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MNpegucnosue

Llenn, ocHoBHble NMpUHLMNLI 1 06LMe npaBuaa nNposBefeHns paboT N0 MeXrocyfapCcTBEHHOW cTaHaap-
Tnsauuu yctaHossieHbl FOCT 1.0 «MexrocygapctBeHHas cuctema ctaHgaptunauymm. OCHOBHbIE MOSIOXEHUSA»
n FOCT 1.2 «MexrocyfapcTBeHHas cuctema crtaHgaptusaumn. CtaHaapTbl MeXrocygapCcTBeHHbIe, npasuia
N peKkoMeHAauuy No MexrocyfapcTBeHHON cTaHjapTusauumn. MNpaeuna pa3paboTkn, NPUHATUA, 06HOBNEHNSA
N OTMEHbI»

CeefileHns o cTaHgapTe

1 MOArOTOBJIEH ®epepanbHbiM  GHOMHKETHLIM — yUpeXAeHnem 34paBooxpaHeHus  «Poccuiickuii
perncTp NoTeHLMabHO ONAaCHbIX XUMUYECKNX 1 61onormyecknx BelecTs» ®efepanbHoi cnyx6bl No Haa3opy
B cdhepe 3awmThl NpaB noTpebuTeneli n 6narononyums yenoseka (PBY3 «Poccuiickuini pernctp noteHumasnb-
HO ONacHbIX XMMUYECKMX 1 BUOMOrMYecKnx BelwecTs» PocnoTpebHagsopa). PefepasbHbIM rocyfapCTBEHHbIM
YHUTapHbIM MpeanpuaTneM «Bcepoccuiickuii HayyHo-uccnepoBaTenbCkuii LLeHTp cTaHgapTu3auuv, uHdop-
MauuMn n ceptudmkaLmmn cbipbs, matepvanos u Bewects» (Pryr «BHULCMB») Ha ocHOBe COHGCTBEHHOrO
nepeBoAa Ha PyCCKWI A3blK aHr0S3bIYHOW BEPCUM [OKYMEHTA, YKa3aHHOro B NyHkTe 5

2 BHECEH ®epepanbHbIM areHTCTBOM MO TEXHNYECKOMY PEeryimpoBaHuio U METPOOrnu

3 MPUHAT MexrocyfapCTBEHHbIM COBETOM MO CcTaHAapTu3auuu, MeTponoruM u ceptudmkaunm
(npoTokon oT 18 okTA6psa 2013 r. N? 60-1)

3a npuHATHeE nporosiocosani.

KpaTKOe HanmeHoBaHUe CTpaHbl KOA CTpaHbl No COKpaLLLeHHOE HanmeHOoBaHWe HauunoHanbHOIoO
no MK (MCO 3166) 004—97 MK(WCO 3166)004 -97 opraHa no ctaHgaprtun3auumn

ApmeHns AM MuHaKoHOMUKM Pecnybnkn ApMeHus

Benapycb BY locctangapt Pecny6nvkvn Benapycb

Kuprusus KG KblpreisctaHgapT

Mongosa MD Monposa-CraHgapt

Poccusa RU PoccraHgapt

TamxukncTaH TJ TamkmkcTaHaapT

4 Tlpukaszom ®PefepasbHOr0 areHTCTBa Mo TEXHWYECKOMY PErysiMpoBaHuio U MeTposiorMm oT 22 Hos-
6psa 2013 . No  814-cT MexrocyaapcTBeHHblli cTaHgapT FOCT 32380—2013 BBefeH B AelicTBME B kayecTBe
HalvoHabHOro ctaHgapTta Poccuiickoin ®epepaunu ¢ 1 aBsrycta 2014 .

5 HacTosawwmii cTaHfapT UAEHTUYEeH MexayHapoaHomy fokymeHTy OECD. Test No. 414:2001 «Wccne-
[0BaHMA TOKCMYHOCTY AJ15 NpeHaTanbHoro passutusa» («Prenatal Development Toxicity Study», IDT).

HavmeHoBaHMe HacTosLero ctaHgapTa M3MeHEeHO OTHOCUTE/IbHO HaVMEeHOBaHWA yKa3aHHOro mexay-
HapofHOro ctaHgapTa Ana npusegeHus B cootsetcteue ¢ FOCT 1.5 (nogpasgen 3.6)

6 BBEJEH BMNEPBbIE
7 MEPEN3OAHUME. Anpenb 2019 r.

WNHbopmauus o BBefeHun B felicTBUe (NpekpalleHun AeiicTBUSA) HacTOoALero cTaHgapTa n n3me-
HEHWN K HOMY Ha TeppuTOpUN YKasaHHbIX Bbille rocyfapcTB Ny6nnkKye TCA B yKasaTenax HaunoHasIbHbIX
CTaH4apTOoB, M3AaBaeMblX B 3TWX rocygapcTsax, a Takke B ceTu VIHTepHeT Ha caliTax cooTBeT-
CTBYHLWMNX HauMOHaIbHbIX OpraHoB Mo cTaHgapTu3aunn.

B cnyyaB nepecmoTpa, M3MEHeHWs MM OTMeHbl HacTOfAWeEero craHjapTa CooTBeTCTBYyOLWas
nHopmauns bygeT onybnukoBaHa Ha oduUManbHOM MHTepHeT-caiTe MexXrocyaapcTBEHHOIO coBeTa
no cTaHgapTu3aummn, MeTponornui n cepTudukalmm B kaTanore «MexrocygapcTBeHHble CTaHAapTbi»

© CtaHgapTuHdopm. odpopmneHne. 2014. 2019

B Poccuiickoilt ®efepaumny HacTosALmMiA cTaHAAPT He MOXET GbITb NOMHOCTbLIO UK
YacTUYHO BOCMPOM3BEAEH, TUPAXMPOBAH 1 PAcNpOCTPaHEH B kayecTBe 0(YMLMANbHOTO
u3gaHus 6e3 paspelleHus defepasibHOr0 areHTCTBa Mo TEXHUYECKOMY PeryiMpoBaHuto
¥ MeTposiorum
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BBepeHne

M3yyeHne peﬂpO,D,yKTVIBHOVI TOKCUYHOCTM SIBNSieTCA 06s3aTeflbHbIM 3/1EMEHTOM TOKCMKOJ/I0TMYECKOWA
OLEHKN XMMUYECKUX BeLlecTB. Lienbio AaHHOTo MeTofa ABNAETCA U3YYeHUe BIUAHUA XUMUYECKUX coefunHe-
HUIA Ha opraHoreHes, npoueccbl passnTnuAa naopa.
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M E X TTOC CUYJ4APCTH BETHHB # CTAHAOAPT

METO/Ab! NCMbITAHUSA MO BO3AENCTBUIO XUMWUUYECKOW MPOAYKLN
HA OPITAHA3M YE/TOBEKA

MicnbiTaHMA NO OUEHKe TOKCUYeCcKoro BOS,D.EIZCTBI/IH Ha npeHaTasibHOe pa3BuTue

Methods tor testing of chemicals of human hazard. Prenatal development toxicity study

Jata BBefeHus — 2014—08—01

1 O6nacTb NpUMEHeHNS

HacTosAwwmii cTaHgapT Mo MCMbITAHUSIM Ha PenpoAyKTUBHYH TOKCUYHOCTb NpefHa3HayeH Ana nosyye-
HUs 06Leil MHhopMaL K 0 BO3AEiCTBUM Ha 6epeMEHHbIX 3KCNEepPUMEHTaIbHbIX XXMBOTHbLIX U pa3BuBatoLLecst
OpraHusMbl Ha NpeHaTasnbHoli cTagnn. lJaHHoe MccnefoBaHue BKIKOYAeT N3yyeHue BO3AeCTBUSI Ha MaTepyH-
CKWI1 OpraHn3m CTPYKTYPHbIX aHOManuii Uiu U3MeHeHuidi B pasBuTUM nnoga. PaccMoTpeHve (OyHKLMOHa b-
HbIX Ae(EKTOB, XOTA U ABMSIOLMXCA BaXHOW COCTaBNsiolWell npouecca pasBUTUsi, HE BXOAUT B HACTOALLWIA
cTaHgapt. OTKIOHEHWsI MOTYT GbITb UCCNIeA0BaHbl B OTAE/bHOM UCTIbITAaHUM WU B KAYeCcTBe AOMOSHEHUS K
HaCTOosILLLEMY UCMbITAHUIO C UCMO/Ib30BAaHNEM METOAA UCC/IeA0BaHUsS Ha HEPOTOKCMYHOCTbL pa3BMBatOLLErocs
opraHusma. sl NnoslyuyeHust MHhopMaLmy 06 nccnefoBaHn (yHKLMOHANBHLIX eeKTOB 1 NOCNePOA0BbIX
agh¢hekToB HEOBXOAMMO MCNOJIb30BaThL CTAHAAPT N0 UCMLITAHWSIM Ha PENpPOAYKTUBHY TOKCUYHOCTb U TOKCUY-
HOCTb Ha NpUMepe PasBUTUS ABYX MOKOJIEHUN, a Takke HEMPOTOKCMUHOCTL Pa3BMBAIOLLLErOCS OpraHM3ma.

2 TepMuHbI 1 onpeaeneHuns

B HacToALWeM cTaHfapTe NPUMeHeHb crefytoLie TePMUHbI C COOTBETCTBYHOLWMMMW ONpeaeneHnsMu:

2.1 BblkmAbIW (abortion): MNpexaeBpemMeHHoOe yaaneHne U3 MaTkm NpoAyKTa onnof0TBOPEHUS — 3M-
6proHa N/IN HEXM3HEeCNOCOBHOro nnoaa.

2.2 n3meHeHwue pocrta (altered growth): i3MeHeHne maccbl U1 pa3mepoB OpraHoB NOTOMCTBA.

2.3 n3meHeHus (aHomanuu) (alterations (anomalies)): CTPyKTYpHble U3MEHEHUSA B pas3BUTUWU, B TOM
yncne Nopokn v OTKIOHEHUS B PasBuTUN.

2.4 nmnnaHTayus (implantation (nidation)): MpukpenneHne 6nacToUMCTbI K aNMTENMaNbHON 060/104Ke
MaTku, B TOM Yncne NpoHUKHOBEHWE Yepes3 anuTennii MaTku n BCTpavBaHne B SHAOMETPUIA.

2.5 koHuenTyc (conceptus): O6beANHEHHOE Ha3BaHME MPOU3BOAHbLIX OMI0AOTBOPEHHONM SALLEKNETKU
Ha no6oii cTagum pasBuTHA OT ONNOAOTBOPEHMS A0 POXAEHMUS, B TOM YnC/ie BHE3apo/bllieBble 060/104KN, a
TaKKe aMObpUOH UK NIoa.

2.6 HeraTusHbIli adhdpekT (adverse effect): iameHeHne NCXOLHOrO COCTOSAHUSA, NPUBOASALLEE K CHUXKE-
HMIO CNOCOBGHOCTU OpraHn3mMa K BbDKMBaHMI0, BOCMPOM3BOACTBY MM ajanTalumu B OKpyxatoLei cpese. B Tep-
MUHaX TOKCUKOIOTUW Pa3BUTUSA B LUMPOKOM 3HAYeHUM AaHHOe MOoHATME BkIoYaeT B cebsa nobble adhdexTsl,
nNpensaTcTBYOLWME HOPMaNbHOMY Pa3BUTUIO KOHLENTyca Kak 0. Tak 1 nocne poXxaeHus.

2.7 oTknoHeHusa/mansle aHomanuu (variation/minor abnormality): CTpyKTypHble U3MEHEeHUs, OKas3bl-
BaloLe HesHauuTeNbHOe BMSHWE WM NPaKTUYeCKu He OkasbiBalolme narybHOro BANSHUSA Ha XWBOTHbIX,
MOTYT 6bITb BPEMEHHBIMU U MPOUCXOAUTL [OBOSIbHO YACTO B KOHTPO/ILHO rpynne.

2.8 nnog (foetus): HepoxaeHHOe NOTOMCTBO B NOCTIMOPUOHAbHbIV Nepuos.

2.9 no3pHas pesopb6uus (late resorption): MepTBbIi SMOPUOH WU NOL C BHELLIHUMY AereHepaTuBHbI-
MW U3MEHEHUAMMU.

2.10 nopoku/ocHoBHbIO aHOManuu (malformation/major abnormality): CTpyKTYypHble U3MEHEHUS, CUK-
Talowmecs rybutenbHbIMU 418 XMBOTHbIX (MOTYT NPUBOANTL K TeTaslbHOMY UCX0AY), W. Kak NnpaBu/o, pegkue.

WN3paHue ouymansHoe
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2.11 paHHAa pe3opb6uwns {early resorption): MoaTBepxaeHne umnnaHTaymm 6e3 pacnosHaHus ambpu-
oHa/nnopga.

2.12 po3op6uwms (resorption): KoHuenTyc, KOTOPbIA Gbl1 UMNIAHTMPOBAH B MaTKy, BNOCNeACTBUN Norn6
1 B HacTosilLee BpeMs pe3opbupyeTcsa nam 6bis1 po30pbupoBaH.

2.13 Tokcukonorusa passutua (Tepatosnorusn) (developmental toxicology): W3yyeHue HeratuBHbIX
ahhekToB B pa3BMBalOLLEMCA OpraHn3me, BO3HMKAOLWMUX B pesyfbTare BO3AeCcTBMA 40 3a4atus, B nepunog
BHYTPUYTPOGHOro pa3BuTuA MKW NOCTHATasIbHO KO BPEMEHM NOJSI0BOro co3peBaHus. OCHOBHbIE NPOSBAEHNS
TOKCMYHOCTW Ha pasBMBAOLWMIACA OpraHu3M BKIOYaloT: 1) rmbenb opraHvM3ma. 2) CTPYKTYpHble aHOManuu.
3) n3meHeHune pocTta, 4) PyHKUNOHaNbHbIE AeEKTbI.

2.14 (hbeTOoTOKCMYHOCTb (TOKCMYHOCTb gna nnopa) (foototoxicity): N'ybutenbHoe BAWSHUME Ha HOp-
MasibHYI0 CTPYKTYpY, pa3Butue, pocT U/1am Xn3HecnocobHoOCTb Naoaa.

2.15 ambpuoH (embryo): PaHHAS unun passuBalroLwas cragus nboro opraHnsma, B YaCTHOCTW pasBu-
BaloLLMiC NPOAYKT ON0A0TBOPEHUS ANLEKNETKM NOC/Ee NOSIBIEHUSI A/IMHHO OCK 1 A0 (DOPMUPOBAHUS BCEX
OCHOBHbIX CTPYKTYP.

2.16 ambpuoTokcuyHocTb (embryotoxicity): N'ybuTensHoe BAMAHME Ha HOpMaslbHYK CTPYKTYypy, pas-
BUTWE. POCT U/WMN XU3HECNOCOOHOCTL 3IMOPUOHa.

2.17 NOAEL (ab6bpeBuaTypa): HauBbiClUMii ypOBEHb BO3AENCTBUS, NPU KOTOPOM He Habnwopaertcs
BpeAHbIi adhdhexT.

3 MpuHUMN MeToda MUCNbITaHMA

O6bIYHO nUcCnefyeMoe BelecTBO BBOAAT 6epeMeHHbIM XUBOTHBIM HauMHas C MOMEHTa MMnaaHTaumm
[0 OHA. NPeALecTBYOLEro AHI0 3an1aHUPOBaHHOIO YMEPLLB/IEHNS XUBOTHbIX, KOTOPbIA [O/MKEH ObITh Kak
MOXHO 6/1MXKe K [HI0 HOPMasbHbIX POLOB U He NPUBOASALLWIA K PUCKY NOTEPU AAHHbIX B pe3ysibTaTe 0CPOYHbIX
popaos. HacToawwmii ctaHgapT npefHasHavyeH He TOMbKO ANA U3yyeHnsa nepuofa opraHoreHesa (aHn 5—15y
rPbI3yHOB, AHN 6—18 y KPO/IMKOB), HO U 3P EKTOB, HAYMHAA C MOMEHTA NpeumnaaHTaumm, npm Heobxoau-
MOCTW. Ha MPOTSHKEeHUU BCero nepuoga 6epeMeHHOCTM [0 NPOBeJeHNs Kecapesa ceuyeHus. Hesagonro fo
npoBefeHNs KecapeBa CeYEeHUs XEHCKNX 0Cc0b6eil yMepLUBAAIOT, N3yyaloT COAEePXMMOe MaTKM U OLeHVBaloT
N3MEHEeHNA MATKUX TKaHel u ckeneta naoaa.

4 Tlopgrotoska

4.1 Bbl6Op BMAOB XUBOTHbIX

PekomeHAyeTCsi NPOBOAUTL WCTbITAHWS HA Hanbonee NoAXOAALLMX BUAAX XUBOTHbIX. Kak npasuno, mc-
nosib3ylTCA CTaHAAPTHbIE NabopaTopHble BUAbI, KOTOPbIe 0ObIYHO NPUMEHSTCS B UCMbITAHWSAX NpeHaTaslb-
HOIA TOKCMYHOCTU. Hanbonee npesnoyTUTe IbHbIM BUAOM IPbI3yHOB SBMSIETCS KPbICA, HEMPbI3YHOB — KPOJVK.
Mcnonb3oBaHne Apyrux BUAOB LOMKHO GblTb 060CHOBAHO.

4.2 Ycnosus cofepXaHnsa n KopMaeHus

TemnepaTypa B nabopatopHOM NMOMeELLEHUM A0/MKHA cocTaBnATh (22+3) °C ans rpbi3yHoB 1 (18+3) °C
KposmkoB. OTHOCUTENbHAA BAAXHOCTb JO/DKHA 6biTb Kak MUHUMYM 30 % 1 He npesbiwartb 70 %. 3a UCKI0-
YeHneM BpeMeHu Y6OpKM NoMmeLLeHns, onTuManbHoe 3HadyeHne coctasnseT 50—60 %. OcselleHne J0/MKHO
6bITb MCKYCCTBEHHbLIM B NocnefoBaTe/lbHOCTU: 12 yacoB — cBeT. 12 yacoB — blTemHoTa. Mpu kKOpMAEHUN MO-
XeT 6bITb NCNonb3oBaHa 06blYHas nabopaTopHas gueTa ¢ HeorpaHMYeHHbIM KOIMYEeCTBOM MUTLEBOW BOAbI.

Mpoueaypbl cnapuBaHusa AO/KHbI MPOBOAWUTLCA B KIeTkax, NOAXOAAWMX ANna 3Toi uenn. NHaveugy-
anbHOe cofepxaHne On040TBOPEHHbIX XWBOTHbIX MpeanoyTuTeNbHel, 04HaKo cofepXaHne HebonbLMM
rpynnamu Takxe npuemiemo.

4.3 lMoarotoBKa XMBOTHbIX

B UCMbITAHWUI UCMO/b3YHOTCA 3[,0POBbIE WHTAKTHbIE 0CO6M, NMpoLieAlne Npouece agantauumn K na6o-
paTopHbLIM YC/IOBUSIM B TedeHue 5 aHell. KcnepuMeHTasIbHbIX XUBOTHbIX HEO06X0AMMO MAEHTU(NLMPOBATbL
no BMAY, UCTOYHUMKY, MOy, Macce ¥ BO3pacTy. YXMBOTHbIE BCEX IKCMEPUMEHTA/IbHbLIX FPYNN A0/KHbI MO BO3-
MOXHOCTM GbITb O4MHAKOBOK Macchl 1 Bo3pacTa. [1sl KaX40ro YPOBHS [03bl 4O/HKHbI UCMO/b30BATLCS MOSIO-
[ble B3pOC/ble HEPOXaBLUME XeHCKMEe 0Co6U. YKeHCKe 0Co6M J0/MKHbI BbiTb CNapeHbl ¢ MYy>XCKAMW 0CO6AMU

2
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TOro Xe BuAa, UH6puaMHra (cnapviBaHvsi ocobeil U3 oAHOro NOTOMCTBA) cnefyeT usberatb. [NS rpbi3yHOB
3a AeHb 0 6epeMeHHOCTV MPUHMMAaETCA AeHb, KOr4a Y XMBOTHOTO O6GHapyxvBaeTcs BarMHanbHas npobka w/
Unn cnepma; AN Kposavkos 3a AeHb 0. Kak NpasBusio, NPUHUMAaeETCS AieHb NOI0BOro akTa Wan NCKyCCTBEHHOTO
On0A0TBOPEHMS, €CNIN UCMOb3YeTCA AaHHbIV MeTod. ONNoA0TBOPEHHbIE CAMKW AO/MKHbI 6bITb NPOV3BOSIBHO
pacnpefeneHbl Ha aKCNepUMeHTabHble U KOHTPO/IbHbIE FPYNMbl. KNeTkn AO/MKHbI O6biTb YCTAHOBMEHbI TakuM
06pa3om, 4Tobbl BO3MOXHOE BNNSHUE, CBA3AHHOE C pasMeLleHneM KNeTku, 6b/10 MUHUMU3NPOBaHO. Kaxao-
MY XXUBOTHOMY A0/KEH ObITb NPUCBOEH YHUKA/bHbIA UAEHTUdNKALNOHHBIA HoMep. Ecnv camok onnogoTeo-
PAIOT N0 NapTUAM, XUBOTHbIE U3 KaXKAOW MapTun A0/MKHbI 6bITb MPOM3BOLHO pacnpeeneHbl No rpynnam.

5 Tlpoueaypa ucnbiTaHus

5.1 KonnyecTtBO ¥ MO XUBOTHbIX

Kaxpas akcnepumeHTanbHas v KOHTPOSIbHAsA rpynnbl 4O/MKHbI COAEPXKaTb OCTATOYHOE YNCIIO XKEHCKMX
ocobeil ans nonyyeHus npumepHo 20 camok € uMnnaHTauueln Ans aytoncuv. Fpynnbl, COCTOSALWNE U3 MEHee
yeMm 16 XMBOTHbIX C MMNaHTauVeR, MOryT 6biTb HenpremaeMbl. MaTepuHckas CMepTHOCTb, He NpeBbIwato-
was 10 %, He BAMAET Ha pesynbTaTtbl UCC/Ief0BaHUSA.

5.2 MNoparotoska 403

Mpy MCcnosib30BaHUM PAcTBOPUTENS WM APYrMX f06aBOK A/1s1 0GMErYeHust [03UPOBaHNS HEOGXOAMMO
yAEeNsTb BHUMaHWE Creayowym ero xapakTepucTkam: BAvsiHWe Ha Mor/olleHue, pacnpegeneqve, Metago-
NN3M 1 yaepxaHue/BbiBegeune uccneayemMoro BelwecTBa, BAUSHUE HA XMMUYECKUe CBOICTBa MUccieayeMoro
BELLECTBA, KOTOPbIE MOTYT U3MEHUTL Er0 TOKCUYECKME CBOWCTBA, BNUSIHVE HA MOTPEGEHE BOABI U NULLW WU
PeXuM NUTAHUSA XMBOTHBLIX. PacTBopuTE b He Jo/MKeH 06/1a4aTb PenpPOLYKTUBHOW TOKCUUHOCTLIO UM TOKCWY-
HOCTbIO 11 Pa3BMBAKOLLETOCS OpraHu3Ma.

5.3 lo3npoBaHne

Kak npasuno, uccnegyemoe BeLLECTBO HEOOXOAMMO BBOAUTL eXefHEeBHO Mocse uMmniaHTauuy (Ha
5- fleHb nocne cnapveaHnsa) 40 AHA, NpeAWwecTBYIOWEro AHI0 3an1aHMpOBaHHOIo kecapesa ceveHus. Ecnu
npoBefeHHbIe NpefBapuTesbHble NCCeA0BaHNA He YKa3blBalOT Ha BbICOKUIA NOTEeHUMan npeauMmniaHTalnoH-
HOI rnbenu, uccnepoBaHne MoXeT GbiTb NPOAJIEHO HA BeCb Nepuof 6epeMeHHOCTH, OT cnapuBaHna 40 AHSA,
npeaLwecTBYIOLWEro 3an1aHnpoBaHHOMY yMepLLUBEHNIO. XOPOLLO N3BECTHO, YTO HeHaanexallee obpalieHne
1 cTpecc BO BpeMs 6epeMeHHOCTV MOryT NMPUBECTU K NMpeHaTasibHoV notepe (BbiknApily). MoaTomy cnegyet
nsberatb BO3aelcTBUS (DAKTOPOB, HE CBA3AHHbIX C 3KCMEPUMEHTOM, TakMX Kak: HeHafnexallee obpallieHne
¢ 6epeMeHHbIMMN XUBOTHbIMU, CTPECChI OT BHELLHWX (haKTOpoB, WyM 1 Ap.

Heob6xoauMo 1cnonb3oBaTth, Kak MUHWMYM, TP YPOBHS [03 U NapasfieflbHyl0 KOHTPO/IbHYIO rpynmny.
3/0p0BblE XMBOTHbIE AO/IXHbI OblTb NPOM3BOMILHO pacnpefesneHbl Ha 3KCNepuMeHTasbHble U KOHTPOJIbHbIE
rpynnbl. YPOBHW [03 AO/MKHbI BbIGUPATLCA C y4ETOM BO3MOXHOCTW fJanbHellle rpajaumm ToKCuyecknx ad-
dekToB. ECnn He orpaHnumBatbCs PU3NKO-XUMUYECKMMU UM BMONOTMYECKMU CBOMCTBAMW MCCeAyeMoro
BellecTBa, Haubosiee BbiCOKas [03a A0/KHA BbIOMPATLCA C Lesblo MHAYLMPOBaTb OnpefesieHHy0 TOKCKY-
HOCTb 118 pa3BuBaloOLLEerocs opraHusMma u/vnm MaTepuHCKON 0cobu (KNMHWYECKNe MPU3HAKU UK CHKEHWE
Maccbl Tena), HO He CMepTb UK TAXesble cTpadaHnsa. Kak MUHUMYM, OfWUH NPOMEXYTOUHbIN YPOBEHb A03bl
[OMKEH NPUBOANTL K MOSIBMIEHWNIO MUHUMAsbHbLIX HabMAaeMblx TOKCUYHbIX 3dhdekToB. HavMeHbLmnid ypo-
BEeHb [03bl He [O/HKEeH NPMBOAWTL K MOABMNEHWNIO Kakux-mbo Npu3HakoB TOKCUYHOCTW A5 pasBuTAA nnoja
UM MaTepuHCKON ocobu. YbbiBatoLlaa nocnefoBaTe/lbHOCTb 403 A0/MKHA ObITh BbiGpaHa Tak. 4Tobbl npoge-
MOHCTPUpPOBaTh /1l060e COOTHOLIEHWE [038a—O0TBET 1 YPOBEHb, NPV KOTOPOM He Hab/ioAaloTCs HeraTusBHble
atppektol (NOAEL), unu go3 65au3kux npefeny obHapyxeHus addpekTa, KoTopble MO3BOMAKT onpeaeTb
KpUTnyeckyto fo3y. [IByx/yeTbipexkpaTHble NHTePBasibl, Kak NPaBu/o, SBASITCA ONTUMasIbHbIM 418 YCTaHOB-
NeHns yobiBaloLLell nocnefoBaTelbHOCTW 03, 1 Ao6aBeHne YeTBEPTON TECTOBOW rpynmnbl YacTo NPeAnoYTyH-
TeflbHee VCNo/b30BaHNA 04eHb 60/bLIVX NHTepBanoB (6onee Yem 10-kpaTHbIX) MeXAy Ao3amMu. HecmoTps Ha
TO. YTo nonyuvenne NOAEL Ans MaTepuHCKOM 0Ccobn ABNSETCA LieNbio UCMbITaHWSA, NCCNefoBaHuns, B KOTOPbIX
He onpegenseTcs AaHHbI NnokasaTesb, MOTYT Takxe 6blTb NpuemaeMsl.

YpoBHUM [03 criegyeT BbIONpaTh C yYETOM /106bIX CYLLEeCTBYOLWMUX f4aHHbIX O TOKCUYHOCTM, a Takke fo-
NONHWUTENBbHON MHpopMaLMM 0 MeTabonnsme 1 TOKCUKOKMHETUKE MCCefyemMoro Belectsa Wam 6n3KnMX K
Hemy BellecTB. [MogobHas nHdopmauusa byaeT cnoco6CcTBoBaTh AEMOHCTPaLMU COOTBETCTBUS pexuma [o-
31POBaHMS.
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B ucnbiTaHUM HEO6X0AMMO MCNOMb30BaTh NapasaenbHy KOHTPOsIbHYO rpynny. [JaHHas rpynna gomkHa
noagepraTbCs (PUKTUBHOMY BO3AENCTBUIO UM BO3AENCTBUIO pacTBOPUTENEM, €CIM PacTBOPUTEb UCNO/b3Y-
eTcs ANs BBEAEHUS Uccredyemoro BewecTtsa. [1s1 Bcex rpynn A0/HKEeH MCNO/b30BaTbCA OAMHAKOBbLIA 06beM
nuccneayemoro BelwecTBa WM pacTBopuTens. XXUBOTHbIE M3 KOHTPOJIbHOM rpynnbl (rpynn) AOS/HKHbI codep-
XaTbCsA UAEHTUYHO XMBOTHLIM M3 3KCMEPUMEHTANIbHbLIX TPYNM. [A8 KOHTPOSIbHbLIX TPy, NoABEprarLmuxcs
BO3/eiCTBMI0 pacTBOpuTeNsl, HEOGXOAMMO MUCMNONb30BaHWe camoli BbICOKOW A03bl pacTBopuTens (kak ans
rpynnbl C HAMMEHbLUE 0301 nccneayemMoro BelecTsa).

5.4 WcnbiTaHne ¢ npefenbHoli o301

Ecnu vcnbiTanue ¢ oaHoli Ao3oii B 1000 MI/Kr Macchl Tena B ileHb, BBOAVMOI NepopasibHO, C UCMOSIb30-
BaHWEM NpeACTaB/IeHHbIX NPoLeayp, HE NPUBOAUT K MOSIBAIEHUIO MPU3HAKOB TOKCUYHOCTU U MOSIBAEHUS (-
(hekTa He OXMAaeTCsi COrnacHo CyLLEeCTBYIOLMM AaHHbIM (Hanpumep, npu UCCNefoBaHUU CTPYKTYPHO W/unu
MeTaboIMYeckn POACTBEHHbLIX COEMHEHWIA), TO NMOJHOE KCC/Ief0BaHUE C UCMO/b30BAHNEM TPEX 03 HE ABS-
eTcsl Heo6XoAMMbIM. OXnaaemMmoe BO3LENCTBUE HA OpraHn3M YesioBeka MOXET yKa3blBaTb HA HEO6XOAUMOCTh
UCMO/b30BaHWsi 60/1ee BbICOKOTO YPOBHS MepopasibHOM 403bl B UCMLITAHUU C NpefebHO f030i. Ans ApyrixX
CNoco6oB BBEAEHUS [03bl, TAKUX KaK UHTaSILMOHHBIV WAW AepManbHbIi, (N3MKO-XMMUYECKEe CBOICTBA UC-
CnefyeMoro BeLecTBa YacTo MOTyT yKa3blBaTb HA MaKCMManbHO AOCTUXMMBIY YPOBEHL BO3AeicTBUA (Hanpy-
MOp, AepMasibHoe HaHEeCEHWEe He JO/MKHO Bbi3BaTb Cepbe3Hble MeCTHbIe NOPaXeHus).

5.5 BBefeHVe 3KCMepuMeHTanbHOW A03bI

VMccnenyemoo BelecTBO UM pacTBOpPUTENb, Kak NPaBwnio, BBOAAT NepopasibHO NOCPeACcTBOM UHTy6a-
uumn. Ecnu ncnonb3yeTca gpyroii cnocob BeBegeHus, Heo6xoAMMO npeacTaBnTb 060CHOBaHME U apryMmeHTu-
poBaTb BbI6Op. Viccnegyemoe BelecTBO ceayeT BBOAUTL Kax bl AeHb NPUMEPHO B OJHO U TO Xe Bpems.

[03bl ANA KaXA0ro XMBOTHOTO BbIGMPAKOTCS HA OCHOBAHUW NOCNEAHEro UHAUBUAYaNbLHOrO onpegene-
HUSA Macchl Tena XUBOTHOTO. TeM He MeHee, criefyeT co6104aTh OCTOPOXHOCTb NpY ONpeAeneHnn o3bl B Te-
YyeHvie nocnegHero TpuMecTpa 6epeMeHHoCTH. [115 npefoTBpalLeHnsa NoABAEHUS U36bITOYHOM TOKCUYHOCTH
ANA MaTepurHCKOW ocobu npu BbiGope [03bl HEOOGXOAMMO MCMOMb30BaTb CyLEeCcTBYyLWMEe AaHHble. OfHako,
ec/v B X04e 3KCnepumeHTa oTMeyaeTcs YpesBblyaiiHO BbICOKOE TOKCUYeCcKoe BO3eiCTBME Ha CaMoK, UX He-
06X0AMMO T'yMaHHO yMepTBUTb. ECN HECKO/IbKO 6epeMeHHbIX XMNBOTHbIX NPOSBAAIOT NPU3HAKN U30bITOYHON
TOKCMYHOCTU, CeayeT paccCMOTPEeTb BO3MOXHOCTb MpekpaLleHns 03MpoBaHns rpynnsl. MNpu BBegeHUN Belle-
CTBa Yepes XesnyA0UHbIli 30HA A03MPOBaHNe Heo6X0AVMO NPOBOANTL C UCMO/Mb30BaHNEM XefyAo4HON Tpy6Kn
Uy noaxoasiein NHTy6aLMOHHOWN KaHI B BUAE pa3oBoi A03bl. MakcumasibHblil 06beM XUAKOCTU, KoTopas
MOXeT ObITb BBELEHA 3a OAMH Pas3. 3aBNCUT OT pasmepa IKCNeprMeHTaIbHOTO XMBOTHOr0. OGBEM He AO/IKEH
npesblwatb 1 mn Ha 100 r maccbl Tena, 3a UCKIIOYEHVEeM BOAHbLIX PacTBOPOB, KOrfa MOXHO MCMO/b30BaTb
2 mn Ha 100 r maccel Tena. Ecnv B kauecTse pacTBOpuUTeNs UCNONb3YeTCA KyKypy3HOe macsio, 06bem He [0S1-
XeH npesbiwatb 0,4 mn Ha 100 r maccel Tena. VIsMeHeHus TeCTOBOro o6bema Ao/MKHbI ObITb CBEAEHbI K MUHK-
MyMy NyTeM peryaiMpoBaHunsa KOHUEHTpauun ansa obecneyeHns NOCTOAHHOTO o6bema AN BCeX YPoBHeR f03.

5.6 O6cnepgoBaHMe caMmok

KnuHnyeckme HabngeHnsa [0MKHbI NPOBOAUTLCSA U PETCTPUMPOBATLCH, Kak MUHUMYM, OAVH pas3 B [ieHb,
npeanoyYTMTENIbHO B OAHO W TO Xe BpeMmsi C yYeTOM MUKOBOro nepuoga oxungaemoix 3pdekTos rnocne sseje-
HUA 803bl. COCTOSAHWNE XMBOTHbIX A0/HKHO ObITh 3aperncTpupoBaHo, BK/IOYasAs CMEPTHOCTb, COCTOSTHUE aroHuu,
COOTBETCTBYIOLLME U3MEHEHNS B NOBELEHUUN 1 BCE NMPU3HAKM O4EBUAHOW TOKCUYHOCTY.

5.6.1 Macca Tona 1 notpebseHne nuLLmn

YKVBOTHBLIX HEO6X0AMMO B3BELWMBATL B iIeHb O K He no3gHee AHA 3, eC/in OnN040TBOPEHHbIE XNBOT-
Hble NOCTaBNATCA OT CTOPOHHETO NPOM3BOANTENS, B NEPBLIA AeHb BO3AENCTBNSA, a 3aTeM KaxAble TpU AHS B
TeyeHne aKcnepnmeHTa 1 B IeHb 3aniaHnpoBaHHOro ymepLyBieHus.

MoTpebneHve NUWKY HEO6XOAVMO PErMcTPMpoBaTh C TPEXAHEBHBIM VHTEPBaIOM, COBNajaloWwmnm C UH-
TepBasioM OMnpeAesieHNss MaccChl XXUBOTHbIX.

5.6.2 Ob6cneposaHne nocne BCKPbITUA

CaMKun fo/mKHbI ObITb YMepLLB/IEHb! 3a OAUH AeHb A0 npejnosaraeMblX pogos. CaMok, y KOTOpbIX Ha-
61104at0TCA NPU3HAKN BbIKMABILLA WKW NMPU3HAKW NPeXAeBpeMeHHbIX POA0B A0 3aniaHupoBaHHOIO BpeMeHu
yMepLLBEHUSA, HEO6XOAVMO YMEPTBUTL U NOABEPrHYTH TLLATENIbHOMY MakKpOCKONMYecKoMy 06cnefoBaHuio.

B MOMEHT ymMepLyBeHNs Uan CMepT BO BPEMSA UCC/EfOBaHUA CaMKU AO/KHbI O6bITb OCMOTPEHbI Ma-
KPOCKOMUYECKN Ha Hannuve nobbix CTPYKTYPHbIX @aHOManuii Wavu NaTosiornyecknx nsMeHeHuin. OcMoTp caMmok
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BO BPEMS KecapeBa CeyYeHus 1 Nnocnefylollero aHanumsa nnofga JO/MKEH NpoBoauTbCA 6e3 nHdopmaummn o
NPUHAANEXHOCTUN K uccnefyemoli rpynne B Lensix 06beKTUBHOCTY.

5.6.3 W3yyeHue cofepXmMmoro mMatku

He3ameqnutenbHO Nocne yMepLLBAEHNS UM KaK MOXHO CKOpPee Moesio CMepPTU MAaTKN XMUBOTHbIX AOSXK-
Hbl ObITb YaneHbl 1 yCTaHOBMEH cTaTyc 6epeMeHHOCTU. [l MATOK, KOTOpbIe BbIMNAAAT HEOMN/T040TBOPOHHbI-
MW. Heo6Xx0AMMO NPOBOAUTL AasibHelwne nccnefoBaHnsa (Hanpumep, okpalumBaHue cynbyaoM aMMOHUA
[ANA TPbI3yHOB 1 OKpalwvBaHne CaneBCckn WA anlbTepPHATUBHBIA MeToA A4S KPO/MKOB) AN NOATBEPXAEHNSA
OTCYTCTBUSA 6EPEMEHHOCTM.

BepemMeHHble MaTkW, B TOM Yuc/e Welkn MaTku, A0/KHbI 6biTb B3BELIEHbl. Macca 6epeMeHHbIX MaTok
He onpegenseTcs A5 XUBOTHbIX, 06HAPYXEHHbIX MEPTBbIMU B X04€ WCCNefoBaHUS.

[ns 6epeMeHHbIX XVMBOTHbIX HEOOX0ANMO OnNpeAenaTb KOIMYECTBO XEeNTbIX TeN.

CogepxaHue maTtku [O/MKHO ObITb OCMOTPEHO Ha HasMume NornéLLIMX aM6PUOHAbHBIX KNEeTOK Uan nio-
[10B V1 )XM3HEeCNoCo6HbIX N10A0B. HeobxoAnMo onpeaensaTb cTeneHb pe3opoumn AN OLEHKN OTHOCUTETbHOIO
BPEMEHV CMepTU KoHLenTyca.

5.7 OcmoTp nnonos

Heobxoaumo onpegenuTb NOA U Maccy Kaxaoro nnoja.

Kaxablii nnog AO/MKeH 6biTb OCMOTPEH Ha HaMMuMe BHELUHUX U3MEHEHUIA.

Mnoapb! 4OMKHBI 6bITb OCMOTPEHBI HA HANMUYMe U3MEHEHUIN MATKMX TKaHel u ckeneTa (OTKOHEeHUs nin
NOPOKN pasBuUTKA, AN aHomanuu). Knaccudumkauns nsmeHeHnid nnoga npeanoytTuTesibHa, HO He obs3artenb-
Ha. Ecnu knaccudmkaumnsi NPOBOAMTCS, TO KPUTEPUM ANSt ONPEAENEHUS KaXKAO0N KaTeropum A0/HKHbI ObITb YeT-
KO ycTaHoBneHbl. Ocob60e BHMMaHVe cnefyeT 06paTuTb Ha M3MEHEHMWS MOMOBLIX NyTel, KOTOpble HEO6X0AMMO
OCMOTPETb Ha Ha/Myve NpPU3HakoB U3MEHEHWIT B Pa3BUTUN.

[nsa rpbI3yHOB NPYMEpPHO NOJSI0BMHA MI0A0B U3 KaXA0ro nomMmeTa A0/KHbI 6bITh MPenapvpoBaHbl 1 OCMO-
TPEeHbl Ha HaMune n3MeHeHun ckeneta. OcTaBLUMEeCs NI0AbI A0/MKHbI ObITb NPEnapMpoBaHbl 1 OCMOTPEHbI Ha
HanMuMe N3MEHeHN MATKMX TKaHel ¢ UCNOb30BaHeM NPUHATBLIX UM COOTBETCTBYIOLLNX METOA0B MOCNeno-
BaTe/IbHOTO CEeYEHUs UM MEeTOA0B akKypaTHOro 06Lwero BCKPbITUS.

LNns Herpbi3yHOB. Hanpumep KpO/IMKOB, Kaxnblli Niof4 HeobxoAMMO OCMaTpuMBaTb Ha HaMune nsme-
HEHWI MATKMX TKaHel n ckeneta. OpraHbl KaXAoro njaoga nocjie BCKPbITUA OCMAaTpMBalOT Ha HasMume us-
MEHEHUIA MATKUX TKaHei, Npy BCKPbITUM MOTYT WCMO/b30BaTbCA Mpoueaypbl AN AasbHelLero u3yvyeHus
CTPYKTYpbI cepaua. [010Bbl NO/I0BMHbI OCMaTPMBAEMbIX MA0A0B AO/KHbI OblTh yAaneHbl 1 npenapupoBaHbl
[ONsi NpoBeAEHUSI OLLEHKM U3MEHEHMI MSITKUX TKaHel (rnasa, rofloBHOM MO3r, HOCOBbIE X0Abl U A3bIK) C UCMOSb-
30BaHNEM CTaHAapTHOrO NocnefoBaTe/IbHOro MeTofa CeYeHUn UM paBHOrO YyBCTBUTENbHOrO meToga. Op-
raHbl MOBPEXAEHHbIX M HENOBPEXAEHHbIX NM0AOB AO/KHbI 6bITb NPenapupoBaHbl U1 OCMOTPEHbI Ha Hanmune
M3MEHEHWI ckeneTa.

6 JaHHble n oTyeT 0 NpoBeAEHUN UCMNLITAHUA

6.1 [aHHble

[aHHble fo/mKHbI GbITb NpeAcTaBNeHbl UHAUBUAYASIBHO U CBEAEHbI B Tab/IMUHYO (hopMy, AEMOHCTPU-
pYIOLLYIO A5 KaXKAOW aKCnepuMEeHTasIbHOM TPynmbl U KaXKA0ro NOKOSIeHUS KOMIMYECTBO XUBOTHbLIX B Hayase
UCMbITAHWS, KOJIMYECTBO XMBOTHbIX, OBHAPYXEHHbIX MEPTBbIMU B XOA€ WUCNbITAHWUA WU YMEPLLB/IEHHbIX 13
ryMaHHbIX COOOpaxeHuid, Bpems No6oi rmbenn unm ymepLysieHuns, KoNnyecTtBo 6epoMeHHbIX ocobeit, Ko-
NINYECTBO XMBOTHbIX C NPU3HAKaMU TOKCUYHOCTW, ONUcaHne HabnlofaeMblX NPU3HAKOB TOKCUYHOCTU, B TOM
yncne Bpemsi NOABAEHUS, NPOLOHKNTENBHOCTD U TSXKECTb N0BbIX TOKCUUYECKUX 3PdIeKTOB, TUN HaGNOAEHNI
nnoAa v Bce COOTBETCTBYIOLLME AaHHbIE A/151 NOMeTA.

KonnyecTBeHHble pe3ynbTaTbl fO/KHbI 6blTb OLEHEHbI COOTBETCTBYHLLMM CTATUCTUYECKUM METOAOM C
1Cnosib30BaHWeM nomeTa B KayecTBe eAVHULbl ANA aHanm3a AaHHbiX. Jo/KeH Mcrnosb3oBaTbcs obuienpu-
HATbIA CTATUCTUYECKWIA MeTod; CTaTUCTUYECKUA MeTof Heo6X0AMMO BbibMpaTh Kak 4yacTb 06Lel CTPYKTYypbl
ucnbiTaHus. [laHHble 0 XMBOTHbLIX, KOTOPbIE HE AOXMBAIOT 40 3aMn/1aHPOBAHHOIO YMEPLLBIEHUS, TaKKe LO/X-
Hbl 6bITb MPeACTaB/EHbl. DTN AaHHbIE MOTYT GbITb BK/IKUYEHbI B 3HAYEHWA AN TPYNN B COOTBETCTBYHLLMX
cnyyasix. AKTyaslbHOCTb AaHHbIX AN TakMX XMBOTHbIX U1, CriefoBaTeflbHO, BK/OUYEHWE WU UCKIoYeHne u3
3HauYeHWi Ansa 6ol rpynnbl, 4O/HKHBI paccMaTpyBaTbCs HA UHAUBUAYaNLHON OCHOBE.
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6.2 OueHka pe3ynbTaToB

Pe3ynbTaTtbl MCMbITAHUI TOKCUYHOCTY AN5 NpeHaTaNbHOro passuTus fO/MKHbI OLeHMBATbLCA C TOUKM 3pe-
HUS1 Habnogaembix achgekToB. OueHka ByaeT BKIoUYaTh B cebs1 crnefyoLyio nHhopmauuio:

- pe3ynbTaTbl UCMbITAHWIA A1A MaTepyuHCKO 0cobu 1 nNnoga, B TOM YKC/e OLeHKa COOTHOLUEeHUS, Wn
0ro OTCyTCTBME, MeXJy BO3AeliCTBUEM WUCCNeAyeMOro BelecTBa Ha XMBOTHbLIX N YACTOTOW U TSXECTbI0 BCeX
athdekToB:

- KpUTEPUX, UCNONb3yeMble ANA KnacCUduKaLuuy BHELWHUX U3MEHEHWUHA, U3MEHEHU MAMKUX TKaHel n
cKeneta nnoga, ecnu Takas knaccudmnkaumsa npoBoauiach:

- NPU HEo0b6X0A4MMOCTHU, KOHTPO/IbHbIE AAaHHbIE NPeALEeCcTBYIOLWNX NCCef0BaHWI ANS YAYULIEHNS UHTep-
npeTtauuy pesynbLTaTos:

- YNC/IEHHOCTb, UCMo/ib3yemas A5 pacyeTa Bcex nokasatene;

- Npuemnemblii CTaTUCTUYECKWI aHanM3 pe3ynbTaToB WCCMeA0BaHUs, NpuM Heo6XOAMMOCTU, KOTOpbIi
[O/MKEH BKMOYATb JOCTATOUHYIO MHGOPMALMI0O O MeTofe aHanv3a, UCNob3ys KOTOPY He3aBUCUMBIA IKC-
nepT MOXeT NepecMoTPeTb U PEKOHCTPYMPOBATb aHamns.

[ns no6oro ncnbiTaHws, B KOTOPOM AEMOHCTPUPYETCA OTCYTCTBME TOKCUYECKMX 3dDheKTOB, AO/MKHO
6bITb MPEAYCMOTPEHO NMPOBeAeHNe AanbHellunX NccnefoBaHuii 4na OLEHKN NOrNOoLWeHUss U 61onornyeckoi
[OCTYMHOCTW UccnedyemMoro BellecTsa.

6.3 OTyeT 0 NpPOBEAEHUN UCNBITAHUA

OTYeT 0 NPOBEAEHNMN UCTILITAHUS AO/IKEH COAEPXaTb CNeAyoLy0 NHhopMaLmio:

Wcecnepgyemoe BelecTso:

- thusmnueckas npupoga u, Npu Heo6XoANMOCTH, (PU3NKO-XMUYECKME CBOICTBA;

- nageHTudukaums, B Tom yucne Homep CAS. ecnv OH U3BECTEH U / UK YCTAHOB/IEH.

- yucToTAa.

PacTtBopuTens (npu Heob6xoAUMOCTK):

- 060CHOBaHNe BbIGOpA pacTBOPUTENS, 3a UCKIIOYEHNEM BOApbI.

OKcnepuMeHTasibHble XXUBOTHbIE:

- Ucnonb3yemblid BUA;

- KOJINYECTBO U BO3PACT XUBOTHBIX;

- UCTOYHUK, YCNOBUSA COAEPXKAHNA N KOPMIEHNS U Np.;

- MHAMBUAYanbHas Macca XWBOTHbLIX B HaYane MUCMbITaHus.

YcnoBusa npoBefeHns UCNbITaHNA:

- 060cHOBaHMWe Bbibopa ypOBHSA A03:

- NO4PO6HOCTU NPUrOTOBNEHUSA NCCNENYEMOro BeLLeCcTBa, NOAr0TOBKM ANETbl, AOCTUraeMble KOHLEeHTpa-
LuKn, cTabunbHOCTb U 0AHOPOAHOCTL BBOAMMOTO NpenapaTa;

- NOAPOGHOCTM BBEAEHUS UCCNeyeMoro BelecTsa;

- NepeBoy, cofepXXaHua uccnefyemoro BelecTsa B NuLLe/IMTbeBON Bofe (ppm) B dhakTuyeckyt o3y
(mr/kr maccol Tena B fieHb), Npu HEO6XOANMOCTH;

- YCNIOBUA OKpYXatoLei cpeabl;

- Ka4ecTBO NULLY 1 BOAbI.

PesynbTatbl ucnbiTaHnA:

Peakuus mateprHckoii 0cobu Ha BBOAVMbIE [,03bl, BK/IOYAS, HO HE OrPaHNYNBasACH:

- KONINYECTBO XMBOTHbIX B Hayane WUCNbITaHWsA, KONMYECTBO BbDKMBLUMX XMBOTHbIX, KOIMYeCTBO 6epe-
MEHHBIX XWBOTHbIX, KOIMYECTBO BbIKAAbILIEA U NpexgeBPeMeHHbIX POAOB;

- AeHb rmbenun Bo BpeMS UCMbITAHWUSA WU KOTIMYECTBO XUBOTHbIX, AOXMBLUMX A0 YMEPLYBAEHNS:

- J@aHHble 0 XWUBOTHbLIX, KOTOPble He AOXMBAKOT [0 3an/aHMPOBAHHOIO yMepLB/eHUs, He06XoANMO COo-
obLaTb. HO He UCMONb30BaTb ANA CTATUCTUUECKUX CPABHEHWI Mexay rpynnamu,

- ieHb HabAeHNA NI060ro aHOMaslbHOro K/IMHNYECKOro Npu3Haka 1 ero nocnegyliee passutue:

- Macca Tena, U3MeHeHne Macchl Tefia U Macchbl 6epeMeHHOI MaTku, B TOM Yucie, Npu HeobXxoanMocCTH,
M3MEHeHne Macchl Tefa c NonpaBKoil Ha Maccy 6epeMeHHOW MaTku;

- noTpebneHne NUWKY 1 BoAbl, €CN NMPOBOAMNINCH TaKne OLeHK;

- pe3ynbTatbl ayTONCcuMun, B TOM YMC/e Macca MaTku;

- 3HaueHuss NOAEL TOKCMYHOCTM [N MaTEPUHCKON 0CO6GM U TOKCMYHOCTU A/19 pas3BMBalOLLErocst
opraHusma.
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MokasaTenun TOKCUYHOCTY A1 Pa3BUTUS NOMeTa C MMnaHTataMu, B TOM YUCTIE:

- KOSMYECTBO XeNTbIX Ten;

- KOJIMYeCTBO UMMIaHTaUuWi, KONMYECTBO M NPOLEHT XMBbIX Y MEPTBbIX M/I040B 1 pe30poLuii;

- KOIMYECTBO U MNPOLEHT NoTepb 40 ¥ NOC/Ae UMNAaHTaLNN.

Moka3aTenn TOKCUYHOCTM MO A03aM A1 pa3BUTUS MOMETA C XWBbIM M/I040M, B TOM YuC/e:

- KOJINYECTBO M NMPOLEHT XMUBOrO MOTOMCTBE;

- COOTHOLLEHNe MNoJIoB:

- Macca Tena nnoja, NnpeanoyTUTeNbHO, C pa3buBkoli No nony;

- MOPOKM BHELLUHEro PpasBUTUSA, pPasBUTUA MATKUX TKaHel W ckeneta U Apyroe COOTBETCTByOLiMEe
N3MEHeHUS:

- KpuTepum N knaccugrkaumm, npu HeobxoaMmocTy;

- o6liee KONMYECTBO M MPOLEHT NJ0LOB ¥ NMoOMeTa C /II06bIMA BHELLHUMWU U3MEHEHUAMW, U3MEHEHNS-
MU MSITKAX TKaHel Unm ckeneta, a Takke BuAbl U Crlyyan OTAENbHbIX aHOManuii U gpyrux COOTBETCTBYHOLLMX
N3MEHeHMWIA.

O6cyxaeHne pesynbTaTos.

BbiBOAbL.

6.4 VHTepnpeTtauusa pesynbLTaTos

ViccnepoBaHue TOKCUYHOCTM B MEPUOS NPeHaTaslbHOro pasBuTUsi MO3BOMNUT MOJSTYYUTb MHADOPMALMIO O
B/IVSIHWAM MOBTOPHOIO NEPOPasIbHOTO BO3AENCTBUS BewecTsa B nepuoj 6epemMeHHoCTU. PesynbTatbl uccne-
[lOBaHMS [O/MKHbI PAcCMaTpMBATLCS B COBOKYNHOCTY C pe3y/ibTaTaMy UCMbITaHU Cy6XPOHUYECKOW TOKCUY-
HOCTW. PenpoAyKTUBHOM TOKCUYHOCTU, TOKCUKOKMHETUUYECKUX U APYTUX UCCNefoBaHuii. MoCKobKy BHUMaHue
yAensietcsi kak obLeii TOKCUMYHOCTH, TaK ¥ TOKCMYHOCTU A/1S1 Pa3BUBAIOLLETOCs OpraHn3ma, pesy/bTaTbl uc-
C/flefjoBaHNsl NO3BONAT pasfensTs aQdeKkTbl, HabMoaaeMble Npy PasBUTAM OpraHM3ma, Npoucxogsiuue B oT-
CyTCTBUE 06LLeli TOKCUYHOCTU, 1 3PDEKTHI, MPOSABAALLMECS TO/IbKO HA YPOBHSIX, KOTOPbIe Takke sBNATCA
TOKCUYHBIMY /151 MATEPUHCKUX 0COGEiA.
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