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Mpeaucnosue

Lienu, ocHOBHbIE NPUHLUMNLI M 0BLMe npaBuna npoBeaeHnsa paboT NO MEXrocyaapCTBEHHOW CTaHaap-
Tusauuu ycranosnenol MOCT 1.0 «MexrocyaapcTtBeHHasa cuctema craHaaptusaunn. OCHOBHbIE MOSNOXEHUA»
n FOCT 1.2 «MexrocyaapcrBeHHasi cuctema craHgaprusaumm. CtaHaaprbl MEXroCyaapCTBEHHbIE, NpaBuna
M pekoMeHAauun No MEeXToCyapCTBEHHOW cTaHaapTusauuu. Npaeuna paspaboTku, NpUHATUS, 0BHOBNEHUSN

N OTMEHbI»

CBeaeHUA O cTaHpapre

1 NOOIOTOBIEH deaepanbHbIM rOCYyAApCTBEHHLIM YHUTAPHBIM NpeanpusatueMm «Poccumnckun Hayud-
HO-TEXHUYECKUI LeHTP MHdOpMaALMK MO CTaHAapTU3auuu, METPOSIOTMM U OLIEHKE COOTBETCTBUS U TEXHONO-
rmii» (Pryn « CTAHOAPTUH®OPM») Ha ocHOBe COOCTBEHHOIO NepeBoAa Ha PYCCKUM A3bIK AHIMOA3bIMHON
BEPCUU AOKYMEHTA, YKa3aHHOro B NyHKTE 5

2 BHECEH ®eaepanbHbiM areHTCTBOM M0 TEXHUYECKOMY pPeryfnmpoBaHu1io U METPONOrnu

3 NMPUHAT MexrocyaapcTBeHHbIM COBETOM MO CTaHAapTu3auuu, METpPOrormm u ceprudukalmm
(npotokon ot 30 uiona 2019 r. Ne 120-I)

3a npuHATME NPOronocoBanu:

KpaTKoe HauMeHOBaHWe CTpaHbl Ko,q CTpaHbl No CoxpameHHoe HauMeHOBaHWe HalMOoHarbHOro
no MK (MCO 3166) 004—97 MK (UCO 3166) 004—97 opraHa no ctaHgapTM3aLuum

Benapycb BY [occTtanpapT Pecnybnukn Benapyck

Kuprusus KG KblpreisctaHgapt

Poccus RU PoccraHgapt

TagxukncTaH T TapxukcTaHpapT

Y3bekuctaH uz YacraHgapt

4 TMpukasom denepanbHOro0 areHTCTBa N0 TEXHUYECKOMY PEryniMpoBaHuio U MeTporiorum ot 8 aerycra
2019 r. Ne 477-cT mexxrocyaapcTBeHHbIv ctangapt MOCT 34559—2019 seeaeH B AEWCTBME B Ka4eCTBe Ha-
LUMoHansHoro craHgapra Poccuiickon degepauum ¢ 1 nions 2020 r.

5 Hacrosiumn ctanaaprt SBnseTcss MOAUMPULMPOBAHHBIM MO OTHOLLEHUIO K MEXAYHApPOAHOMY JOKYMEH-
Ty OECD Test Ne 426:2007 «PykoBOACTBO NO UCCNEA0BAHUIO0 XMMUYECKNX BELLECTB. N3yuyeHne HelmpoTOKCUY-
HOCTM B Npouecce oHToreHesa» («Guideline for the testing of chemicals. Developmental neurotoxicity study»,
MOD) nytem:

- BKMOYEHUSA JOMOMHUTENbLHOrO pasgena 1 u AononHuTenbHon dpasbl (6.5), BblAEneHHbIX B TEKCTe
KYPCUBOM;

- U3MEHEHUSI €ro CTPYKTYpbl ANA NPUBEAEHUS B COOTBETCTBUE C MpaBUNaMW, YCTAHOBMEHHLIMU B
MOCT 1.5 (noapasaensi 4.2 n 4.3).

ConocTaBneHne CTPYKTYpbl HACTOSALLEro CTaHAapTa CO CTPYKTYPOW YKasaHHOTO MEeXAyHapOoAHOro Ao-
KYMEHTa NPUBEAEHO B AONOMHUTENBHOM NPUNoxkeHun OA.

HaunmeHoBaHue HacTtoswero craHgapra USMEHEHO OTHOCUTENbHO HAMMEHOBAHUA YKa3aHHOro Mexxay-
HapoAHOro AoKyMeHTa Ana npuseaeHusa B coorsetcrame ¢ FOCT 1.5 (nogpasaen 3.6)

6 BBEJEH BMNEPBbIE
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UHpopmayusa o esedeHuu e delicmeue (npekpaweHuu Oelicmeus) Hacmosweeo cmaH0apma u u3me-
HeHull K HeMy Ha meppumopuu yKa3aHHbIX ebiuie eocyfapcme rnybnukyemes 8 ykazamessix HayuoHarbHbIX
cmaxOapmos, usdasaemMblX 8 3mux eocyfapcmeax, a makxe e cemu VIHmepHem Ha calimax coomeem-
cmeyIouUX HayluoHarbHbIX opeaHos rno cmaHGapmu3ayuul.

B cnyyae nepecmompa, u3MeHeHuUs1 unu OmMeHbl Hacmosiueeo cmaHlapma coomeemcemaeyiouias
uHgopmayus bydem onybniukosaHa Ha oguyuansHOM uHmepHem-catime MexaocydapcmeeHHO20 cosema
o cmaHdapmus3sayuu, Memporsnoauu U cepmuguxkayuu 8 kamarnoze «MexaocydapecmeeHHbie crmaH0apmbi».

© CraHgaptuHdopMm, opopmnenune, 2019

B Poccuickoin degepaumm HaCTOALWMIA CTaHAAPT HE MOXKET ObITb NOMHOCTLIO UMK
YaCTUYHO BOCTIPOU3BEAEH, TUPAXMPOBAH U PacnpoCTpaHeH B Ka4ecTse ouumnanbHoro
n3paHua 6e3 paspelueHusa degepanbHOro areHTCTBAa MO TEXHUYECKOMY PerynmpoBaHuIo
1 METPONOrMmn
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BBeneHue

B uioHe 1995 r. B KoneHrareHe pabouas rpynna OECD (OpraHusaumm 3kOHOMU4ECKOro COTPYAHMYECTBA
u paseutua — O3CP) No penpoayKTUBHOW M OHTOTEHETMYECKOW TOKCMYHOCTU 06Cyaana HeobxoaMMOCTb
BHECEHMA usMeHeHuit B pykosoactso OIOCP no nposeaeHuMIo UCCneaoBaHua HENPOTOKCUYHOCTU B NpoLecce
OHTOreHesa u pa3paboTku HOBbIX PYKOBOACTB ANsi ONPEAENeHnsi KOHEYHbIX TOYEK, paHee He OXBaYEeHHbIX [1].
Pabouas rpynna pekomeHzoBana noarotoBUTb PYKOBOACTBO MO NPOBEAEHWIO UCCNEOOBAHUS OTAANEHHOW
HENPOTOKCUYHOCTU C UCMONb30BAHMEM NMEPECMOTPEHHOIO PYKOBOACTBA AT€HTCTBA MO OXpaHe OKpyXXatoLlewn
cpeabl CLLUA (US EPA) [2]. B vioHe 1996 r. B KoneHrareHe 6bino npoBeaeHO BTOPOE KOHCYNbTAaTUBHOE COBE-
LaHue, Ha kotopom Cekperapuary Obinv AaHbl NpeanoxeHus no paspaboTke HOBOTO pykOBOACTBA MO UCHbI-
TaHWSAM Ha OTAANEHHYI0 HEMPOTOKCUYHOCTb, BKITIOYAA OCHOBHLIE Sf1EMEHTLI, Hanpumep nNogpo6GHoe onucaHue
BbIOOpa BWAOB XMBOTHbIX, Mepuoga BBeAEeHUs 403, Nepuoaa NCCNeaoBaHMs, KOHEUYHbIX TOYEK, NOANEXaLLMX
OLEHKe, U KpuTepuu OLeHkn pesyneratoB. Pykosoaswmin aokymeHT CLUA no oueHke puckoB HEMPOTOKCUY-
HocTu Bbin onybnukosaH B 1988 r. [3]. B oktabpe 2000 r. Ha coBewlanun akcneproB OOCP u CemuHape
MexxgyHapogHOro uHcTutyta bmonormyecknx Hayk (ILSI) u B 2005 r. B Tokmo Ha ovepeiHom KOHCynsTaTMBHOM
COBELLAHUN 3KCMEPTOB 00CY>KAANUCh HAYYHbIE N TEXHUYECKUE BOMPOCHI PYKOBO/ICTBA MO NPOBEAEHUIO UCTbI-
TaHW B COOTBETCTBUM C PEKOMEHAALMAMM N0 UX NPUMEHEHUIO, NpuBeAEeHHbIMU B [4] — [7]. DononHutensHas
MHpOpPMaLWA O NPOBEAEHUN, MHTEPNPETALIUN PE3YNLTaTOB UCCEAOBAHUSA U TEPMUHONOTUM, UCNOSb3YEMbIX B
HacToAILLEM CTaHAapTe, npuseaeHa B JokyMmeHTax [8], [9].
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M E XTFOGCVYAAPCTBETUHHUB H# CTAHAOAPT

METOAbl UCMbITAHUA MO BO3AENCTBUIO XMMUYECKOW NPOAYKLMU
HA OPITAHU3M YEJIOBEKA

UccneposaHne HEMPOTOKCUYHOCTYM B NPOLIECCE OHTOreHesa

Methods of testing the chemicals of human hazard. Study of neurotoxicity in the process of ontogenesis

Dara BBepenna — 2020—06—01

1 Obnacmb npuMeHeHusi

Hacmosawuli cmaHdapm ycmaHaenueaem Kpumepuu OUEHKU Helipomokcu4eckozo eo3delicmeus
XUMUYECKUX eelliecme Ha op2aHU3M Yeroeeka U XUueomHbIX 8 IPOUEcce OHMo2eHe3a U rio36015110m OUeHUMb
u Knaccucgpuyuposams uccriedyemoe sewecmeso 8 Coomeememesuu ¢ coe/iacoeaHHol Ha 25i06aribHOM yposHe
cucmemoll Knaccughukayuu onacHoCcmu u MapKupoeku xumudeckoll npodykyuu (GHS).

2 O6wune nonoxeHus

2.1 N3BECTHO, YTO MHOrME XMMUYECKME BELLIECTBA OKAa3bIBAIOT HEMPOTOKCUYECKOE BO3AENCTBUE HA Ye-
noBeKa U XMUBOTHLIX B npouecce oHToreHesa [10]1—[13]. UccnegosaHne HENPOTOKCMYHOCTU B NPOLIECCE OHTO-
reHesa HeoGxoguMMO ANsi ONPeAEeneHusa U OLEHKM NapaMeTPOB TOKCUYHOCTU XUMUYECKUX BELLECTB U CMecel
(nccnepyemoe BelecTBo). MccnegoBanus BNUSAHUA HEMPOTOKCUYHOCTU HA NMPOLIECC OHTOreHe3a npeaHasHa-
YeHbl ANA NOMyYEHUs AaHHbIX, TAaKUX KaK «[03a — OTBET», BO3MOXHbIE (PYHKLMOHaNbHbIE U MOpdonornye-
CKMe OTKIIOHEHUA B Pa3BUTUKN HEPBHON CUCTEMbI MOTOMCTBA B pesyrnbsrate BO34eiCTBUSA XMMUYECKNX BELLIECTB
Ha aMOpUOH B yTpoGe maTepu u B paHHEM BO3pacTe.

2.2 VccnegoBaHue HEMPOTOKCUYHOCTM B MPOLIECCe OHTOreHe3a MOXET NPOBOAMTLCS KaK OTAENbHOE UC-
cnefoBaHWe, BKIIOYEHHOE B M3y4eHWe penpoayKTUBHOW TOKCUYHOCTU, /MMM UCCNeAOBaHME HENPOTOKCUY-
HOCTU Ha B3POCHbIX XXMUBOTHbIX (CM. [14]—[16]) unu 4o6GaBneHO K NCCNEea0BaHUI0 TOKCUYECKOrO BO3AENCTBUS
Ha npeHartanbHoe passuTue [17]. Ecnu nccnegoBaHne HEMPOTOKCUYHOCTM B NPOLIECCE OHTOrEHe3a SIBNSIETCS
YacTbi0 APYroro UccneaoBaHus, HEOOXo0AMMO COXPaHUTb LIENOCTHOCTL 060Mx nccnegosanuin. Bce uccneno-
BaHMS Ha NabopaTopHbIX XMBOTHBLIX AOJHKHBI COOTBETCTBOBATL PEKOMEHAALMAM W npaBunam (Hanpumep,
cM. [18]).

2.3 [lo NnpoBeAeHUs uccneaoBaHns HeodXoauMo U3y4uTb BCKO AOCTYNHYO MHopMaumio 06 nccnegye-
MOM BeLLeCTBE. Takas MHOPMALUS MOXKET BKITIOYATh MAEHTUMUKALMIO U XMMUYECKYIO CTPYKTYPY BELLECTBA,
ero om3nko-xmummyeckne CBOWCTBA, pe3ynbrarbl MOObLIX APYTUX UCTIbITAHWN in Vitro Wnn in vivo TOKCUYHOCTU
BELLeCTBA; TOKCUKOMOrMyYeckue AaHHble ANns CTPYKTYPHO POACTBEHHbIX BELLECTB; NpeanonaraeMoe ucnonb30-
BaHWe BeLlecTBa. 3Ta uHdopmaumsa Heobxoauma Ans NOATBEMKAEHUS TOT0, YTO UCMbITAHUE ABMSIETCA BaX-
HbIM ANA 3aLMThl 340POBbLSA YENOBEKA U CNOCOOCTBYET 060CHOBAHHOMY BbIOOPY HA4YanbHON A03bl.

3 lMpaBuna uccnegoBaHumn

3.1 Nccneagyemoe BeLLeCTBO BBOASIT XMBOTHbIM B nepuog OepemMeHHOCTM M naktaumu. [Ona oueHku
HenpoToKCM4eckux 3PPeKToB y BepeMEHHbIX N KOPMALLMX CaMOK, a TaKkkKe ANsl NONYyYeHUsi CPaBHUTENbLHOMW
uHdpopmauum o BepemMeHHbIX caMKkax 1 NOTOMCTBE MCCIEAYIOT caMOk-MaTtepeil. YXUBOTHbIX AN OLEHKN HEN-
POTOKCUYHOCTU Y MOTOMCTBA BbIOMPAIOT CriyyaiHbiM 06pasom B npeaenax nomera. OLeHKa HEMPOTOKCHYe-
CKOro AEMCTBUA 3aKNIOYAETCA B HAONIOAEHUM U BbIABNEHUU TPYObIX HEBPOMOTMYECKMX U NOBEAEHYECKUX OT-

N3paHue oduuymansHoe
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KNOHEHWUN, BKIOYAs OLIEHKY hPM3nM4eckoro pa3suTus, NOBEAEHYECKUIN OHTOTEHES, ABUTATENBbHYIO aKTUBHOCTb,
MOTOPHBIE U CEHCOPHbIE (PyHKUMM, 0OYYEHNE 1 NAMATb, a Taloke OLEHKY MacChbl MO3ra U HEBPONATOrornin BO
BpeMsl MOCTHATaNbLHOIO PasBUTUS U 3PENOCTHU.

3.2 Ecnu ucnbiTaHnA BLIMOMHAIOT B BUAE OTAENbHOIO UCCNEeA0BaHUSA, B K&XKA0M rpynne MOXHO UCNOSb-
30BaTb AOMOMHUTENbHBLIX XXUBOTHbIX AfA NPOBEAEHUS KOHKPETHLIX HEMPOOMONOrMyecknx, Helponaronornye-
CKMX, HEMPOXUMUYECKMX UMK 3NEKTPOPU3MONOrnyecknx UCCNEeA0BaHMIA, KOTOPbIE MOTYT JJONMOSHUTL JaHHbIE,
noslyYyeHHble B pesynbrate UCcneaoBaHui, pekomeHaoBaHHbIX B [16], [19]—[21]. JononHutenbHbIE UCCReno-
BaHWUA MOTYT UMETb BaXKHOE 3HAYeHMne, Koraa aMnNupuYeckue AaHHble, npeanonaraembie apdekTsl unu Mexa-
HKU3M/CNOCOo6 AENCTBUA YKA3bIBAIOT HA cneunuyeckyio HeMPOTOKCUYHOCTb. [INst AONONHUTENbHBIX UCCNEO-
BaHUI MOTYT ObITb MCMNONBb30BaHbI KAk CaMKu-mMaTepu, Tak U AeTeHbiwn. Kpome Toro, MoryT 6biTb NpOBEAEHbI
UCNbITAHUSA €X VIVO U in vitro, eCnn OHM He HapywaioT LUeNoCTHOCTb Npoueayp in vivo.

4 TMoaroToBKa K UCCneaoBaHUIO

4.1 Bbi60p BUAOB XXUBOTHbIX

[na npoBeAeHUs UCnbITaHUI NPeANOYTUTENbHBLIM BUAOM XXUBOTHBIX SIBMSIOTCS KPbIChI, OAHAKO NpU He-
06X0AMMOCTM MOXHO MCMOSNb30BaTh APYrMe BUAbI XMBOTHLIX. Cneayer OTMETUTb, YTO NPUBEAEHHbIE B Ha-
CTOSILLIEM CTAHAAPTE BHYTPUYTPOOHbLIE M NOCNEPOAOBLIE NEPUOAbI ABMAIOTCA crnieuudUyeckumm anst 06bIYHO
MCIMOMb3yeMbIX MIMHUIA KPbIC U NPU MCNONBL3OBAHNK APYIMX BUAOB UMW HETUMNYHBIX MUHUIA XMBOTHBLIX CNEAYyeT
BbIOMpaTbL CONOCTaBUMbIE NEPUOAbl BpeMEHU. MIcnonb3oBaHne Apyrux BUA OB XWUBOTHbLIX JOMKHO ObiTb 060-
CHOBAHO TOKCWKOSOrM4eCckuMmn, hapMakoKMHETUHECKUMU U/MNKU APYrMMU AaHHbIMU. OBOCHOBAHUE [OIDKHO
BKJIOYaTb Hanuuue OLUEHOK Buaocneundu4ecknx NOCTHaTanbHbIX HEWpPOOMONOrnyeckMx n HeBpPONaTonori-
yeckux BosaencTsuin. Ecnu paHee nposeaeHHoe uccneaoBaHne BbiISIBUO NpobnemMbl, CreyeT pacCMOTpeTb
BOMPOC O BUAE UMK JIMHUU XKXMBOTHbBIX, BbI3BABLUMX COMHEHUE. M3-3a pa3HbIX NOBEEHYECKUX XapaKTEPUCTUK
Pa3HbIX NIMHUIA KPbIC AOIKHLI ObITb NOATBEPXKAAIOLME AaHHbIE, YTO BbIOpaHHAs AN UCTILITAHUS NUHUA SB-
nseTca AOCTAaTOMHO NNOAOBUTON U YYBCTBUTENLHON. BOCNPUUMUMBOCTL U YYBCTBUTENBHOCTb APYIMX BUAOB K
HENPOTOKCUYECKOMY BO3AENCTBUIO A0IHKHA ObiTh NOATBEPXAEHA AOKYMEHTaNbHO.

4.2 YcnoBus copepXaHusa U KOPMIeHus

4.2.1 Temnepartypa B NOMELLEHUM, B KOTOPOM COZEPXKAT KUBOTHbIX, A0SHKHA ObITh (22 + 3) °C. OTHOCK-
TenbHas BNaXHOCTbL BO3AyXa AOMKHA ObiTb He meHee 30 % u He AomkHa npeBbiwaTb 70 % B0 Bpems yGopku
nMoOMeLLeHUs, NpeanoYTuTeNLHOE 3HayeHne — ot 50 % 0 60 %. OcselueHUe B NOMELLEHUAX AOMKHO ObiTb
WCKYCCTBEHHbLIM C cOBMoageHneM nocneagoBaTen,HocTu 12 4 ceeta, 12 4 TEMHOTbI. BO3MOXKHO 3MeHeHune ce-
TOBOTO LIMKIa Nepes cnapuBaHWeM M Ha BpeMs UCCIieA0BaHNs AN OUeHKU pyHKUMOHANbHBLIX U NoBeAeHYe-
CKMX nokasaTenei B TeMHOe BpeMsi (Npu KpacHOM CBETE), T. €. B TEYEHUE BPEMEHU, KOT1a XXUBOTHbIE 0BbIYHO
aKkTUBHbI [22]. JTioOble M3MEHEHNS B LIMKNE CBET — TEMHOTA AOMXKHbI ObITb AOCTATOMHO MPOAOIMKUTENbHBIMK
AnA aganTauum XXUBOTHBIX K HOBOMY LMKITY. [INst KOPMMEHUSA XMBOTHbIX UCMONb3YHOT 0BbI4YHbIN NabopaTopHbIi
KOPM C HEorpaHW4YeHHbIM NOoTpebrneHneM NUTLEBON BOAbI. PErMCTpUpyIOT TUN NULLM U KA4ECTBO BOAbI U aHa-
NU3NUPYIOT UX HA HaNU4Me 3arps3HeHUNn.

4.2.2 MNoaoNbITHLIX XXMBOTHBIX COAEPXKAT B KIETKAX MHAMBUAYANbLHO UM HEBONbLWKMMM FpynnaMmn OgHo-
ro nona. Mpoueaypy cnapmBaHusi NPOBOASAT B KNeTKax, NOAXOAALMX ANs 3TOi Uenu. Mocne noaTsepXXaeHus
KOMynsAuMU unu He nosgHee 15-ro oHs 6epeMeHHOCTU CNapUBLLUMXCS XKUBOTHbIX COAEPKAT B OTAENbHbIX PO-
JOBbIX UM MaTEPUHCKUX KreTkax. KneTku AomkHbl ObiTb pacrnonoXeHbl Takum 06pas3om, YToGbI BO3MOXHbIE
BO3AENCTBUS, CBSA3@HHbIE C NepeMeLLEHNEM KNETOK, Obiu CBeAeHbl K MUHUMYMY. BepeMeHHbIX camok npu
npubnuxarLwmxcs pogax Heobxoaumo o6ecneynTb COOTBETCTBYOLMMU MaTepuanamu ans obycrpoicrea
rHesna. M3BecTHo, 4To HenpaBunbHOE 00paLLeHUe C XKUBOTHBIMK UM CTPECC BO BPEMS GEPEMEHHOCTM MOTYT
NPUBECTU K HEBNaronpUATHLIM MCXOAAM, BKIOYAsi NPEHaTansHbIe NoTEPU U M3MEHEHNE 3MOPMOHANBHOTO W
nocTHaTanLHoro pa3suTus. Ans npegorepalleHns rubenu nnoga ot pakTopoB, HE CBA3AHHBIX C BBEAEHUEM
“ccneayeMoro BeLecTBa, cneyeT 0OCTOPOXHO 06paLlaTbCs C XMBOTHLIMM BO BpeMsi GEPEMEHHOCTM U Orpadk-
JaTb WX OT CTPECCOB, Bbi3blBAEMbIX BHELUHUMU (hakTopamMu, TaKUMU Kak Ype3MEpPHbI BHELLHWUIA LLYM.

4.3 MNMoaroroBka XXMBOTHbLIX

Mcnonb3yioT ToNbKO 340POBbIX XXUBOTHbIX, a4aNTUPOBaHHbIX K N1aGopaTOpHbIM YCIOBUSAM U HE NoaBep-
raBLUMXCA paHee 9KCNepUMEHTamnbHbIM BO3AENCTBUAM, 3@ UCKMIOYEHWEM CNy4YaeB, Korga uccneaoBaHue sie-
NAETCA YacTbio APYroro uccneaoBaHuns (CM. 2.2). MoaonbITHbIE XMBOTHbIE AOMKHbI ObITb 0XapakTepU30BaHbI
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no BUAY, IMHUN, NCTOHMHUKY, NONY, BECY U BO3PACTY. KaXa0e >XMBOTHOE MapKMPYIOT YHUKaNbHLIM naeHTudmnka-
LIMOHHBIM HOMEPOM. 0 BO3MOXHOCTH, XMBOTHbIE BCEX NOAONBITHBIX FPYNN A0SHKHbI ObITb 0ANHAKOBOW MACChI
M OOHOro BO3pacTa B Npeaenax HOPMamnbHOro AuanasoHa, XapakTepHOro Ans AaHHOrO BUAA U NMUHMK. Ons
KaXKA0ro ypOBHS 403bl UCNOMb3YIOT MOMO/BIX MONOBO3PENbIX HEPOXKABLLMX CaMOK. He fonyckalot cnapmBaHusi
Gparbes u cecrep. fleHb 6epemeHHocTU (GD) 0 — 310 AeHb, koraa Habnaanacb BarmHanbHasa npodka u/unm
cnepma. Mpu npnobpeteHnn 6epemeHHbIX XMBOTHBIX MPEAOCTaBNAIOT AOCTATOMHOE Bpems ANA ajantauuu
(Hanpumep, 2—3 aHA). BepemeHHbIX CAMOK M0 BO3MOXHOCTH 00bEeKTUBHO pacnpeaensior no KOHTPOMNbHLIM U
NoAONLITHLIM FPynnNam (Hanpumep, PEKOMEHAYETCA UCNONL30BAaTb NPOUEAYPY CnyvaiHon crpatuduuupoBaH-
HoVi BbIGOPKK ANs o6ecneveHnss paBHOMEPHOIO pacnpeaeneHns Mexay rpynnamu, Hanpumep Ha OCHOBaHUK
macchbl Tena). Camku, OnnoA0TBOPEHHBIE OAHUM U TEM XK€ CamMLOM, A0SKHbI ObiTb PABHOMEPHO pacnpeaene-
Hbl NO rpynnam.

5 Mpoueaypa ucnbiTaHNn

5.1 HYucno n non XUBOTHbIX

5.1.1 MoaoNbITHbIE U KOHTPOSbHLIE FPYNMbI AOMKHLI COAEPXaTb AOCTAaTO4HOE YMCIO BEepeMEHHbIX ca-
MOK ansi obecneveHnsa 4OCTaTOYHOr0 KONMYEeCTBa NOTOMCTBA ANSl OLEHKUM HEMPOTOKCUYHOCTU. [N KaXaoro
YPOBHSA 403bl PEKOMEHAYETCSA UCNONb30BaTh AeTeHbiwen u3 20 nomeTos. [lonyckaercs pennukaums v wax-
MaTHeII NOPALOK A03MPOBAHUA B rpynnax, ecnu obLuee Yucno AeTeHsbiwen B rpynne Oyaer COOTBETCTBOBATb
CTaTUCTUYECKON MOAENKU, NCNONb3YEMON C YYETOM NnapannenbHbIX NCMbITAHUNA.

5.1.2 [Ona ofecnevyeHnsa oaMHAKOBOIO YMCra AETEHbIWeN BO BCEX nomeTax [23] He no3xe 4eTBepToro
nocnepogoeoro aHsa (PND 4) (aeHb poaos asnsaerca HyneebiM agHeM PND 0) pasmep kaxaoro nomera Kop-
PEKTUPYIOT MyTEM yAaneHns n3BbITOYHOTO KONMYECTBA AETEHbILLEN Cry4YaiiHbiM BbiGopoM. Pasmep nometa He
OOJSDKEH NPEBbILATL CPeaHuii pasmep NnoMeTa ana IMHUK MCNoNb3yeMblX rpbi3yHoB [8]1—[12]. MomMeT gomkeH
coepxatb N0 BO3MOXXHOCTU PABHOE YMCNO AETEHLILIEH MYXCKOrO W XXeHCKOro nonos. Henpuemnem BbiGo-
POYHbLIN OTOOP AETEHbILLEN, HANPUMEpP, OCHOBaHHbINM Ha Macce Tena. MNocne HopMMpoBaHUS NOMETOB (BbiOpa-
KOBKW) M 10 NPOBEAEHUS AarnbHEeRLLero UCNLITaHUA N0 YCTAHOBANEHUIO (DYHKLIMOHAMNbHBLIX KOHEYHbIX TOYEK BCE
JETeHbILLM, ANA KOTOPbIX NAHUPYETCA UCNBbITAaHUE A0 OTHEMA UMK NMOCNE OThbEMA OT MaTepu, AOIKHbI ObITb
YETKO WAEHTUULMPOBAHbLI C UCNOMNb30OBAHUEM MIOGOro NOAXOASALIEr0 F'yMAHHOr0 MEeToAa uAaeHTUdUKaLMK
(cMm., Hanpumep, [24]).

5.2 PacnpepgeneHue XMBOTHbIX A5 (PYHKLMOHANBbHbIX U NOBeAEHYECKUX UCNbLITAHUNA,
onpeneneHus MacCcbl MO3ra U HEMPONaTONIOrM4YeCKux OLeHOK

5.2.1 JJonyckaeTcsa MCnonb30oBaTh pasHble NOAX0Abl K HA3HAYEHUIO XXMBOTHBIX, MOABEPILUMXCA BO3AEH-
CTBUIO BHYTPUYTPOOHO U B nepuoa naktaumu, Ans (PpyHKLUMOHANbHbIX U NOBEAEHYECKUX UCTILITAHUN, OLIEHKe
NosIOBOr0 CO3peBaHusl, onpeaeneHna Mmaccbl Mo3ra U HEBPONAaTONoOrM4eckon oueHke [25]. UcnbiTanusa Hen-
ponatonornyeckmx pyHkuun (Hanpumep, couuanbHoOe NoBeAeHWe), HEMPOXUMUU U HENPOMAaTosNorMn MoryT
ObITb 40BABNEHbI UHAWBUAYANBLHO (B KaXQOM KOHKPETHOM Cryyae) npu yCnOBUM COXPAHEHUSA LIENOCTHOCTH
MCXOAHbIX TPeBOoBaHMI nCCrneaoBaHus.

5.2.2 HauvHasa ¢ PND 4 n3 kaxgoi 4030BOI rpynnbl BbIOUPAIKOT AETEHbILEN ANSA OLEHKA KOHEYHbIX
Touek. JleTeHbileii BbIOMpPaloT TakuMm 00pasom, YToObl B KaxkA0N A030BOW rpynne Obinu npecTaBneHsbl ae-
TEHbILLM 0B0UX MOMOB U3 KAXKAOro NOMETA BO BCEX UCMBITAHWAX B PABHOW CTeneHu. [na uccneaoBaHus aBu-
raTenbHOW akTUBHOCTU MPOBEPSIOT OHY M TY XK€ napy AETEHbILENA MY>XCKOTO W XXEHCKOro NoroB B fMo6oMm
BOo3pacte o oTbema (cMm. 6.5). [Ina ocranbHbIX UCTLITAHWM Takke BbIAENAOT napbl caMmuoB U camok. flete-
HbILLIAM BO3MOXHO HEOOXOAMMO HasHayaTb ApYrue UCMbITAHWA N0 CPABHEHUIO CO B3POCIbIMU AN U3YyYEHUS
KOTHUTUBHbLIX OYHKUMI, YTOObI N36exaTb CMEeLUEeHUS BNUAHMS BO3pacTa W npeaBapuTesibHOT0 00y4yeHus Ha
3T uamepenus [26], [27]. OeteHbiweri npu otveme (PND 21), He BbIOpaHHbIX ANS APYrMX UCTILITAHUW, NOA-
BEprawT 9BTaHasuu. [OKYMEHTUPYIOT MOOblE U3MEHEHUA B pacnpefeneHun AeTeHbiwen. CTaTucTu4eckon
eanHULEN N3MepeHns ABNAETCH NOMET, @ He AETEHbILL.

5.2.3 CyulecTByHOT pa3Hble NoaXoabl K 0TOOPY AETEHbILWEN ANA UCCNEA0BaHNUI 40 OTbeMa M NOCIE OTb-
eMa, B paMKkax KOrHUTUBHbIX TECTOB, NATONONMYECKOM SKCNEepTu3bl U T. 4. Ha pucyHke A.1 (CM. npunoxeHue A)
npuBeAeHbl NPUMEPBI BO3MOXHbIX CXeM nccrneaoBaHuin. MUHUManbHOE PeKOMEHAYEMOE YMCIO XUBOTHbLIX B
KaKaow 4030BON rpynne Ans uccnegoBaHnsa 4o oTbemMa u nocne oTbema npuseaeHo B Tabnuue 1.
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Tabnuya 1—Tpumepbl UCCNeOBaHWA U YUCIO XKUBOTHLIX B KaxA 0N [030BOI rpynne

NapameTp Yncno XMBOTHBIX
KnuHunveckne HabnogeHus n Macca Tena Bce XMBOTHblE
MoapobHbIE KTMHUYecKne HabnoaeHNs 20/non (1 non/va nomera)
Macca Moara (nocne dukcnpoanus) PND 11—22 10/non (1 n3 nomera)
Macca Moasra (6e3 dpukcupoanusi) ~ PND 70 10/non (1 U3 nomera)
Heiponartonorus (UMMepcruoHHas unu nepdysunorHasa durcauus) PND 11—22 10/non (1 n3 nomera)
Heliponatonorus (nepcdysnoHHas gukcauus) ~ PND 70 10 /mon (1 u3 nomera)
[Monosoe co3peBaHue 20/non (1 non 13 nomeTa)
[pyrue opueHTUpLI pa3BUTUA (HeobasaTensHo) Bce xuBOTHbIE
MoBeaeHYeCKNt OHTOreHes 20/non (1 non na nomera)
[suraTenbHas akTUBHOCTb 20/non (1 non u3 nomerta)
MoOTOpHbIE U CEHCOPHbIE DYHKLUM 20/non (1 non 3 nomera)
OBy4yeHue 1 NamaTb 10/non?@) (1 3 nometa)
a) B 3aBNCUMOCTH OT YyBCTBUTENBHOCTU UCTILITAHWUIA KOFHUTUBHBIX thYHKLMIA CeayeT NpeaycMoTpeTb UCCreqo-
BaHMWe Gonbllero Yncna X1BOTHBIX, HanpUMep ofHOro caMua U OfHOW caMku U3 nomeTa (cM. npunoxenue A). Jonon-
HUTeNbHbIe YKazaHusa no paamepy BeiGopku npuseaeHs B [8].

5.3 Pexxum BBegeHus nos

5.3.1 OgHOBpPEeMEHHO UCCNeayHoT U OCYLLECTBSAIOT KOHTPOSb HE MEHEE TPEX YPOBHEN 403. YPOBHM 03
BbIOMpaloT TakuMm 06pasom, YToObl BbISIBUTb CTENEHb MHTEHCUBHOCTU TOKCUYECKuX 3adcpekToB. Mpu oTCyT-
CTBUW OTPAHNYEHUIA MO PUINKO-XMMUYECKUM MITM BMONOrMYeCKUM CBOWCTBAM BELLECTBA CaMas BbICOKasa A03a
OOSMKHA OKasblBaTb BbIPaXKEHHbIE TOKCUYECKME BO3AEUCTBUA HA OPraHu3M marepu [HanpuMep, KnIMHu4Yeckue
npu3Haku, CHWxXeHWe macchl Tena (He 6onee 10 %) w/mnu AoKa3aTenbCTBO 10303aBMCUMbIX U3MEHEHUN B
opraHe-muLieHu]. Beicokasa aosa Moxer ObiTb orpaHuyeHa 1000 Mr B ieHb HA 1 K Macebl Tena 3a HEKOTOPbI-
MU UCKIIOYEeHUsIMU. Hanpumep, npeanonaraeMoe BO34EWCTBME HA YenoBeKa MOXKET NPUMBOAUTL K Heobxoam-
MOCTU uccneaoBaHna 6onee BbICOKOrO YPOBHSA A03bl. B npeaBapuTenbHbIX MCCNEAOBaHUAX NO BbIOOPY A03,
a TaKke B xoge ApYyrux 9KCnepuMEHTanbHbIX UCCNEA0BaHUI ONpeaensiioT caMmyio BbICOKYIO A03y, KOoTopas
Oyaet ucnonb3oBaHa U KoTopasa obnagaer MMHUManbHbIM TOKCUYECKMM BO3AEWCTBMEM HA OPraHU3M MaTepu.
Ecnu uccnegyemoe BewecTBO 0KasbiBaeT TOKCUMYECKOE AENCTBUE HA MPOLECC pa3sBUTMS MPM CTAH4ApPTHOM
nccnefoBaHMM TOKCMYHOCTU HA NPOLIECC Pa3BUTUA UM B NpeaBapUTENibHOM UCCNeA0BaHUW, MaKCUMAarbHbIV
YPOBEHb A03bl A0MKEH ObITb MaKCUMAanbHOW A0301, KOoTopasi HE ByaeT OKa3biBaTb YPE3IMEPHON TOKCUUHOCTU
Ha NOTOMCTBO (BHYTPUYTPOBHaA nnu HeoHaTanbHas CMepTHOCTbL), U JOCTAaTOYHON ANA NpeaoTBpaLleHus pas-
BUTUSA 3HAYUTENBHO BbIPAXKEHHON HENPOTOKCUYHOCTU. Camblii HU3KUIA YPOBEHb 403bl HE AOMMKEH BbI3bIBATh
HMKAKOro ToKcu4eckoro adpdpekta y marepn mnm Ha ambpuodetanbHOEe pasBUTME, BKIOYAs HEMPOTOKCUY-
HOCTb. YObIBaIOWAs NOCNEA0BATENbHOCTb YPOBHEN 403 A0IKHA ObiTh BbibpaHa Takum 0bpasoM, 4ytobel npo-
AEMOHCTPUpOBaThL Nobble NPOABNEHUA 3aBUCUMOCTHN «A03a — OTBET», HE BbI3bIBAIOLLEN HEONAronpuaTHbIE
sosgencreusa (NOAEL), unu aosol, 6nuskue K npeaeny obHapyXeHusl, KOTOpble MO3BONUNKU Obl onpeaenvuTb
OPUEHTUPOBOYHYIO A03Yy. [IBYX-, YETbIPEXKPATHbIE MHTEPBAanbl 0OLIMHO ABAAIOTCA ONTUMArbHbIMKU ANS yCTa-
HOBIIEHUSI CHWKEHUSI YPOBHSA A03bl, U A0OaBNEHWE YETBEPTOMN J030BOI IPYNMbl NPEANoYTUTENBHEE, YEM UC-
nonb3oBaHMe o4eHb 60NbLUMX UHTEPBANOB (Hanpumep, 6onee yem B 10 pas) Mexay Ao3aMu.

5.3.2 YpoBHM 403 BbIOMPAIOT C YUETOM BCEX MMEIOLUMXCS AAaHHbLIX O TOKCUYHOCTH, a TaKKe AONONHU-
TenbHoW uHdOpMaUMn 0 MeTabonusMe U TOKCUMKOKMHETUKE MCCREeAyeMOoro BELLeCTBa U POACTBEHHBLIX Be-
wecrs. 3T1a MHMOPMALUA TaKkke MOXET NoMoYb B 000CHOBaHUM BbIDOpa aE€KBATHOIO PEXMMA BBEAEHUN
no3. BeegeHue Bellecrsa AeTeHbILLIAM CneayeT NPOBOAUTL C YYETOM BO3JENCTBUA U (hapMaKOKMHETUYECKON
nHdpopmMauum [28], [29]. Mepen npoBeaeHMEM IKCNEPUMEHTOB MO HEMNOCPEACTBEHHOMY BBEAEHUIO BELLIECTBA
Heo6X0AMMO NPOBECTYU TLLATENbHbIA aHAnM3 NPeUMyLLECTB U HEIOCTATKOB 3TOro Metoaa [30).

4
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5.3.3 MapannensHO ¢ NOAONbLITHOM rpynnoi AomkHa ObITb KOHTPOMNbHASA FPyNNa, nonydauwas nnauebo
UNu pacTBOpUTENb, ECNIK PACTBOPUTESNb UCMONbL3YIOT NPU BBEAEHUU UCCeayeMOro BeLecTea. Miccnegyemoe
BELLECTBO UMW PaCTBOPUTENb BBOASAT BCEM XXUBOTHLIM B OAMHAKOBOM 0ObeMe B pacyeTe Ha Maccy Tena. Ecnu
Ans obneryeHvs BBeAEHNUs 403 UCMOSb3YIOT paCTBOPUTENb UK A pyroe BCOMOraTenbHOe BELIECTBO, CrneayeT
YUYUTBIBATb XapakTe pUCTUKM NPUMEHSIEMbIX BELUECTB: BO3aecTeue Ha abcopbuuio, pacnpeaenenme, metabo-
NM3M UMK YAepXKUBaHUE uccreayemMoro BeLlecTBa; BO3AeMCTBME HA XMMUYECKUEe CBOWCTBA UCCNENYeMOro Be-
LLeCTBA, KOTOPbIE MOTYT UBMEHUTbL €ro TOKCUYECKME CBOWCTBA; BNUAHME HA NOTpebneHune UM Ui BoAbl Unn
Ha NULLEBOI CTATYC XXUBOTHbIX. PACTBOPUTENDL HE AOMKEH 0KA3blBaTh BO3AEMCTBUIM, KOTOPbIE MOTYT NOBMUSATH
Ha WHTEpnpeTaumnio pe3ynsTatoB UCCNEA0BAHNSA, HE JOIDKEH 00nagaTe HeliponoBeaeHYeCKON TOKCUMHOCTbLIO
1 BNUATL HA PENPOAYKTUBHYIO (PYHKLIMIO W pa3BuTue. [nA HOBbIX BCMOMOraTenbHbIX BELLECTB B JOMNOINHEHUE
K KOHTPONLHONW rpynne, nonyvarowien nnauedbo unum pactBopuTesb, AOMKHA ObITb BKMIOYEHA KOHTPONbHAS
rpynna ans BCNOMOraTtenbHoro Bewecrsa. ObpalleHne ¢ XXMBOTHbIMU B KOHTPOSMbHON(bIX) rpynne(ax) u noao-
NbITHBIX FPYNNax AOIMKHO ObITb OAUHAKOBBLIM.

5.4 BBepeHue no3

5.4.1 Nccnegyemoe BeLECTBO UMK pacTBOpPUTENDL BBOAAT CNOCOGOM Hanbornee BeposiTHOTO NOTEHLU-
ansLHOro BO3AEMCTBMA HA YenoBeKa U Ha OCHOBE umMeloLencs nHpopmaummn 0 Metabonuame u pacnpegene-
HUM B OPraHM3Me MOAOMbLITHBIX XMBOTHLIX. OBGLIMHO MCMONBL3YIOT OparnbHbIM CNoco6 BBeAeHUst (HanpUMep,
yepes XenyaouHbIM 30HA UMK C MULLENA, UMK C NUTLEBOW BOAOW), TaKkke MOryT OblTb UCMONb30BaHbLI Apyrue
cnocoObl BBEAEHUA (HanpuMep, KOXHbLIA UNN UHFANALUMOHHLIN) B 3aBUCMMOCTU OT XapakTepuCTUK U npeano-
naraemMbiX UNuM M3BECTHLIX MyTEW BO3AEUCTBUA Ha YenoBeka (noapobHble ykazaHus npuBeaeHbl B [8]). Bbl-
6GpaHHbIV cNOCO6 BBEAESHUA A0IKEH ObITb OKYMEHTanbLHO 060CHOBAH. MiccneayeMoe BeLLECTBO BBOASAT eXe-
AHEBHO NPUMEPHO B OQHO U TO Xe BpPeMsi.

5.4.2 103y ka>xaoMy XXMBOTHOMY BBOAAT HA OCHOBE PE3ynsTaTtoB OnNpeaeneHus UHAMBUAYaNbHOW Mac-
cbl Tena. OpgHako cneayet cobnioaaTb OCTOPOXXHOCTL NPU KOPPEKTUPOBKE 403 B TEYEHUE NOCNEAHEN TpeTu
6epemMeHHOCTU. ECnn y NOAONBLITHBIX CaMOK OTMEYEHO NPEBLILLEHUE TOKCUYHOCTHU, 3TU XUBOTHbIE AOIKHbI
ObITb YMEPLUBNEHbI T'YMaHHbLIM CMOCOGOM.

5.4.3 Vccnegyemoe BELLECTBO UM pacTBOpUTENb BBOAAT GepeMeHHbIM CamMmKkaM HE MEHEE 0AHOTO pasa
B A€Hb C MOMeHTa uMnnanTaumm (GD 6) u Ha npotskeHum naktauum (PND 21) ana Bo3aeicreust uccneay-
eMOro BELLECTBa BO BPEMS Npe- U NOCTHAaTanbLHOr0 Pa3BUTUSI HEPBHOW CUCTEMBI AeTeHbilei. Bo3pacrt, npu
KOTOPOM Ha4yMHaEeTCAa BBeAEHME [03, a TalkKe NpoAO0SNKUTENbHOCTb U YacTtoTa BBeA€HUA MOTIyT ObITb CKOp-
PEKTUPOBAaHbI HA OCHOBAHUW AAHHbIX, CBUAETENbLCTBYIOLLMX O TOM, YTO CyLLecTByeT 6onee peneBaHTHasA cxe-
Ma uccnenoBaHus, UMUTUPYIOLLLAA BO3AEWCTBUE Ha Yyenoseka. [pu ncnonb3oBaHun Apyrux BUAOB XKUBOTHbLIX
ANUTENBHOCTL BBEAEHWS BELLECTBA HEOOXOAMMO CKOPPEKTUPOBaThL ANns obecneyeHus HabniogeHuss Hempo-
TOKCMYHOCTM B paHHWE Nepuoabl pa3sutua Mosra (T. €. COOTBETCTBYIOLUME NpeHaTanbHOMY U paHHEMY MOCT-
HaTanbHOMY pasBUTUIO MO3ra yenoseka). MoXHO HauyMHaTb BBEAEHME BeLlecTBa ¢ Hayana 6epeMeHHOCTU
(GD 0), ogHako HeobxoaAMMO 06paTUTL BHUMAHUE Ha NOTEHLMANbHYIO BO3MOXHOCTb MCCNEAQYEMOTO BELLIECTBA
BbI3BaTb MOTEPIO NI0AA Ha NpeauMniaHTauMoHHoON ctaguun. BeegeHune sewecrtsa, HaumHas ¢ GD 6, nosso-
nset n3bexarb NogobHOro pucka, 0agHaKko He OyayT pacCMOTPeHbl ctagum passutusa mexay GD 0 u GD 6.
Ecnn nabopatopus npuobpena XMBOTHbIX, Y>Ke MOABEPTLUNXCA CMapUMBaHMIO, HAYaTh BBEAEHUE BELLECTBA B
GD 0 cTaHOBMTCA HEBO3MOXHBIM, MOITOMY B TAKOM Crly4ae ontuMarnbHbiM CPOKOM Hauarna BBeAeHUs1 uccre-
AyeMoro BeLuecTBa sBnseTca cpok GD 6. YuutbiBas uddopmauuio 06 achdektax uccnelyeMoro BeLLIeCTBa,
NONYYEHHbIX B NPEALUECTBYIOLLMX IKCNEPUMEHTAX U HA OCHOBAHWUU MaTEPUarNbHO-TEXHUYECKUX BO3MOXKHO-
cTeli naboparopumn, yCTaHaBNMBAKOT PEXUM BBEAEHUA 403 C YBENIMYEHUEM CPOKA BBEAEHUSI B MOCNEOTbEM-
HbIii nepuog. B AeHb pOAOB XMBOTHLIM UCCIEAYEMOE BELLECTBO He BBOAAT. MNpeanonaraior, YTo BO3AEnUCTBUE
MCCReayeMoro BeLecTBa Ha MOTOMCTBO OyAeT NpoMCXoaMTb Yepe3 MaTepUHCKOE MOJIOKO, OAHAKO NpM OT-
CYTCTBMUM A0KA3aTENbCTB NOCTOSAHHOW OnM30CTM C NOTOMCTBOM BO3MOXHO HENOCPEACTBEHHOE BBEAEHUE Be-
LecTBa geTeHbiwam. JlokasaTensCrBOM NPOAOIHKAIOLWEroca BO3AENCTBUA ABNAIOTCA (hapMakokMHeTuyeckas
nHdopmaLms, AaHHbIE O TOKCUKONOrnyeckmx adpdpekrax y noTomcTea unu nsmeHeHus B buomapkepax [28].

6 Pe3ynbrarbl HabnroaeHuin

6.1 HaGniogeHuna 3a caMkamMm

6.1.1 3a cocTosHMEM 340pOBbA BCEX CAMOK NPOBOAAT TLUATENbHOE HabnoAeHUe He pexe 04HOro pasa
B A€Hb, BKNo4yas 3ab0neBaemMocCTb U CMEpPTHOCTb.
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6.1.2 Bo Bpemsi BBEAEHUSI UCCNeayeMOoro BELLECTBA M HabnoaeHus creaqyet NnepuoaMyeck NPoBOAUTL
6onee nogpobHble KNMHWUYECKUe HabniogeHus (He MeHee ABYX pa3s B TedyeHne 6epeMeHHOCTM U ABa pasa BO
BPEeMS nakrauuu), Ha OAUH YPOBEHb A03bl UCNOMbL3YIOT HE MEHee aecAatn camok. CneuuansHO 00y4EHHBIN
TEXHWYECKUI1 NepcoHarn, KOTOPbIi He 3HAET O BBEAEHWM BELUECTBA >KUBOTHbIM, OCMaTPUBAET UX BHE KNETOK.
Mpu 9TOM MCNONbL3YIOT CTaH4apPTHbIE NpoLeaypsbl, o6ecneynsatoLume ceBeaeHne K MUHUMYMY CTPecca Y MBOT-
HbIX M UCKMIOYEHME CUCTEMATUYECKON OLUMBKM HabnogaTenen, a Takke No3BONSOLME MAaKCUManbHO NOBbI-
CUTb HaOEXHOCTb 3aKMYeHU pasHbIX uccnegoearenei. XXenateneHo, 4ToObl B paMKax O4HOTO uccrneaosa-
HWA HabnoaeHWA NPOBOAWN OAMH M TOT e CneLmanucr.

6.1.3 JomkHO ObITb 3ahMKCUPOBAHO HanMune HabnogaeMblX CUMNTOMOB. Takke JOMKHA ObiTb 3ape-
rMCTPUpPOBaHa CTEMEeHb NPOABEHUA Habnogaembix aPAEKTOB, €CnM 9TO BO3MOXHO. KnuHuyeckue Habnto-
AEHUs BKIIOYAIOT (HO HE OrpaHNYMBalOTCA) HAbMIOAEHNA 3a: U3MEHEHUSIMU KOXM (HapY>XHbIX NOKPOBOB Tena),
LIepcTH, rnas, Cnn3ncTbix 06omnoYek, NOABNEHNEM BbIAENEHUI U BEreTaTMBHOW aKTUBHOCTU (Hanpumep, cne-
30TeYeHue, NMNOIPEeKUmsA, pasmep 3padka, HeOObIYHbIN CNOCO0 AbIXaHWA U/MNK AblXaHWe Yepesd poT, a TaKkke
nobble CUMNTOMbI HaPYLLEHUA MOYEUCNYCKaHUA Uin gedexkauun).

6.1.4 Pernctpupytot ntobbie HeobblYHbIE PeakLuu B U3SMEHEHMUN NMONOXEHUS TeNa: YypoBEHb akKTUBHOCTHU
(Hanpumep, CyXeHuWe Unu paclMpeHue CTaHAAapTHOro apeana obuTaHus), KOOPAUHALMIO ABWXEHWUIA. Peru-
CTPUPYIOT M3MEHEHUA NOXOAKK (Hanpumep, NepeBanuBaloLLascs, HapyLLeHne KOOpAUHaLUKU ABUXKEHNS), MO3bI
(Hanpumep, cropbneHHoCTb), HECTabUNBbHOCTL peakuuii BO Bpems 00palleHust C XXMBOTHbIMU (yxo4, pasme-
LeHWe U T. A4.), peakuun Ha daKkTopbl OKPYXAIOLEN CPeabl, a TAKKE HaNU4Yue KINOHMYECKUX UM TOHMYECKNX
MbILLIEYHBIX CYA0POr (HENPOU3BOSIbHbIE MbILLEYHbIE COKpPALLEHMS), CNa3MOB, APOXaHuUs, CTepeoTUnun — He-
OCO3HaHHOro MOBTOPEHUS ABWXEHUIA (HANPUMEP, YPE3MEPHLIN PYMUHT, HEOObIYHbLIE ABUXEHMUA FONOBOW, NO-
BTOPSIIOLUMECA KPYrOBblE ABMXEHUS), HEOOLIYHOrO NOBEAEHMS (Hanpumep, KycaHue Unm Ype3mMepHoe nusa-
HWe, HaHeceHue cebe yBeuui, BOKanusaums, ABWXEHWE 3a40M Hanepea) UNn arpeccuu.

6.1.5 Peructpupytor gaty nosiBfieHMs NPU3HaKOB TOKCUYHOCTU, BPEMSI CYTOK, CTENEHb NPOSBREHUA U
NpOAOMKUTENbHOCTD.

6.1.6 XXMBOTHbIX B3BELLMBAIOT BO BPEMS BBEAEHUSA J03 HE PEXE OAHOTO pa3a B HEAEMIO B TEYEHUE BCErO
NCCrnefoBaHus, B AeHb U HakaHyHe poaos U B PND 21 (oTbem aeTeHbilwen). MNpy BBeaeHUNn 103 Yepes xe-
NyAoYHbIA 30HA CaMOK B3BELLMBAIOT HE MEeHee ABYX pa3 B Hegenio. Mpu HeoBX0AMMOCTH [03bl KOPPEKTUPYIOT
NPV Kaxaom onpeaeneHnn Maccel tTena. NorpebnexHme nuwm Bo BpeMsi 6epeMeHHOCTU U NakTaumm u3mepsior
He MeHee ogHOro pasa B Hegenio. Mpu BBEAEHUU BELLECTBA YE€PE3 NUTLEBYIO BOAY U3MEPAIOT NOTpebneHue
BOAbl HE MEHEe OAHOro pasa B Heaernto.

6.2 HabnroaeHus 3a nOTOMCTBOM

6.2.1 [ns BbIABNEHUSA NPU3HAKOB TOKCUYHOCTH, 3a60neBaemMoCT U CMEPTHOCTU BCE NOTOMCTBO 06cCre-
AYIOT HE MEeHee OAHOr0 pasa B A€Hb.

6.2.2 Bo Bpems BBeAeHuA BelIeCTBa U B Nepuoabl HabnogeHUs NpoBOAAT NOAPOOHbIE KNMHMYECKUe
HabnaeHUs 3a NOTOMCTBOM. 32 NOTOMCTBOM (He MEHee OAHOTO JIETEHbBILLA OAHOTO MOMa U3 NOMETa) AOIMKHO
ObITb YCTAHOBNEHO HAOMNIOAEHME C UCMONb3OBAHMEM CTaHAAPTHLIX Npoueayp crneuuanbHO 0byyeHHbIM nep-
COHanoM, KOTOPbI HE 3HAET O BBEAEHUW BELLECTBA XXUBOTHBIM, ANSi CBEAEHUA K MUHUMYMY CUCTEMATUYECKON
OLWMOKM U NOBLILLEHUSI COTMACOBAHHOCTU 3aKNIOHEHUI pa3sHbIX uccnegosareneil. Mo Bo3MoXHocTu Habnioae-
HWUA AOIMKEH NPOBOAWUTbL OAMH M TOT Xe cneunanuct. Ha ctaguu pasButusl NOTOMCTBA AOIMKHO ObITh OpraHu-
30BaHO HabnoaeHne U OKYMEHTUPOBAHUE KaK MUHUMYM KOHEYHBIX KPUTEPUEB OLIEHKM (KOHEYHBIX TOMEK), B
3aBMCUMOCTU OT KOHKPETHbIX Crlyyaes, npuseaeHHbixX B 6.1.3, 6.1.4.

6.2.3 3anucbiBaloT A4aTy NPOsIBNEHMA NPU3HAKOB TOKCUMHOCTU Y NOTOMCTBA, BPEMS! CYTOK, CTENEHb NPO-
AABMEHNA N NPOAOIHKMTENBHOCTb.

6.3 Mokasatenu pn3nyeckoro pasBuTuaA

6.3.1 NameHeHus Ha OCHOBHbLIX 3Tanax pa3BuTUS 40 OTbeMa (HanpuMep pasBepTbiBaHUE YLLIHOW pPako-
BUHbI, OTKPbITUE [Ma3, NOSBMNEHUE Pe3LoB) B 3HAYUTENBLHOW CTENEHN 3aBUCAT OT Maccel Tena [30], [31]. Macca
Tena MoXeT ObiTb MyyllMM nokasatenem cusnveckoro passutus. MosToMy aHanu3 nokasatenei pasBUTUs
pPEKOMEHAYETCA NPOBOAUTL TOMLKO NPU HANUYUW AOKA3aTeNbLCTB TOr0, YTO 3TWU MOKasaTenu AaayT AONONHU-
TEeNbHYI0 MHopmaumio. CPOoKM OLIEHKM 3TUX NApaMeTpPoB NpuUBEAEHbI B Tabnuue 2. B 3aBUCMMOCTHU OT npea-
nonaraemMoro BO3J1eiCTBUA U PE3ynbTaToB HavanbHbIX U3MEPEHUI MOXET ObiTb LenecoobpasHbiM 06aBUTL
AONONHUTENBHBIE BPEMEHHbIE TOYKU UMW BLINOMHATL U3MEPEHUS HA APYrUX STanax pasBuTus.
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Ta6nuia 2 — CpoKX OLEHKU PU3NYECKUX MoKasaTeneil U OCHOBHBIX 3TaMOB PasBUTUS, a Takke (YHKUMOHaNbHbIX/
MOBEEHYECKUX KOHEUYHBIX Touek?)

BoapacTHol nepuog,

KoHeuHas Touka nyGepTaTHbIi

b 7 D)
nepej oTbeMoM ) (I'IOJ'IOBOG CO3peBaHl/|e)b) MOJ1040M B3POCIbIN

[MokasaTenu uanyeckoro paseuTus

Macca Tena u KnuHuveckoe HabrnogeHue ExeHepenbHo®) He mMeHee 1 pa3sa He meHee 1 pasa
B AiBe Hegenu B [IBe Hedenu
Macca Mosra PND 229 MpekpalleHune
nuccrneaoBaHus
HeitponaTtonorus PND 229 MpekpalleHne
nuccreaoBaHus
MonoBoe pasButne — Mpu HeoBxoaUMOCTU —
Jpyrve Toukn oHToreHesa®) Mpwu — —
HeobXxoAMMOCTHU

OyHKUMOHanNbHbIe/NoBeAeHYECKNE KOHEYHbIE TOYKN

[NoBeileHYeCKNin OHTOreHes He MeHee aByx — —
N3MepeHuin
[BuratenbHasa akTMBHOCTbL (BKNoYasa npuood- 1—3 pasa? — 1 pa3
peTeHne HaBbIKOB)
MoTopHbI€ U CEHCOPHbIE dOYHKLMU — 1 pas 1 pa3
OB6y4eHune 1 3anoMuHaHue — 1 pa3 1 pas

2) B HacTosLLyt TabnuLY BKIKOYEHO MUHUMANLHOE KOMMYECTBO HeoBXoaNMbIX UCCrefoBaHuii. B 3aBucuMocTy
OT oXunaaembIx 3 HEeKTOB 1 pe3ynsTaToB HaYanbHbIX UBMEPEHUA MOXHO L06aBUTE 4OMONHUTENBHBLIE BPEMEHHbIE TOY-
K1 (Hanpumep, AN B3POCIbIX XUBOTHLIX) UMW AN BbIMOMHEHWSA UCCIEL0BaHWi Ha ApyrMX CTagusix pa3BUTUS.

b) He pekomeHayeTca noaBepraTh UCMLITAHNIO AETeHbILLEH B Te4eHWe ABYX AHel nocre oTbeMa (cM. 6.3.2). Pe-
KOMeHAyeMbIM BO3pacToM AN uccrnefoBaHuii B nyGepTaTHOM nepuoge no nokasatento « ObydeHue U 3anOMUHaAHNE»
asnsetca PND 25 + 2; no nokasarento «MoTopHble N ceHcopHble dyHKUMU» — PND 25 + 2. PekomeHgyeMblit Bo3pacT
ANA uccnepoBaHnsa ocobell B MOOL0M B3pocrioM BodpacTe cocTaenseT PND 60—70.

©) Maccy Tena feTeHblleil ONpefensioT He MeHee ABYX pa3 B Heaento nepes BBefeHMEM 103, Mpu GbICTPOM
yBernu4eHnn Macchl Tena npoBoAAT KOPPEKTUPOBKY A03bl.

9 Mpn HeoBXoAMMOCTM Maccy Mosra U HeBpomaTornoruio (cM. 6.8.2) oLieHUBaIOT Ha Goree paHHUX sTanax (Ha-
npumep, PND 11).

€) Mpn HeobXxo[MMOCTN B AONOSHEHNE K Macce Tena creayeT perncTpupoBaTh Apyrue aTansl pasBuTus (Hanpu-
Mep, OTKpbITWe rmas) (cM. 6.3.1).

Hcwm. 6.5,

6.3.2 Mpu oueHKe Pr3NYecKoro pasBUTUSA XXenaTenbHO UCMONb30BaTh NOCTKOMTANbHLIN NEPUO] BMECTO
nocTtHaTanbHoro nepuoga [33]. Ecnu geteHbiwum npoxoasaT obcrnegoBaHue B JeHb OThbEMA, PEKOMEHAYETCS
nNpoBoAMTL 3TO obcrnefoBaHue A0 haKTUYECKOro OTbema, YTOBbl u3bexarb 3aTpyAHALWMX UHTEPNPETALIUIO
3P eKTOB, CBA3AHHLIX CO CTPECCOM B nepuoj oTbema. KpoMe Toro, B Te4eHue AByX AHEN nocre oTbema
obcneaoBaHue AeTeHbILel HeE NPOBOAST.

6.3.3 XuBbIx AeTeHbILWEH NePECUUTLIBAIOT U ONPEAENSIOT UX NOMN BU3yarbHbIM OCMOTPOM UMK U3Mepe-
HUEM aHarbHO-TeHUTENbHOro paccToAHUsA [34]—[35]. Kaxxgoro geTeHsbilla B NOMeTe B3BELUMBAOT UHAMBUIY-
anbHO B MOMEHT POXAEHUA UM BCKOPE nocne aroro. 3ateM B3BELUMBAIOT BO BPEMSI IPYAHOIO BCKapMITMBAHUS
He MeHee 04HOro pasa B HeJento 1 Nnocrne oTbeMa — He MEeHee O4HOro pasa B ABe Heaenu. [nsa OueHKu no-
NOBOr0 CO3PEBAHMSA B KAXAO0M NOMETE BbIOUPAIOT HE MEHEE OAHOrO caMua U 0A4HOIN caMku. Mpu 3TOM 3anucbl-
BaOT BO3PACT U BEC KaXXO0ro XXMBOTHOIO HA MOMEHT pacKpbITUA BaruHel y camku [36] n otaeneHnsa cnnm3ncron
000Mno4KKN Npenyums OT OCHOBAHUS NOMIOBOIO YneHa.
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6.4 MoBeageHYECKUN OHTOreHes

[nsi nccneaosaHus oHToreHesa BblIOpaHHbLIX BUAOB NOBEAEHYECKUX peakUmMii UCNONb3YIOT HE MEHEE YEM
NMo OJHOMY [AETEHbILUY KaXaoro nona u3 Kaaoro NoMeTa COOTBETCTBYIOLLENO BO3pacTa, Npu4eM OAHUX U Tex
e AeTeHbILLe UCNOoNb3YIOT BO BCE AHM UCMbITAHMIA ANA OLEHKN BbIOpPaHHLIX NOBEAEHYECKUX peakuuin. OHu
MccneaoBaHns pacnpeaensiot paBHOMEPHO B TEYEHWE 3TOr0 nepuoaa AnA onpeaeneHnss HOPManbHOTO UMK
CBSI3aHHOTO C BBEAEHMEM 103 USMEHEHUS B OHTOreHe3e noBeaeHYeCcKux xapakrepuctuk [38]. Huxe npuseae-
Hbl MPUMEPbLI UCCNEA0BAHUI, MO KOTOPbIM MOXET ObITb OLEHEH OHTOTEHE3 HEKOTOPbIX NOBEAEHUYECKUX peak-
LM, HanpUMep YCTAHOBOYHbIN pednekc, oTpuLiaTenbHbIi Fe0TakCcUC U ABUraTenbHas akTMBHOCTL [38]—[40].

6.5 [BuratenbHan aKTUBHOCTb

[suraTenbHyl0 aKTUBHOCTb J€TEHbILLEN KOHTPONUPYIOT B NEPUOAbI 0 OTbEMA U HA MOJNOAbIX B3POCHbIX
XKUBOTHbIX [41]—[45]. PekomeHgauum no NpoBEAEHMIO UCCNEAOBaHUI B NEPUO OTbeMAa NpuBEAEHbI B 6.3.2.
CeaHc nccnenoBaHns AOMMKeH ObITb JOCTAaTOMHO MPOAOIKUTENbHLIM, YTOObI NPOAEMOHCTPMPOBaTh ajanTa-
LIMIO XKMBOTHBIX KOHTPOMBHOM rPynnbl K UCMbITAHMIO. [1NS OLEHKN NOBEAEHYECKOTrO OHTOreHe3a HACTOATENbLHO
peKkoMeHayeTca nccneaosaHue ABUrateNnibHOW akTMBHOCTU. MNpu ero ucnonb3oBaHUM B paMkax noBeeHYe-
CKOro OHTOreHesa AN MccnesoBaHUs UCMONb3YIOT OAHUX M TEX XK€ XXMBOTHBIX ANA BCEX CEAaHCOB MCCneno-
BaHUA nepen ortbemom. MccnegoBaHue AOMMKHO MPOXOAUTL AOCTATOYHO 4acTo, YTOObl OLIEHUTbL OHTOreHes3
agantauuu K sKCrepuMeHTanbHbIM ycnosusim [44]. 3T1o moxeT notpeboearb Tpex unu bonee nepuoaoB uc-
cnepoBaHWA A0 OThbeMma, BKMovasa AeHb oTbema (Hanpumep, PND 13, 17, 21). UccnepgoBanue Take cneayet
OCYLLECTBIATL HA TEX XEe >XMBOTHLIX UITM U3 TOTO XKE NMOMETa U BO B3POCIIOM BO3pacTe, 6nn3Ko K 3aBepLUEHUIO
uccrnegosanua (Hanpumep, PND 60—70). Npy HeoGX0AMMOCTU HAa3HAYalOT AONOMHUTENBHBLIE AHU UCCNE0-
BaHuA. [lBuratenbHyto akTMBHOCTb CReAyeT KOHTPONIMPOBaTb YCTPOWCTBOM aBTOMaTU4eCKON PErncrpaumm ak-
TMBHOCTM, KOTOPOE JOIMKHO ObecneunBaTb OOHApPYXXEHME KaK yBENUYEHURA, TaK U YMEHbLUEHUA aKTUBHOCTU
(T. e. bazoBas aKTMBHOCTb, U3MEPEHHAsA YCTPONCTBOM, HE AOSMKHA OblTb HACTONbKO HU3KOM, YTOOLI AenaTb
HEBO3MOKHbIM OOHapPYXEeHUEe €€ CHUXEHWUA, N HEe HACTOSbKO BbICOKOM, YTOObI Aenatb HEBO3MOXHbLIM OBOHa-
PY>X€HWUEe MOBbILLEHUA aKTUBHOCTK). [Ana obGecneveHns HapexxHocTu paboTbl HA NPOTSXKEHUU BCEro Cpoka Uc-
crnefoBaHUA Kaxoe yCTPOMCTBO MPOBEPSAIOT C MOMOLLIbIO CTAHAAPTHLIX Npoueayp.

Hna oueHku dsueamensHOl akmusHocmu donyckaemces Ucnob308ambs CUCMEMbI @8MOMamuU4ecKo20
pacnoarnasaHus nogedeH4YecKux peakyuli KpbIC U Mbituel U peeucmpayuu rnapamempos ux 0euxeHus, Harpu-
mep «omkpbimoe none» « LABORAS» (Metris, Hudepnar0Obi) u «Open field» (TSE, lepmanus) unu ycmaHos-
KU muna spauwjarouwezo cmepxHs «Rotarod» (Ugo Basile, Umanus).

YXWBOTHbIE M3 MOAOMbITHLIX rPYNN c6anaHCMpPOBAHHO pacnpesensaioTca Mexay STUMKM YCTPOMCTBAMMU.
Kaxkgoe »1BOTHOE uccneayroT nHaneugyansHo. Bpems nccnegosaHus NOAONbITHLIX XKMBOTHbIX AOMKHO ObITb
pacnpeneneHo Takum obpasom, 4ToObl n3bexarb CMELUeHUA LMPKaaHbIX PUTMOB akTUBHOCTU. Heobxoanmo
CBECTU K MUHUMYMY U3MEHEHUE YCINOBUIA UCNbITAHWMI U 3aBUCUMOCTb OT BBEAEHMA UCCNEeAyeMOro BeLlecTsa.
Ha MHorue nosegeH4Yeckue peakuuu, BKIOYas ABUraTemNbHY akTUBHOCTb, MOTYT OKa3bliBaTb BNUSHUE YypO-
BEHb 3BYKa, pasMmep 1 hopma UCNbITaTENbHOW KNETKU, Temneparypa, OTHOCUTENbHAsA BNAXHOCTb, OCBELLEH-
HOCTb, 3anaxu, UCMONMb30BaHUE MPUBbLIYHOW UIM HOBOW UCMNLITATENBLHOM KMETKU M OTBreKarowme pakTopsbl
OKpY>KatoLLen cpeabl.

6.6 MoTOpHbIe u ceHCOpHble (PyHKLUN

MoTOopHbIE U CEHCOPHbIE (DYHKLUMM TLLATENbHO aHanu3upylT HE MEeHee OAHOro pasa B nybepraTHOM
BO3pacTe WM OAMH pa3 — B MONOAOM B3pocnom Bo3pacte (Hanpumep, PND 60—70). OTHOCUTENbLHO npoBe-
[leHns uccnefoBaHus B nepuoa orbema — oM. 6.3.2. [JomxHO ObITb BbINOMHEHO AOCTATOYHOE KONUYECTBO
ucnbITaHuii Ans o6ecnevyeHns aaekBaTHON KONMYEeCTBEHHON BbIBOPKU CEHCOPHBIX BUAOB YYBCTBUTENbHOCTU
(Hanpumep, cOMaTOCEHCOPHbIX, BECTUOYNAPHBLIX) U MOTOPHBLIX PYHKUMIA (HAanpumep, CUmMbl, KOOpAUHALUHK).
MpumMepaMm UCNLITAHWIA MOTOPHBLIX U CEHCOPHBIX hYHKLWI ABNAIOTCA: OTBETHASA peakuus pasrnbarens [46],
pednekc nepesopaunBanun [47], [48], npuBbikaHue k cnyxosomy ucnyry [40], [49]—[54] v BbI3BaHHbIE NOTEH-
umansl [55].

6.7 WcnbiTaHua Ha oGyyeHne n namMaTb

McnbiTaHna Ha accoumatuBHoe obyveHne u naMaTb NPOBOAAT nocrne otbema (Hanpumep, PND 25 + 2)
u B monogom soapacte (PND 60 u crapwe). PekomeHgauumu no npoBeaeHuto UCNbITaHWin B Nepuos oTbema
npusegeHbl B 6.3.2. Ha aTux AByX CTaansax pa3BuTus NPOBOAAT OAHM U TE Xe UK OTAESNbHbIE UCNbITaHus. Jo-
MycKaeTcsi HEKOTopasi BAPUaTUBHOCTL Bblibopa UcnbiTaHWi Ha 00yYeHne u CnoCOBHOCTb 3aNnOMUHATL Y OTbe-

8



FOCT 34559—2019

MbILLER U B3POCHbIX KPbIC. OAHAKO UCMbITAHUS AOMKHbI NpeaycMaTpuBaTb COOTBETCTBUE ABYM KPUTEPUSAM.
Bo-nepBbix, 006y4eHue crnefyeTt OLeHUBaTb Kak AMHAMUKY B HEKOTOPLIX MOBTOPSIOLLMXCA UCTbITaHUAX (00y4a-
€MOCTb) NN CeaHcax, Unu B MCCNeaoBaHUAX, BKIIOYAIOLLMX OAHO UCTbITAHWE, CO CCbINIKON Ha YCNOBUS, KOTO-
pble KOHTPONUPYIOT HeaccoumaTuBHble 3dEKThI OMnbiTa 00yveHns. Bo BTOPbIX, MCNbITAHMA JOMKHbI BKITIOYaTb
HEKOTOPbIN KPUTEPUI NamMATKU (KPAaTKOCPOUYHAsA MMM AONrOCPOYHas) B AOMONHEHNE K NepBOHaYansHomy oby-
YeHuio (NPUOBPETEHMIO), HO 3Ta Mepa NaMATU HE MOXET ObITb JOKYMEHTUPOBAHA NPU OTCYTCTBUU KPUTEPUS
YCBOEHUS, MOJNTYHYEHHOTO U3 TAKOTO XK UCMbITaHUs. ECrin ucnoitaHus Ha obydeHune u cnocobHOCTb 3anoOMUHaTh
OEMOHCTPUPYIOT BAINSTHUE UCCNEAYEMOro BELLeCTBa, TO MOXHO UCMONb30BaTh AONOMHUTENbHbBIE UCNbITAHUS
ANSA UCKMIOYEeHUs ansTepHaTUBHbLIX MHTEpPNpPeTauuii, OCHOBAHHbIX HA U3MEHEHUSAX CEHCOPHOW, MOTMBALOH-
HOW W/unu aABuraTenbHOW CNOCOBHOCTel. B AONONHEHNe K ABYM BbILLEYKA3aHHbIM KPUTEPUSAM PEKOMEHAYET-
ca nobaBuTb UCMbITaHUEe Ha OOy4yeHWe U NaMsaTb HA OCHOBE NPOAEMOHCTPUPOBAHHOW YYBCTBUTENBHOCTU K
Knaccy uccnegyemoro coeauHeHuna (Mpu Hanuyum Takon nHdopmaymmn B nuteparype). lNpu oTCyTCTBUKN TaKoW
uHdOpMaLUM NPUMEPbI UCNLITAHUI, KOTOPbIE MOXHO BbINOMHUTL AN 06ecneYyeHns COOTBETCTBUS BbILLEYKa-
3aHHbIM KpUTEpUsIM, BKNIOYAOT: naccuBHoe usberanue [43], [56], [57], 3aaep>kky NPOCTPAaHCTBEHHON peak-
uMu anst B3pOCnon Kpbickl [58] n ansa kpbicat [59], BbipaboTky o6oHaTenbHOro pednekca [43], [60], BoaHbIN
nadupunt Moppuca [61]—[63], nabupuHTt Buns unu LinHumnuaty [64], [65], pagnanbHblii BOCBMUPYKaBHbIN
nabupuHt [66], T-o6pasHbii nabupuHT [43], a Takke npuobpeTeHne n COXpaHeHne HaBbIKOB NOBEAEHUS], KOH-
Tponupyemoro rpadukom [26], [67], [68]. lonoNHUTENbHBLIE UCNbITAHUA NPUBEAEHBI ANS OTbEMbILEN [26], [27]
1 B3pocCnbIX Kpbic [19], [20].

6.8 MaTonoroaHaToMu4yeckoe uccrieqoBaHue

6.8.1 CaMOK >XMBOTHbIX MOABEPralT 3BTaHa3un Nocrie oTbema NoToMcTBa.

6.8.2 HeiponaTonornyeckyto oueHKy NoTOMCTBa NMPOBOAAT C UCNOSIb30BAHMEM TKaHEN XXUBOTHbIX, Ty-
MaHHO ymepLuBneHHbix Ha PND 22 nnu Ha 6onee paHHeM atane mexay PND 11 n PND 22, a Takke npu 3a-
BEPLLEHMMN nccnegoBaHus. Y noToMmcTea, NoAgBeprHyToro asraHasum Ha PND 22, uccneaylor TkaHu mosra. Y
JKUBOTHBIX, NOABEPTHYTbIX 9BTAHA3UW MPU 3aBEPLUEHUM UCCNEeA0BAHUSA, OLIEHWBAIOT TKAHW LIeHTPansHON HepB-
Hon cuctembl (CNS) n nepudepudeckoin HepsHon cuctembl (PNS). XKMBOTHbIX, yMepLLBIeHHbIX Ha PND 22
unu B bonee paHHUe CPOKKU, (PUKCUPYIOT METOAOM NOTpyXxeHus unu nepdysun. 2KUBOTHbIX, NOABEPTLLUUXCA
9BTaHa3UM Ha CTaauu 3aBepLUEHUs uccneaoBaHus, UKCUMpPYIOT MeTogoM nepdyysuun. Bee npoueaypsl noaro-
TOBKM 006pa3sLOB TKAHEN XMBOTHbIX Nocne nepdy3nn, NPOBOAKN TKAHEN U OKPALLMBAHUA CNanaoB BbIMNOSHAKOT
TakuMm o0pasoM, 4ToObI Kaxaasa napTusa coaepxkana NnpeacTaBUTEeNbHYIO BbIOOPKY OT KaXKaoW A030BOIN rpynnbl.
[ononHutensHble ykasaHua nNo HelponaTtonorun npusegetsl 8 [9] n [103].

6.9 MoaroTroBka 0O6pasL OB TKaHEN

JOKYMEHTUPYIOT BCE BbIPAXEHHbIE MAaKpPOCKOMUYECKME W3MEHEHUs, OOHApY)XEHHbIE MPU BCKPbITUU.
OtobpaHHble 06pa3Lbl TKAHEN AOMKHbI NPEACTaBNATbL BCe OCHOBHblE 06NacTy HEPBHON cuctembl. OBpasubl
TKaHen GepyT OT BCEX OCHOBHbIX OTAENOB HEPBHON CUCTEMbI, COXPAHSIOT B COOTBETCTBYIOLLUEM DUKCUPYIO-
LemM pacteope u obpabaTbiBalOT B COOTBETCTBMM C OMYONUKOBAHHLIMKU CTAHAAPTHBIMU TMCTONOIMYECKUMU
npotokonamu [69]—[71], [103]. 3anuBka B napaduH anaerca npuemnemon ana tkaHen CNS n PNS, ogHako
npu NocTtdukcaLm BMECTE C IMOKCUAHONW 3aNMBKOW MOXET ObIThb LIenecoobpasHbiM MCNONb30BaHWE OCMUS,
ecrniu Tpebyetca Gonee BbICOKAsi CTENEHb paspelueHus (Hanpumep, Ana nepudepudeckux HepBOB, KOraa
npeanonaraerca nepudpepuydeckas HerponaTus, W/unu ana MopoMeTprUYecKoro aHanuaa nepugepuyeckmx
HepBoB). M03roByio TkaHb, OTOOPaHHYI0 ANst MOPGOMETPUYECKOTO aHann3a, (PUKCMpPyIOT B COOTBETCTBYIOLLIMX
cpefax Ans BCeX YPOBHEN 403 B OAHO U TO Xe BpeMs BO u3bexaHue aptred)akToB ycaaku, KOTOPbIE MOTYT ObITb
CBSA3aHbl C ANUTENbHbLIM XpaHEHWEM CPe30B B doukcatope [6].

6.10 HemponaTtonormyeckue nccnegoBaHusA

6.10.1 Llenammn ka4eCTBEHHOro NCcneaoBaHns SBNAKTCA:

- BbISIBNEHWE OTAEMNOB HEPBHOW CUCTEMbI, E€MOHCTPUPYIOLLIMX HEBPONATONOrMYECKUe HapyLLEeHUs;

- naeHTudunKaLms TMNOB HENPONATONOrMYECKUX HAPYLUEHUIA, BOSHUKLLMX B PE3ynbTaTe BO34EeNCTBUA UC-
cneayemoro BeLLecTBa;

- onpegeneHue agmanasoHa TAXeCTU HelponaTonorMyeckux HapyLUEeHUA.

Ona noaTBep)KaeHUA HenponaTonornyeckmx HapyLLIEHWIi NONyYeHHbIE TMCTONOIMYeCKUe cpesbl 06pas-
LIOB TKaHeW uccneayoT nos MUKPOCKOMOM KBaNM@UUMPOBaHHbIE CNELManMCTbl No nabopaTopHO ANarHoCcTu-
ke. Bcem HeBponaTonorMyeckMuM M3MEHEHUSAM NPUCBAUBAIOT CTENEHb TsHXKECTU. OKpalLuMBaHWEe reMaToKCUu-
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HOM W 303MHOM MOXET ObITb JOCTATOUHLIM ANSi OLIEHKU CPE30B FONIOBHOTO MO3Ta XXWUBOTHBIX, NOABEPrLUMXCA
asTaHasuu npu PND 22 unu panee. [ina ouenkn o6pasuos TkaHen CNS un PNS MBOTHbIX, NOABEPrHYTLIX
9BTaHasMu Ha 3aBepLUaloLIEM 3JTane UCCNeaoBaHWsl, PEKOMEHAYETCA OKpaluMBaHUEe MMUENUHa [Hanpumep,
MPOYHbIM CUHWUM JTHOKCONMOM/KPE3NNOBLIM (PUONETOBLIM U Cepebpom (oKkpalwmnBaHue no BunbLIoBCKOMY UK
BoaunaHy)]. B 3aBucuMocT OT NPOdPECCUOHASBHON OLIEHKM NaTonoroaHaroma U BMAOB HabnogaembiX Hell-
ponaTosnorMyecknx U3MEHeHun, ANa NASHTUPUKALUM N XapaKTEPUCTUKN KOHKPETHBLIX TUMOB U3MEHEHUI MO-
ryT ObITb NPUMEHEHBI OKPALUMBAHWSA APYIMX BULOB TKaHEN (Hanpumep, rmuanbHoro ouGpunnapHoro KUCnoro
6enka (GFAP) unu nektuHa Ansa OLEHKW U3MEHEHUI TUM U MUKPOTNUK [72], OKpaLlUMBaHWe hIIo0pPOXPOMOM
Ans obHapy>}eHns Hekpo3sa [73], [74] unu okpalumBaHue cepebpom, cneumcu4HOE Npu AereHepaumn HEPBHO
TKaHu [75]).

6.10.2 [omkHa ObITb BbiINONHEHa MopdpomeTpuyeckas (KonuuecTBeHHas)) OLEHKa. Pesynksrarsl, nony-
YEHHbIEe B X0A€ 3TOW OLIEHKW, MOMOratoT BbIIBUTb BO3AENCTBUS, CBA3AHHLIE C BBELEHWEM UCCMEnyeMOro Be-
LLEeCTBA, a TaKKe UHTEPNpeTMpoOBaTL pasnuuus B Macce unu mopdonorun mosra [76], [77]. O6pa3supl Heps-
HOW TKaHW OTOMPAIOT KU cneuuanbHO roTOBAT Ana MopdomeTpudeckoii oueHkn. MopgomeTpuyeckasn oLeHkKa
MOXXET BKIMIOYaTh, HaNpuMmep, NIMHEHHbIE UNK NNOLWaaHbIE U3MEPEHUST onpefeneHHbix obnacrein mosra [78].
MpoBeaeHne NMMHERHbLIX UK NOLLAAHLIX M3MEPEHNUI NPEAYCMATPUBAET UCTIONB30BAHNME FOMOSIOMMYHbIX pas-
JernoB, TLWATENbHO 0TOOPaHHBLIX N0 HAAEXHBIM MUKPOCKONMYeCkUM Mapkepam [6]. Mpu onpeaeneHuu Bo3aei-
CTBUI, 00YCNOBNEHHbIX BBEAEHWEM UCCNEAYEMOro BeLECTBA, ANls onpeaeneHus o6bema unu Yucna Knetok
KOHKPETHbIX HEMpOAHaATOMMYECKMX 06nacTen uCcnonb3yloT crepeonoruio [79] —[84].

6.10.3 TkaHu Mo3ra AOMKHbI ObITb WUCCNEAOBaHbl HA HanMMuYUe HEMpPONaTONOrMYECKUX M3MEHEHWIA,
00yCnoBMEHHbLIX BBEAEHWEM nccrieqyemoro sewectea. Ana obecneyeHus TLATeNbHOMO UCCNEA0BaHUA TKa-
Heli FONOBHOIO MO3ra He006X0AMMO NPOBECTH 3a60p TkaHel BCeX OCHOBHbIX OTAENO0B Mo3ra [Hanpumep, 060HS-
TenbHbIX MYKOBULI, KOPbl FOFIOBHOTO MO3ra, runnokamna, 6a3anbHbIX raHrnui (NOAKOPKOBLIX AAep), TanaMmyca
(sputenbHoro Byrpa), runoranamyca (nogbyrpoeoi obnacru), cpeaHero Mosra (KpbILLUM, NOAKPLILLKU U HOXEK),
BapOMMEBOro MOCTa, NPOAONTOBaTOr0 MO3ra, Mo3keuka). Cpesbl 06pasLOB TKaHEW MO3ra y BCEX KMBOTHbIX
AOIKHbI ObITb OTOOPaHbLI B OAHONW MIOCKOCTU. Y B3pOCnbiXx 0C00EN, NoABEpPrLMXCS 3BTAaHA3UWU HA CTaauu
3aBEpLUEHMS MCCNEAOoBaHUs, OTOMPAIOT penpe3eHTaTUBHLIE Cpe3bl CNMHHOIO Mo3ra u PNS. UccneaosaHus
OOJSDKHBI BKITHOYATh Criedylowme TKaHu: rnasa co 3putenbHbiM HEPBOM M CETYATKOW, LUEWHBIA U NOACHUYHbIN
OTAenbl CMMHHOIo MO3ra, AopcarbHbIi U BEHTPANbHbLIA KOPELLKWM HepBa, NPOKCUMAasbHbIN CeaanuLHbIi HEPB,
npokcumaneHbIii GonbliebepLoBbii HepB (M3 KOSIEHHOTO cycTaBa) U BeTBU GonbLue6GepLoBOro HepBa UKpo-
HOXHOW MbILLbl. Cpesbl CMMHHOMO MO3ra u nepudepuyeckux OTAENOB AOMKHbI BKMOYATb Kak NONEpeYHble,
Tak U NPOAONbLHbLIE CPE3bI.

6.10.4 Henponartonoruyeckas oLeHKa BKMIOYAET ONpeaeneHne Hanuums npu3HakoB NOPaXKEHUs HepB-
HOW cucteMsl [6], [85]—[89], a Takke KNETOYHBIX HAPYLUEHWI (HANPUMEP, HEMPOHHAA BaKyonu3auus, AereHe-
pauus, HeKpPo3) U NPU3HAKOB U3MEHEHUS TKaHEN (Hanpumep, rmuo3s, NenkoLuTapHaa UHUNbLTpaLuUs, KUCTO3-
Hble 06pasoBaHusl). BaxkHo oTnnyaTh adekTbl, CBA3AHHbIE C BBEAEHUEM BELLECTBA, OT 3hheKToB, 0BbIMHO
NPONCXoAALLUMX B XoAe aBTaHasuu [90]. MNpumMepbl 3HAYMMbBIX MU3MEHEHUI, CBMAETENbCTBYIOLLUX O HAPYLUEHUU
pa3BUTUS, BKMIOYAIOT (HO HE OrPaHUYMBAIOTCS):

- N3MEHEHUA pasmepoB UnKU chopMbl 0GOHATENBHON NYKOBULIEI, FONOBHOTO MO3ra UMM MO3XKeEUKa;

- U3MEHEHUSI OTHOCUTENBHBIX PAa3MEPOB Pa3HbIX OTAENOB MO3ra, BKIOYAsS YMEHbLUEHUE UNU YBENuYe-
HWe pasmepa OTAENOB B PE3ynbTaTe yTpaThbl UMK COXPaHEHWUS OOLIMHO TPAH3UTOPHLIX NONYMALMIA KNETOK U
aKCOHOB (HanpUMep, BHELLHETO 3apOAbILLEBOrO CII0A MO3XEYKa, MO30NMCTOro Tenay);

- U3SMeHeHus nponudepauumn, Murpaumn u gudpdepeHumayum, o0 Yem CBUAETENLCTBYIOT Y4aCTKN Ypes-
MEPHOr0 anonTo3a UMM HEKPOo3a, Kractepbl UnuM pasbpoCaHHble MONynsuMU 3KTOMUYHLIX, AE30PUEeHTUPO-
BaHHbIX UMW HEL0PAa3BUTLIX HEMPOHOB, N N3MEHEHUA OTHOCUTESbHbLIX Pa3MepOB Pa3HbIX CIOEB KOPKOBLIX
CTPYKTYD;

- U3MEHEHUS B CTPYKTYPE MUENUHU3ALIMK, B TOM YUCNE YMEHbLUEHNE 00LLero pasMepa unm U3mMeHeHUs
OKpaLUMBaHUA MUENUHOBBIX CTPYKTYP;

- NpU3HakK rugpouedanun, B TOM YUCNE pacLUMPEHUE XKENYAO0YKOB rONOBHOIO MO3ra, CTEHO3 BOAOMNPO-
BOJA CPeJHEero Mosra u UCTOHYEHME NonyLuapuin mosra.

6.11 AHanu3 3aBMCMMOCTU «403a — OTBET» NPU HEUPONATONOrNYEeCKUX U3SMEHEHUAX

PekomeHnayercs cneayoLlas nosranHas npoueaypa ans Ka4eCTBEHHOIO U KONUYECTBEHHOTO Helpona-
TONOrMYECKUX aHanu3oB. B nepeylo ouepeab 06pasubl U3 rpynn ¢ BLICOKON 40301 CpaBHMBAIOT ¢ 06pasyamm
KOHTPOMbHOM rpynnbl. ECnv HMKakmx fokasaTenbcTB HEWPONaTonormiyeCkuX M3MEHEHUIN Y XXKUBOTHbLIX B rpynne
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C BbICOKOM A030W He O0GHapyxeHo, AanbHenwuii aHanu3 He Tpebyetca. MNpu obHapyXeHun AoKa3aTenbLCTB
HeWpoNaToNOrM4eCcKMX M3MEHEHMUI B TPynne C BLICOKON 40301 UCCNEAYIOT XMBOTHBLIX U3 IPYIIM CO CPeaHEen u
HU3KoW Ao3amu. Ecnu ucnbitaHue rpynnbl C BbICOKOW 10301 GblNO NpekpaLwleHo B CBA3U CO CMEPTbIO XXMBOT-
HbIX UMK NPOSIBIIEHNMEM APYrO TOKCUYHOCTU, UCKAXKAIOLLIEN pe3ynbTaThl, Fpynnbl C BLICOKON M NPOMEXYTOYHON
0300 UCcneayloT Ha HanuuYue Heponaronoruyeckon anstepauuun. Mpu 06HaPY>KEHUU HEWPOTOKCUYHOCTU B
rpynnax ¢ HU3KMMK A03aMu crieqyeT NpoBECTU HEWpOoNaTonNorMYeckuin aHanus B aTux rpynnax. Mpu o6Hapy-
YKEHUU HEMPONAaTONONMYECKMX N3MEHEHUI, CBSI3AHHbIX C BBEAEHWEM BELLeCTBa, NPpU Ka4eCTBEHHOM UK KOMK-
YECTBEHHOM MCCNeqoBaHUMU ONPEAEnsIoT YacToTy U CTENEeHb TSHKECTU NOPAXKEHUNA NN MOPAOMETPUHECKUX
ansrepauui B 3aBUCUMOCTU OT BBEAEHHOM [03bl HA OCHOBAHUU OLIEHKN BCEX XXMBOTHBIX BCEX A030BbIX rpynn.
B aHanu3 BKNIOYaloT BCe OTAErNbl MO3ra, B KOTOPbIX 0OHaPYXXEHO HanuM4ue Kakux-nmbo HelponaTonorm4eckux
ansrepauui. XapakTepucTUku, UCNOMb3yeMble AN ONpefeneHnsa Kaxaon CTENEHN THKECTU ANA NOPAXKEHUS
no60oro TMna, oNUCLIBAIOT C yKasaHueM cneumuduyecknx npu3Hakos guddepeHuymaumm Kaxaon crenexu. Pe-
rMCTPUPYIOT YaCTOTY U CTENEHb TSHKECTU NOPAKEHUM KaXKAOr0 TMMA W BbIMOSHAIOT CTaTUCTUYECKUI aHanu3
ANs OLEHKM Xapaktepa 3aBUCUMOCTU «[03a — OTBET». PeKkOMeHAyeTCsl UCNonb30BaTb koAupoBaHue obpas-
yos [91].

7 aHHbIEe U OTYETHOCTb

7.1 JaHHble

Bce gaHHble perucTpupylor MHaAMBUAYyanoHo u obobator B TabnuuHomi hopme C ykasaHueM Ans Kax-
OOV NoAONbITHONM rpynnbl TUMOB U3MEHEHUI U YMCNA CaMOK-Marepen, norna noToMcrea u otoopa)eHuem uns-
MEHEHUI KaXAoro Tuna B nomerax. [lpu npsiMOM NOCTHATanbLHOM BO3AEWCTBUM HA MOTOMCTBO HEOGX0AUMO
npeacTaBuTb Takke cnocob, NPOAOIDKUTENLHOCTL M NEpUOA BO3AENCTBUS.

7.2 OueHKa U MHTepnpeTauus pesynbraTtoB

7.2.1 WccnepoBaHue HEMPOTOKCMYHOCTU B MPOLIECCE OHTOreHe3a obecneunT uHdopmauumio o nocnea-
CTBMAX MHOTOKPAaTHOTO BO34ENCTBUSA BELLECTBA BO BPEMSI BHYTPUYTPOOHOrO pa3BuTMS U paHHEro NocTHaTanb-
HOro pas3suTus. MOCKOMbKY B paMKax UCCregoBaHUA akUEHT AEenaeTcs Kak Ha KOHEYHbIE TOUKM O0LLEeN TOKCUY-
HOCTU, TaK U Ha KOHEYHbIE TOYKU HEMPOTOKCUYHOCTU B NPOLECCe OHTOreHes3a, TO pe3ynbrarbl UCCreaoBaHusA
MO3BOMAIT pasrpaHM4nTb HEpPoNaTonornieckne ABMEHNUA, NPOUCXOASALLME NPU OTCYTCTBUM TOKCUYHOCTU ANs
GepeMeHHOI CaMKm, U Te, KOTOPbIE MPOSIBIISIIOTCS TOMbKO HA YPOBHSX, ABMSIIOLMXCA TOKCUYHBIMU TAKXKE U ANS
GepemMeHHON caMKku. 3-3a CnoXHO B3auMOCBSA3M MEXOY CXEMOI UCCNEeaoBaHUs!, CTAaTUCTUYECKUM aHANNU30M
1 GMONOrMYECKON 3HAYMMOCTLIO PE3YNLTATOB aJeKBaTHas MHTEPNpEeTaLUmMsl JaHHbIX N0 Pa3BUTUIO HENPOTOK-
CMYHOCTM A0SHKHA BKNoYaTh B ¢e6A aKkcnepTHyto oueHky [107], [109]. MHTepnpeTauuio pe3ynsTaTtoB UcnbiTa-
HWIA cneayeT NPoBOAMTL Ha OCHOBE OLIEHKM COBOKYMHOCTM NPeACTaBMeHHbIX Aokasarenbers [20], [92] — [94].
Cnegyet obcyaunTb 3aKOHOMEPHOCTU MOBEAEHYECKUX UMM MOPMONOrMYECKUX PE3ySibTaTroB NPU HaNuU4uu, a
TaKkke NoATBEPXKAEHUM 3aBMCMMOCTU «403a — OTBET». B 0TYET BKNIOUAKOT AaHHbLIE BCEX AOCTYNHLIX UCCneao-
BaHWIN, CBA3AHHbIX C OLEHKON HEMPOTOKCUYHOCTU B OHTOreHe3e, BKMYas anMaeMnonornyeckme nccnegosa-
HWUA Ha NIOAAX UKW ONUCAHUA KMMHUYECKUX CNyYaeB, a Takke pesynbraThl 3KCrepuMeHTanbHbIX UccneaoBa-
HWIA Ha >XMBOTHBIX (Hanpumep, TOKCUKOKMHETUYECKNE AaHHbIe, MHOpMaLUIo O 3aBUCUMOCTU aKTUBHOCTU OT
CTPYKTYPbI, A@HHbIE APYTUX UCCNEAOBaHNUIN TOKCUYHOCTH). OTUET TaKXKe BKMIOYAET B3aUMOCBA3b MeXay Ao3a-
MW UCCNEeayemMOoro BeLLeCTBa, Hann4nemM Unm oTCyTCTBMEM, YaCTOTON U CTENEHbIO NMOBOr0 HENPOTOKCUYECKOTO
acbdhekTa 4ns kaxkgoro nona [20], [95].

7.2.2 OueHKa faHHbIX AO0SPKHA BKMOYaTh OOCYxaeHue Kak OMOnorM4eckom, Tak U CTaTUCTUYECKON
3HaummMocTu. CTaTtUCTUYEeCKU aHanua crnefyer paccmaTpuBaTh Kak MHCTPYMEHT, ofecneumBatolmii, a He
ONpeaensAoWmMin MHTEPNPETaLUMiO AaHHbIX. HEA0CTaTOMHOCTb CTAaTUCTUYECKOW 3HAYMMOCTU HE AOMKHA ObITh
€4WNHCTBEHHbIM 060CHOBaHWEM Ans BbIBOAA, YTO UCCIieyeMOe BELLECTBO HE OKa3blBAET COOTBETCTBYIOLLETO
adydpekTa, TaKKe Kak CTaTMCTUYECKas 3HaYMMOCTb He J0mkHA ObiTb €AUHCTBEHHbIM NOATBEPXKAEHWEM Hanu-
uua apdpeKta oT BBEAEHUA UCCMeayeMOoro BeLecTsa. MiMetowmecs no3uTUBHbIE U UCTOPUYECKUE KOHTPOb-
Hble AaHHbIE AOMKHbI GbITb MPUHATLI BO BHUMAaHWE BO BpeMs O0OCYXKOEHWUA U UHTEPRpeTaunu aHHbIX, YTODbI
MCKITIOYUTb BO3MOXHbIE NMOXXHOOTPULIATENbHbIE Pe3ynbTatbl U TPYAHOCTU NPU NPUMEHEHUMU MeToAa «A0oKasa-
TenbCTBO 06paTHOro», 0COBEHHO Korga B XoAe uccrnefoBaHusl He Bbino BbiBNEHO 3hdEKTOB, CBA3AHHBIX C
BBeAeHuemM Bellectsa [102], [106]. BepOATHOCTb NOXHOMOMNOXUTESNBbHbIX PE3yNLTaToOB UCCNEA0BaHUIA fOMKHA
obcyxaaTbcsl ¢ y4eToM o6LLel CTaTUCTUYECKON OLIEHKU MOMYYEHHbIX AaHHbIX [96]. B xoAe OLEeHKM AaHHbIX

1



rOCT 34559—2019

AOmKHa ObITh NPUHATA BO BHUMAHUE 3aBMCUMOCTb, €CNU OHa 06Hapy>eHa, mexxay HabnigaembiMU Helpona-
TONOrMYECKUMU U NOBEAEHYECKUMU U3MEHEHUSIMMU.

7.2.3 Bce pesynbrarbl AOMDKHbI ObITb NPOAHANU3UPOBAaHLI C UCMONbL30BAHUEM CTATUCTUYECKUX MOAe-
nen, COOTBETCTBYIOLLMX CXEME NpoBeAeHuA akcnepumenTa [108]. Boibop napamerpuyeckoro unu Henapa-
METPUYECKOTO MeToAa aHanu3a AorkeH ObiTb 0O0CHOBAH C yYETOM TakmX (PAKTOPOB, KaK XapakTep AaHHbIX
(npeoGpasoBaHHbIE UNKM HENPeobpa30BaHHLIE) U MX pacnpeaeneHne, crneayeT TaKkke YYUTbIBaTb OTHOCUTENb-
HYI0 YCTOWYMBOCTb BbIOPAHHOIO CTaTMCTUYECKOro aHanu3a. [Npu Beibope MeToga CTaTUCTUYECKOr0 aHanu3a
N CXEeMbl UCCMEeAOBaHMS HEOOXOAUMO PYKOBOACTBOBATLCS TEM, UTOObI CBECTU K MUHUMYMY OwmnOku Tuna |
(noxxHononoxuTenbHbIA pesynerar) u Tuna Il (noxHooTpUuaTenbHbI pesynsrar) [96], [97], [104], [105]. Mpu
npoBeAEHUN UCCNEA0BAHUN C UCNONb30BAHUEM MHOFOMNMOAHbLIX BUAOB XUBOTHLIX, B paMKax KOTOPbIX Uccne-
JOBaHWIO NoABepraioT 60nbLIOE KONMMYECTBO AETEHbILLEN M3 NOMETa, He0OX0AUMO BKNOYaTb NOMET B CTaTK-
CTMYECKYI0 MOAEeNb ANSl NPeAOTBPALLEHUS MOBLILLEHUSA BEPOATHOCTM OLLIMOOK Npu oueHke tuna | [98]—[101].
Mpu 3TOM CTaTUCTUYECKON €AUHULIEN U3MEPEHUS AOIDKEH ObiTb NOMET, @ HE AETEHbIL. 3KCNEPUMEHTbI AOSK-
Hbl ObITb pa3paboTaHbl TakuM 00pa3oM, UTOObI UCNbITAHME AETEHbILLIE OAHOTO NOMETA HE pacCMaTpUBanoCh
Kak He3aBMCMMOeE ucnbiTaHue. Jiiobas KOHeYHas TOYKa, HEOAHOKPATHO M3MEPEHHasA B OAHOM U TOM XK€ JKC-
nepumeHTe, 0mKHa ObiTb NPOaHaNM3npoBaHa C UCMOMNb30BAaHUEM CTAaTUCTUYECKUX MOAENEN, YUUTBIBAIOLLMX
HE3aBUCUMOCTb 3TUX U3MEPEHUIA.

7.3 OTyeT 00 UccnegoBaHuM

OTyeT AOIMKEH coaepXaTb cneayoLwyio MHopMaymio.

Nccnepyemoe BewecTBo:

- hm3nyeckme CBOWCTBA U, MPU HEOOXOAUMOCTH, (PUUKO-XUMUIECKUE CBOUCTBA;

- UAEHTUDUKALMUOHHBIE JaHHbIE, B TOM YMCNE UCTOYHUK;

- YUCTOTY Mpenapara, a Takke U3BECTHbIe U/UnKu npeanonaraeMble NPUMECH.

Hocurenb (pacTtBoputesnb), npu HEOOXO0AUMOCTH:

- 06ocHOBaHMWe BbIOOpa PacTBOPUTENS, €CNKU 3TO He BOAa WUIn (hM3nonoruieckuii Conesol pacTeop.

I'Io,u,on bITHbI€ XXUBOTHbIE:

- UCNOMNb3yeMbIN BUA U MUHMIO; 0OOCHOBAHUE NPUMEHEHUS 4 PYIOr0 BUAA XXUBOTHbIX, ECNU 3TO HE KPbICA;

- NOCTaBLUMKa NOAOMbITHBIX XXUBOTHbIX;

- 4MCrno, BO3PACT B HAYyarne 3KCnepuMeHTa, Non XMBOTHbIX;

- UCTOYHUK, YCNOBUA COAEPXKAHUSA, NUTaHKE, BOAY U T. A.;

- UHAMBUAYANbHYIO MacCy XMBOTHbIX B Ha4yane aKcnepuMeHTa.

YcnoBus ucnbITaHum:

- 06ocHOBaHKe BbIGOpa YPOBHS 403k,

- o6ocHoBaHKe cnocoba BBEAEHUA U NMPOAOIHKATENBHOCTE UCCNEA0BaHUS;

- YCNOBMA BBEAEHWUA [03 BELLECTBA, BKIOYASA NOApo6HY0 uHopMauuto 0 HocuTene (pacTeoputene),
o6bem 1 husnyeckyto opMy BBOAUMOTO BELLECTBA;

- NoApoGHYI0 peuenTypy UCCNeayemoro BellecTBa/cnocob noaroToBkM ANs BBEAEHMS B NULLY, pacyeT-
HYIO KOHLEHTpauuto, CTabunbHOCTb M TOMOrEHHOCTb Npenapara;

- METOA, UCNONb3YEMbI ANS YHUKANLHOW naeHTUUKaLMM CaMoK M NOTOMCTBA;

- nogpo6Hoe onucaxnue npouesyp(bl) paHaAOMU3aLMKU CaMOK NO NOAOMNLITHLIM rpynnam, BblIBpakoBku ae-
TEHbILEN U pacnpeaeneHns AeTeHblwel no NoAONbLITHLIM rpynnamM;

- Noapo6HOCTM BBEAEHUA MCCNENYEMOrO BELLECTBA;

- NepecyeT KOHLUEHTpaLuum uccreayemMoro BeLecTsa (ppm) B NULLE/MUTLEBON BOAE UMW NPU MHIansum-
OHHOM BO34EWCTBUM B PAKTUYECKYIO 403y (MI/KI MaccChl TeMa B CyTKK), Npu HEOOX0AMMOCTH;

- YCNOBUSA OKPYXaloLLen cpeabl;

- NoApPOGHY0 MHOPMAaLMIO O KaYecTBe NULLKM 1 BOAbI (HAanpuMep, BOAY W3 KpaHa, AUCTUINUPOBAHHYHO);

- AaTbl Ha4ana ¥ OKOH4YaHUs UCCNENOBaHUS.

HaGnoaeHusa u npoueaypbl MCCrieAoOBaHUSA:

- noapo6Hoe onucaHne Npoueayp Ans CTaHAAPTHbIX HAabNoAEeHWE U Npoueayp, a Takke ansa pabodnx
onpeaeneHnin U OLUEHKU pesynbTaTtoB HabnoaeHu;

- NepeyeHb BCEX METOA0B UCCNefoBaHMA U 0OOCHOBAHUE UX UCTONb30BaHUS;

- NOAPOGHYI0 MHAOPMALMIO O MPUMEHSEMbIX NOBeAEHYECKUX/DYHKLIMOHANMbHbIX, NaTONOrMYECKUX, HEM-
POXMMMUYECKUX U 3MEeKTPOoPU3nonornyecknux npoueaypax, B TOM yucne uHgpopmaumio 06 aBToMaTu3mpoBaH-
HbIX YCTPOWCTBAX;
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- npoueaypsbl KanubpoBkM N obecnevyeHns 3KBUBANEHTHOCTU annapaTtypbl 1 paBHOMEPHOro pacnpeae-
NeHMA NOAOMbITHBIX FPYNN B NpoLeaype UCCNeaoBaHus;

- KpaTkoe 060cHOBaHKe nobbIX BbIBOAOB, CBA3AHHBIX C MPOdECCUOHAMNBHON OLIEHKOMN.

Pesynbratbl (MHAMBMAYyanbHble U ODOOLUEHHbIE, BKMNIOYas CpedHWe 3Ha4YeHUs W AUCTEepPCUn, npu
HeoBxoanMoCTH):

- UUCNO XMBOTHbIX B HA4Yarne u B KOHLE UCCNeaoBaHus;

- YUCO XMBOTHbIX U MOMETOB, UCMNOMb3YEeMbIX ASNA KaXA0ro METOAa UCMbITAHUNA,

- UAEHTUUKALIMOHHBIN HOMEP KaXKgoro XMBOTHOIO U MOMETA, U3 KOTOPOro OTOBPAaHO KUBOTHOE;

- YUCNO JETEHbILLEN B MOMETE, CPEAHUI BEC NPU POXKOEHUN B 3aBUCUMOCTU OT Nona AeTeHbILEN;

- Maccy Tena u gaHHble N0 U3MEHEHUIO MacChl Tena, BKNoYas Maccy Tena camok U NOTOMCTBA Ha Cra-
AWNN 3aBEPLUEHMA UCCNEnOBaHUs,;

- laHHbIe 0 NOTPebneHnn NULLYM U AaHHbIe O NOTPeOneHun Boabl, NPy HEOOXOAUMOCTHM (HanpuMep, ecnu
XUMUYECKUE BELLECTBA BBOASAT C NMUTLEBOW BOAON);

- OAHHbIE N0 TOKCUYECKON peakuymn B 3aBUCMMOCTM OT NOMa XXUBOTHOTO U YPOBHA A03bl, BKMKOYAs Npu-
3HaKWM TOKCUYHOCTM UK CMEPTHOCTU, BKIOYas BPEMSA U NPUYUHY CMEPTU, MPU HEOOXOAUMOCTU;

- XapakTtep, CTEMEHb TAXECTU, NPOAOIHKUTENBHOCTb, A€Hb Havana, BpemMs CYTOK U AanbHEenLumin Xof
NoapOGHbIX KIMHUYECKUX HABMoaeHN;

- KpMTEPUM OLEHKM MO KaXkaoMy nokasaTento pasButusi (Maccy Tena, nosioBoe Co3peBaHue U NoBeAeH-
YECKMI OHTOreHes) Ha KaXkaom atane HabnoaeHus;

- noapobHoe onMcaHne Pe3ynbTaTtoB BCEX MOBEAEHYECKMX, (PYHKLMOHANbHbIX, HEBPONAaTONOrM4YECKMX,
HENPOXUMUYECKNX, INEKTPOPUIUONOTMYECKUX UCCNEAOBAHMIA B 3aBUCUMOCTU OT MOJIA XXMBOTHOIO, B TOM YUC-
e OTKMOHEHUS B CTOPOHY YMEHbLUEHWS UMK YBENUYEHUS OT KOHTPOSbHLIX NApaMeTpoB;

- pesynbraTbl BCKPbITUS;

- Maccy mMoa3ra;

- nobble ANarHo3bl, yCTAHOBIEHHbIE NO HEBPONOrM4€CKMM cuMmnTtoMmam U nNopakeHnam, B TOM Yucne 3a-
GoneBaHUa UNKN COCTOAHNUSA, HACTYMUBLUME €CTECTBEHHLIM NYTEM;

- 300paXKeHMa NPMMEPOB BbISBIEHHbIX NaTOMNOIMMN;

- n306paKeHUss C ManbiM YBENWYEHUEM ANS OLEHKUM TOMOMOrMM Y4acCTKOB, MCMOMb3yeEMbIX Ans
MopdpoMeTpuu;

- AaHHble No agcopbumm u MeTabonnamy, BKIOYas 4ONONHUTENbHbIE pe3ynbTaTbl OTAENbHOrO TOKCUKO-
KMHETUYECKOro MCCrneaoBaHus, ecrnv UMeTCs;

- cTaTucTuyeckyo o6paboTky pesynbsTaToB, BKMOYAsA CTaTUCTUYECKME MOAENN, UCMONb3yeMbIE Arsi aHa-
nn3a AaHHbIX, U pe3ynbTaTbl, He3aBUCUMO OT TOrO, ABMASIKOTCS NI OHW CTATUCTUYECKU 3HAYUMbIMU UNN HET;

- CNUCOK MccneaoBaTenbCKOro nepcoHana, BkoYas npodeCCuoHanbHyo NoOAroTOBKY.

OO6cyxaeHue pesynbraToB:

- UH(bopMaLMIO O 3aBUCMMOCTU «A03a — OTBET» OT nona u rpynnbl;

- B3aMMOCBA3b NIOObIX APYrnx TOKCUYECKUX 3PAEKTOB C BbIBOAOM O HANUYMU HENPOTOKCUYECKOTO MNO-
TeHuuana nccnegyemMoro XMMmMyecKkoro BeLlecTsa B 3aBMCUMOCTH OT Nona u rpynnbl;

- BNUAHME NbOor TOKCMKO-KMHETUYECKON MH(POPMALIMKU Ha BbIBOAbI,

- cxoacTBa 3P EKTOB C NMOObIMU U3BECTHBLIMU HEWPOTOKCMKAHTaAMU;

- JaHHble, NOATBEPXAAIOLLNE HAAEXKHOCTb U YyBCTBUTENBHOCTL BbIOPAHHOTO METOAa UCMbITaHUA (T. €.
MONOXMTENbHbIE U UCTOPUYECKNE KOHTPOSbHbIE AaHHbIE);

- B3aMMOCBA3b, €CNK 0OHapY>XeHa, MeXay HelnponaTonorMyeckuMm n PyHKUMoHanNbHbIMK 3 dekTamu;

- MakCMMarnbHYyl0 [03Yy, He BbI3bIBAIOLYD OOHapPY)XMBAeMOro BPEAHOro BO3AENCTBUSA Ha 340pPOBbE
(NOAEL) unnm opueHTUPOBOYHYIO 03y AMNA CnapuBaeMblX CaMOK M MOTOMCTBa B 3aBMCMMOCTM OT nona u
rpynnel.

BbiBoAbI:

- 0BCyXaeHne UHTepNpeTaunm BCeX AaHHbIX HAa OCHOBE MONYyYEHHbIX Pe3ynsTaTtoB, B TOM YXUCHEe 3aKnio-
YeHUe 0 TOM, BbI3bIBAET NN XMMUYECKOE BELLECTBO HEMPOTOKCUYHOCTL B MPOLIECCe OHTOreHe3a U MakcuMarnb-
HYI0 03y, HE BbI3bIBAIOLLYIO 0GHAPYKMBAEMOrO BPeAHOro Bo3aencrTemnsa Ha 3goposee (NOAEL).
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MpunoxeHue A
(cnpaBouHoe)

Mpumepbl cxeM uccneaoBaHust

A.1 Obas cxema npoBefeHNa PYHKLUMOHANbHLIX/NOBEAEHYECKUX UCTIBITAaHWI, OLEHKU HeponaTonoruu u Macchl
Mo3ra npusefeHa Ha pucyHke A.1. Cxema pacnpefeneHunsn XUBOTHBIX U3NOXeEHa B pasfene 5.2 HacToswWero ctaHgapTa
(PND — nocnepofoBoii AeHb).

B rpynne noTOMCTBO NpUGNU3NUTeNLHO U3 20 NOMeTOB

A 4

B rpynne npuénuautenbHo 80 ocobeit 06oux nonos.
HeTenbilum BoIGpaHb! B/unu nepea PND 4 ans npea- u NOCNeoTbEM-
HbIX UCCreaoBaHNNA:

- KnMHU4ecKue HabnioaeHna n Macca Tena (BCe XUBOTHbIE);

- nogpo6Hoe knuHuyeckoe Habniopgexne (20 ocoberi pasHoro nona
W3 rpynnbi);

- NOBEAEHYECKUN OHTOreHes (20 ocobeit pa3Horo nona ua rpynnol);

- ABUraTenbHas akTUBHOCTb (20 ocobeli pa3Horo nona ua rpynnbi);

- nonosoe cospesaHue (20 ocobeit pa3Horo nona u3 rpynnbi);

- CEHCOpHbIe M MOTOpHbIe hyHKUMK (20 ocobel pasHoro nona B
rpynne);

- obyyeHue u namatb (10—20 ocobeli pasHOro nona u3a rpynnbi)

. N,

Heiliponatonorus: HelponaTonorus: He#ponaronorus He Tpeby-
PND 11-22 PND 70 (3aBepweHme uc- eTca
10 oco6eil pa3Horo nona cnenoBaHus)

U3 rpynnbi:

dukcauum mo3ra norpyxe-
HWeM unu nepdyauein npu
HerponaTosiorMyeckomn
oueHke. Macca moara (no-
cne uKkcMpoBaHus)

Onuwus: JononHutenbHoe
uccnepoBaHue

10 ocobeit pasHoro nona
u3 rpynnbl: Macca mMosra

10 oco6eil pasHOro nona
U3 rpynnbi:
MepdyanoHHas cdukcauums
MO3ra gns HerMponaTonoru-
YecKoW OLeHKM

10 ocoGeir pasHoro nona
U3 rpynnbi:

Macca mosra (6e3 dumken-
poBaHus1)

40-50 ocobeii pasHoro nona
U3 rpynnbi:

Onuus: [lononHutensHoe Uc-
crnenosaHue

(6e3 cukeupoBaHus)

PucyHok A.1 — O6Las cxeMa uccnegoBaHust PyHKLUMOHaNbHO-MOBEAEHUYECKHX,
HelponaTonoriyecknx nokasaTenen n Macchbl Mosra

A.2 Huxe npuBeAeHsl NPUMepLI BO3ZMOXHBIX CrIOCOGOB pacrpeferneHus XKMBOTHbIX U CBefjeHWUs AaHHbIX B Tabnuuy.
MpuMepbl NpuBegeHEl ANS UNAKCTPaLMK TOro, YTO pacnpeferneHne NofonbITHLIX XUBOTHBIX B COOTBETCTBUM C PasHbIMU
MOZENAMM UCTIbITaHUA MOXET BbITb BLINMOMHEHO HECKOMBKUMU criocobamu.

A.3 Mpumep 1 (cM. Tabnuuy A.3.1)

A.3.1 OpHy rpynny n3 20 feTeHblweii pa3Horo nona/ypoBHs 4o3bl (T. €. OfHOro caMua U OAHY caMKy U3 nomeTa)
NCMoNL3YIOT ANA UCTBITaHUA NPEefOoTHLEMHOIO NOBEAEHYECKOro OHTOreHes3a. M3 aTux XMBOTHLIX 10 feTeHbllenh pasHoro
nona/ypoBHs Jo3bl (T. €. O4HOro caMua U OAHY camKy M3 nometa) rymaHHo ymepugnsor B PND 22. Moar usenekator,
B3BeLUMBAIOT M 0OpabaTbIBakoT AN NATONOrorncToONOrnyeckoi oUeHku. JononHMTensHo cobrnparoT AaHHbIe MO Macce Mo3-
ra, ucnonb3ays HedMKCMpoBaHHbIN Mo3r ocTaBlumxcsa 10 camuoB 1 10 caMoK U3 KaxAoro ypoBHS JO3bl.

A.3.2 Opyryto rpynny u3 20 feTeHblllei pa3Horo nona/ypoBHA Ao3bl (T. €. OAHOMo camua U Of4HY caMKy U3 noMeta)
Menonb3yoT ANA PYHKLUMOHAMbHLIX/NOBEAEHYECKUX UCCIER0BaHNIA Nocne oTbeMa (NoapobHble KNMMHUYeCKne Habnoge-
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HWA, ABUraTenbHas aKTUBHOCTb, CIYXOBOW UCMYr U KOTHUTUBHbIE PYHKLMKU Y MOMOAbLIX XXUBOTHLIX) U OLEHKU BO3pacTa
nonosoro coapesaHusa. M3 sTol rpynnel 10 XMBOTHLIX pa3HOro nona/ypoBHA A03bl (T. €. O4HOro caMua UNKu OfHY CamKky
13 romeTa) BBOAAT B HApKO3 U PUKCMPYIOT MeTOL0M Nepdiy3nmn Ha 3aBepluarollieil CTaguu uccneqoBaHusa (NpUMepHo Ha
PND 70). Mocne AononHUTENbHOW hukcaunm in situ n3BnekarT MO3r U NOLroTaBNUBaloT ero AnNs AanbHeiwen Herpona-
TONOrMYECKON OLIEHKM.

A.3.3 [na uccnefoBaHUs KOFHUTWMBHLIX (PyHKUMIA y ocobell Ha MONoAoOA B3POCHON cTaguu (Hanpumep, Ha
PND 60—70) ncrnonb3ytoT TpeTbto rpynny 13 20 geTeHbilen pasHoro nona/ypoBHsA [o3bl (HanpuMep, ogHoro camua U
0fHY caMKy U3 nometa). M3 aToit rpynnel xxunBoTHEIX 10 AeTeHbllwel pa3Horo nona/rpynnsl (04HOro caMmua U ofHy caMmKky
13 NOMeTa) Ha 3aBepLUaloLLell cTagun UccnefoBaHUa YMEpPLLBSIOT, MO3I U3BMEKatOT 1 B3BELLMBAIOT.

A.3.4 OcTaBLumxcs 20 XKUBOTHBIX pasHoro nona/rpynmnesl pe3epBUpyoT A5 BOIMOXHBIX JONOMHUTENbHBLIX UCMBITAHWA.

Tabnuya A3.1

Homep ,queHblwaa) YUucro
AeTeHbleln ObcneaoBaHue/UcnbiTaHne
m f ANA UcrbITaHWA
1 5 20m+ 20 f | MNoBegeHYeCKUiA OHTOreHes

10 m+10f [ PND 22 macca mo3ara/Heiiponatonorus/mopdoMeTpus
10 m+10f | PND 22 macca mosra

2 6 20m+20f | MogpobHLle KNMHUYeCkne HabnogeHusi

20 m+ 20 f | OeuratensHaa akTUBHOCTb

20 m+ 20 f | MonoBoe co3peBaHue

20m+20f [ MoTopHble 1 CEHCOpPHbIe PyHKLUU

20 m+ 20 f | ObyyeHue u namsATs (PND 25)

10m+10f | Macca Mosra/Helponartonorusa/MopOMEeTPUsi  MOMOALIX  B3POCNbIX  XUBOT-
HbIX ~ PND 70

3 7 20m+ 20 f | OByy4eHne U NaMATb (MOMNOALIX B3POCHbIX XMBOTHbIX)
10 m+10f | Macca mosra Monofbix B3pocnblX XKMBOTHBIX ~ PND 70

4 8 — 3ape3epBV| poBaHHbIE XXUBOTHbIE AJ1A 3aMeHbl UK A OMNOJTHUTENbHbIX uccnefosaHui

a) B aTOoM NpuMepe M3 NOMeToB OTBUpaloT No 4 camua (M) n 4 camku (f), AeTeHbILWaM-caMUam NpUCBanBarT
HoMepa ¢ 1 no 4, geTeHblllaM-camkaM — ¢ 5 no 8.

A.4 Tpumep 2 (cMm. Tabnuuy A.4.1)

A.4.1 OgHy rpynny u3 20 geTeHbllWweln pasHoro nonalypoBHA 4oskl (T. €. 04HOro caMua U ogHy caMKy U3 noMeTa)
MCMNOMb3YIOT ANA UCMLITAHUA NPefOTBLEMHOr0 NOBEAEHYECKOro OHTOreHe3a. U3 aTux XMBOTHBIX 10 AeTeHblLlel pa3Horo
nona/ypoBHs 403bl (T. €. OAHOro camua UK ofHy camky M3 nometa) ryMaHHo ymepuwnsaoT B PND 11. Mosr usenekaror,
B3BeLLUNBAKOT U 06pa6aTb]Bar0T and NaTosIororncTonorMyecKom OL|€HKHU.

A.4.2 [Opyryto rpynny u3 20 geTeHbIWeih pasHoro nona/ypoBHs 403kl (OAHOMO camua U 0AHY CaMKy U3 nomeTa) uc-
NOSb3YIOT A4S NOCTOTBLEMHBIX UccnefoBaHui (nogpobHble kNMMHUYeckne HabnogeHns, ABUratenbHas akTUBHOCTb, OLEH-
Ka BO3pacTa MorioBoro co3peBaHus, MOTOPHbLIE U CEHCOPHbIE PYHKLMM). M3 XXUBOTHLIX 3TOW rpynnbl 10 XXUBOTHLIX pa3Horo
nona/ypoBHsA A03bl (T. €. O4HOro camua U ogHy caMKy U3 NOMETa) BBOAAT B HAapPKO3 U PUKCUPYIOT METOAOM Nepdy3nn Ha
3aBepluatoLleit ctaguu ncenegosaHuns (NnpumepHo PND 70). MNocne fononHUTENbHOR dukcauumn in situ Mo3r U3snekaror,
B3BeLUMBatOT U 0OpabaTbiBatoT 415 HEAPOMNATONOrMYECKON OLIEHKN.

A.4.3 [nsa nccnepoBaHnsa KOTHUTUBHBLIX (OYHKLMWIA Y Mo pocTKoB 1 ocobei Ha MONoA oM B3pOCnon ctagumn otoupatot
10 AgeTeHbIWen pa3Horo nona/ypoBHA J03bl (HanpuMep, O4HOro caMua Uy ofHy camKy 13 nometa). Ans uccnenoBaHus
KOrHUTMBHOMN hyHKLUMM B PND 23 1 Ha MOMOA0I B3pOCNOiA CTag M UCMOonb3YoT pasHbIX XXMBOTHLIX. [10 3aBepLUeHUU Uccne-
foBaHus 10 MonogblX B3pocnbix 0cobelt pasHoro nona/nogoneITHOM rpynnbl yMEpPLUBIAIOT, U3BMNEKatoT MO3I 1 B3BELLMBAIOT.

A.4.4 OctaBlumxcs 20 XMUBOTHBIX pasHoro nona/rpynmnel, He oToOOpaHHbIX A1 UCCINEf0BaHUs, Npu OTbEME YMepPLL-
BRSIOT U YTUIU3UPYIOT.

Tabnuya A41

Homep JeTeHblwa® Yucno
JeTeHbllel ObcnegoBaHue/ncnbliTaHne
m f ANA UCMbITaHNUA
1 5 20m+ 20 f | MNMoBepgeHYeCKniA OHTOreHes
10m+10f | PND 11 macca mo3sra/HeBponaTtofniornsa/MopoMeTpus
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OkoHyaHue mabnuuypl A.4.1

Homep AeTeHbIWwa® Yucno
AeTeHblwen O6cnepoBaHve/ucnbiTaHne
m f ANA UCnbITaHUA
2 6 20m+20f | MogpobHble kKNMHUYECKME HabNoaeHNS

20m+ 20 f | [OsuratenbHasi akTUBHOCTb

20m+20f | MNonosoe cospeBaHue

20m + 20 f | MoTopHbIE U CeHCOpHbIE PYHKLUU

10m+10f | Macca Moasra/Heiiponaronorns/mMmopgoMeTpua MONOALIX  B3POCALIX  XXUBOT-

HbIX ~ PND 70
3 7 10 m + 10 f?) | O6yueHue n namsaTs (PND 23)
3 7 10 m + 10 f®) | O6yueHue n namsTL (Ha MoNoA oI B3pOCNOii CTaaNN)

Macca mo3sra y Monogbix B3pocnbix ocobeit

4 8 — KUBOTHBIX YMepLUBNAIOT, TyWKKU yTunuaupyiot 8 PND 21

3) B 3TOoM npuMepe W3 NOMETOB OTGMpaloT no 4 camua (m) un 4 camku (f), AeTeHbIWamM-caMLiaM NpUucBansaroT
Homepa ¢ 1 no 4, geTeHbllWamM-caMkaM — ¢ 5 no 8.

b) ns korHMTMBHLIX TecTos B PND 23 1 Ha Monopoit B3pOCNON CTaAuN UCTIONbL3YIOT PasHbIX AeTeHbIWen (Hanpu-
Mep, YETHbIE UK HEYETHLIE NOMETHI U3 obuero uucna 20).

A.5 Mpumep 3 (cMm. Tabnuyy A.5.1)

A.5.1 OpHy rpynny u3 20 feTeHbilweil pa3Horo nona/yposHsa Ao3bl (T. €. O4HOro caMua u OJHOW CaMKu U3 NoMeTa)
nccnenyloT ANa oLeHKU Macckl Mo3ra U Heponatornoruu B PND 11. U3 aTux xuBoTHbLIX 10 AeTeHblleld pasHoro nona/
YPOBHS [,03bl (OAHOro caMu@a Unuv o Hy caMKy U3 noMeta) rymaHHo ymepupnstor B PND 11, uasrexaror Mo3r, B3BelLUMBaloT
n obpabaTbiBaloT 451 NATONOrorMcToNorMyeckoii oLeHku. 1ononHUTensHo cobupatot faHHbIe Mo Macce MOo3ra, UCNonb3ys
HeduKenpoBaHHbIA Mo3r ocTasLumnxes 10 camuos U 10 camMOK U3 KaxXA0ro ypoBHs J03bl.

A5.2 [Opyryto rpynny us 20 feTeHblLLel pasHoro nona/ypoeHsa Ao3bl (04HOro caMua U ofjHy caMKy U3 nometa) uc-
Nonb3yrT 418 OLEHKU NOBeJEeHYeCKOro OHToreHesa (ABuratefibHON akTUBHOCTU) B Nepuop nocrie oTbema (gBuUratenbHOM
aKTUBHOCTW W Bo3pacTa MooBOro CO3peBaHNsA) U UCTIBITaHUSA KOrHUTUBHOMN (OYHKLMWU MOSIOf0M0 XUBOTHOTO.

A.5.3 [pyryto rpynny u3 20 geTeHblWwel pa3Horo nonalypoBHA A03bl (OAHOrO camua W OfHY cCaMKy W3 MoMeTa)
MCnonb3yoT ANS UCMBITAHUSA MOTOPHOM U CEHCOPHOWM hyHKLUMIA (CnyxoBoi ucnyr)  npoeegeHns nNogpobHeix Habntoge-
HWUIA. N3 KMBOTHBIX 3TOI rpynnbl 10 XXMBOTHBIX pasHOro nona/ypoBHA Jo3bl (T. €. OAHOro caMua U O4HY CamKy U3 noMmeTa)
aHeCTe3NpyHoT N PUKCUPYHOT METOAOM Nepdy3nn Ha cTagum 3aBeplleHUs uccneposanna (npumepHo B PND 70). Mocne
LONONHUTENBLHOW UKcauuu in situ MO3r M3BMeKaloT, B3BELLMBAOT U 06pabaThiBatoT 4N HENPONATONOrMYEeCKON OLEHKN.

A.5.4 [nsa uccnefoBaHUs KOTHUTUBHBLIX (OYHKLMIA Ha MOSIOf 0N B3pocnoi ctagun otbupaiot ewe 20 geTeHblwein
pasHoro nona/ypoBHA J03bl (HaNpUMep, OAHOro camMua u ogHy caMKy M3 nometa). M3 Hux 10 XuBOTHBIX pa3Horo nona/
YPOBHSA A03bl (HanpuMmep, OAHOro camua UK ofHY camKy M3 NoMeTa) YMEpLUBNSAT NO 3aBepLUeHUU UCCneaoBaHUs, MO3r
U3BneKaloT 1 B3BELUUBAIOT.

Tabnuuya A5.1

Homep AeTeHbiwa?) Uneno
AeTeHblLwelh OG6cnegosaHve/McnbiTaHne
m f ANS UCTIbITaHUA
1 5 10 m+10f | PND 11 macca Mosra/Heiponatonorusa/mopdomeTpus

10m+10f | PND 11 macca mo3ra

2 6 20 m+ 20f | MNMoBeAeHYeCcKnid oHTOreHe3 (ABUraTenbHas akKTUBHOCTD)
20m+ 20 f | [OBuratencHas akTUBHOCTb

20m+ 20f [ Nonosoe co3peBaHue

20 m+ 20f | O6yyenue u namsats (PND 27)

3 7 20 m+20f | CnyxoBoit ucnyr (nonoBoe co3peBaHne U MONOAbLIE B3pOCTIbIE XXUBOTHLIE)
20 m+ 20f | NMopgpobGHble kKNUHMYeckue HabntogeHus
10 m+10f | Monogble B3pocnble XWBOTHbIE — Macca Mo3ra/Heilponatonorua/mopcome-
Tpua ~ PND 70
4 8 20 m+ 20f | ObyyeHue U NamMATL (MOMNOALIE B3POCNbIE XKUBOTHLIE)

10 m+10f | Macca Mo3ra MONoOAbIX B3POCAbIX XUBOTHbLIX

3) B 3TOM Npumepe M3 NOMETOB OTGMpaloT no 4 camua (M) u 4 camku (f), AeTeHbilaM-camMLaM NPUCBaNBAIOT
HoMepa ¢ 1 no 4, geTeHblllaM-camkaM — ¢ 5 no 8.
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MpunoxeHune OJA
(cnpaBouHoe)

ConocTaBrneHue CTPYKTYpPbl HACTOALEro CTaHaapTa
CO CTPYKTYPOI NPUMEHEHHOIO B HEM MeXAYHapPOOHOro JOKYMeHTa

Tabnuuya OAA1

CTpyKTypa HacTosiLero cTaHaapTa

CTpykTypa mMexayHapoaHoro gokymeHTta OECD Test
Ne 426:2007

BeegeHnue (1.)

BeefeHune
1.

1 OBnacTb NpUMeHeHus (—)

2 O6wue nonoxeHus (2.—4.)
2.1
22
23

O6Lue nonoxeHus
2.
3.
4.

3 lMpaBuna uccnegosaxuii (5., 6.)
3.1
32

MpaBuna ncecnegoBaHui
5
6.

4 TogroToBka K uccnegosaHuto (7.—10.)
4.1 Breibop BUAOB XUBOTHbIX

MogroToBKa K UCCrefoBaHMIo
BbiGop BMI OB XKMBOTHBIX

4.2 YcrnoBus cogepxaHus u KopMneHuns
421
422

YenoBusa cofepxaHuns v KopMIeHus
8.
9.

4.3 NoAroToBKa XXUBOTHbIX

[MoaroToBKa XKUBOTHbLIX

10.
5 lMpouegypa ucnbitaHuin (11.—21.) Mpoueaypa
5.1 Yncno 1 non XMBOTHBLIX Yncno 1 non XnBoOTHBLIX
511 11.
512 12.

5.2 PacnpegeneHune XUBOTHbLIX ASNA PYHKUMOHANBHBLIX U
NoBeAEHYECKUX UCTbITaHUIA, OnpeaeneHnss Maccel Mo3sra
1 HENpPOMaToNorn4ecknx oLeHoK

Pacnpegenerue XuUBOTHbIX ANA (PYHKLMOHAMBHBLIX W MO-
Be€HYeCKUX UCTbITaHUIA, ONpefeneHns Macchl Mosra u
HeliponaTonornieckmx oLEHoK

521 13.
522 14.
523 15.
5.3 Pexum BBeeHMS 103 HosunpoBaHue
531 16.
532 17.
533 18

5.4 BegeHue Jos
54.1
542
543

BeegeHue gos
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lpodomxeHue mabnuuybi JA. 1

CTpyKTypa HacTosLlero cTaHAapTa

CTpykTypa MexayHapoaHoro gokymeHta OECD Test

Ne 426:2007
6 PesynkraTthl HabntoaeHuin (22.—45.) HabnogeHus
6.1 HabnioaeHuns 3a caMkamu HabnopaeHns 3a caMmkamu
6.1.1 22.
6.1.2 23.
6.1.3 24,
6.1.4 25.
6.1.5 26.
6.1.6 27.
6.2 HabnioaeHns 3a NOTOMCTBOM HabnoaeHns 3a NOTOMCTBOM
6.2.1 28.
6.2.2 29.
6.2.3 30.
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