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Mpeaucnosue

Llenn, OCHOBHblE NpPUHUMMNBI M 00wWwMe npaBuna npoBeAcHUA paboT no MEXroCyaapCTBEHHOW
crtaHgaptu3auyum yctaHosneHsl FOCT 1.0 «MexrocyaapcrBeHHan cucrema craHgaptusaummn. OCHOBHbIE No-
noxexusa» n FOCT 1.2 «MexrocyaapcTeBeHHaa cucrema ctaHaaptusauuun. CtaHaapTbl MEXTOCYAapCTBEHHbIE,
npasuna u pekoMeHaauMmu No MEXrocyaapCTBEHHONW cTaHaapTuauuu. Mpaesuna pa3paboTku, NPUHATUA, 06-
HOBMEHUSI U OTMEHbI»

CBeaeHuda o cTaHaapTe

1 NMOAIrOTOBJIEH <®enepanbHbiM roCy4apCTBEHHbIM YHUTapHbIM npeanpuaTueM  «Poccuiickumn
Hay4YHO-TEXHUYECKUIA LEHTP UHAOpPMaLIMKM NO CTaHAAPTM3aLMmn, METPOSIOTMU U OLEHKE COOoTBETCTBUA» (DI YT
«CTAHOAPTUH®OPM») Ha OCHOBe COBCTBEHHOrO MepeBoAa Ha PYCCKUI A3bIK AHINOSA3LIMHOM BEPCUU
[IOKYMEHTA, YKa3aHHOro B NyHKTe 5

2 BHECEH ®$egeparbHbliM areHTCTBOM MO TEXHUYECKOMY PEryfnmpoBaHMUIO U METPONOrnn

3 NPUHAT MexrocygapCTBeHHbIM COBETOM MO CTaHAapTu3auuu, METponormn u ceprudukauum
(npotokon ot 30 uona 2019 r. Ne 120-IT)

3a npuHATHe Nporonocosanu:

KpaTKOG HauMeHoBaHWe CTpaHbl Koa CTpaHbl CoxpaneHHoe HauMeHoBaHWe HaLMoHarbHOro
no MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 opraHa no cTaHaapTusaLmmn

Benapycb BY loccranpapt Pecnybnuku Benapych

Kunprusma KG KblprelactaHaapt

Poccusa RU Poccranpapt

TagXuKucTaH TJ TagxuKkcTaHnapT

YaGekucraH uz YacTtaHgapt

4 TMpukazom deaepanbHOrO areHTCTBa NO TEXHUYECKOMY PErynMpoBaHUIO U METPONormu oT 8 aBrycra
2019 r. Ne 476-ctr MexrocyaapcTeeHHbin ctaHaapt MOCT 34558—2019 BBeaeH B AEWCTBME B KayecTBe
HaUMOHanbLHOro crasaapra Poccunickon ®eaepaummn ¢ 1 uiona 2020 r.

5 Hacrosiwuin craHaapt aenaeTca MoagunduLMpoBaHHBIM NO OTHOLLIEHUIO K MEXAYHAPOAHOMY [JOKYMEHTY
OECD Test Ne 419:1995 «PykoBoACTBO N0 UCNBLITAHUIO XMMUYECKUX BeLlecTB. MccnegoBaHue oTaaneHHOro
HEWPOTOKCUYECKOTO AenCcTBUA POChHOPOPraHNYEeCcKuX CoeanHeHnn npu 28-4HEBHOM NMOBTOPHOM BBEAEHUU»
(«Guideline for the testing of chemicals. Delayed neurotoxicity of organophosphorus substances: 28-day re-
peated dose study», MOD) nyTem:

- BKJIOYEHUSA JOMONHUTENLHOTO pasaena 1, A0NONHUTENbHbLIX ()pas, CroB, COKPALLEHUI, BbIAENEHHbIX
B TEKCTE KyPCUBOM;

- U3MEHEHUS €ro CTPYKTYpbl AN NPUBEAEHUA B COOTBETCTBME C MNpaBuiiaMu, YCTaHOBMEHHbIMU B
MOCT 1.5 (noapasaensi 4.2, 4.3).

ConocraBneHue CTPYKTYpbl HaCTOAILLEro craHAgapta CO CTPYKTYPOM YKasaHHOro MeXayHapogHOro
JOKyMEHTa NPUBEAEHO B AONOMHUTENBHOM NpUnoxxeHumn [A.

HaumeHoBaHue HaAcTOAWEro craHaapTa W3MEHEHO OTHOCUTENbHO HAUMMEHOBAHUA  YKA3aHHOro
MEXyHapoaHOro AOKyMeHTa Ans npuseaeHus B cootsercreue ¢ FOCT 1.5 (nogpasaen 3.6)

6 BBEJEH BINEPBbIE
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Ungpopmayus o eeedeHuu e delicmeue (npekpaweHuu delicmeust) Hacmoawe20 cmaHdoapma U u3me-
HeHull K HeMy Ha mepPUMOPUU yKa3aHHbIX 8biwe 20Cydapcme nybnuKkyemcs 8 ykasamersisix HayUOHaITbHbIX
cmanOapmos, u3dasaeMbix @ amux 20cydapcmeax, a makxe 6 cemu iumepHem Ha calimax coomeemcmey-
IOWUX HayUOHallbHbIX Op2aHoe no cmaxdapmusayuu.

B cnyuae nepecmompa, USMEHEHUS ullu OMMeHbl Hacmosawez0 cmandapma coomeemcemeyloujast UH-
¢hopmauust 6ydem onybnukoeaHa Ha oghuyuansHoOM uHmepHem-caiime MexzocyOapcmeeHHO20 cosema 1o
cmaHOapmu3ayuu, MempoJio2uu u cepmughukayuu 8 Kamanoze «MexeaocydapcmeeHHble 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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CopepxaHue

O6nacTb NPUMEHEHUS

TepMUHBbI, ONpeaeneHnst U COKpaLLEHMS

OCHOBHbIE NOMNOXEHUSA

MpUHLUMN NcnbiTaHus

OnucaHue metoga

MpoBeaeHune ucnoiTaHuin

HabnioneHnus

HaHHble n otyet 06 uccnegoBaHnn

© O N O AW N =

OTYeT 0 pesynbratax uccrnegoBaHui

MpunoxeHue OA (pekomeHayemoe) ConocTaBneHne CTPYKTYPbl HACTOALLErO CTaHZapTa CO CTPYKTYpPOU
NPUMEHEHHOTO B HEM MEXAYHAPOAHOTO JOKYMEHTA . . v ot oo v it i e e et e e

Bubnuorpadus
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BBeaeHue

Pykosoactea OECD (OpraHusaumm 9KOHOMWUYECKOro coTpyaHuyectBsa u pasputnas — OOICP)
nepuoanMvecku nepecmMaTpuBatoTCa ¢ y4ETOM NOCNEAHUX AOCTUXKEHUIA HAYYHOTO MPOrpecca n U3MEeHsIIOLLIMXCS
npaBui ryMaHHoro obpatleHus ¢ xxuBoTHeIMU. B pykoBoactee OOCP Ne 419 6binn nepecMoTpeHbl METOAbI NO
M3MEPEHUIO MHIMOUPOBaHKS 3CTepasbl (PaHee HeNMpPOTOKCUYHas actepasa, NTE), nozsonsoLwme ycraHaenu-
BaTb 3achhekThl BO3AEeNCTBUA nccneayemoro sewectsa [1]—[3]. MHrmbuposaHne NTE B ronoBHOM U CMIMHHOM
MO3re B TedeHue 24—48 4 nocne BBeAeHUA npenapara KOppPenupyeT C KIMHUYECKUMU U MOPAIONOrnieckumm
adppekTamm oTAANEHHOTO HEMPOTOKCUYECKOTO AEWCTBUA. BbIN0 YCTAaHOBMEHO, YTO MOAENb ucnoitaHnsa NTE
npMMeHnMa AN BCEX CIOXHbIX 3(PMPOB POChopopraHMUecKnX KUCMOoT, ABNAIOLMXCA MPUYMHON OTAANEHHbIX
HeBponartun vyenoseka [4]. KonnuecrBeHHble AaHHble MHIMBuposannst NTE n03BONAIOT 3HAYMTENBHO NOBLICUTb
TOYHOCTb MHTEPMNPETaLUM NOMYYEHHBIX MOBEAEHUYECKUX U TMCTONATONOMMYECKMX AAHHbIX, ONpeAenuTb NOTeH-
uuansHoe oTganeHHoe AeNCTBUE HEMPOTOKCUKAHTA U BbISIBUTb YPOBEHb OTCYTCTBUSI HAONI0AaeMoro BpeaHo-
ro sosgenctena (NOAEL) [1]—{[4]. HoBas Bepcusa HacToALLEro pykoBoACTBa NpeaycMaTpuBaeT BBEAEHME UC-
cneayemoro BeLecTBa B TedyeHue 28 gHen BMecto 90-gHEBHOroO BBeAEHMA. [Ansg MHOrMX necTuumuaos 28 aHen
Takke MOryT nyylle COOTBETCTBOBATb (DAKTUYECKOW NPOAOIMKMTENBHOCTU BO3AEHCTBUS anninkaTopos, Yem
90 aHen [4], [5].

HoBas Bepcusa HACTOALLEro pyKkOBOACTBA CTana pesynbraTtoM paboTbl KOHCYMbTaLUUOHHOIO 3aceaHus
9KCMEpPTOB cneuuanbHon paboyven rpynnbl No 0obWENn KPaTKOCPOYHOM M OTAANEHHOM HEMPOTOKCUYHOCTH,
cocTosBLueroca B chespane 1992 r. B Mapuxke [6]. MpeanoxxeHne no nepecmoTpy pykoBOACTBA OblNo BHECEHO
paHee Ha 3aceaaHun CneumanbHoi paboyen rpynnon OBCP no ncnblTaHUAM HEMPOTOKCUYHOCTU B MapTe
1990 r. B npuropoae BawmHrToHa u B gansHenweM nepepaboTaHo Ha OCHOBAHWM NONYYEHHbIX 3aMedaHui [7].



MKC 75.080
11.020
11.120.01

MonpaBska k NOCT 34558—2019 MeToAbl UCNbLITaHWA NO BO3[AENCTBUIO XMMMUYECKOM NPOAYKUMM Ha
opraHusm yenoseka. MccnefgoBaHne OTAANEeHHOrO HEMPOTOKCUYECKOTro AencTBus choccopopraHuye-
CKNX COeaMHEHNN NPU NOBTOPHOM 28-AHEeBHOM Be[eHUM

B kakom mecTe HaneuaraHo HomnxHo 6biTb

Mpepucnoswue. Tabnuua corna- —
coBaHus

Kasaxcran Kz

Foccranpapr
Pecnybnukn KasaxctaH

(MYC Ne 8 2020r1.)
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M EXT FOCYAAPCTIBETUHHUB # C TAHJAAPT

METOAb! UCMbITAHWA NO BO3OENCTBUIO XUMUYECKOW MPOAYKLIMU
HA OPIFAH1U3M YEJIOBEKA

WccnepoBaHue oTAaneHHOro HEMPOTOKCUYECKOTO AencTBUA hocdopopraHnyeckux coeguHEeHumn
npu NOBTOPHOM 28-AHEeBHOM BBeAEHUMN

Methods of testing the chemicals of human hazard. Study of delayed neurotoxic effects of organophosphorus substances
with repeated 28-day dose

Dara BBepeHna — 2020—06—01

1 O6nacmb npumMeHeHuUst

Hacmosawuli cmaH0apm ycmaHaenueaem obuwue mpebosaHus K nonyd4eHulo uHgopmayuu 06
omoarneHHoM Helipomokcudeckom delicmeuu ¢hochopopaaHu4ecKux coeduHeHull npu noemopHom 28-0Hes-
HOM 8030elicmeuu Ha nabopamopHbIX XU0MHbIX 0518 OUEHKU U Knaccughukayuu eewiecms e coomeememeuu
¢ CoenacosaHHOU Ha eriobanibHOM ypoeHe cucmeMoll Knaccughukayuu U MapkupoeKku XUMU4eCcKux sewecms
(Cre).

2 TepMWHbI, ONpeaeneHus U CokpawjeHust

2.1 BHacTosLeM cTaHaapTe NPUMEHEHbI CNeAyIoLLNe TEPMUHbI C COOTBETCTBYIOLLUMU ONPEAENEHNAMU:

2.1.1 otpaneHHas HeMpPOToKkcuyHOCTb (delayed neurotoxicity): CuHAPOM, CBAA3AHHLIN C ANUTENbLHON
3aEMKKOV NPOABNEHNA aTakCuu, AUCTanbHOW akCoHoMaTuM CMHHOMO Mo3ra u nepudepu4ecknx HepBoB, a
TaKkKe MHIMOUPOBAHUEM U CHUXKEHWEM HENPOTOKCUMYECKON (HEMpoNnaTuyeckoii) acTepasbl-MULLEHU B HEPBHOW
TKaHU.

2.1.2 cdochopopraHuyeckme coeamHeHun (organophosphorus substances): 3upbl U TMO3DUPSI
oCchopopraHNYEckUX KUCMOT, aHrmapuabl UnNu amuibl OPraHMYeckux MpPOU3BOAHLIX OCHOPHON WU
OCKHOHOBOIN KUCMOT, OpraHu4eckne npon3soaHble TUHOOCHOPHOWH U TMOMOCHOHOBON KUCAOT UMU amMuabl
TUOHOCHOHOBLIX KNCAOT UNKU ApYrue BeLLecTBa, KOTOPbIe MOTYT Bbi3blBATb HEMPOTOKCUYECKOE AENCTBUE.

2.2 B Hacmoswem crmaHdapme ucrosb308aHbl crnedyoujue CoKpaweHus:

NTE — HellpomokcuyHas acmepasa;

NOAEL — makcumanbHas 003a, KOmopasi He 8bi3bi8aem HUKaKux Hebna2onpusmHbIX 3¢hghekmos;

AChE — ayemurnxonuHacmepaasa.

3 OCHOBHbIE MOSIOXEHUA

3.1 Hacroswmii ctaHgapT MCMonb3ylT ANA XapakTEepPUCTUKM W OLEHKM TOKCUYECKOro [AencTBus
hocchopopraHUHeckux CoeanHeHunin. [loTeHuuan oTaaneHHOW HEWPOTOKCUYHOCTU MNOCME  MOBTOPHbIX
BO3AENCTBUI ONPeaensiioT 0BLIMHO MOCME WUCMBLITAHNIT HA OCTPYI0 TOKCMYHOCTL . MHdopmMaums no ocTpoi
TOKCMYHOCTU MOXET ObITb MCMOMb30BaHa MpU MNAHUMPOBAHUM AANBHENLLMX WUCCNEAOBAHUNA OTAANEHHOW
HENPOTOKCMYHOCTM NPU MHOFOKPaTHOM Bo3aeicTeum [81—[10].

* OECD Test Ne 418:1995 «PykoBofACTBO MO UCNBITAHUIO XMMUYECKUX BellecTB. OTaarneHHas HEApOTOKCUYHOCTb
XUMMYeckux BellecTs. Mocne ocTporo Bo3gencTeus» («Guideline for testing of chemicals. Delayed neurotoxicity of or-
ganophosphorus substances. Following acute exposure»).

U3pgaHue oduuymanbHoe
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3.2 Hacroawmin  crtangapt, npegycmatpuBalowmii  28-gHEBHOE  UcCcnegoBaHue  OTAANEeHHOM
HENPOTOKCMYHOCTH, 0BecneynBaeT nonyvyeHne uHgpopMaumn 0 NOTeHUManbLHOW ONacHOCTU ANsl 340POBbA,
KOTOpast MOXET BO3HUKHYTb B pesynbrate NOBTOPHLIX BO3AEWCTBUN B TEYEHUE OrpaHUYEHHOrO0 BPEMEHMU.
OH no3BonseT nonyyuTb UHGPOPMALIMIO O 3aBUCMMOCTU «403a — OTBET» U AaTb OLEHKY YPOBHS OTCYTCTBUSA
Habniogaembix oTpuuaTenbHbiX 3EKTOB, KOTOPbLIN MOXET ObiTb BaXKEH ANSA YCTAHOBMEHWUA KpUTEpUeB
6e3onacHOCTU Npu BO3aencTeum [4].

3.3 Ha ocHoBe ucnonb3yembix Mogenein AnA HEKOTOPbIX BELLECTB (Hanpumep, nnactudukaTopos)
MmoryT notpebosarbcsi 6onee AnuTernbHbIE Nepuoabl BO3AEWCTBUA, T. €. 90 AHEeW. B HEKOTOpbIX Cryyasx
MOXET noTpeboBaTbCA AasnbHellee uccneaoBaHue AN NPUHATUS PELLEHMA O AAHHBIX, KOTOpblE TPYAHO
MHTEPNPEeTUPOBaThb, NN AnA Gonee YeTKon XapakTepUCTUKKU CXEMbI UCMONb30BAHWA KOHKPETHOTO BELLIECTBA.

4 MpuvHUMN UcNbITaHUA

Mccnenyemoe BeLecTBO BBOAAT €XEAHEBHO NepopanbHO AOMALUHMM Kypam B TedeHue 28 AHen.
ExxenHeBHOe HabniogeHWe 3a XXMBOTHLIMW ANS U3yYeHUs HapyLLEHWI NOBEAEHYECKUX peakUMii, arakcum u
napanuyen nNpoBoAAT He MeHee 14 aHeln nocne BBeAEHUS NnocrnegHen Ao3bl. buoxummnueckue nsmepenms,
ocobeHHo NTE [1]—[3], npoBoaAT Ha KypaxX, BblOpaHHbIX crydaiHbiM 00pa3oM U3 KaKAoN rpynnbl (00bIYHO
yepes 24 u 48 4) nocne BBeAeHMA nocneaHen Ao3bl. Yepe3 ABe Heaenu Nocne BBeAeHUs1 NocneaHen A03bl
uccneayemoro BeLecTBa OCTaBLUMXCS Kyp MOABEPraloT 3BTAHA3MM, U UX HEPBHbIE TKAHW (TKaHM MO3ra)
noABepratoT rmcTonaTonorMyeckoOMy UCCNe0BaHUIO.

5 OnucaHue metoaa

5.1 Bbi60op BuAA XUBOTHbIX

PekomMeHayeTcs ucnonb3oBatb MONOAbLIX B3POCHbIX AOMALUHUX Kyp-Hecyliek (Gallus gallus domesticus)
B BO3pacTe oT 8 A0 12 mec. B nccneaoBaHum ucnonb3yloT Kyp CTaHAAPTHLIX pasMepoB Anst MOPOAbI U JIUHUMU,
BbIPALLEHHBIX B YCNOBUAX CBOOOAHOIO NepeMeLLeHUs.

5.2 YcnoBus coagepxaHus U KOPpMNeHuA

MoaonbITHEIX MTUL, coAepXaT B AOCTAaTOMHO OOMbLUMX KNEeTKax unu Bombepax, ofecneuuBalomx
cBO6OAHOE nepeMelleHMe KypaMm M BO3MOXHOCTb Habnioparb 3a uX ABWXeHusiMU. B nomeueHusx ¢
UCKYCCTBEHHbIM OCBELLEHMEM CoOMnioaaloT nocneaoBarenbHOCTbL 12 4 ceeta, 12 4 TeMHOTbI. [JomkHO BbiTb
NpPeaycMOTPEHO COOTBETCTBYIOLLEE MMTAHWE C HEOTPAHUYEHHBIM KONTMYECTBOM NUTLEBOW BOALI.

5.3 MNMoaroroBkKa XUBOTHbIX

Monogabie n 340poBbie B3pocrible Kypbl (6€3 BUpYCHbIX 3a60neBaHmii, 6e3 npuMeHeHusi NeKapCTBEHHbIX
npenapartos 1 6e3 HapyLUeHUs KOOpAVHALIMK ABUXEHUI), BbIOPaHHbIE CryYaiHbiM 06pa3oM B MOAONLITHLIE U
KOHTPOMbHBIE rPYNMbl, AOMMKHLI MPOMTM aAanTaumio He MEHee 5 AHel A0 Hauana UCCNefoBaHuUs.

Honyckaemcsa nuwiamb XUu8OMHbIX KOpMa Ha 4Yemsbipe 4aca 00 u rocne esedeHus uccredyemoz0
seujecmea, rnpu amom He criedyem ozpaHudusams rnompebéneHue eolbl.

5.4 Myt BBeaeHnA M NOATrOTOBKM 03 UCCrieAyeMbiX BewecTs

Mccneayemoe BeLLECTBO BBOAAT €XEAHEBHO NepopanbHo (7 AHEW B Heaeno) npeanoyvTUTEnbHO
C MOMOLLBIO XEMyAO4YHOr0 30HAA UMK C UCMONb30BaHWUEM >KeNnaTUHOBLIX Kancyn. XKugkoctu moryt GbiThb
BBEAEHbl Kak B Hepa3baBneHHOM BUAE, TaK U pacTBOPEHbI B COOTBETCTBYIOLLUEM pacTBOpuTene (Hocutene),
TakoM KaK KyKypy3HOe Macro; TBepable BeLecTBa A0MkHbI ObITb PaCTBOPEHbI, €CAKN 3TO BO3MOXHO, TaK Kak
6onbluMe A03bl TBEPALIX BELLECTB B KENATUHOBLIX Kancynax MoOryT He abcopbupoBarbcsi adpheKkTUBHO.
TOKCMKONOTUYECKUE XapaKTEPUCTUKN HEBOAHBLIX PacTBOPUTENEN AOMKHbI ObiTb U3BECTHLI UNKU UX creayeT
onpeaenuTb 40 Hayana uccrnegoBaHus.
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6 lNpoBeaeHue UcnbITaHUN

6.1 YuCcno XUBOTHLIX U NOAONBITHLIE rPyNNbI

6.1.1 B kaxqaoi rpynne A0mKHO ObITb JOCTATOMHOE KOMMYECTBO Kyp, YTODLI LWeCTb 0cobein Mornu 6biTb
NoABEPrHyThl 9BTaHa3uM Ans OUOXUMMYECKOro aHanu3a (No Tpu 0CobM Ha KaXaylo U3 ABYX BPEMEHHbIX TOYEK)
W LLECTb KYp MOINM OCTarbcAa Ans HabniogeHui B TedeHue 14 gHen nocne BBeAEHUS NocneaHen A03bl.

6.1.2 Kak npaBumno, UCMonb3ylOT HE MEHee TPeX MOAOMNbITHLIX PYyNn U KOHTPOSLHYIO rpynny Ana
BBEAEHUSA UCNONb3yemMoro pacreoputens. Ecnu Ha OCHOBaHUM UMEIOLUMXCA AaHHbIX (T. €. UccneaoBaHus
OAHOKPATHOW A,03bl (CM. CHOCKY B 3.1), CKPUHMHIOBbIX OLEHOK in Vitro [101—[12] unu 3aBUCMMOCTU «CTPYKTYpa —
aKTMBHOCTb» [8], [9]) He oxxmaaeTcs Hukakux achekToB AnA A03bl 1000 MI/Kr Macchl Tena B A€Hb, MOXET ObITb
NpoBeZEeHO UCTIbITAHUE HA NpefernbHOE coAepXaHue (NOPOroBoe 3HAYEHUE).

6.1.3 B KOHTPONbHOWM rpynne Ans UCNbITaHUA BO3AENCTBUS PaCTBOPUTENS M B KaXA0N M3 NOAONbITHLIX
rpynn AOMKHO ObiTb HE MeHee LecTu Kyp AnA OMOXMMMYECKMX UCCNEeaOoBaHWM W WeCTU Kyp — ans
rMCTONAarosnorMyeckux uccneaoBaHuin. KOHTpoNbHyIO rpynny nNoABeEpraioT Tem e npoueaypam U BBOAAT
pacTBOpUTENDb, HO HE BBOAAT UCCMeayeMoe BeLeCTBO.

6.2 BbiGOp 0o3bl

YpoBHM [03bl criegyeT BblOMpaTb C YY4ETOM Pe3ynbTaTtoB OCTPOro WCNLITAHMA Ha OTAANEHHYIO
HEWPOTOKCUYHOCTb (CM. CHOCKY B 3.1) M APYrux A0CTYNHbIX AAHHbIX 0 TOKCUMHOCTU MU KWHETUKE UCCreayeMoro
BewectBa. Camblii BbICOKMI YPOBEHb [A03bl AOSMKEH BbI3blBaTb Y MNOAONLITHLIX YXMBOTHBLIX TOKCUYECKUE
adpekTbl (NPEaNOYTUTENLHO OTAANEHHYI0O HEMPOTOKCUMYHOCTL), HO HE MPUBOAUTL K TMOENU UMK TSDKENbIM
cTpagaHuam ntuy. ocne 3Toro BbLIOMPAlOT yObiBaOWYD NOCNEAOBaTENbHOCTL YPOBHEW [A03bl, YTOObI
NpOAEMOHCTPUPOBATb 3aBUCUMOCTb «03a — OTBET» U OTCYTCTBME HAONIOAaemMoro BpeaHOro BO34EeNCTBUS
npyu CamMOM HM3KOM YPOBHE A03bl.

6.3 OnpepgeneHue npegenbHbIX 3HAMEHUN

Ecnu npu ncneiraHusAx ¢ UCNONb30OBaHMEM NpoLEeAYP NO HACTOALWEMY CTAHAAPTY YCTAHOBIEHO, YTO A03a
Ha ypoBHe He meHee 1000 Mr/kr Maccbl Tena B CyTKM HE BbI3blBAE€T HAONIOAAEMbIX TOKCUYECKUX 3chheKToB
M OTCYTCTBYIOT AaHHble O npe,qnonaraemoﬁ TOKCUMYHOCTU ANA CTPYKTYPHO POACTBEHHbIX COEAMHGHMVI, TO
nccnegoBaHusa ¢ UCNonb30BaHneM bonee BbICOKON 03bl MOTYT HE CYMTATLCA HeobxoauMbIMKU. OnpeaeneHune
npeaenbHbIX 3HaA4YEeHUmn npoBOAAT B Crniy4yae, Koraa o>xxugaemoe Boap,eﬁcmme Ha opraHu3m 4Yenoseka ykasbiBaeTt
Ha HeoBX0aAMMOCTb MCMONb30BaHKUA Gonee BLICOKOrO YPOBHS [03bl.

7 HaonwaeHus

HabniogeHue 3a >XMBOTHbIMW HAaYMHAIOT cpa3y nocre BO3AeNCTBUS UCCNeayeMOoro BeLeCTBa. 3a Bcemu
Kypamu NpOBOASAT TLlaTENbHOE HabnogeHWe He MeHee OAHOro pasa B AeHb B TeyeHue 28 aHel BBeaeHUsi
uccrnegyemoro Bellectsa M 14 fgHeil nocne BBeAEHWA A03bl UNKU 4O 3annaHUPOBAHHOIO YMEPLLBIEHUSI.
JomkHbl ObITb 3apErMcTPMpPOBaHbl BCE MPU3HAKW TOKCUMYMHOCTU, BPEMS WX MOSABIIEHMA, TUM, TSHKECTb U
NPOAOIMKUTENBHOCTL. Pe3ynksraTel HabNIOAEHUI AOMKHBI BKNIOYAThL, HO HE OrPaHUYMBAaTLCA NOBEAEHYECKUMM
OTKMOHEHUAMU. ATaKCUIO CreayeT U3MEepsiTb MO NOPSAKOBOW LUKane OLEHOK, COCTOSLLEN HE MEeHee YeMm U3
YeTbIpeX YPOBHEW, OTAENLHO hUKCUpyIoT crydaun napanuya [13]. He MeHee AByx pa3 B Hegernio Kyp cnegyer
BbIHUMATb W3 KNETOK M MoABepratb MPUHYAWTENbHOW ABUraTeNbHON aKTUBHOCTW, Hanpumep NoAbLEMY MO
necTtHuue, Ansg obneryeHus BbIABNEHUS MUHUMArbHbIX TOKCUYECKMX 3PheKkTOoB. YMUpaloLmMe XXUBOTHbIE
ZAOIKHBI ObITh yAaneHbl, NOABEPrHyThl 3BTaHa3uM U 0BLLEl HEKPONCUH.

7.1 Macca Ttena

Bcex kyp B3BELUMBAIOT Nepes BBEAEHMEM UCCNeayEMOTO BELLECTBA U B AanbHENLLEM HE MEHee 0fHOr0
pasa B HEJEMIO B TEYEHNE BCEro IKCNEePUMEHTA.

7.2 Buoxummnyeckue uccrnenoBaHua

7.2.1 B Te4yeHuWe HECKONbKMX AHEN NOCne BBeAEeHWA MOoCrneaHei [A03bl MCCNeayeMoro BELLECTBA
LUECTb Kyp, CNy4anHO BblIOPAHHbIX U3 MOAOMbITHLIX FPYMM W KOHTPOSMbHOW FPyMnnbl, YMEPLUBISIOT, & rornos-
HO MO3T M NOSICHUYHBIA OTAEN CMMHHOMO MO3ra AOMXHbl ObITb NOATOTOBNEHLI U NpOaHanManpoBaHbl Ha NTE
aKkTueHoCTb [1], [14]—{[16]. Kpome aToro, Takke MOryT UMETb NPakTUYECKOe 3HAYeHUe NOAroTOBKa M aHanu3

3
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TKaHu ceganuuHoro Hepea Ha akTMBHOCTb NTE [17]—[19]. OGbI4HO MO TpW NTULbI U3 KOHTPONbLHOW W KaXaoi
13 NOAOMbITHLIX FPYNN NOABEPraloT 3BTaHa3UN Yepes 24 4 1 No Tpu — vepes 48 4 nocrne BBeAEHUA NOCNEAHEN
[o03bl. Ecnn gaHHble NO uccnegoBaHuio OCTPOWM TOKCUMYHOCTK (CM. CHOCKY K 3.1) unu Apyrux uccnegoBaHuin
(Hanpumep, TOKCMKONEHETMKIN) YKa3bIBAKOT Ha TO, YTO NPEANOYTUTENBHO UCMNOMBL30BaTh APYrne BPEMEHHbIEe
pamMKu Ana ymepLiBneHusa nocne BBeAeHUsA NocnegHen 4o3bl, ux cnegyetr 060CHOBaTh, JOKYMEHTUMPOBATL U
NCNOoNb30BaThb.

7.2.2 Mpu HEOBXOAMMOCTM HA MOMYyYEHHbIX 06pa3sLax UCCNEAYIOT aKTUBHOCTb aLETUNXONMHICTEpasbl
(AChE) [20], [21]. OgHako MOXET NPOUCXOAUTb CNOHTaHHasa peakTusauusa AChE in vivo, 4TO MOXET NPUBECTU
K HeLOOLEHKe aKTMBHOCTU MCCreayeMoro BewecTsa kak uirmbutopa AChE.

7.3 MaTonorunyeckoe uccriegoBaHue

Ob6Llee NaTonornyeckoe MCCNEAOBaHUE BCEX XKUBOTHbIX (YMEPLUBMEHHbLIX B COOTBETCTBUU C MMAHOM
uccrneaoBaHns U NorubLuMx B XOA4€ UCMLITAHMS) AOMMKHO BKMIOYATh aHaNU3 BHELLUHEro BUAA, FOMOBHOMO U
CMWHHOTO MO3ra.

7.4 T'ncTonaTonoruyeckne UccregoBaHmusa

HepBHasi TkaHb >XMBOTHbIX, BEDKUBLUMX B NEPUOA HAOMIOAEHUI, HEe ucnonb3yemas Ans BUoOXMMUYecKnx
uccrneaoBaHuii, AomkHa ObiTb MOABEPrHyTa MUKPOCKOMWYECKOMY MCCNeaoBaHuI0. TKaHM AOIMkHbl ObiTb
3aMKCUPOBaHbI B MECTEe W3Ha4anbHOW nokanusauuM nepdy3noHHsiM MeTogoMm. OB6pasubl AOMKHbI
BKMIOYATb TKAHW MO3XKeuyka (CpedHuit NPOAOSibHBLIA YPOBEHbL), MPOAOSrOBATOr0 MO3ra, CMMHHOMO Mo3ra u
nepudepnyecknx HepoB. OBpasLibl CIMHHOTO MO3ra AOMKHbI ObiTb B3ATblI U3 BEPXHUX LUEWHLIX CETMEHTOB
CpeaHerpyaHoro n NOSACHUYHO-KPECTLOBOrO 0TAENoB. Heobxoaumo Takke otobpartb 06pasubl M3 AUCTanbHOro
oTaena 60onbwebepUoBOro HepBa U €ro OTBETBAEHUI B UKPOHOXKHOW MbILULE U CeaanuwiHoro Hepea. Cpesbl
JOMXKHbI ObITb OKPALUEHbl COOTBETCTBYIOLLIMMU MUENMHOBLIMU U aKCOH-CNELMPUHECKUMN OKPaLLUBAIOLLIMMU
cpeacrTBamu. B nepByio ouepeab NpoBOAAT MUKPOCKOMUYECKOE UCCNEA0BaHNE 3aKOHCEPBUPOBAHHbIX TKAHEN
BCEX YXMBOTHbIX KOHTPOSbHOW rPYNnbl U rpynn ¢ BbICOKOW A030W. [Mpu Hanuuuu npusHakoB BO3AENCTBUSA
uccneayemMoro BeLecTsa B rpynne ¢ BbICOKON [0300 MPOBOAST MUKPOCKOMUYECKOE UCCNeaoBaHWe TKaHewn
KYp U3 rpynn co CpeaHen n manon Jo3amu.

8 [aHHbIe n oTyeT 06 nccrnegoBaHuUn

8.1 [aHHbIe

Onsa Kaxmoro »MBOTHOTO AOMKHbI ObITb 3aperMcTpupoBaHbl MHAUBUAYANbHbIE JaHHbIe. Bce aaHHble
ZOMKHbI ObITh NPeACTaBIIeHbI B TAGNUYHO! (DOPME C yKasaHUEM YMCHa XUBOTHBIX B KaXI0W NOAONLITHOM rpynne
B Hayarne WCMbITaHWS!, YUCNA KMBOTHBIX C MPU3HAKAMU U3MEHEHUI, NOBEAEHYECKOTO UIIM BUOXUMUYECKOTO
[eVCTBMS, UX TUNA WU CTEMEHN 3TUX HAPYLLEHUA W NPOLIEHTHbLIE COOTHOLLIEHMS!, OTOBPaXKaIoLLME TUM U TSHKECTb
Ka>KA0ro HapYLUEHUSI UMW PeakLmuu.

8.2 OueHka pe3ynsraToB

8.2.1 Pesynbratbl NPOBEAEHHOI0 MCCMEAOBAHMSA OLEHUBAKOT C TOYKM 3PEHUA PacnpPOCTPaAHEHHOCTH,
TSXKECTU W KOpPEensuuu NoBeAeHYECKUX, BUOXMMUYECKUX peakuuii ¢ pedynbratamu rMCTONaronormyeckmx
nccnegoBaHun, a Takke ¢ nobbiMn Apyrumu HabnogaemoiMn adhdekTamm B TECTUPYEMBIX U KOHTPOSbHOMN
rpynnax.

8.2.2 YucneHHble pe3ynbTarbl OLEHWBAOT COOTBETCTBYIOLLUMMU OOLLUENPUHATBIMU CTaTUCTUYECKUMMU
meTogamu. CTaTuCTUYECKUE METOAbI BbIBUPAIOT Ha 3Tane NnaHupOBaHUS UCCNEAO0BaHUS.

9 OTtuer 0 pe3ynkratax uccrieqoBaHUmN

9.1 OT4eT 0 pesynbratax UCCrneaoBaHWUi AOMMKEH CoAep)KaTb:

9.1.1 nccnegyemoe BeLWECTBO:

- bm3aundeckyto npupoay (B TOM YUCIE N30MepU3aLmio, YACTOTY U PU3NKO-XMMUYECKUE CBOWCTBA),
- MAEHTUDPUKALUUOHHBIE [ aHHBIE;

9.1.2 pactBoputens (Npu HEOOXOAUMOCTH):

- obocHoBaHue BbIGOpa pacTBOpUTENS, KPOME BOAbI;
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9.1.3 [AaHHbIE 0 NOAOMNbITHBIX XXUBOTHbIX:

- UCNOMb3YyEMYIO NUHWUIO,

- YMCIO U BO3PACT XXUBOTHbIX,

- MPOUCXOXAEHUE, YCIIOBUS COAEPKAHUA U T. 4.,

- MHAMBUAYATIbHYIO MacCy >KMBOTHbLIX B Hayarle UcnbiTaHus;

9.1.4 ycnoBus UCNbITaHWSA:

- NogpobHOCTM NpPUrOTOBMEHUST WUCCMNeAyemMoro BeLlecTBa, CTabunbHOCTb W TFOMOFEHHOCTb, MNpW
HeobxoaMMOoCTH,

- noApo6HY MHAOPMALMIO O BBEAEHUW UCCNIEAYEMOTO BELLECTBA,

- OnucaHwe NULLEBOTO pauuoHa U KayecTBa BOAbI,

- obocHoBaHue BbiGOpa A03bl,

- XapaKkTepuCTUKY BBOAUMBLIX 403, BKMNOYAs AaHHbIE O pacTBOpuTene (Hocutene), obbeme n pusm4eckon
¢hopme BBOAMMOTO Npenapara;

9.1.5 pesynbrarthl:

- Maccy Tena >uBOTHOTO,

- [AHHbIE O TOKCUYECKOM 3chPekTe B 3aBUCUMOCTU OT YPOBHSA A03bl, BKIOYAA CMEPTHOCTb,

- YpOBEHb OTCYTCTBMSA HabnogaeMoro BpeaHoro Bosaencrems (nognoporoebii, NOAEL),

- Xapaktep, CTeneHb TSKECTU U ANUTENbHOCTb KIMMHWUYECKMX HabnioaeHwn (He3aBucuMo OT TOro,
o6paTUMbl OHM UMK HET),

- noapo6Hoe onucaHne GUOXMMUYECKNX METOAOB U PE3YNLTATOB UCCNEA0BaHUM,

- pe3ynbTaTbl BCKPbITUS )KUBOTHBIX,

- noapobHoe onucaHne pesynsTaToB BCEX FMCTONaToNorMYecknx UCcreoBaHuin,

- CTaTUCTUYECKYLo 06paboTKy pe3ynbTaToB, NpyU HEOBXOAUMOCTHU;

9.1.6 o6cy)aeHne pesynbTaToB;

9.1.7 BbIBOAbI.
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MpunoxeHue OA
(pekomeHayemoe)

ConocTaBneHue CTPYKTYPbl HACTOALLEro CTAHAAPTA CO CTPYKTYPON NPUMEHEHHOro
B HEM MEeXAYHapPOAHOro AOKYMEHTa

Tabnwya OAA1

CTpyKTypa HacToswero ctaHgapTta

CTpykTypa mexayHapoaHoro AokymeHta OECD Test Ne 419:1995

BeepeHue (1., 2)) BBegeHue
1.
2.
1 O6nacTb NpUMEHEHUsI —
2 TepMuWHBI, onpegeneHns W cokpalleHua (6., Onpepenenus
npunoxeHue) 6.
3 OcHoBHEle nonoxeHua (3.—5.) OCHOBHbIE MONOXEHUA
3.2 3.
3.3 4.
3.4 5.

4 TpuHuMn ueneitadua (7.)

MpUHUMA UCnbITaHUs

5 OnwucaHue metoga (8.—11.)
5.1 Buibop BMAa XMBOTHbLIX

5.2 YcnoBusa cogepaHns n KopMneHus
5.3 MogroToBKa »MBOTHLIX

5.4 MyTn BBEAEHMA U NOArOTOBKU A03 UCCNEQYEMbIX
BellecTB

OnucaHune mMeToja

BbiGop BUAa HKNUBOTHLIX

8.

YCroBus cofepxaHna 1 KopMIeHns
9.

MoAroToBKa XXUBOTHLIX

10.

MyTn BBEAEHWS 1 NOAFOTOBKN J03
1.

6 MNpoBeaeHne ucnuiTaHnin (12.—16.)
6.1 Yncno KMBOTHBLIX M MOAONLITHLIE MPYNMbLI

MpoBeneHne nenelTaHUi
Yncno XMBOTHBLIX U NOAONBITHLIE FPYNMbI

6.1.1 12.

6.1.2 13.

6.1.3 14.

6.2 BbiGop gosbl Breibop fo3bl
15.

6.3 OnpepeneHune npeaenbHbIX 3HaYeHWI OnpegeneHne npegenbHblX 3Ha4YE€HUIA
16.

7 HabniogeHnus (17.) HabntopeHus
17.

7.1 Macca Tena (18.) Macca tena
18.

7.2 Buoxumudeckue uccnenosanus (19., 20.) Buoxnmuueckue nccnepgosaHusa

7.21 19.

722 20.

7.3 Natonorudeckoe uccnegosanue (21.) MaTonornyeckoe uccnepoBaHue
21.

7.4 TuctonaTonoruveckue uccrenoBaHns McTonaTonornveckue nccneaoBaHust
22.

8 [aHHble n oTyeT 06 uccnegosanmu (23.) HaHHble u ot4eT 06 uccnegoBaHun
HaHHble

8.1 [aHHble 23.
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OkonyaHue mabnuue! [JA. 1

CTpykTypa HacTosLero cTaHgapta TCprKTypa MexAayHapogHoro gokymeHTa OECD Test Ne 419:1995
8.2 OueHka pesynsratoB (24., 25.) OueHKa pesyrneraToB
8.2.1 .
8.2.2 25.
9 OrtyeT o pesynsraTtax uccrnegosaHui (26.) OTUeT 0 pesynsrarax uccrefgoBaHunin
* Bubnuorpadusn
** MpunoxeHue
Mpunoxeune [A  ConocraBneHue  CTPYKTypbl —
HacToALero cTaHaapTa co CTPYKTYPON NPUMEHEHHOro B
HEM MeXAYHapOAHOro OKyMeHTa
Bubnuorpadus —

* [laHHbIiA pasgen npuBeAeH B KOHLE CTaHaapTa Ans NpuBeaeHus B cooTBeTcTBUE ¢ TpeboBaHuamu MOCT 1.5.
** TepMUHbLI U ONpefeneHns NpueefeHbl B pasgerne 2 HacTOAWEro cTaHaapTa AN NPUBEAEHUS B COOTBETCTBUE C
TpebosaHuaMmn NOCT 1.5.

MpumMedaHue — Mocne 3aroroBKOB pa3Aernos, MoApasfAenoB HacTOsILEro ctTaHfjapTa npuBefeHbl B ckobkax
HOMepa aHanorMyHeIX UM naparpacoB MeXAYHaPOAHOIO AOKYMEHTa.
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