATOMO XXKWBOTHOTO.

Otan A BBoag nHgopmauumn 0 3aBMCUMOCTU «103a—OTBET» ANIA KAXA0ro XXMBOTHOIO

Mpadha 1. Hymepyiot cTtpokn 1—15. UcnbiTaHWO MOXHO NOABEPTrHYTb He Bonee 15 UBOTHBIX.

lpadha 2. B aToii rpadhe nomeLyaioT BYKBY «I» Ans Ka)aoro nogonbITHOrO XXUBOTHOIO.

lpadba 3. BBoaAT A03Y, MONYYEHHYIO KQXAbIM i-M XXMBOTHbIM.

lpadha 4. YkasblBaloT Hanuuue peakuum XMBOTHOro (X) unu otcytcreue peakumm (O).

Otan B HoOMuMHanNbHLIA U hakTuyeckuin pasmep BbIOOPKK

C.8 HomuHanbHas BbIOOpKa BKMKOYAET ABYX XMBOTHbIX, KOTOPbIE MOKa3biBalOT NEPBOE pPEeBEPCUPOBa-
HWe (BTOPOE M TPETbe XMBOTHbIe B Tabnuue C.4), 3aTem y4YUTbIBAKOT BCEX XKUBOTHbIX, UCCNEA0BaHHbIX BMO-
cneacteun. B rpade 5 ykasaHo, BHECEHO N JAHHOE XXMBOTHOE B HOMUHAMbHYIO BbIOOPKY.

HomuHanbHbIN pazMmep BbIBOPKK (HOMWUHAN n) npegctasneH B cTpoke 16 Tabnuubl C.4, 3T0O — 4ucno
YKMBOTHbIX B HOMUHAanNLHOW BbiBOpKe. B npuBegeHHOM npuMepe HOMUHanM N paBeH 8.

dakTnyeckoe YNCno NOAOMbLITHLIX XXUBOTHLIX NPUBEAEHO B CTPOKe 17.

3tan C OueHka npubnusutensHoro 3HaveHua LD50

C.9 B kauecrese npubnmanTencHOW OUEHKU 3Ha4veHus LD50, no KOTOpOM MOXHO OLEHWUTb pe3ynbrar,
MCNONb30BaHO CpefHee reoOMeTPUYECKOE 3HaYEHNE A03bl ANA XKUBOTHbIX B TEKYLLEW HOMUHAaNbHOW BbliGOpKe
(B Tabnuue C.4 — «ouUeHKa cpedHero reoOMeTpMYECKOro 3Ha4eHus 4o3bly). [laHHas oueHka 0OHOBRAETCA No-
Crne Kaxgoro UccneaoBaHHOro XWBOTHOr0. CpeaHee reoOMeTpUYECcKoe 3Ha4YeHne OrpaHM4eHo HOMUHaNLHON
BbIOOpKON, obecnevnsatoLleit HeGOonbLIOW HAaBop 3HAYEHUIT HaYarIbHOW A03bl, KOTOPAA MOXET reHepupoBaThb
Ha4anbHy NOCnNeAoBaTENbHOCTL OTBETOB UIIM HaYarnbHYO NOCMEA0BaTENLHOCTL OTCYTCTBUSA OTBETOB. (Mpun
3TOM pe3ynbraTthl AN BCEX XUBOTHbLIX UCMOMb3YHOT MPU BbIYUCIIEHNM NPaBAONOA0OUA ANA OKOHYATENbLHOIO
BblYMCNEHUS 3HaYeHna LD50.)

MpumevyaHne — CpegHUM TreOMETPUYECKUM 3HaYEHUEM N 4YMcen ABMAETCA MNPOU3BEAEHWEe N 4Yucen B
cTeneHn 1/n.

Cpe/Hee reoMeTPUYEecKoe 3Ha4YeHWe A03bl NPUBEAEHO B CTpoke 18 (To ectb 175-550-...-1750)1/8 =
=1292,78.

B cTpoke 19 npuBeaeH NEeCATUYHLIN Norapudm 3Ha4eHus no ctpoke 18 (Hanpumep, log, 1292,8 = 3,122).

Otan D OueHka npasgonogobus npubnuantensHoro sHavyexus LD50

C.10 lMpaegonogobue ABnAeTcA CTaTUCTUHMECKOW MEpPOi TOro, HACKOSbKO MOSTyYEHHbIE AaHHbIE COOT-
BETCTBYIOT BbIYUCIIEHHOMY 3HaveHuto LD50 unu apyroro napametpa. 3HayeHus OTHOLEeHUst npaBaonoaoomna
MOTYT MCNOMb30BaTbCA ANA CPABHEHMA TOr0, HACKONbKO NOATBEPXAAOLME AaHHbIE COOTBETCTBYIOT Pa3HbIM
BbIMMCMEHHBLIM 3Ha4eHuam LD50.

C.11 Ipada 8. BeiunucneHo npasgonogobue ans npubnuantensHoro 3HavdeHus LD50 no stany C. Mpas-
aonogobue (ctpoka 21) aABnAeTcs NPoM3BeAEHMEM 3HAYEHMI npaeaonoaodus AN OTAENbHLIX XXUBOTHBLIX
(cm. 9.2.1). 3HaveHue npasaonoaobus 4ns j-ro >XMBOTHOrO 0603HajaloT L.

C.12 Tpadha 7. BBOAAT oLeHKY BEPOATHOCTM OTBETA Ha A03Y d;, 00o3Havaemylo kak P, 3HadyeHue P;
BbIYMCIAOT MO KPUBOW 3aBMCUMOCTU «[03a—OTBETY». [lapameTpamu KpMBOW 3aBUCUMOCTU «[03a—OTBET» C
MCnonb3oBaHMeM nNpobuT-mMeToga ABMAOTCA HAKMOH U 3HayeHne LD50, noatomy TpebyoTca 3HavyeHus ans
Kaxxgoro u3 atux napametpos. Ana LD50 ncnonb3yoT cpeagHee reOMeTpuYeckoe 3HadeHne 403 U3 CTpoku 18.
Onsi HaknoHa B AaHHOM MpUMepe UCMOSb3YIOT 3HAaYEHUE MO yMOnYaHuo 2. [ns BbIYUCIEHUA BEPOSATHOCTU
oTBeTa P; MOXHO UCNonb3oBarh crieaytoLue npoueaypsb:

- BbIYMCNAIOT AECATUYHBIA Norapucm Ao3kl d; (rpada 6);

- NS KaXO0ro XXMBOTHOTO BbIYUCIAIOT Z-Nokasarenb, 0603HaYaemblii kak Z; (He nokasaH B Tabnuue C.4)
no cneayowmm dhopmMynam:

o = 1/HaKnoH;
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Z; = [log,q (d) —log,q (LD50)) ©.

Hanpumep, Ans nepsoro >xuBoTHOrO (cTpoka 1)

=12

Z; = (2,243 - 3,112)/0,500 = —1,738;

- ANS i~ A03bl OLEHKA BEPOATHOCTU OTBETA COCTABIISAET:

P,=F),

rae F — kymynatusHaa (PyHKUMsi pacnpeaeneHus Ans CTaHAapTHOr0 HOPMamnbHOTO pacnpeaeneHus
(To ecTb HOpManbHOE pacnpeaeneHue co cpeaHum sHadeHnem 0 u gucnepcueii 1).

Hanpumep, ans nepBoro >xu1BoTHOro (cTpoka 1)

Py =F (-1,738) = 0,0412.

dyHKUMIO F (Mnn Haubonee 6nu3Kyio), Kak NPaBUNo, UCNONb3YIOT ANA HOPMAarnbHOIO pacnpeaeneHus B
cratucTuydeckux Tabnuuax, Ho hyHKUMS LUIMPOKO JOCTYMHA B BUAE CreumarnbHbIX aMeKTPOHHbIX Tabnuy. OHa
M3BeCcTHa NoA pasHbiMM HaumeHoBaHusaMK, Hanpumep dyHkuma @NORMAL B Lotus 1-2-3 [22] n dyHKumsA
@NORMDIST B Excel [23]. na Toro 4tobbl y6eauTbCs B TOM, YTO (PYHKLUSA, UMEIOLLIASICA B NPOrPaMMHOM
o6ecnevyeHnn, UCNonb30BaHa NPaBUIbHO, MOXHO NPOBEPUTL U3BECTHbIE 3HAYEHMs, Takue kak F (1,96) = 0,975
wnm F (1,64) = 0,95.

C.13 Ipacha 8. Boerucnsior HaTypanbHbIi norapudm BnusHUa npasaonogodus [In(Li), rae Li — sepo-
ATHOCTb OTBETA, KOTOpas chakruyecku Habnioganacb AN i-ro XXMBOTHOTO:

- OTBevaloLme (pearupyloLume) XuBsotHeie: In(L) = In(P);

- He oTBevaloLme (Hepearupyowme) xmBoTHble: In (L) = In (1 — P).

Crneayert o6paTuTb BHUMaHUE HA TO, YTO B JAHHOM CIly4yae UCMONb3yloT HAaTypanbHbii norapudm (In),
TOor4a kak paHee — norapugm ¢ ocHosaHueM 10 (AeCATUYHBI norapudm).

MpuBeaeHHbIE BbILLE 3TaNbl BLIMOMHEHbI ANS1 KaX40r0 XXMBOTHOIO.

Ctpoka 20. Cymma norapudmuyeckmx 3HayeHuin npasgonoaobus B rpace 8.

CTtpoka 21. Boeuucnsiot npasgonogodue, Ucnonb3yst 9KCNOHEHUMATNBHYIO PYHKLUMIO NPUMEHUTENBHO K
NOrapudMUYECKOMY 3HAYEHMIO NPaBAoNoA0bus B cTpoke 20 [Hanpumep, exp (—3,389) = e~3:389 = 0,0337).

Otan E BbluucneHne npaesnonoaodus Ans ABYX 3HAYEHWUI J03 BbILLE W HUXE NPUONU3NTENbHOro 3Ha-
yeHus LD50

C.14 Ecnu gaHHble NO3BOASAIOT BbIMOMHUTL TOYHOE BbIYUCIIEHUE, TO NPEANONAraeTcsd, YTo NnpaBgonoao-
6ue AOMKHO ObITb BLICOKUM, €CNN BblYUCNEHNE ABNSIETCA 0GOCHOBAHHOM OLEHKOW 3HadyeHus LD50 oTHocu-
TeslbHO NpaBaonoaobusa Ansa 3Ha4YeHU, yaaneHHbIX OT BO3MOXHOTO 3Ha4YeHus. CpaBHUBaIOT npaBgonogobue
CpefHero reoMeTpu4eckoro 3HaveHuns 103 (1292,8, ctpoka 18) co 3Ha4eHUAMU, OTNUYAKLUMMUCS Ha KO3 du-
UMeHT 2,5 OT yKa3aHHOro 3HayeHus (1o ectb 1292,8:2,5 n 1292,8/2,5). Boluncnenus (pesynsrarbl NPUBEAEHSI
B rpacpax 9—12) BbINOMHAT aHanorMyHoO OMUCaHHbIM BbILLE, 38 UCKINIOYEHUEM TOro, YTO AN 3HayeHus LD50
BMECTO 3Ha4eHus 1292,8 ncnone3ylot 3HayeHus 517,1 (pasHoe 1292,8/2,5) n 3232,0 (paBHoe 1292,8-2,5).
MpaBgonogo6us u norapudmel npasaonoaobus oTo6paxeHsl B CTpokax 20—21.

Otan F BeluucneHue oTHOLLEHUS npaBgonogobus

C.15 [nsa BbIMMCNEHNUNA ABYX OTHOLLEHWI NpaBgonogobus (CTpoka 22) MCnonb3yoT TpU 3Ha4YeHus npae-
nonopobus (ctpoka 21). OTHoWeHWe npaBaonogobus UCNOMb3YIOT AN CPaBHEHWUSI cTaTucTUyeckoro o06o-
CHOBAaHUA OUeHkn 1292,8 ¢ 06OCHOBaAHMEM KaXaoro Apyroro 3HadyeHuss — 517,1 u 3232,0. MNonyyaiot asa
OTHOLLEeHMA npaeaonogobus (LR):

LR1 = [npasaonoao6ue 1292,8)/[npaBaonoaobue 517,1] = 0,0337/0,0880 = 4,21

]

LR2 = [npaBgonono6bue 1292,8)/[npasgonogobue 3232,0] = 0,0337/0,0098 = 3,44.

Otan G OnpeaeneHne OTHOLLUEHMS NpaBAoNoao0bus U KPUTUHECKOTO 3HAaYEHUS

C.16 BbICOKME 3HAYEHUSA OTHOLLUEHMS NpaBaonoaobusa NOKasbIBalOT BLICOKYIO 0G0CHOBAHHOCTL BbIMMC-
neHHoro sHadyeHnusa LD50. Oba oTHoLleHMs npaBaonogobus, BelYMCNEeHHble Ha aTane F (4,21 u 3,44), npe-
BbILLAIOT KPUTUYECKOE 3HAYEHWE OTHOLLEHWS npaeaonoaobus, kotopoe coctaBnset 2,5. MosTomy 3HaYEHUE
OTHOLLEHMA Npaeaonoaobusi yaoBneTsopsaeT kpureputo octaHoBku (LR), u ucneiraHue ocraHaesnueaiot. CooT-
BETCTBUE KpuTepuio LR nogTeepkaaet 3anuck « TRUE» (BEPHO) B CTPOKe 24 1 Haj SNeKTPOHHON Tabnuuen.
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MpunoxeHune JA

(cnpaBouHoe)

ConocTaBrneHue CTPYKTYPbI HACTOALLENO CTAHAAPTA CO CTPYKTYPOU NPUMEHEHHOTo
B HEM MeXOYHapO4HOro AOKyMeHTa

Tabnwuya A1

CTpyKTypa HacTosLero cTaHaapTa

CTpyKTypa MexayHapoaHoro gokymeHTa OECD Test

Ne 425:2008
BeegeHune (1—3) BeegeHue
’
3
1 OB6nacTb NpUMeHeHUs —
2 TepMuHbI 1 onpeaenexHns 4

(4, npunoxeHue 1)

Mpunoxenue 1

3 OcHoBHble nonoxeHus (5—11)

OcCHOBHbIe MoroXeHns
5
6

7
8
9
10
1

4 TMpaBuna nccnegoBaHus npegensHon gossl (12)

MNpaBuna nccnegoBaHnA npefenbHOn fo3bl
12

5 lNpaBuna ocHoBHOro nuccnegosaxua (13, 14)
5.1
52

MNpaBuna 0CHOBHOIO UccresoBaHuns
13
14

6 CyuwHocTb MeToga (15—19)

6.1 Beibop Buaa xuBoTHbIX (15, 16)
6.1.1

6.1.2

CyLHocTb MeToAa
BbiGop BUAa XWUBOTHBIX
15

16

6.2 YcrnoBusi cogepxaHus u KopMIeHus

YcnoBus cofepxaHusa 1 KOpMIeHus
17

6.3 lMogroToBKa XUBOTHBLIX

MoaroToBKa XMBOTHLIX
18

6.4 MNoaroToBKa 03

MNoagroToBka A03
19

7 TNposepeHue ucnsitaHnin (20—35)
7.1 BBegeHue fo3

7.1.1

712

[MpoBegeHue ncnelTaHui
BBegeHune go3

20

21

7.2 WcnbiTaHne npegenbHoi 403kl U OCHOBHOMR J03bl

McnbiTaHne npegenbHo o3kl U OCHOBHOW J03bl
22

7.3 UcnbiTaHne npegensHon 403kl

7.3.1 UcnblTanne npegensHoit 4osbl 2000 mr/kr
7.3.1.1

7312

7.3.1.3

McnbiTaHne npegensHom Ao3bl
HcnbiTaHne npegensHon goasl 2000 mr/kr
23

24

25

24
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CTpyKTypa HacToslLyero cTaHaapTa

CTpykTypa MexgyHapoaHoro agokymeHTta OECD Test
Ne 425:2008

7.3.2 WcnbiTaHne npepensHoi Aossl 5000 mr/kr
7.3.21

UcnbiTaHne npeaensHoit fo3bl 5000 mr/kr
26

7322 27
7323 28
7324 29
7325 30
7.4 OCHOBHOE UCNbITaHNe OcHoBHO€ UcMblTaHne
7.41 31
742 32
743 33
744 34
745 35
8 HabniogeHua (36—39) HabnogeHuna
8.1 36
8.2 37
8.3 Macca Tena Macca Tena
38
8.4 lMaTonorus [NaTtonorus
39
9 [aHHble 1 oTYeTHOCTL (40—47) [JaHHble U OTYETHOCTL
9.1 HaHHble HaHHble
40

9.2 BbluncneHue 3HaveHna LD50 ana oCHOBHOroO UcnblTa-
HUSA

9.2.1

922

923

924

BbluncneHue sHayeHus LD50 ana ocHoBHOro uc-
NbITaHns

9.3 BbluncneHne [oBepuUTENbHOro MHTEpBana
9.3.1

9.32 48

9.33 47

10 OT4eT 06 ucnbiTaHKAX (48) OTu4eT 06 nenbiTaHUAX
48

* Bubnuorpagusa

*k

MpunoxeHue 1 TepMUHLI M onpeaeneHna

MpunoxeHue A lMNpoLeaypa J03UpoBaHUS (MpUNoXeHue 2)

MpunoxeHue 2 Mpoueaypa Ao3UpoBaHUA

MpunoxeHwe B Kputepun knaccudukaumm ncenegyembix
BeLLecTB € oXugaemblMu 3HadeHuamu LDSO, npebiwarowm-
Mu 2000 mr/kr, 6e3 npoBefeHUs UCNbITaHWi (NpunoxeHue 4)

MpunoxeHue 3 BbluucneHne npasBuna OCTaHOBKM
Nno OTHOLLEHMIO NpaBjonoaobus

MpunoxeHwe C BbluucneHune npaBuna OCTAHOBKW NO OT-
HoLLeHwWto npasgonofodus (NnpunoxeHue 3)

MpunoxeHue 4 Kputepum knaccudpukayuu uccne-
JAyeMbIX BeLeCcTB ¢ oxugaeMbiMu 3HadeHnammn LD5SO,
npesbiwatowmmu 2000 mr/kr, 6e3 npoBegeHNa Ucnbl-
TaHui

MpunoxeHue OA ConocraBreHWe CTpyKTYpbl HaCTOALEro
cTaHAapTa Co CTPYKTYpoil NPUMEHEHHOTO B HEM MEXAYHapoa-
HOro AOKYMeHTa
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OkoH4aHue mabnuupi [JA.1

CTpyKTypa MexayHapogHoro gokymeHta OECD Test

CTpyKTypa HacTosLero cTaHaapTa Ne 425:2008

Bubnuorpadus —

* JaHHbI pasgen pasmelleH B KOHLE HacTosLero craHfjapra ANna NpuBeAeHNs B COOTBETCTBME C TpeboBaHUAMM
rocCT 1.5.
** TepMUWHbI U onpefeneHus nepedncneHsl B pasgerne 2 4ns npusegeHns B cootBeTcTBMe ¢ TpeboBaHuamu FOCT 1.5.

MpumMedaHue — lMNocne 3arofioBKOB pasfernos (nofpasfenoB) HAcTOsILEro cTaHgapTa npuBefeHsl B ckobkax
HOMepa aHanornyHelx naparpadoB MEXAYHaPOAHOro JOKYMEHTa.
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