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Mpeaucnosue

Lienu, ocHOBHbIE NpUHUMNLI M 06LWMe npaBuna npoeeaeHus paboT No MEXrocyaapCTBEHHOW CTaHaap-
Tusauum yctadosneHol FOCT 1.0 «MexrocyaapcTseHHasa cucrema craHaaptusaumm. OCHOBHbIE NOMOXEHUS»
n FOCT 1.2 «MexrocyaapcreeHHan cucteMa craHgaprusaummn. CtaHaapTel MEXrocyaapcTBeHHbIe, Npasuna
M pekoMeHAauun N0 MEeXroCyaapCTBEHHOW cTanaapTusauuu. MNpasuna paspaboTku, NPUHATUS, OGHOBNEHUSA
M OTMEHbI»

CeeaeHuA o ctaHaapre

1 NOArOTOBNEH <®eaepanbHbiM OIOMKETHLIM  YUPEXAECHUEM 3APAaBOOXPAHEeHUs «PoCCuncKum
perncTp NOTeHLUMAanbHO ONacCHbIX XMMUYECKUX M Buonormyeckux Bewectsy deaepanbHoii cnyxObl no HaA30py
B cchepe 3awmThl npas notpedutenen u Gnaronony4uus yenoseka (PBY3 «Poccuiickuii perncTp noTeHumanb-
HO ONACHBLIX XMMHUYECKUX U Buonoruyeckmx BellecTs» PocnotpebHaasopa), PeaepanbHbiM rocyapCTBEHHLIM
YHUTapHbIM NpeanpuaTueM «BcepoCCMCKUIn HayYHO-UCCNEeA0BaTENbCKUN LeHTP cTaHaapTusauum, WHAOop-
Mauun u ceptucukaumm celpbs, matepuanos u sewectsy (Pryrl «BHALUCMB») Ha 0CHOBE COGCTBEHHOIO
nepesoja Ha PYCCKUM A3bIK aHINOA3bIMHON BEPCUM JOKYMEHTA, YKa3aHHOro B NyHKTE 5

2 BHECEH $eaepanbHbiM areHTCTBOM MO TEXHUYECKOMY PEryfnmpoBaHuio U METPOSoruu

3 NPUHAT MexrocygapcTBeHHbIM COBETOM MO CTaHgapTusauuu, MeTponormm u ceprudmkanmm
(npotokon ot 18 okrsiGps 2013 r. Ne 60-I1)

3a npuHATUE NPOronocoBanu:

KpaTKoe HanmMeHoBaHWe CTpaHbl KOA CTpaHbl No COKpau.|eHHoe HauMeHoBaHMe HaluoHaribHOro
no MK (MCO 3166) 004—97 MK (MCO 3166) 004—97 opraHa no craHgapTusauvn

ApmeHusa AM MuH3skoHOMMKKM Pecny6nunku ApMenus

Benapycb BY [occTaHpapT Pecnybnukn Benapyck

Kuprusus KG KblprelactaHgapT

MongoBa MD Mongosa-CtaHgapT

Poccusa RU Pocctanpapt

TapXuKkncTaH TJ TapxukcraHgapT

4 MMpukasom PegepanbHOro areHTCTBa N0 TEXHUYECKOMY PErynuMpoBaHUI0 U METPONOrun oT 22 HOS-
6ps 2013 . Ne  814-cT mexxrocyaapcTBeHHbIN cTtaHgapt MOCT 32380—2013 BBeaeH B AeWCTBUE B KayecTBe
HauMoHanbHOro craHgapra Poccuinckon ®eagepauun ¢ 1 asrycra 2014 r.

5 Hacroswui ctaHgapt uaeHTUYeH MexayHapogHomy aokymenty OECD, Test No. 414:2001 «Uccne-
OOBaHWA TOKCUYHOCTU AN npeHaTanbHoro pa3suTtusay («Prenatal Development Toxicity Study», IDT).

HaumeHoBaHue HacTosALwero ctaHaapTa U3MEHEHO OTHOCUTENLHO HAUMEHOBAHUA YKa3aHHOTO Mexay-
HapOAHOro cTaHgapTa aAna npueeaeHus B cooreetcTene ¢ NOCT 1.5 (nogpasaen 3.6)

6 BBEAEH BMNEPBbIE
7 NEPEUSJAHWE. Anpenb 2019 .

UHebopmauusa o seedeHuu e delicmeue (npexkpaweHuu deilicmeusi) Hacmosweao cmaHdoapma u usme-
HeHull K HeMy Ha meppumopuu yka3aHHbIX ebiuwe eocydapems nybnuKyemces 6 ykasamensax HayuoOHasbHbiIX
cmanOapmos, usdasaembix 8 amux eocydapcmeax, a makxe e cemu ViHmepHem Ha calimax coomeem-
cmeyouwux HayuoHarbHbIX opaaHoe rno cmaHdapmusayuu.

B cnyyae nepecmompa, USMEHEHUS Unu OMMEeHbI Hacmosuweeo cmaHlapma coomeemcemeyroujas
uHebopmauusa bydem onybnukoeaHa Ha ochuyuanbHoOM uHmMepHem-catlime MexzocydapcmeeHHo20 coeema
no cmaHdapmusayuu, Memponozuu u cepmugukayuu 8 kamanoee «MexeocydapcmeeHHble cmaHdoapmbiy

© CtanaaptuHgopm, opopmnenue, 2014, 2019

B Poccuiickoin deaepauun HaCTOALIMIA CTAHAAPT HE MOXET ObITb NOMNHOCTLIO UMK
YaCTUYHO BOCNPOU3BEAEH, TUPAXUPOBAH U PACNPOCTPAHEH B KaYecTBe 0nunansHoro
usgaHusa 6es paspeLueHusa degepanbHOro areHTCTBa NO TEXHUYECKOMY PEerynmpoBaHuio
U METpONoruu
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BBepeHue

MN3yuyeHne penpoaykTUBHON TOKCUMHOCTU SIBMISIETCA 00S3aTenbHbiM 31IEMEHTOM TOKCUKOMOrMYECKO
OLIEHKM XMMUYECKMX BeLecTB. Llenblo JaHHOro MeTofa ABNAETC U3yYeHMe BIUSAHUSI XMMUYECKUX COeauHe-
HWI Ha opraHoreHes, NPOLECChl Pa3BUTUSA NNoAa.
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M E XTOGCVYJAAPCTBETUHHUB H# CTAHQAAPT

METO[bl UCMLITAHWUA MO BO3AENCTBUIO XUMUYECKOW NPOAYKLNU
HA OPF'AHM3M YEJIOBEKA

UcnbiTaHua No OLieHKe TOKCMYECKOro BO3AEHCTBUA HA npeHaTanbHoOe pa3BuTue

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

Dara BBeaeHua — 2014—08—01

1 ObnacTb NpuMeHeHus

HacroAawumii ctaHaapT No UCMbLITAHUAIM HA PENpPOAYKTUBHYIO TOKCMMHOCTb NPEAHA3HA4YeH Ansa nonyye-
Hus 06Lwen uHpopmaLmm 0 BO3AENCTBUM HA BepeMEHHbIX 9KCNEPUMEHTANbHBLIX XXMBOTHBIX U Pa3BUBaKOLLMECA
opraHusMbl Ha NpeHaranbHoi cTaaun. JlJaHHoe nccnefoBaHue BKNIOYMAET M3yYeHUe BO3AECTBMA HA MaTEPUH-
CKMI OpraHn3M CTPYKTYPHbIX aHOMarnuvm unuM m3amMeHeHuwin B passutum nnoga. PaccMoTpeHue pyHKUMOHanNb-
HbIX AeeKTOB, XOTS U ABMSAIOLUMXCA BAXHON COCTaBMAIOLWEN npouecca pasBuTUS, HE BXOAUT B HACTOALLMN
ctangapt. OTKNOHEHUs1 MOTYT ObITb UCCNEAOBAHbI B OTAENBHOM MCMbITAHUU N B Ka4€CTBE AOMNOSNHEHUN K
HaCTOALLEMY UCTLITAHUIO C UCNONb30BaHUEM METOAA UCCNIEA0BAHNUA HA HEWPOTOKCUMHOCTb Pa3BMBAIOLLIETOCS
opranusma. [ins nonyyeHus uHopmaummn o6 uccneaoBaHnm PyHKUUOHANbHBLIX AeHEKTOB U NOCNEpPOAOBbIX
adhpekToB HEOOXOAUMO UCMONb30BATh CTAHAAPT NO UCMILITAHUAM Ha PENPOAYKTUBHYIO TOKCUYHOCTb M TOKCHY-
HOCTb Ha NpUMepe pasBUTUSA [BYX MOKONEHU, a Talke HEIMPOTOKCMYHOCTL Pa3BUBAIOLLEroCa OpraHu3Ma.

2 TepmuHbI U onpeaeneHus

B HacToALem cTaHaapTe NPUMEHEHbI CrneayioLmMe TEPMUHbLI C COOTBETCTBYIOLLIMMU ONpeaeneHUsIMU:

2.1 BbIkugbIw (abortion): MNpexxaeBpeMeHHOE yaaneHue u3 MaTkvm NpoAykTa OnfoA0TBOPEHUss — 3M-
OpUOHA UMM HEXM3HECNOCOOHOIO nnoaa.

2.2 nsmeHeHue pocta (altered growth): ameHeHne maccobl unu paamepoB OpraHoB NOTOMCTBA.

2.3 usmeHeHus (aHomanum) (alterations (anomalies)): CTpykTypHbleé U3MEHEHUA B Pa3BUTUU, B TOM
Yucne nopoKn U OTKIOHEHUA B Pa3BUTUN.

2.4 umnnanTaumsa (implantation (nidation)): MpukpenneHne 6GnacToUUCTbI K ANUTENNANLHON 060N0YKe
MaTKku, B TOM YUCNE NPOHUKHOBEHWE Yepes3 ANUTENUIA MaTku U BCTPAUBaAHWE B SHAOMETPUIA.

2.5 koHuenTtyc (conceptus): O6beaMHEHHOE Ha3BaHUE NPOU3BOAHBLIX ONNMOAOTBOPEHHOW ANLEKNETKN
Ha nioboi cTagun pasBuTMA OT OMMOAOTBOPEHNSA [0 POXKOEHUSA, B TOM YUCNE BHE3APOAbILIEBLIE 060MO4KM, a
TaKkKe SMOPUOH UK Nnoa.

2.6 HeraTuBHbIN 3¢hpekT (adverse effect): IameHeHMe UCXOAHOTO COCTOSIHUA, NPUBOAALLEE K CHUXKE-
HUMIO CNOCOOHOCTM OpraHW3ama K BbXMBaHMIO, BOCMIPOU3BOACTBY UNKU agantauuu B OKpyxatowen cpege. B Tep-
MUHaX TOKCUKOMNOrMU PasBUTUS B LULMPOKOM 3HAYEHWMMW AaHHOE NOHATUE BKNIOYaeT B ceba niobble addexThl,
NpensTCTBYIOLLME HOPMAanbHOMY Pa3BUTUIO KOHLIENTYCA KakK 40, TaK U NOCAE POXaeHUs.

2.7 oTknoHeHusi/manblie aHoMmanuu (variation/minor abnormality): CTPyKTYpHble U3MEHEHUA, OKas3bl-
BAIOLLME HE3HAYUTENbHOE BIUSAHWE WU NPAKTUYECKU He OKasbiBalowwme NaryGHOro BAUAHWUA HA >XUBOTHbIX,
MOTYT GbITb BPEMEHHbLIMU U NPOUCXOAUTL AOBOMBHO YaCTO B KOHTPOMbLHONM rpynne.

2.8 nnop (foetus): HepoxxaeHHOe NOTOMCTBO B MOCTAMOPUOHANBHBIN Nepuoa.

2.9 nosgHana pe3op6uua (late resorption): MepTBbIii 3MOPUOH UK NNOA € BHELLHUMU AereHepPaTUBHbI-
MU U3MEHEHUAMMU.

2.10 nopoku/ocHOBHble aHomanuu (malformation/major abnormality): CTpyKTypHble U3MEHEHUS, CHM-
Tawmecs rybutensHbIMU ANna XMBOTHbLIX (MOTYT NPUBOAMUTL K NETaNbHOMY UCXOAY), U, KAk NPaBuno, peakue.

U3pgaHue oduumanbHoe
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2.11 paHHsAA pe3op6uusa (early resorption): MoaTeepxaeHne umnnaHTauum 6es pacnosHaHus ambpu-
oHa/nnoaa.

2.12 pe3op6ums (resorption): KoHuenTyc, KOTOPbIN Obln UMNMAHTUPOBaH B MaTKy, BNOCNeACTBMM NOrmMb
W B HacTosLlee Bpemsa pe3opbupyerca nnu Obin pe3opbuposaH.

2.13 Tokcukonorus pasButus (teparonorus) (developmental toxicology): M3yyeHue HeraTuBHbIX
3hPeKTOB B pa3BMBaIOLLEMCS OpraHn3mMe, BO3HUKAIOLWMX B pe3ynsTate BO34eNCTBUA A0 3ayaTtusi, B Nnepuos
BHYTPUYTPOOHOrO pa3BuTUS UMK MOCTHATANMBHO KO BPEMEHU MONIOBOr0 CO3peBaHusi. OCHOBHbIE NMPOSIBMEHUS
TOKCUYHOCTU Ha Pa3BUBAIOLLMIACA OpraHu3m BknovaloT: 1) rubene opraHusma, 2) CTPyKTYpHbIE aHOManuu,
3) nameHeHue pocra, 4) PyHKUMOHANbHbLIE A€DEKTLI.

2.14 deTOTOKCUUYHOCTL (TOKCUUYHOCTL Ana nnoga) (foetotoxicity): MyGutenbHoe BnNUSHWE Ha HOp-
MarnbHYI0 CTPYKTYpPY, pa3BuTue, poct U/Mnm >xusHecnocobHoCTL noaa.

2.15 ambpuoH (embryo): PaHHsAs unu passusaiowas cragua noboro opraHusma, B 4aCTHOCTU pasBu-
BaIOLLMIACSA NPOAYKT ONIOAOTBOPEHUSA AULIEKIIETKI NOCHe NOSBIEHNUSA ANTMHHON OCU 1 [0 (hOPMUPOBAHUS BCEX
OCHOBHbIX CTPYKTYP.

2.16 ambpuotokcuyHocTb (embryotoxicity): NybutensHoe BNUSHUE HA HOPMArbHYIO CTPYKTYpY, pas3-
BUTUE, POCT U/UNU XU3HECTIOCOOHOCTL 3MOPUOHA.

2.17 NOAEL (ab6Gpesuatypa): HamBbICLLMIA ypOBEHb BO3AEWCTBMSA, NPU KOTOPOM He Habniogaetcs
BpeaHbI aphekT.

3 MpuHUMN MeTopa ncnbITaHus

OO6bIYHO nccnegyemoe BeLeCTBO BBOAAT OEPEMEHHBIM XKUBOTHLIM HAUMHASA C MOMEHTA UMNMAHTaLUK
00 [HSA, NMPeALlecTBYOLEro AHIO 3arjlaHUPOBAHHOIO YMEPLLBNEHUS XXMBOTHbLIX, KOTOPbINA JOMMKEH ObiTb Kak
MOXHO Onuke K AHIO HOpMAarbHbIX POAOB U HE NPUBOASILLUI K PUCKY MOTEPU AAHHLIX B pe3ynbTate 4OCPOYHbIX
poAoB. Hacroawumii ctTaHaapT npeaHasHayeH He TOMbKO AN M3yyeHus nepuoaa opraHoreHesa (gHu 5—15y
rpbl3yHOB, AHWM 6—18 y KPONMKOB), HO U 3h(PeKTOB, HAYMHAA C MOMEHTA NpeuMnnaHTauuu, npu Heobxoau-
MOCTU, Ha NPOTSKEHUM BCEro nepuopa GepeMeHHOCTU A0 NPOBEAEHMA kecapeBa cedeHusi. Hesagonro ao
NPOBEAEHMUS KecapeBa CEYEHUS XKEHCKUX 0CO0el yMEpLLBISIOT, U3y4aloT COAEPKUMOE MATKU U OLEHUBAIOT
U3MEHEeHUA MArKUX TKaHei 1 ckeneta nnoaa.

4 MoparoroBKka

4.1 BbIGOp BUOOB XKUBOTHbIX

PekomeHAYyeTCA NPOBOAUTL UCNLITAHNS HA Haubonee NOAXOAALLMX BMAAX XXMBOTHLIX. Kak npasuio, uc-
NOnb3YKTCA CTaHAAPTHbIE NabopaTopHble BUAbl, KOTOPbIE 0OLIYHO NPUMEHSIIOTCA B MCNLITAHMSIX NPEHaTarb-
HOW TOKCUYHOCTU. Hanbonee npeano4TUTENbHBIM BUAOM FPbI3YHOB SABMSETCA KPbICA, HETPLISYHOB — KPOJUK.
Mcnonb3oBaHue Apyrux BUAOB AOMKHO ObITb 0GOCHOBAHO.

4.2 Ycnosus coaepxaHus U KOPMIeHUA

Temnepatypa B nabopaTtopHOM NoOMeLUeHUU SOmKHa COCTaBnATb (22+3) °C ans rpbiayHoB U (18+3) °C
KponukoB. OTHOCUTENbHAA BMNA)XHOCTb A0IMKHA ObITb Kak MUHUMYM 30 % u He npeBbiwaTtb 70 %, 3a UCKIIO-
YeHueMm BpemeHu yBopkM NoMeLLEHUs, ONTUMArbHOE 3Ha4YeHue coctaenser 50—60 %. OcBeleHne AOIMKHO
ObITb MCKYCCTBEHHBIM B NOCNeaoBaTENLHOCTU: 12 YacoB — cBeT, 12 yacos — bltemHota. Mpu kopMneHun mo-
»eT BbITb Ucnonb3oBaHa 0bblyHaA nabopartopHas guera ¢ HeorpaHMYEHHbIM KONUHMECTBOM MUTLEBOM BOJbI.

Mpoueaypbl cnapuBaHus AOMKHbI NPOBOAUTLCA B KNMETKaX, NOAXOAALUMX ANs 3TOM uenu. MHauemay-
anbHOe CoAepXaHMe ONMof4OTBOPEHHbIX XMBOTHbLIX NPEANOYTUTENbHEN, OAHAKO codepxaHue HeGonMbLUMMK
rpynnamu Takke npueMnemo.

4.3 MoaroToBKa XUBOTHbLIX

B vcnbiTaHMm Mcnonb3yoTcs 340poBble MHTaKTHble 0cobu, npolwealune npouecc agantauum k nabo-
paTopHbIM YCINOBUAM B T€YEHUE 5 AHEN. JKkcnepuMeHTanNbHbIX XXUBOTHbLIX HEOOX0AUMO MAEHTUMLMpPOBaTL
no BWAY, UCTOYHUKY, MOy, Macce u Bo3pacTy. *KUBOTHbIE BCEX BKCMEPUMEHTAaNbHbIX rPynn AOIMKHbI MO BO3-
MOXHOCTU BbITb OAMHAKOBOW Macchl M Bo3pacTa. Ans Kaxaoro ypoBHsS J03bl AOMKHEI UCMONMb30BaTLCA MOSI0-
Able B3pOCnblE HEPOXABLUKE XeHCKke 0cobu. XKeHckne 0cobu JOMmKHbI ObITb CriapeHbl C MYXXCKUMW 0COBsMU

2
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TOrO Xe BuAaa, nHopuauHra (cnapueaHus ocobei U3 ogHOro NOTOMCTBA) cneayeT usberate. OnsA rpbi3yHOB
3a geHb 0 GepeMeHHOCTU NPUHUMAETCS [ieHb, KOTAA Y XXKMBOTHOMO OGHapy>XMBaeTCs BaruHanbHas npotka u/
unu cnepma,; ana Kposrnmkos 3a A€Hb 0, Kak npaBuno, npUHUMAETCA A€Hb NONOBOIO akTa UM NCKYCCTBEHHOTO
onnoaoTBOPEHUA, eCnn NCNonb3yeTca ,anHbIVI MEeTOoA. OﬂﬂO.EIOTBOpeHHbIe CaMKN OO0SMKHbI ObITb npou3BoONbLHO
pacnpeaeneHbl Ha 3KCNEPUMEHTAanNbHbLIE U KOHTPOJIbHbLIE TPYNMbI. Knetku AOMKHbI ObITb YCTAHOBNEHbLI TAKUM
06pa3om, UTOOLI BO3MOXKHOE BIUSIHUE, CBSI3AHHOE C pa3MeLLeHUEM KNeTku, 6b1n0 MUMHUMKU3UPOBaHO. Kaxao-
MY XXMBOTHOMY A0IDKEH ObITb MPUCBOEH YHUKATbHbIA MAEHTU(PUKALMOHHLIN HOMep. Ecnu camok onnoaoTeo-
PAIOT NO NAPTUSAM, XXMBOTHbBIE U3 KX 0W NapTUK AOMMKHbI ObITh NPOU3BOMLHO pacnpeaeneHbl No rpynnam.

5 Mpoueaypa ucnbiTaHnA

5.1 KonuyecTtBO U NON XXNUBOTHbIX

Kaxxgas akcnepumeHTanbHas u KOHTPOSIbHasA rpynibl AOMDKHLI COAEPXKaTb AOCTAaTOMHOE YNCNO XKEHCKNUX
ocobei ana nonyveHua npumepHo 20 caMok ¢ UMMNaHTaumMen ana aytoncun. Mpynnbl, COCTOAWME U3 MEHee
YeM 16 XMBOTHbIX C UMMIIAHTALMEN, MOTYT ObITb HENpUeMneMbl. MaTepuHckaa CMEPTHOCTb, HE NpeBbILwalo-
was 10 %, He BNUAET Ha pe3ynbTarbl UCCNEN0BaHUS.

5.2 MoagroTroBka o3

Mpu Mcnonb30BaHUM PACTBOPUTENS UNK Apyrux AoOaBOK Ans obneryeHus A03MPOBaHUA HEOOX0AUMO
YAENATb BHUMaHME CMeayoLnM ero XxapakTepucTukam: BNUsIHUE HA NOFNOLLEHWe, pacnpeaeneHue, MetTabo-
NU3M W yaAepXKaHWe/BbiBeAEHUE NCCNEeLYEeMOro BELLECTBA; BNUSHUE HA XMMUYECKME CBOICTBA MCCREeayemoro
BELLECTBA, KOTOPbIE MOTYT M3MEHUTbL €10 TOKCUYECKUE CBOMCTBA; BNUAHWE HA NOTpeGneHne Boabl M MUK UK
PEXUM MUTAHUS XKUBOTHBIX. PacTBOpUTEND HE A0OMKeH 06naaaTe PenpoayKTUBHON TOKCUYHOCTbIO MM TOKCUY-
HOCTbIO ANS Pa3BMBAIOLLErOCs OpraHM3ma.

5.3 [losupoBaHue

Kak npaBuno, uccrieayeMoe BeLIeCTBO HEOOXOAMMO BBOAUTH €XEAHEBHO MOCMne umnaaHTauuu (Ha
5-I1 peHb nocne cnapvBaHus) 40 AHSA, MPEALLECTBYIOWEro AHIO 3anyaHMPOBAHHONO kecapeBa cedeHusi. Ecnm
NPOBEAEHHbIE NPEABAPUTENBbHBIE NCCMNEA0BAHUSA HE YKA3bIBAIOT HA BLICOKMIA NOTEHUMAN NpeAMMNNaHTaLMOH-
Hoi rmbenu, nccnegoBaHme MOXeT ObITb NPOANIEHO HA BECb nepuoa 6epeMeHHOCTH, OT CnapuBaHuA 40 AHS,
NpeaLIecTBYIOLLErO 3annaHupPOBAHHOMY YMEPLLBIEHNIO. XOPOLLO U3BECTHO, YTO HeHaanexawlee obpalleHue
U CTpecc BO Bpemsi bepeMeHHOCTU MOTYT NPUMBECTM K NpeHaTanbHOi notepe (Bblkuabily). MNoasromy cneayer
usberatb BO3AeNCTBUS haKTOPOB, HE CBSI3aHHbIX C SKCMEPUMEHTOM, TaKMX KaK: HEHaanexallee obpalleHue
¢ 6epeMeHHbIMUN KMBOTHBIMM, CTPECCHI OT BHELLHMX (paKTOPOB, LUYM U Ap.

Heobxoaumo Mcnonb30BaTb, kak MUHUMYM, TPU YPOBHSI 103 U MapansfesnibHyl0 KOHTPONbHYIO rpynmny.
3A0pOoBble XMBOTHbIE AOIMKHbI ObITb MPOM3BONbLHO pacnpeaeneHbl Ha SKCNEPUMEHTASIbHbIE U KOHTPOJIbHbIE
rpynnel. YPOBHU 403 AOIDKHbI BbIOUPATLCA C YHETOM BO3MOXHOCTU AanbHENLWeN rpaaauum TOKCUYECKUX ag-
ekToB. ECnu HE OrpaHUIMBaTLCA (PUUKO-XMMUYECKUMU UNU OMONOrU4ECKUMIU CBOICTBAMMU UCCNEAYEMOTO
BelLecTBa, Haubonee BbICOKAsA A03a A0IHKHA BbIOMPATLCA C LIENbIO UHAYLUMPOBATL ONpPeAeneHHyI0 TOKCUY-
HOCTb AN Pa3BUBAIOLLIErOCSA OPraHM3Ma W/UMM MaTepuHCKON 0COOM (KNMMHUYECKME NPU3HAKU UNKU CHUXKEHUE
Macchl Tena), HoO He CMEPTb UMK Tshkenble cTpagaHusi. Kak MUHUMYM, OAUH NPOMEXXYTOUHLIA YPOBEHb A03bl
OOJDKEH MPUBOAUTDL K NOSIBAIEHUIO MUHMMArbHBLIX HabnwaaeMbiX TOKCUYHbLIX ad)pekToB. HanmeHbLUmnin ypo-
BEHb [103bl HE [OIDKEH NPUBOAUTL K MOSIBNEHUIO KAKUX-NUMOGO NpM3HAKOB TOKCUYHOCTU ANA pa3sBuTMA nroaa
UnuU MaTepuHCKon ocobu. YobiBaroLas nocrneaoBarTenbHOCTb 103 A0SkHA ObiTh BbiGpaHa Tak, Ytobbl npoge-
MOHCTPUPOBaTb N060E COOTHOLLEHWE 03a—OTBET U YPOBEHb, NPU KOTOPOM He HAOMIOAAIOTCS HEFraTUBHbIE
apdextbl (NOAEL), unu no3 6nuskux npegeny obHapyxeHus addpekTta, KoTopble NO3BONSIOT onpeaenuTb
KPUTUYECKYIO 103y. [IByX/4EThIPEXKPATHBLIE MHTEPBASbI, KaK MPABUIIO, ABASAIOTCA ONTUMAaNbHLIM AN YCTAHOB-
neHus yobiBaloLlen NocneaoBaTenbHOCTM 403, U Ao6aBneHne YeTBepTon TeCTOBOM rPynnbl 4acTo NpeanoYTH-
TernbHee UCNoMb30BaHUsA 04MeHb BonbLUMX UHTEpBanoB (Gonee yem 10-kpaTHbIX) Mexay gosamu. HecMoTps Ha
T0, Yto nony4yeHne NOAEL ansi MatepuMHCKON 0COBM ABRAETCSA LEeNnbio UCNbITAHUA, UCCNea0BaHUSA, B KOTOPbIX
He onpeaensieTcs AaHHbIA NokasaTernb, MOTYT Takke ObITb NPUEMMEMBI.

YpoBHM 03 crielyeT Bbibuparb ¢ y4eTOM NOObIX CYLLECTBYIOLLUX AAHHBIX O TOKCUYHOCTH, a TaKkKe J10-
NONHUTENbHOW UHOopMaUMn 0 MeTabonuamMe M TOKCUKOKMHETUKE UCCREAYeMOro BeLecTBa unm Bnm3kux k
Hemy BeLlecTts. MogobHas uHdopmMauusa Oyaer cnocoOCTBOBATL AEMOHCTPALMM COOTBETCTBUS PEXMUMA [10-
3MPOBAHUA.
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B ucnbiTaHum Heo6xoaMMO MCMONb30BaTkL NapannenbHy KOHTPOMbLHYIO rpynny. [aHHasa rpynna goskHa
nogsepratbcs (PUKTUBHOMY BO3AEWCTBUIO UK BO3AENCTBUIO PaCTBOPUTENEM, ECNIM PACTBOPUTENb UCMOMb3Y-
eTcs Ans BBEAEHMS uCCreayemMoro BeLlecTsa. [ns Bcex rpynn 4OSKEH UCMONb30BaTbCA 0AUHAKOBLIN 06bEM
uccnegyemoro Belectsa unu pacrsoputens. XKUBOTHbIE U3 KOHTPOMbHOW rpynnbl (rpynm) AOSDKHbI coaep-
XKATbCA WAEHTUYHO XXMBOTHbLIM U3 3KCNEepUMEHTarnbHbIX rpynn. Ona KOHTPOMbHbLIX rpynm, NoAgBepratoLLmMxcs
BO3JENCTBMIO PACTBOPUTENS], HEOOXOAUMO UCMONb30BAHME CaMOIl BLICOKOW A03bl pacTtBoputens (kak ans
rpynnbl C HAMMEHbLLE J030M UCCEeayeMOro BeLLeCTBa).

5.4 UcnbiTaHue ¢ npenenbHON AO030M1

Ecnun ucneitaHue ¢ ogHow goson B 1000 mr/kr maccel Tena B A€Hb, BBOAUMOI nepoparnsHo, C UCMONb30-
BaHWeM MpeacTaBfeHHbIX Npoueayp, He NPUBOAMT K NOSIBNEHUIO NPU3HAKOB TOKCUYHOCTU U NOABMEHUS ad-
drekTa He 0XXMAAaeTCsl COrnacHO CyLLEeCTBYIOLMM AaHHbIM (HanpuMep, Npu UCCNegoBaHMM CTPYKTYPHO U/Mmu
MeTabonuMueckn poaCTBEHHbIX COEAMHEHUN), TO NOMTHOE UCCNEAOoBaHNE C UCNONb30BaHUEM TPEX 403 HE ABNS-
ercsi HeobxoauMbIM. Oxxmaaemoe BO3AENCTBUE HA OPraHU3M YENOBEKa MOXET YKa3blBaTb HA HEOOXOAMMOCTb
UCnonb3oBaHus 6onee BbLICOKOrO YPOBHSI MEPOpanbHOW 403kl B UCMLITAHUM C NpeaensHOn A030i. [nsa apyrux
CcnocoboB BBEAEHUA A03bl, TAKUX KaK UHTANSILMOHHBIA UNKU AepManbHbli, (U3MKO-XMUYECKMEe CBOMCTBA UC-
cneayemoro BeLlecTBa 4YacTo MOryT ykasbiBaTb Ha MakCUMarnbHO JOCTUXUMbIV YPOBEHb BO3AENCTBUA (Hanpu-
Mep, AepManbHOe HAaHECEHUE HE AOMKHO BbI3BaTb CEPbE3HbIE MECTHLIE NOPAXKEHUS).

5.5 BBeaeHue akcnepuMeHTanbHOMN [O3bl

Mcecnegyemoe BeLWECTBO UMK pacTBOPUTENb, Kak NpaBuio, BBOAAT NepopanbHO NocpeacTBoM MHTYGa-
uun. Ecnu ncnonb3syetca gpyrov cnoco6 BeeaeHus, Heo6xoauMo nNpeacTaBuTb 000CHOBAHWUE U apryMEHTU-
poBaTtb BbIbOp. iccneayemoe BELECTBO CrieayeT BBOAUTL KaXabI A€Hb NPUMEPHO B OAHO U TO XKE BpeMsl.

[l03bl ANS KaXaoro XXUBOTHOTO BbIGUPAIOTCA HA OCHOBAHWMKM NOCNEAHEr0 UHAUBMAYANLHOrO onpeaene-
HUSI Macebl Tena XXMBOTHOTr0. Tem He MeHee, cneayeT cobnioaaTb OCTOPOXKHOCTL NPU onpeaeneHnn A03bl B Te-
YeHue nocnegHero TpuMecTpa 6epeMeHHOCTU. Ana npeaoTBpaLLeHns NOABNEHUA N30bITOYHON TOKCUMHOCTH
ANs MaTepuHCKOl ocobu npu Beibope A03bl HEOGX0AUMO UCNONbL30BATL CyLLECTBYIOWMNE AaHHble. OaHAKo,
€CInu B X0€e 9KCMepUMEeHTa OTMEYAETCH Ype3Bbl4aiHO BbICOKOE TOKCUYECKOE BO3AENCTBUE HA CaMOK, UX He-
06X04MMO ryMaHHO yMepTBUTb. ECnu HecKonbko 6epeMeHHbIX XXMBOTHbLIX NPOSIBASIOT NPU3HAKU U30bITOYHOM
TOKCUYHOCTM, CreayeT pacCMOTPETb BO3MOXHOCTb NPeEKpaLLeHUs 103MpoBaHus rpynnbl. [pu BBeAEHUM BeLlle-
CTBa Yepes XKenyao4Hbl 30HA 403UMpOBaHUe He0BX0AUMMO NPOBOAUTL C UCMONb30BAHUEM XKENyA04HOW TPyOKu
UnNu Noaxoasilein MHTyGaUMoHHONM KaHIONWU B BUAE Pa3oBoM A03bl. MakcumanbHbiit 06beM XMAKOCTH, KOTOPas
MOXeT ObITb BBEAEHA 3@ OAMH pa3, 3aBUCUT OT pa3Mepa 9KCNEePUMEHTANbHOTO XXUBOTHOI0. OBLEM HE 0IMKeEH
npesbiwarb 1 mMn Ha 100 r Mmaccbl Tena, 3a UCKMIOYEHUEM BOAHbIX PACTBOPOB, KOIAA MOXXHO MCMNOMb30BaTb
2 mn Ha 100 r maccel Tena. Ecnu B kauecTBe pacTBOpUTENs MCNONb3yeTCA KYKypy3HOe Macno, 00beM He aon-
»XeH npesblwats 0,4 Mn Ha 100 r maccbl Tena. M3ameHeHus TeCToBoro 06bema AoImKHbI ObITb CBEAEHBI K MUHK-
MYMY MYTEM PErynupoBaHWs KOHLEHTpaLUmuu Ana obecneyeHusi NOCTOAHHOro 06bema aAns BCeX ypoBHeN J03.

5.6 ObcnepoBaHue caMoOK

KnuHunyeckne HabnogeHns AOMMKHbI MPOBOAUTLCA U PETUCTPUPOBATLCS, KAK MUHUMYM, OAWH pa3 B A€Hb,
npeano4YTUTENbHO B O4HO U TO e BPEMS C YY4ETOM MMKOBOIO Nepuoaa oxunaaemMoix 3pekTos nocne sseae-
HUs1 403bl. COCTOSIHUE XXUBOTHBIX IOFDKHO ObITh 3aperMcTpupoBaHo, BKNIOYasn CMEPTHOCTb, COCTOSTHUE aroHuu,
COOTBETCTBYIOLLME U3MEHEHUS B NOBEAEHUU U BCE NPU3HAKN OYEBUAHOWM TOKCUYHOCTH.

5.6.1 Macca Tena 1 noTpe6rneHue nuiiKn

HuUBOTHbIX HEOOXOAMMO B3BELUMBATL B IeHb 0 MNK He No3aHee AHA 3, €Cnu ONNOAOTBOPEHHbLIE XUBOT-
Hbl€é NOCTaBNAIOTCSA OT CTOPOHHEr0 NPOU3BOAUTENSA, B NEPBLIN A€Hb BO3AENCTBUS, a 3aTeM KaXkable TPU AHA B
TeYyeHue SKCMepuMeHTa 1 B AeHb 3annaHNnpPOBaHHOIO yMEPLUBNEHUS.

MoTpebnexHne nuwm HeobxoaMMO PerncTpMpoBaTh C TPEXAHEBHLIM UHTEPBANOM, COBNAAAIOWMM C UH-
TepBanom onpeaeneHnsi MacCbl XXMBOTHbIX.

5.6.2 O6cnegoBaHUe nocne BCKPbITUA

CamKu AormkHbl ObiTe YMepLUBIEHb! 3@ OAUH A€Hb A0 npeanonaraembiX pogos. CamMok, y KOTOPbIX Ha-
6nogaloTCA NPU3HAKM BbIKUAbILLA MU NPU3HAKK NPEXAEBPEMEHHBIX POAOB A0 3anflAHMPOBAHHOIO BPEMEHU
yMepLLBEHUs, HE0GX0ANMO YMEPTBUTb U MOABEPrHYThb TLUATENBHOMY MaKpOCKONMYeckoMy o6crneoBaHuIo.

B MOMEHT ymepLUBneHnsa unm cMepTu BO BPEMSA UCCNeA0BaHMA CaMKU AOMKHbI ObiTb OCMOTPEHbI Ma-
KPOCKOMUYECKN Ha Hanuyue ntobbix CTPYKTYPHbIX aHOMAanuii Mnun natonornvyecknx nu3aMeHeHuin. OcMoTp camok
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BO BpeMSA Kecapesa CeveHus M Nocneayiowero aHanu3a nnoaa AofmkKeH nNpoBoauTbes 6e3 uHgopmauum o
NPUHAANEXHOCTU K MCCneayemMoii rpynne B Lensix 06beKTUBHOCTHU.

5.6.3 UsyyeHune comepumMoro MaTkm

HesameanuTenbHO NOCNE yMEPLUBNEHUSA UMK KaK MOXKHO CKOpee NMocre CMEPTU MaTKU XXMBOTHBIX [10TDK-
Hbl ObITb YAANeHbl U YCTAHOBINEH CTaTyc 6epeMeHHOCTH. [Ins MaToK, KOTOPLIE BbLIMAASAT HEONNOAOTBOPEHHbI-
MU, He06X0AUMMO NPOBOAUTL JAamnbHENLLMe UccneaoBaHua (HanpuMmep, okpalMBaHue CynbMUAOM aMMOHUS
ANA rpbi3yHOB 1 okpalwmsBaHue CaneBCKU UK ansTePHaTUBHBLIM METOA ANS KPONMKOB) ANA NOATBEPXAEHUS
OTCYTCTBUA GEPEMEHHOCTM.

BepemeHHble MaTku, B TOM YMCNE LUEWKU MaTKK1, A0MKHbI ObiTh B3BeLeHbl. Macca 6epemMeHHbIX MaToK
He onpeaenseTca Ans XXMBOTHbIX, OOHAPY>XEHHbIX MEPTBLIMU B X0A4€ UCCNEeaoBaHUS.

[na 6epeMeHHbIX XKMBOTHBIX HEOOX0AUMO ONpeaensATb KONUYECTBO XKEMTbIX TEN.

CopaepaHne MaTku JOMKHO ObITb OCMOTPEHO HA HanNU4KMe NOrndLuMx AMOPUOHANBHLIX KNETOK UNK Nno-
[0B U XXM3HECNOCOOHbIX NNogoB. Heobxoaumo onpeaenste cteneHb pe3opbunmn ans OUEeHKU OTHOCUTENbHOTO
BPEMEHN CMEPTU KOHLIENTYCa.

5.7 OcmoTp nnogoB

Heo6xoavmMo onpeaenuTb NOM U Maccy Kaxaoro nnoaa.

Kaxgblit nnog aomkeH ObiTb OCMOTPEH HA HANWUYUE BHELLHWUX U3MEHEHUN.

Mnoabl AOMKHBI ObITb OCMOTPEHbI HA HANUYME U3MEHEHUI MATKUX TKAHEN U ckeneTa (OTKNOHEHUs unu
MOPOKKU PasBUTUSA, unu aHoMmanuu). Knaccuumkauma nameHeHnin nnoaa NnpeanovTuTenbHa, Ho He obasarTens-
Ha. Ecnu knaccudukauus npoBOAUTCA, TO KPUTEPUU ANA ONpeaeneHnsa KaXxaon KaTeropumn AoMmkHbI ObiTb YeT-
KO ycTaHoBMeHbl. Ocoboe BHMMAHME crieqyeT oOpaTuTb HA U3MEHEHUA NONOBLIX NYTEN, KOTOPbIE HE0BX0AUMO
OCMOTpPETb Ha Hanu4me NPU3HakoB U3MEHEHUN B PA3BUTUM.

Ons rpeI3yHOB NPUMEPHO MONOBUHA NAIOA0B U3 KAXAO0ro NOMeTa AOMKHbI ObITb NpenapupoBaHbl U OCMO-
TPeHbI Ha HanuuKue nameHeHun ckeneta. OcraswmMeca NNOAbI A0SMKHBI OGbITb NPenapupoBaHbl N OCMOTPEHDI Ha
HanuMyme M3MEHEHUI MArKUX TKaHEN C MCNONb30BAHUEM NPUHATLIX UKW COOTBETCTBYIOLLMX METOAOB NOCNEA0-
BaTENbHOIO CEYEHMUS UINU METOL0B aKKypaTHOro OGLUEro BCKPbLITUS.

Ona Herpbi3yHOB, HaNpMMep KPONMKOB, KaXKabli Mnoj HeobxoAMMO OCMaTpuBaTb HA Hanuuue uame-
HEHWUIA MATKMX TKaHen u ckeneta. OpraHbl KaXaoro nnoaa nocne BCKPbITUS OCMaTpuUBalOT HA Hanuuue U3-
MEHEHWUIN MATKUX TKaHeN, Npu BCKPbLITUM MOTYT MCNONb30BaTbCSl NMpoLeAypbl AN AanbHEWLIEro M3yyeHusi
CTPYKTYpbI cepaua. MonoBbl NOMIOBKMHLI OCMAaTPUBaEMbIX MIOAO0B AOMKHbI ObITb yAaarneHbl U NpenapupoBaHbl
Ana npoBeAeHUst OLEHKN U3MEHEHWUIA MArKMX TKaHeW (rnasa, ronoBHON MO3T, HOCOBbIE XO/ibl U A3bIK) C UCMOIMb-
30BaHMEM CTaHAAPTHOrO NOCMNeAoBaTeNbHOIO METOAA CEYEHUN UMM PaBHOTO YYyBCTBUTENbHOrO Metoaa. Op-
raHbl NOBPEXAEHHBIX M HEMOBPEXAEHHbIX MIOI0B 0IMKHbI ObITh NPEnapupoBaHbl U OCMOTPEHbI HA Hanuuue
M3MEHEHUIA ckeneTa.

6 [aHHbIe U OTYeT O NPOBEeAEHUU UCTIbITaHUSA

6.1 JaHHbIe

[aHHble AOMKHbI ObITb NPeACTaBNeHbl MHOAMBUAYANbHO U CBeAEHbl B TaBNUUHYI0 (hOPMY, AEMOHCTPU-
PYIOLLYIO ANS KAXKA0N 3KCMIEPUMEHTANBHOM rPYNibl U KAKAOTO NOKONEHUA KONUYECTBO >KMBOTHLIX B HavYane
UCMbITAHWS, KONUYECTBO XXUBOTHbIX, OGHAPY)KEHHbIX MEPTBLIMU B XOA4€ WUCMLITAHWUA UNWU YMEPLUBIEHHBIX U3
ryMaHHbIX coobpa)keHui, Bpemst noboi rubenu unu ymepLUBNEHUs, KONM4ecTBo GepemMeHHbIX ocobei, Ko-
NMYECTBO XMBOTHbIX C NMPU3HAKAMU TOKCUYHOCTH, ONMCaHKe HabnoAaeMbIX NPU3HAKOB TOKCUMHOCTU, B TOM
yucne Bpems NoABMEHWUs, NPOAOIIKUTENBHOCTb U TSHXKECTb NIOOLIX TOKCUYEeCKkux achdekTos, TN HabnaeHUI
nnoga v BCE COOTBETCTBYIOLLUME AaHHLIE AN NOMETA.

Konu4yecTBeHHbIE pe3ynbTaThbl J0MKHbI GbiTh OLIEHEHLI COOTBETCTBYIOLLMM CTaTUCTUYECKUM METOAOM C
MCNONb30BaHWEM NOMETa B Ka4eCTBE eAUHULbI AN aHanu3a AaHHbiX. JomkeH UCnonb3oBaTbCs obwenpu-
HATbIA CTAaTUCTUYECKUIA METOA; CTaTUCTUUYECKUMI METoa Heobx0aAuMO BbIGMPaTb Kak 4acTb OOLLEel CTPYKTYPbI
ucnbiTaHus. JaHHbIE O XXMBOTHbIX, KOTOPbIE HE A0XMBAIOT 0 3aNNAHMPOBAHHOIO YMEPLLBNEHUSA, TAKKE [0IkK-
Hbl ObITb NpeACTaBMNeHbl. 3TU AaHHble MOTYT ObiTb BKIMIOYEHBI B 3HAYEHUA ANA FPyNn B COOTBETCTBYIOLUMX
cnyyasix. AKTyanbHOCTb JaHHbIX OISl TAKUX XKUBOTHBIX U, CREAOBATENbHO, BKNIOYEHNUE UNKU UCKMIOYEHUE U3
3Ha4YeHui ana nobon rpynnbl, 4OMXHbI pacCMaTpUBaTLCA HA UHAUBUAYANbHOW OCHOBE.
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6.2 OueHka pe3ynsraToB

Pe3yﬂbTaTbI WUCMbITAHUNA TOKCUYHOCTU Ana npeHartanbHOro passuTuAa A0MKHbI OLIEHMBATLCA C TOYKK 3pe-
HUs1 Habniogaembix ahdekToB. OueHka Oyaer Bknovath B cebs cneayowyo uHopMaLmIo:

- pesynbTathl UCNBITAHWIA AN MaTepUHCKON 0Cobu 1 Nnoaa, B TOM YUCNE OLEHKA COOTHOLUEHUA, Unn
€ro OTCYTCTBME, MeXy BO3€CTBUEM UCCNEAYEMOTO BELLECTBA HA XMBOTHBIX U YaCTOTON U TAXECTbIO BCEX
ahpeKkTOoB;

- KPpUTEPUM, UCNONb3yeMble AN KnaccuUKaLUUKU BHELWHUX U3MEHEHUN, U3MEHEHNI MAMKUX TKAHEN W
CKernera nnoga, ecnv Takas knaccudukauyma npoBogmnacs;

- Np1 HEOOXOAMMOCTU, KOHTPOSbHBIE AAHHbIE NPEALLECTBYIOLWUX UCCNEA0BAHUM ANS YNYULLUEHUS UHTEp-
nperauvMm pesynsraros,

- YUCNEHHOCTb, UCMOMNb3yeMas Ans pacyera BCex nokasartenen;

- NpMeMIIEMbI CTaTUCTUYMECKMI aHanu3 pe3ynbTaToB UCCNEAOBaHUsA, Npu HEoOXOAUMOCTU, KOTOPLIN
JOMKEH BKIOYATb AOCTATOYHYIO UHCPOPMALIMIO O METOAE aHanu3a, UCNOMb3ys KOTOPYIO HE3aBUCUMbIN JKC-
nepT MOXET NEPECMOTPETb U PEKOHCTPYUPOBATL aHanu3.

Ona no6oro ucnbiTaHusl, B KOTOPOM AE€MOHCTPUPYETCA OTCYTCTBUE TOKCUYECKUX IPPEKTOB, AOIHKHO
ObITb NPeAyCMOTPEHO NPOBEAEHUE AaNbHENLLIMX UCCNEA0BAHNIN ANSI OLEHKW NOrNoLUEeHUsA U GMonoruyeckon
[JOCTYMHOCTM UCCREeayeMOoro BeLecTsa.

6.3 OTyeT O NpoBeAEHMU UCTILITAHUA

OT4eT 0 NPOBEAEHUN UCNLITAHUS AOIDKEH COAEPKaTb CrneayioLyo UHOpMaLUIO:

Nccnepyemoe BewecTBo:

- hmanyeckasa npupoaa u, npu HeobxoAUMOCTH, PU3UKO-XUMUUYECKNE CBOWCTBA;

- naeHTudukaums, B Tom Ymucne Homep CAS, ecnu OH M3BECTEH U / AN YCTAHOBJIEH;

- yucToTa.

PacTtBoputens (npu Heo6xoAMMOCTH):

- 060CHOBaHUE BLIOOPA pacTBOPUTENS, 3a UCKMIOYEHUEM BOADI.

SKCnepuMeHTanbHbIe XUBOTHbIE:

- UCNOMb3yeMmblli BUA;

- KONIMYECTBO 1 BO3PACT UBOTHbIX;

- UCTOYHMUK, YCIIOBUSI COAEPXAHUA U KOPMIEHUS U Np.;

- UHAMBUAYanNbHAsi MAcca XXUBOTHbLIX B HAa4arne UCMbITaHUs.

YcnoBus npoBeeHUA UCNILITAHUA:

- 06ocHOBaHME BbIOOpa YPOBHA A03;

- NoapOGHOCTM NPUrOTOBIIEHMS UCCNEAYEMOTO BELLECTBA, NOAFOTOBKN ANETDI, AOCTUIAaeMble KOHLEHTpa-
uuM, cTabunbHOCTb U OAHOPOAHOCTL BBOAMMOIO Npenapara;

- noapo6GHOCTM BBEAEHUSI UCCNEAYEMOTO BELLIECTBA;

- NepeBoj coepXXaHusl uccneayemoro BellecTsa B nuue/NUTbLEBON Boge (ppm) B (DAaKTUYECKYIO 103y
(Mr/kr Mmaccol Tena B AeHb), Npy HEOOXOAUMOCTHU;

- YCIOBUS OKpYXKaloLLel cpeabl;

- Ka4eCTBO NULUM W BOAbI.

Pe3ynbrartbl UCNIbITAHUA:

Peakuusa MaTepuHCKOI 0cobu HA BBOAUMbBIE 03bl, BKITIOHYAs, HO HE OTPaHUYMUBASICh:

- KOMNUYECTBO >XMBOTHbIX B HA4Yane WCMbITaHWs, KONMMYECTBO BbDKUBLLUMX XXMBOTHbLIX, KONU4YecTBO Gepe-
MEHHbIX YXMBOTHbIX, KONMTMYECTBO BbIKUADBILLEN U NPEXaeBPeMEHHbIX POAOB;

- A€Hb rMbenu Bo BPEMS UCTILITAHUA UMK KONMYECTBO XXMBOTHbIX, AOKUBLUMX 0 YMEPLLBIEHUST;

- AaHHbIE O XXMBOTHbIX, KOTOPbIE HE AOXMUBAIOT 10 3anNaHMPOBAHHOIO yMEPLLBNEHUS, He0OX0AUMO CO-
o6Larb, HO HE UCNONb30BaTb ANS CTaTUCTUYECKUX CPABHEHUI MEXAY rpynnamu;

- AeHb HabmoaeHus NMoboro aHOManbHOIO KITMHMYECKOTO NPU3HAaKa U ero NocrneayoLlee pa3BuTue;

- Macca Tena, M13MeHeHue Macchbl Tena u Maccbl 6epeMeHHO MaTKu, B TOM Yucrne, npu HeobxoanMOCTH,
M3MEHEeHWe Macchl Tena ¢ NoNpaBKoi HAa Maccy 6epeMeHHON MaTkKy;

- notpebneHue NULY 1 BOAbI, ECNIA NPOBOAMNIUCH TAKUE OLIEHKMU;

- pe3ynbTaTbl ayTONCUK, B TOM YMCIIEe Macca MaTku;

- 3Ha4yeHuss NOAEL TOKCMYHOCTM Ansi MaTEPUHCKOM OCOOM M TOKCMUHOCTU ANst pa3BMBAIOLLErocs
opraHusma.
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MNokasarenu TOKCUYHOCTU AN Pa3BUTUSA NMOMETA C MMMMNaHTatamMmu, B TOM YUCHE:

- KONMMYECTBO >KENTbIX TEN;

- KONMUYECTBO UMIMIAHTALUN, KONMMYECTBO U NMPOLUEHT XKUBbIX U MEPTBLIX MMOAOB U Pe30poLUni;

- KONIMYECTBO U NPOLIEHT NOTEPbL A0 U NOCNE UMMNJTAHTALUN.

MokasaTenu TOKCUYHOCTM N0 A03aM ANA pa3BUTUSI NOMETA C XKUBbIM MMOAO0M, B TOM YMCHie:

- KONMMMYECTBO U NPOLIEHT XKMBOTO NOTOMCTBA;

- COOTHOLLEHUWE NOMOB;

- Macca Tena nnoga, npeanodTUTeNsLHO, ¢ pa3buBKoK No nony;

- MOPOKM BHELLUHEr0 pPasBUTUS, PA3BUTUS MATKUX TKAHEW W CKeneta W Apyrue COOTBETCTBYHOLLME
N3MEHEHUS;

- KpUTEPUM ANS KNnaccudukaumm, npu HeobxoanumocTy;

- oblLlee KONMYECTBO U MPOLEHT NNOAOB U MOMETA C NMIOObLIMA BHELUIHUMU U3MEHEHUSMU, U3MEHEHUS-
MW MATKUX TKAHEW UNKU CKeNeTa, a Takke BUAbl U Crydau OTAENbHbIX aHOManNU U ApYrux COOTBETCTBYHOLLUX
N3MEHEHUN.

Ob6cyaeHne pe3ynbraTtoB.

BbiBOAbI.

6.4 NHTepnpeTtauusa pesynbLTaTtoB

WccnenosaHne TOKCMYHOCTU B NEPUOA NPEHATANLHOrO PasBUTMS NO3BOMNUT MOMYYUTh UHGOPMALMIO O
BNUSIHUM NMOBTOPHOTO NEPOparnbLHOro BO3AEWCTBUSA BellecTBa B nepuoa GepemeHHocTU. Pesynsrathbl uccne-
ZIOBaHWS1 AOIHKHBI PACCMaTPUBAaTLCA B COBOKYMHOCTW C pesynbraTaMy UCTbITaHUA CYOXPOHUYECKON TOKCUY-
HOCTU, PENnpPOAYKTUBHOM TOKCUYHOCTU, TOKCMKOKMHETUYECKUX U APYTUX UCCeaoBaHuii. MOoCKoNbKY BHUMaHKUE
yaensietcs kak o6LIed TOKCUYHOCTM, Tak U TOKCUYHOCTM ANA PasBUBAIOLLErocs OpraHMamMa, pesynsrarhbl Uc-
cnefoBaHKUsA NO3BONAT pasaensaTb addekTsl, HabnaaeMble NPU PasBUTUW OpraHKama, NPouUcxoasLuue B OT-
cyTCTBUE O6LLEN TOKCUYHOCTU, U 3PPEKTLI, MPOSBNAIOLLMECH TONMBKO HA YPOBHSIX, KOTOPLIE TaKKe ABMSAOTCA
TOKCUYHBIMU [ MAaTEPUHCKMX 0COGEi.
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