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MpeagucnoBue

Llenun, ocHOBHble MpuHLMMbLI U 0BLUMe nmpasuia nposegeHns paboT No MEeXTroCcyaapCTBEHHOW CTaH4apTH-
3aumn ycraHosneHol FOCT 1.0 «MexrocyaapcteBeHHas cuctema craHgaptusaumm. OCHOBHbIE MOMOXEHUsT» W
MOCT 1.2 «MexrocyaapcTBeHHasn cucrema craHgaprusauum. CtaHaapTbl MeXrocyaapCTBEHHbIE, MPaBuna u peko-
MEHZALMM N0 MEXToCcyAapCTBEHHON cTaHaapTusauuu. Mpasuna paspaboTku, NPUHATUSA, OBHOBNEHMS U OTMEHBI»

CBedeHuUs O cTaHgapTe

1 NOArOTOBJIEH ®eaepanbHbIM rocyaapCTBEHHbLIM YHUTApPHbLIM npeanpuaTueM «Bcepoccuickum
Hay4YHO-UCCNeaoBaTENbLCKUI LIEHTP CTaHAapTM3auumn, nHpopmaummn n ceprudukaLmm Cbipba, MaTepuanos u
sewectB» (Pryn «BHULUCMB»), TexHuyeckuMm komuteTom no craHaaprusauum TK 339 «besonacHocTb Cbi-
pbsi, MaTepmaroB U BELLECTB» HA OCHOBE COOCTBEHHOrO NEPEBOAA HA PYCCKUIA A3bIK AHIMONA3bIMHOW BEPCUU
OOKYMEHTA, yKasaHHOro B nyHkTe 5

2 BHECEH depepanbHbiM areHTCTBOM MO TEXHMYECKOMY PErynMpOBaHUIO U METPOIOrMK

3 NMPUHAT MexrocyaapCTBEHHbIM COBETOM NO CTaHAapTU3auuu, METPOnoruv u ceptudukauyum
(npotokon ot 30 mas 2014 r. Ne 67-M)

3a NpuHATHE NPOroIocoBany:

KpaTKOG HauMeHoBaHWe CTpaHbl Ko,q CTpaHbI No MK CoxpaneHHoe HauMeHoBaHWe HaLUoHarbHOro opraHa
no MK (MCO 3166) 004—97 (UCO 3166) 004—97 no cTaHAapTU3aLUmmn
AsepbaiigxaH AZ AscTaHgapT
ApmeHusa AM MwuHakoHOMUKM Pecnybnukn ApmeHus
Benapycb BY loccrangapt Pecnybnuku benapycb
KasaxcTaH Kz loccrangapt Pecnybnuku KasaxcraH
Kupruaus KG KelprulactaHaapT
MongoBa MD Monposa-CtaHaapT
Poccusa RU PoccTangapt
TapXuKkncTaH TJ TapgxukcTaHpapT
TypKMeHUS ™ Imasroccnyx6a « TypkMeHCcTaHAapTNaphb!»
YabeknctaH uz Y3acTtaHgapT
YkpavHa UA MWH3IKOHOMPa3BUTUA YKpauHel

4 Tpukasom degepanbHOro areHTCTBa N0 TEXHUYECKOMY PETYNUPOBaHUIO U METPONOrMmn ot 6 okTabps
2014 r. Ne 1273-cT MexrocygapcTBeHHbln ctaHaapTt FOCT 32637—2014 BBeeH B A€iCTBME B KA4ECTBE Ha-
unoHaneHoro ctaHgapra Poccurickoin ®eagepauun ¢ 1 utonsa 2015 .

5 Hacroswuin ctaHaapT naeHTuYeH MexxayHapogHomy AokyMeHTy OECD, Test No. 408:1998 «[Mostop-
HOE uccneaoBaHUe nepopanbHON TOKCUYHOCTU Ha rpbidyHax: 90-gHeBHoe» («Repeated Dose 90-Day Oral
Toxicity Study in Rodentsy, IDT).

HanmeHoBaHue HacTosALLero ctaHgapra M3MEHEeHO OTHOCUTENbHO HAMMEHOBAHMUSA YKa3aHHOMO Mexay-
HapoAHOro AOKyMeHTa Ans npuseaeHus B cootsercteue ¢ NOCT 1.5 (nogpasaen 3.6)

6 BBEJEH BIMNEPBbIE

7 NEPEUSOAHWME. Mai 2019 .
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UHpopmayusa o esedeHuu e delicmeue (npekpaweHuu Oelicmeus) Hacmosweeo cmaH0apma u u3me-
HeHuUll K HeMy Ha meppumopuu yKa3aHHbIX ebiuie eocyfapcme rnybnukyemes 8 ykazamessix HayuoHarbHbIX
cmaHOGapmos, usdasaembix 8 smux 2ocydapcmesax, a makke e cemu VIHmepHem Ha calimax coomeememeyio-
wWux HayuoHarsbHbIX 0p2aHos rno cmaHdapmu3ayuu.

B cnydae nepecmompa, u3meHeHus1 uiu OmMeHbl Hacmoswe20 cmaHlapma coomeemcmesyiouias
uHgopmayusa 6ydem onybniukoeaHa Ha oghuyuansHOM uHmMepHem-catime MexaocydapcmeeHHO20 cosema
o cmaHdapmusayuu, Memporsoauu U cepmugukayuu 8 kamarnoze «MexaocydapcmeeHHbie cmaHlapmbi»

CraHgaptuHdopm, opopmneHue, 2015, 2019

B Poccuinckon ®egepauymmn HacTosaWwmii ctTaHaapT He MOXET ObITb MOMHOCTBLIO UMK
4YacTUYHO BOCTPOM3BEAEH, TUPAXXMPOBAH U pacnpoCcTpaHeH B kayecTBe ouLmMansHoro
nsnanusi 6e3 paspelueHus degepansHOro areHTCTBa No TEXHUYECKOMY PerynupoBaHuio
1 METPONorMn
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BBepeHue

Pykosogcteo O3CP no TeCcTupoBaHuio XMMHUHECKUX BELLIECTB NEPUOAUYECKN NepecMaTpPUBAETCS B CBE-
T€ nocneaHux JOCTWKeHU Hayku. [epsoHavanbHoe PykosoacTeo 408 6bino yreepxxaeHo B 1981 roay. B Ho-
BYIO pefakumio JOKYMEHTa Oblf BHECEHbI MBMEHEHUS C LIENbIO NONyYEHUst 4ONOMNHUTENbLHONW MHOopMaLMH,
MONYYEHHON HA XXUBOTHbIX, UCMOMNb3YEMbIX B UCCNEA0BaHUM.

HaHHas HosasA pepakuua Pykosoactea 408 B 3HaAUWUTENLHON CTEMEHM OCHOBLIBAETCS HA pesynbrarax
KoHcynbsrauuoHHow BeTpeun akcnepro O3CP no BonpocamM NPoBeAEHNUS UCTbITAHMIE CyOXPOHMYECKON U Xpo-
HWYECKOW TOKCUYHOCTM, cocTosBLIElHCA B Pume 2—3 Hoabpa 1995 roaa.
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M E XT OGCUYAAPT CTHBEUHHUBbB 1 C TAHAOAPT

METOAbI UCNBITAHWUA MO BO3OENCTBUIO XUMUYECKOW MPOLYKLUU
HA OPIFAHU3M YENOBEKA

MoBTOpPHOE UCCneaoBaHUe NeEPoOparibHON TOKCUYHOCTU Ha FPbi3yHax:
90-gHeBHOE

Methods of testing the chemicals of human hazard.
Repeated 90-day oral toxicity study in rodents

Dara BBepenna — 2019—06—01

1 O6nactb NpUMeHeHus

Mpu oueHKke n uccneaoBaHUM TOKCUYECKUX XapaKTEPUCTUK XMMUYECKOro BeLleCcTBa onpeaeneHue cyb-
XPOHUYECKON NepoparnbHON TOKCMYHOCTM NPU MHOTOKPaTHOM BBEAEHUU BO3MOXHO NOCNE NONYYEHUS UCX0a-
HOM MH(OPMALMN O TOKCUYHOCTM NPU NPOBEAEHUM 28-AHEBHOrO MHOTOKPaTHOro BBeAeHus Bewlectsa. Uc-
cnefoBaHue MHOrokpaTtHoro 90-A4HEBHOIO BBEAEHUSI BELLECTBA NPeaoCTaBNAET UHOPMALIMIO O BO3MOXHON
ONacHOCTU AN 340POBbS, BEPOSITHOM NMPU NOBTOPSIIOLLEMCA BO3AENCTBUU B TEHYEHUE NPOAOIHKUTENBHOTO Bpe-
MEHM, OXBATbIBAIOLLErO NEPUOZ Pa3BUTUS NOCNE OTbEMAa OT MaTepu U Nepuoa NOMNOBOro CO3peBaHUSA.

McecnegosaHue no3BonuT NOy4uTb MHAOPMALMIO 06 OCHOBHBIX TOKCUMYeCkux achdpekTax, BbiISBUTL Op-
raHbl-MULLEHN U BO3MOXHOCTW HaKOMMEHUs BELLeCTBa, a Takke NO3BOMUT OLEHUTb NOANOPOroBbIN YPOBEHL
BO3AENCTBUS BELLECTBA, YTO MOXET ObITb MCMONB30BAHO Npu noabope A03 ANS UCCNEA0BAHUS XPOHUYECKOTO
OTpaBnNeHus n onpegeneHns Kkputepues 6e30NaCHOCTU NPU BO3AENCTBUM HA OPraHM3M YeroBeka.

B nepecMoTpeHHOM PyKOBOACTBE AOMNOSIHUTESNIbHOE BHUMAHME YAENSETCS 0XXMAAEMbIM pe3yrnbratam He-
BPOMOIMYECKNX UCCNEeaOBaHUN U AaeTcsa NpeacTaBneHne O BO3AEUCTBMM Ha UMMYHHYIO U PEnpPOAYKTUBHYIO
cucTeMbl. B PyKOBOACTBE Takke Nog4vepkMBaETCA HEOOX0AUMOCTb TLUATENbHbLIX KNMMHUYECKMX HabniogeHuii 3a
JKUBOTHBLIMW U MONYyYEeHUs1 MakcuMmarnbHoro oobema nHdopmauuu. JlaHHoe uccrieoBaHue NO3BONMUT onpefe-
NUTb XMMUYECKNE BELLECTBA, CNOCOGHbIE OKa3blBaTb HEWPOTOKCUYECKOE, UMMYHHOE BO3AEWCTBUE UMK BNUSITh
Ha PenpoLYKTUBHYIO CUCTEMY OpraHu3mMa, YTo MOXET 0BycrnoBuTb HEOGXOAMMOCTb NPOBEAEHUA AarbHENLLIMX
yrnyBneHHbIX UCCRea0BaHUIA.

2 TepMuHbI 1 onpeaeneHust

B HacTosiLlemM CTaHaapTe NPUMEHEHBI CneayioLme TEPMUHbLI C COOTBETCTBYIOLLIMMU ONpPeaeNeHUsIMU:

2.1 po3a (dose): KonuyectBo BBOAMMOrO TECTMPYEMOrO BellecTBa. [lo3a yka3biBaeTCca kak macca
(r, Mr), UnK KaKk Macca TECTUPYEMOTO BELLECTBA HA €AWHULYY MaCCbl MOAOMNBITHOIO XXMBOTHOTO (Hanpumep, Mr/kr),
WA KaK NOCTOAAHHAsA KOHLIEHTpauus BewecTsa B nuwie (ppm).

2.2 posupoBka (dosage): O6Lmit TepMUuH, 0603HAYAIOLLMIA 403y, YACTOTY U NPOAOIHKUTESNLHOCTL €€ BBOAA.

2.3 NOAEL (no-observed-adverse-effect level): AGGpeBuatypa ypoBHS OTCYTCTBUA Habnoaaemoro
BPEAHOro BO3AeNCTBMS NOCNE BBEAEHMUS BELLECTBA, U AABNSETCS MakCUMarbHON 030, HE Bbi3biBaloLen 06-
Hapy>XMBaeMoro BpeaHoro Bo3ieMCTBUS Ha 310POBbE.

3 MpuHUMN TecTUpoBaHus

TecTupyemoe BeLLECTBO BBOAUTCS €XEAHEBHO MEpopanbHO [03aMM HECKOSIbKMM rpynnam nogonbiT-
HbIX XXMBOTHBIX, MPU 3TOM KaXXAOW rpynne BBOAMTCS OAMHAKOBAs A03a BellecTBa B TevyeHue 90 aHel.
Ha npoTsbkeHun nepuoaa NpMema BeLLEeCTBA XMBOTHbLIE HAXOASATCS MO TLLAaTENbHbIM HAGMIOAEHNEM C LIENbIO

M3pnaHue ocbuumansHoe



rOCT 32637—2014

BbISIBNEHUSI NPU3HAKOB TOKCUYECKOTO BO3AEHCTBUSA. YKUBOTHLIE, YMEPLUME MNIN YMEPLUBNEHHbIE B XOA4E TECTHU-
pOBaHUsl, NOANEXaT BCKPLITUIO, NOCHEe 3aBEPLUEHNA TECTUPOBAHNS BLDKMBLUME JKMBOTHBIE TAKKE YMEPLUBNS-
I0TCS1 M MOABEPraloTCA ayTONCuu.

4 OnucaHue metoga

4.1 XKXuBOTHbIE

4.1.1 BbiGOp BMAOB XMBOTHbIX

MpeanovuTUTENbHBIM BMAOM >XMBOTHbIX SIBMAIOTCA KPbICbl, XOTA BO3MOXHO UCNONb30BaHWEe APYrux BU-
Z10B IPbI3yHOB, HanNpuMep Mbilwel. B TecTtupoBanumn cneayeT ucnonb3oBaTb 00bluHbIE NABOPaTOPHLIE NOPOAbI
MOJOABIX 3A0POBbIX MOMOBO3PENbIX XMBOTHLIX. OCOBM EHCKOro nona A0MkHbl ObiTb HEPOXXaBLUMMU U He-
GepemeHHbIMN. BBEeaeHne A03 BewecTBa AOIMKHO HAYMHATLCA Cpa3sy Xe nocne OTNy4YeHUs OT Marepu, HO B
nobom cny4vae A0 TOro, Kak XXUBOTHLIM UCTIONHUTCA AEBATb Heaenb. B Hayane nccneaoBaHusa OTKIOHEHUE B
Macce Tena ucnonb3yembiX XXMBOTHbIX JOIDKHO GbiTb MUHUMASIBHBIM U HE NpeBbIwaTh + 20 % cpeaHel Macchbl
ocoben o6oero nona. B cnyyae, ecnu uccnegoBaHue NPOBOAUTCA B Ka4eCTBE NpeABapUTENLHOTO nepea Aosi-
rOCPOYHLIM UCCNENO0BAHMEM XPOHUYECKON TOKCUYHOCTU, B 060MX UCCNEA0BaAHNAX AOSMKHBI UCMONb30BaTLCA
YKMBOTHbIE OZHOW NOPOAbLI U OHOTO U TOTO XE NPOUCXOXKAEHUS.

4.1.2 YcnoBus cogepXXaHusa U KOpMIieHusA

Temnepartypa B NOMELLEHUU C NOAOMNBITHLIMU XXUBOTHLIMU AOMKHA ObiTh 22 °C (x 3 °C). HecmoTps Ha
TO YTO OTHOCUTENbHAZA BIIAXHOCTb BO3AyXa He A0SKHA ObiTb HUXe 30 % W NPeanoYTUTENbHO HE NMPEeBbILLATh
70 %, 3a uckniovyeHuem nepuoga y6opku nomeLLeHus!, Lenesoe 3Ha4eHUe OTHOCUTENbHOW BMAXXHOCTU COCTaB-
nsaet 50 %—60 %. OcBeLleHUe B NOMELLEHUU JOMKHO OblTb UCKYCCTBEHHOE, C YepeaoBaHUeEM 12 4 CBETA,
12 4 TEMHOTBI. B KOpMNEHU MOryT UCnonbL30BaThCsl OObIMHBIN NAGOPATOPHLIA PaALMOH C HEOTPAHWYEHHOM
nogavei soabl AN nuTbA. BeiGop paumoHa moxet 6biTb 06ycnoBneH HeobxoanuMOCTbI0 06ecneunTb CooT-
BETCTBYIOLLYIO CMECb TECTUPYEMOrO BELLECTBA NPU €ro BBEAEHUN B COOTBETCTBUM C AaHHbIM MeTOAO0M. XKu-
BOTHbIE MOTYT COAEPXaTbCs OTAENBHO UMM B KNeTkax HeGonbLummK rpynnamu ocobeii ogHoro nona [3], [4], [5].

4.1.3 MoaroroBKa XXUBOTHLIX

[ns TecTMpoBaHMA UCNONb3YIOTCA 340POBbIE XMBOTHLIE, NPOLLEALLME aKKNMMMAaTU3aLmio K 1abopaTtopHbIM
YCMOBUSAIM B TEYEHME HE MEHEE MATU AHEN U HE UCNONb30BABLUMECA paHee B Kakux-nmbo akcnepumenTax. Mo-
[IOMbITHBIE XVWBOTHbIE XapaKTepPU3YIOTCA NO BUAY, MOPOAE, NPOUCXOXKAEHUIO, MOy, Macce Tena wu/unu Bo3pacry.
KnBOTHbIE pacnpeaensitoTCs B KOHTPOSIbHYIO M 9KCNePUMEHTANbLHYIO IPYNNbl B NPOU3BONLHOM nopsaake. Knetku
C XXMBOTHbLIMM pPacnornaralTcs TakuMm obpa3oM, YTOObl CBECTUM K MUMHUMYMY NOTEHUManbHOe BO3AelcTBue pas-
MEeLLeHUs KNeToK. Kaykgomy XMBOTHOMY MPUCBANBAETCS YHUKATbHbIA MAEHTUUKALMOHHDIA HOMEP.

4.2 MNoaroToBKa A03 BelecTsa

TecTupyemoe BeLLeCTBO BBOAUTCS YEPE3 XEMYAOUHbIN 30HA UNK C NULLIEH UKW NMTbEBOI BoAoW. Cnocob
nepopanbHOro BBEAEHUS 3aBUCUT OT LieSIn UccrnefoBaHus U chm3n4ecKUX/XUMUYECKMX CBOWCTB TECTUPYEMBIX
COEANHEHUN.

B HeobxoanMbIX Cry4asx TECTUpYEMOe BELLECTBO PaCTBOPSIETCA UMK CYCNEHAUPYETCA B NOAXOASLLIEM
pactBoputene. PEKOMEHAYETCA, NPU HanNU4YMn BO3MOXHOCTU, B NEPBYIO OMEPEab UCMONb30BaTh BOAHLIN pac-
TBOP/CYCNEH3MIO, 3aTEM MAaCSHbIA PacTBOP/3MYNbCUIO (HANPUMEP, HA OCHOBE KYKYPY3HOrO mMacra) U notom
BO3MOXHbIE PACTBOPbI B NPOYKUX pacTBoputensax. [ns nobbix pacTBOPUTENEA, KPOME BOAbI, AOMKHbI BbITh 13-
BECTHbI UX TOKCUYECKUE XapaKTEepUCTMkn. Heobxoammo onpeaenuTb CTabunbHOCTL TECTUPYEMOrO BELLECTRA.

4.3 OCHOBHO®E UCNbITaHne

4.3.1 KonuyecTBO 1 NOn XUBOTHbIX

[ns npuema Kaxaon [03bl BELLECTBA UCMONbL3YIOTCA HE MeHee 20 XMBOTHbIX (10 camok u 10 camuoB).
Ecnu 3annaHnMpoBaHo NPOMEXKYTOYHOE YMePLUBIIEHME, YUCTIO NOAONBITHBIX XKUBOTHbIX AOIKHO BbITb YBENUYEHO
Ha KONMUYECTBO XUBOTHbIX, KOTOPbLIX NpeaycMaTpuBaeTcs YMEPTBUTL A0 3aBepLUeHUs nccnenoBaHusl. OCHOBbI-
BasACb Ha NpeaBapUTENbHbIX 3HAHWUAX O XMMUYECKOM BELLECTBE UNK ero GrimkanlieM aHanore, crieayer npeayc-
MOTPETL BKMIOYEHUE JONONHUTENBHON CONYTCTBYIOLLEN rPynnbl U3 AECATU XUBOTHBIX (MO NsITb 0COGEN Kaxaoro
rona) B KOHTPOSbHYIO Fpynny U rpynmny, nonyyaroLLyo MakcuManbHy0 Ao3y, C Lenbio HabniogeHusa nocne nepu-
02 BBEAEHUA BELLECTBA 38 0O6PaTUMOCTLIO UMM YCTOWYMBOCTLIO TOKCHMYECKOro adhdbekTa. MpogonHuUTenbHOCTbL
TaKoro nepuoaa nocrie BBeEHNUA BELLECTBA ONPeaensieTcs ¢ y4eToM Habnoaaembix ahdeKToB.

4.3.2 losupoBaHue

Mpu TectupoeaHuu cregyet UCNOMNbL30BaTb HE MEHEE TPEX YPOBHEN A03 BELLeCTBAa UM OCYLLECTBNSATb
napannenbHbii KOHTPONb, 38 WUCKMIOYEHMEM CryyaeB, KOrga MPOBOAATCS WUCMbITAHWUA NpeaernbHON A03bl

2
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(cM. 4.3.3). YpoBHU 703 MOTYT ObITb OCHOBaHLI HA AAHHLIX UCCIEA0BAHMI MHOTOKPATHOTO NPUMEHEHUSA BELLE-
CTBa UNU uccnegoBaHuii Nno noucky/nogbopy/onpeaeneHnto auanasoHa o3, y4nTbiBas BCE CyLUECTBYOLIME
TOKCUKOJNOTMYECKNE U TOKCUKOKMHETUYECKUE AAHHbIE, UMEIOLLMECS NO TECTUPYEMOMY BELLECTBY UMK €r0 Npo-
U3BOAHbIM. 3a UCKINIOYEHUEM CITy4aeB OrpaHuyYeHuin, 00yCnoOBNEHHbIX PUINKO-XMMUIYECKUMU CBONCTBAMM UK
6uonormyeckum BO3AenCTBUEM, MakcumaribHas [03a AoMmKHa NoaGUpaTheCs C LIENbIO BbI3BaTb MHTOKCMKALNIO,
a He CMEePTb WIN XKeCTOKUE CTpajaHus XXMBOTHOro. YObiBatoLas nocneaoBarenbHOCTb YPOBHEN [03bl JOIHKHA
noabuparbCsa ¢ HaMepeHnem NPOAEMOHCTPUPOBATL PeaKLUMIO Ha BBOAUMYIO [03Y U YPOBEHb OTCYTCTBUA Ha-
6ntogaemoro BpegHoro Bosaelicteua (NOAEL) npu MUHMMAanNbHOW fo3e. YacTo ABYX-4eTbIPEXKPATHLIN UHTEpP-
Ban ABMAETCH ONTUManbHbIM N5 YCTAHOBIIEHWUA CHUXXEHUSI YPOBHEI 403bl, a AobaBneHne 4YeTBepTon TecTu-
PYEMON rpyNnbl ABNAETCA NPEANOYTUTENbBHBLIM MPU UCMONb30BAHMM O4EHb BONbLUMX MHTEPBANOB (HanNnpuUMep,
NpeBbILLAILLMIA NOoKasaTens B Anana3oHe 6—10) mexay A03upoBKaMM.

KoHTponbHas rpynna gormkHa ObITe MHTAKTHOW UK ABMATLCA KOHTPONBHOM rPYNNOW, Nomy4yaloLen pac-
TBOpPUTErb, €CNU OH NPUMEHAETCA ANA BBEASHUS TECTUPYEeMOro BeLlectea. Kpome BBeaeHna TeCTUPYEMOro
BELLUECTBA C >XKMBOTHBIMW KOHTPOIBLHOM rpynmnbl crieayeT o6pallaTbCs Tak e, Kak U ¢ rpynnamu nogonbITHbIX
>KMBOTHBIX. B crnyvae ncnonb3oBaHua pacTBOPUTENSA KOHTPOMbHAA rpynna AoshkHa Nony4vartbk pacTBOPUTENDL B
MakcuMarnbHOM o6beme. Ecnu ncnbiTbiBaeMO€e BELWECTBO BBOAUTCA C NuLLE U 06yCnOBNMBAET COKpaLLEHNE
NPUHUMAEMOW NULLKM, TO BEAEHWNE KOHTPOSIbHOW PYNMbl XXKMBOTHLIX, NONyYalOWMX 0AMHAKOBOE NUTaHWE, MO-
KET ObITb NOMNE3HO ANA BLIABNEHUS PA3NUYMii B YMEHbLUEHMU NPUHUMAEMON NULLY B pe3ynbTaTe U3MEHEHUS
BKYCOBbIX KQYECTB UM TOKCUKOFIOrMYECKUX M3MEHEHUI B MOAENU UCNBITAHUNA.

CneayeT yuuTbiBaTb CreayloLme CBOMCTBA pacTBOPUTENSA U NpouYnx A400aBOK, TakUX KaK BAMAHUE Ha
BCacblBaHWe, pacnpegeneHue, Metabonusm unum HakonneHwe TeCTUPyeMoro BeLecTsa, BO3AeNCTBUE HA Xu-
MUYECKME CBOMCTBA TECTUPYEMOTO BELLECTBA, KOTOPOE MOXET U3MEHUTb €r0 TOKCUUHbIE CBOMCTBA, U BNIUAHUE
Ha noTpebneHne NULM unm BoAbl NN NULLIEBOIN CTATYC XXUBOTHDIX.

4.3.3 VicnbiTaHue npeaenbHON A03bI

Ecnu ucnbiTaHne oaHOM A03bl, 3KBUBANEHTHON He meHee Yem 1000 mr/kr MacCbl TeNa XXMBOTHLIX/CYT-
KW, C NPUMEHEHWEM MpoLEeayp, ONUCAHHLIX B HACTOALIEM UCCNeaOBaHUM, HE NPUBOAUT K Habmogaemomy
HebnaronpuATHOMY BO3AENCTBUIO, U €CNKU TOKCUYHOCTb HEe NpeanonaraeTcs, UCXoAst U3 AaHHbIX O CTPYKTYp-
HO POACTBEHHbIX BELLECTBAX, B 3TOM Cfyvae npoBeAeHUe NOMHOro UCCNEeAoBaHUsl C UCMONb30BAHUEM TPEX
YPOBHEN [03bl MOXET ObiTb HeOOA3aTeNnbHbIM. VcnbiTaHne npeaenbHoi 403bl NPUMEHUMO 3a UCKITIOYEHUEM
Tex cryyaes, KOrga BO34EeNCTBME HA OPraHM3M YENOBEKa yKa3biBaeT HA HeOOX0AUMOCTbL NpuMeHeHUs Gonee
BbICOKWUX 03 BELLECTBA.

4.3.4 BBegeHue o3 BewecTsa

YKUBOTHBIM BBOASATCA A03bl TECTUPYEMOIO BELLUECTBA €XEAHEBHO CeMb AHEW B HeAenio B TE4YEHue
90 aHeli. Ncnonb3osaHue moboro Apyroro pexxkuma BeeieHus Bewectsa Tpedyet o6ocHoBaHus. Mpu BBeAEHUM
TECTUPYEMOrO BELLECTBA Yepe3 NPUHYAUTENBHOE KOPMITEHME BELWECTBO CleAyeT BBOAUTb KMBOTHLIM B OfHO-
KpaTHOW [03€, MCMOSIb3YS XKENYAOUHbIN 30HA UMM NOAXOAALLMIA UHTYGAUMOHHbIN kaTeTep. MakcuMmanbHbii 06b-
€M >XUAKOCTU, KOTOPLIN MOXET ObITb BBEAEH 3a OAMH Pa3, 3aBUCUT OT pazMepa NoAONbITHOTO XXUMBOTHOIO. JTOT
obbem He gormkeH npesbiwatb 1 Mn/100 r maccebl Tena, 3a UCKMIOYEHUEM CRy4aeB C BOAHbLIMM pacTBOpamM,
Korga MOXET ucnonb3oBaTbca 06bem 3 pacdera 2 mn/100 r maccel Tena. Kpome BbI3bIBaIOLLMX Pa3paXkeHune
UnM pasbeaaloLLmMX BELLECTB, KOTOPbIE B 00bIYHBIX YCNOBMAX ByayT NPOABMATL yCyryonsiollee AeNCTBUE Npu
MOBbILUEHHbIX KOHLEHTPaLusaX, BapuabenbHOCTb UCNbITaTeNbLHOr0 06bema CneayeT CBOAUTL K MUHUMYMY, KOp-
PEKTUPYA KOHLEHTPALMIO BELLECTBA AN 00ecneyeHnsa NoOCTOAHHOrO 06bema Npu BCEX YPOBHSIX A03.

Onsa BeLlecTs, BBOAMMBIX C NMULLEN UM MMTLEBON BOLON, BaXkHO o6ecnevmntb, 4Tobbl NpUMeHseMoe Ko-
NMYECTBO TECTUPYEMOTO BELLECTBA HE HApyLLano 0ObIYHOrO NUTaHKUS UnM BogHoro 6anaHca. MNpu BBEAEHUMU
TECTUPYEMOTO BELLECTBA C NULLEN MOXET UCMOMb30BaTLCA NOCTOSTHHAA KOHLEHTpauus (ppm) UnuM nocTosiH-
Hblii YPOBEHb J03bl B NEPECYETE HA MACCY Tena >MBOTHOTO; NMPU UCMOSIb30BAHMK arlbTEPHATMBHOIO BapuaH-
Ta OH AOMKeH ObITb NOAPOOHO onucaH. [N BeLlecTsa, BBOAMMOIO Yepes JKenyaouHblii 30H4, 403y cneagyeT
BBOAUTb €XX€LHEBHO B OAHO 1 TO e BPeMsi, KOPPEKTUPYS €€ No Mepe HeoBxoaMMOCTH Ana NoaaepKaHus no-
CTOSIHHOIO YPOBHSA 403kl B MepecyeTe Ha maccy Tena. B cnyyae, korga 90-gHEBHOE UccneaoBaHuA SBNSIETCA
npeaBapuTenbHbIM NEpes AONTOCPOYHbIM MCCNEA0BaHNEM XPOHMYECKOW TOKCMYHOCTU, B 0B6onx nccnenosa-
HUAX AOSHKEH UCNONBL30BAaTLCA AHANOMMYHBIA NULLEBON PALMOH.

4.4 Pesynbtatbl HabnaeHUM

Mepvog HabnoaeHuii JOMKeH COCTaBnATb He MeHee 90 aHeii. YKNBOTHbIe B COMYTCTBYIOLLEN rpynne,
npeaHasHayeHHble AN NocneayloLwero HabniogeHus, AOMKHbI COAEPXaTbCsl B TEYEHWE COOTBETCTBYIOLLIETO
nepuoga 6e3 BBeAEHUS TECTUPYEMOrO BELLUECTBA C LiENbIO BbIABIEHWUS YCTONYMBOCTM TOKCMHYECKOTO BO3Aeil-
CTBMS1 UNU BOCCTAHOBAEHUS OT TOKCUYECKOro BO3AEiCTBUA.
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ObLwme KnuHMYeckne HabnoaeHUa OMKHbI NPOBOAUTLCA HE PEXE OAHOMO pasa B A€Hb, XKenaTenbHo B
OZHO U1 TO K& BpeMs exefHeBHO, C y4ETOM MMKOBOro nepuoja npeanonaraeMoro BO34enNCcTBMA Nocne seeae-
HUs fo3bl BeLecTBa. KnuHM4eckoe COCTOSIHUE XUBOTHbIX AOIDKHO (OMKCUPOBATLCA AOKYMEHTanbHo. He pexe
ABYX pas B CyTKW, OObIYHO YTPOM W BEYEPOM, BCE XKMBOTHbIE NMPOBEPSIOTCA HA NPU3HAKU KMMHUYECKUX NPO-
SIBNeHui 3aboneBaHns U NeTanbHOCTb.

Mo kpaiHen Mepe oauH pas Ao NepBOro BO3AEWCTBUS (AN BHYTPUrPYNMNOBLIX CPABHEHMI) U OIMH pa3 CnycTsi
HeZernio Nocne Hero AO0MKHbI MPOBOAMTLCA NOAPOGHbLIE KNMMHUYECKME HAOMIOAEHMS BCEX XXUBOTHbIX. Takue Habnto-
[leHUs1 CneayeT NPOBOAUTL BHE XUMOM KIETKU, XXenaTerbHO B CTaHAAPTHOW 0OCTAHOBKE, U KaXKAbIi Pa3 B O4HO W
TO >xe Bpemsi. Pesynbratel HAOMIOAEHUIA AOMKHbI ObITb TLLATENBHO 38[0KYMEHTUPOBAHbI, XEenaTesibHO C UCTONb-
30BaHMeM cucTeMbl DansbHbIX OLIEHOK, YETKO onpeaeneHHoi naboparopuei, NpoBoasLLei TecTupoBaHue. Jomk-
Hbl ObITb NPUHATLI MEPbI, 00ECTIEYMBAIOLLME MUHUMATIBHBLIE OTKITOHEHUS B YCNOBUSIX HaBnoaeHuin. OTMeYeHHbIe
MPU3HaKN JOIDKHbI BKIKOYATb, HO HE OFPaHUYMBATLCH, USMEHEHUSIMM KOXM, MEXA, Ma3, CNM3UCTbIX 000M04eK, Ha-
TIMYMEM BblAENEHUN UK IKCKPELMU U aBTOHOMHOW AEATENbHOCTM (HanpuMmep, Crne3oTedeHne, nunoappekums, us-
MEHEHUs1 pasMepa 3paykoB, HEOObIMHAA AbIXaTeNlbHasA AEATENbHOCTb). MI3MeHeHUs NOXoaKu, MONOXeHNs Tena u
peakuum Ha oOpaLLeHne, a TaKkke HanM4ue KINOHUYECKMX UIM TOHUYECKUX ABWKEHUIA, CTEPEOTUNHOE (Hanpumep,
130bITOYHAA YNCTKA LLEPCTU, NOBTOPSIOLLEECH ABUXEHUE MO KPYry) Unm HeoObluHOE noBedeHue (Hanpumep, Ha-
HeceHue cebe yBeuuin, XoxaeHue, NATSCh 3a40M) TakkKe JOIDKHbI JOKYMEHTUPOBAaThLCS [6)].

OdransMonoruyeckoe uccrnegoBaHue ¢ UCNonb3oBaHMEM 0dITanNbMOCKONA UM APYroro NOAXoASLLEro
obopynosaHus cnefyet NPOBOAWUTE A0 BBEAEHUS TECTUPYEMOTO BELLECTBA U MOCNE NPEKpaLLeHUs IKCnepu-
MEHTA, >XernarenbHO y BCEX XMBOTHbIX, UMM NO KpaiHeih mepe B rpynnax, B KOTOPbIX XXMBOTHbIM BBOASATCS
BbICOKME [103bl BELLECTBA, U B KOHTPOMbHbIX rpynnax. Mpu BbISsBNEHUU M3MEHEHUI a3 A0MKHbI ObITb Uccne-
[JOBaHbI BCE XXMBOTHbIE.

B koHUe nepuoga BO3aeNCTBUS, HO B NMIOGOM Criydae He paHee, YeM Ha 11-i1 Hezilene, A0MKHA NPOBOAUTb-
CS1 OLieHKa CEeHCOPHON PeakTMBHOCTU Ha pasnuyHble pasapaxutenu [6] (Hanpumep, CnyxoBbie, BU3yaribHbIE U
nponpuoLenTuBHble pasapaxmtenu) [7], [8], [9], oueHka cunbl cxeata [10] u aBurarenbHOW akTuBHOCTH [11].
HanbHeiiee onucaHue NpUMEHUMOR METOANKM AAETCA B COOTBETCTBYIOLLIEM CMIUCKE NUTEPaTypbl. TeM HE MeHee
BO3MOXHbIM SIBIISAETCA UCNOSIb30BAHNE ansTepHaTUBHOW METOANKM, ONMUCLIBAEMON B MPUBOAMMBIX CChINKax.

PyHKUMOHAaNbHbIE HAONIOAEHUA, NPOBOANMBIE B KOHLIE MCCIIEA0BaHUM, MOTYT HE NPOBOAUTLCS B Cryyae,
€Cnu AaHHble PYHKUMOHAaNbHLIX HABNAEHU AOCTYMHLI U3 APYTUX UCTOYMHUKOB, a eXXeAHEBHbIE KIIMHUYECKNE
HabniogeHns He BbIABUIM HUKAKUX (DYHKLIMOHAMNBHBLIX HAapyLLIEHUN.

B nopsagke ucknioueHnsa (pyHkUMOHAnNbHbIE HADMIOAEHUSI MOTYT TaKke He MPOBOAUTLCA ANA rpynn, B
KOTOPbIX UHbIM 06Pa30M NPOSIBUNMCL NPU3HAKM TOKCUYHOCTU B TOW CTENEHU, B KOTOPOI OHU Mornu 6bl cylie-
CTBEHHO BOCNPENATCTBOBATL NPOBEAEHUIO (DYHKLIMOHANBHBLIX HAONoAeHUA.

4.4.1 Macca Ttena v norpe6neHue nuwu/Boabl

Bce X1BOTHbIE NOANEXAT B3BELUMBAHMIO HE PEXE OAHOIO pa3a B Heaernio. 3aMepbl NnoTpednaeMoi nuwm
OOMKHbI MPOBOAUTLCA HE peXe 0AHOro pa3a B Heaenio. Ecnu TecTupyeMoe BeLleCcTBO BBOAUTCA C NUTLEBOW
BOZI0M, 3aMepbl NOTpebneHns BoAbl AOMKHbI TAKKE NPOBOAUTLCSA HE peXe 0AHOro pasa B Heaemnto. MoTpebne-
HUE BOAbl MOXET TalOKe yUUTbIBAaTLCA NPU UCCIEQ0BAHUAX C BBEAEHUEM BELLECTBA C MULLIEH UMK Yepes npu-
HyAUTENbHOE NMUTaHUE, BO BPEMSI KOTOPbIX MOXET ObITb MU3MEHEHA UHTEHCUBHOCTb MUTLS.

4.4.2 TemaTonorua u KNIUHNYECKasa GuoxumMma

3abop 06pa3LoB KPOBU AOMKEH NPOU3BOAUTLCA B BbILLEYNOMSIHYTOM MECTe NpOBeAEHUsA UCCNEeaoBa-
HUS1 U XPAHUTLCS B Criyyae Heo6xoAUMMOCTH NPU COOTBETCTBYIOLLMX YCOBUAX. B KoHLE nepuoaa ucnbitaHui
3a6op 06pasLioB NPOU3BOAUTCA HENOCPEACTBEHHO NEPEA UIMN B XOAE NPOoLeAypbl YMEPLLBINEHUS XXMUBOTHbIX.

Cneayiowe remarTonoruiyeckne UCCneoBaHus AOMKHbI NPOBOAUTLCS B KOHLE Nepuoaa UCMbiTaHUi u
BO BpeMs 3a6opa npoMexxyTodHbIX 06pasuoB KPOBU: OnpeaeneHne reMaTtokpuTa, KOHLIeHTpauum reMornodm-
Ha, KONM4ecTBa 3PUTPOLUTOB, OOLLErO KONUYECTBA NEWKOLIMTOB U NEWKOLMTAPHON (hOpMyrbl, MOACHET Yncna
TPOMOOLIMTOB U ONpeJeneHme BpeMeHN CBEPTbIBAEMOCTU/CNOCOOHOCTU CBEPTLIBAHUS KPOBM.

KnuHuueckue Buoxmmmuyeckme uccneoBaHus Ans BbiIBNEHUs1 OOLLIMPHOIO TOKCUYECKOro BO31€NCTBUA
B TKaHAX U OCODEHHO BO3ZIEMCTBMA HA MOYKU M NEYEeHb NMPOBOAATCA HA 00pasLax KPOBU, MONYYEHHbIX OT
Ka>KO0ro >XMBOTHOIO, HENOCPEACTBEHHO Nepea unu B xoae Npoueaypbl YMEPLUBIEHUS XXUBOTHbIX (32 UCKITIO-
YEHUEM XMBOTHBIX, OOHAPY>KEHHBIX B COCTOAHMU arOHUM U/MNKU NPOMEXYTOUYHO YMEPLLBMNEHHbIX). AHANOIMYHO
reMaTonornyeckum MCCrnegoBaHUAM MOXET NPOBOANTLCS NPOMEXYTOUHBI 3a60p 00pa3sLOB AN KMMHUYECKUX
6uoxmmmuyecknx aHanusoB. PekoMmeHayeTcs O6paTb 0Gpasibl KPOBU XKUBOTHBIX YTPOM HaTowak [2]. Mpu aHa-
nu3e NNasmMbl UK CbIBOPOTKM KPOBW HEOBXOAUMO ONpeaensTh COAepXXaHNe HaTpus, Kanus, rmoko3ssl, obyee
coaepXaHue XxonecrepuHa, MOYEBUHbLI, a30Ta B COCTaBe MOYEBUHbLI KPOBW, KpeaTUHMHA, obulero Henka u
ypOBHSA anbbymuHa u 6onee AByxX PEPMEHTOB, YKa3biBAIOLLMX HA renarouennionapHbie 3pdekTbl (Takux Kak

4
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anaHuH-aMuMHOTpaHcdepasa, acnaptaT-aMMHOTpaHcepasa, wenodHasa docdarasa, raMMma-rnyraMmunTpaH-
cnentuaasa u copbutongernaporeHasa). AHanu3 MOXeT Takke BKMoYaTh onpejeneHue AONONHUTENbHbIX
hepmMeHTOB (renaTu4eCcKoro UM NPOYEro NPOMCXOXKAEHUSR) U XKENMYHbIX KUCIOT, KOTOPbIE MOTYT AaThb NOME3HYI0
nHOPMAaLMIO NPpU onpeaeneHHbIX 06CTOATENLCTBAX.

[ononHMTENBLHO B TEYEHUE NOCNEAHEN HEAENN UCCNEAOBAHUI MOXKHO NPOBECTU OOLMI aHANU3 MO4M,
UCMONb3ya cOOpaHHbIN 06LEM MOYM 32 (DUKCUPOBAHHDLIV NPOMEXYTOK BPEMEHU, AN ONpeaeneHust cneayo-
LLMX XapaKTEPUCTUK: BHELLHWUI BUA, 06bEM, OCMONSANbLHOCTb, YAENbHbIN BEC, YyPOBEHb KUCIIOTHOCTHU, COAEKa-
Hue npocToro 6enka, rmKo3bl U KPOBU/3PUTPOLIUTOB.

Kpome TOro, cneflyer y4uTblBaTb BO3MOXHOCTb NPOBEAEHUS UCCNEAO0BAHUI ANA BbISIBNEHUS CbIBOPO-
TOYHbIX MapKepOB OOLLErO NOBPEXAEHUA TKaHen. [lpyrne uccnegoBaHusi, KOTOpbIEe CrieayeT NPOBOAUTL, €CIN
M3BECTHbIE CBOWCTBA TECTUPYEMOIO BELLECTBA MOrYT MNU NPeaNnonaraeTcs, YTo MOryT, BO3[1€eiCTBOBATb HA
CBAA3aHHblE 0COBEHHOCTM 0OMEeHa BELLECTB, BKMIOYAIOT aHanu3 Ha kanbuuin, docdop, Tpurnuuepuibl HaTo-
Wwak, cneumduyeckme ropMoHbl, METFEMOINOOUH U XONUH3CTEpa3y. 3TU aHanu3bl JOJDKHbI MPOBOAUTLCS ANS
onpejerneHHbIX KNacCcoB BELUECTB UMW B 3aBUCUMOCTU OT KOHKPETHOIO Cry4ast.

B uenom HeoGxoanmMo ucnonb3oeaTb rMOKKI NOAX0A B 3aBUCUMOCTH OT BMONOIMYECKOro BUAa n Habnio-
Aaemoro n/unu oXxmaaemoro Bo3aencTeusa BeLecTsa.

Ecnu ucxoaHbix AaHHbIX 32 Npowsibie NEpUoabl HEAOCTATOYHO, CrieAyeT PpacCMOTPETb HEOOX0AUMOCTb
aHanu3a nepeMeHHbIX reMaTonoru4eckoro MCCNeAo0BaHNUA UNKU KITMHUYECKOW BUOXMMUM [0 HAa4ana BBEAEHUS
npenapara; Kak npaBuno, He pekomeHAayeTcs, YToObl 3TU AaHHble (hOpMMPOBANUCL A0 Hayana Bo3AeicTBus
Bewlecraa [12].

4.5 Natonorua

4.5.1 O6was aytoncus

Bce »uBOTHbIE, y4aCTBOBABLUME B UCCNEAOBAHMN, NOANEXAT MOMHOW AeTanbHOW 00LEen ayToncum, Ko-
TOpas BKMIOYMAET TLUATENbHOE UCCNEeAOBaHWE BHELUHEN NOBEPXHOCTU Tena, BCeX OTBEPCTUN, BHyTpUYepen-
HOW, rPYAHOM 1 BPIOLLHON NOMNOCTEN M UX COAEPKUMOrO. MNeueHb, NOYKU, HAANOYEYHUKU, AUYKU, NUANAUMMC,
MaTKa, AUYHUKKU, BUNOYKOBASA Xenesa, cene3eHka, MO3r U cepue BCEX XXMBOTHbIX (3@ UCKMIOYEHUEM >KUBOT-
HbIX, OBHapPYXEHHbIX B COCTOAHUM arOHUU U/MNKU NPOMEXYTOYHO YMEPLUBIIEHHbIX) AODKHbI ObITb OTAENEHbI
OT BCEX MpUnerapLmnX TKaHew, B 3aBUCUMOCTHU OT KOHKPETHOTO Cy4asi, M B3BELUEHbI BO BNAXXHOM COCTOSIHUM
cpasy e nocne BCKPbITUS Anst TOro, Yro6bl 36eXaTb BbICHIXaHUSA.

Cneayoume TKaHU AOIMKHbI COXPaHATLCS B Hambonee onTuManbHON OMKCUPYIOLWEN cpeae Kak ans
aHanu3a TKaHEBbIX KyMbTyp, Tak U Ang npeanonaraemoro Nocneaylowero ructonaTtonornyeckoro nceneno-
BaHUA: obLlee MaKpPOCKONMYECKOe NnopaxeHue, MOo3r (TMNUYHbIe 06nacTu, BKIOYASA FOSIOBHON MO3T, MO3Xe-
YOK, MO3roBO€ BELLECTBO/BAPONMEB MO3r), CMIMHHOM MO3r (Ha TPeX YPOBHAX: 3aTblNOYHbIW, CpeaHErpyaHOM
N MOACHUYHbIN), TMNOMU3, LUMTOBUAHASA XKenesa, OKONOLMTOBMAHAA Xenesa, BUNOYKOBasA Xenesa, NuLiesos,
CIMIOHHbIE XXenesbl, XeNyAoK, TOHKasi U TONCTasi KuLika (BKNiovas neneposbl ONSLWIKK), NeYeHb, NOAKeNnya04-
Has >kenesa, NoYKM, HaAMOYEYHUKK, CeneseHka, cepaue, Tpaxesa u nerkue (CoxpaHeHHbIe NyTeM HanonHeHus
chuKkcaTopoM U NOCHEAYIOLLMM MOTPYXXEHUMEM B HETO), a0opTa, FoHaAbl, MaTka, 4006aBOYHbLIE NONOBLIE XKene3bl,
MOJTIOYHbIE Xene3bl CamoK, NpeAcTarenbHas Xenesa, MoOYeBON Ny3blpb, XEMYHbIN NY3blpb (Mbillb), NMMda-
TUYECKMe y3nbl (kenaTenbHO oAuH nNumdarnyeckunii ysen, oxsaTbiBaloLWmi NYTb BBEAEHNS BELLECTBA, U eLle
OOWH — yAarneHHbIN OT MyTU BBEAEHUS!, OXBATbIBAIOLUMIA CUCTEMHOE AENCTBUE BELLECTBA), Nnepudepnyeckun
HepB (ceaanuLHblii unu GonblLuebepLoBbIi), kenaTenbHo B HeNOCPeACTBEHHOW BNU30CTU OT MbILLLbI, CPE3
KOCTHOro mMo3ra (M/unu CBEXMWIl MyHKTAT KOCTHOFO MO3ra), KoXxa u rnasa (ecnu B xoge opranbmMonormyeckoro
uccneaoBaHus 6biny BbisIBNEHbI Kakne-nubo nameHeHus). KnuHuueckue u npovne gaHHble MoryT o6ycnoButb
HeobX0ANMOCTb UCCIief0BaHMS AOMONHUTENbHLIX TKaHel. Kpome Toro, AomiHbl ObiTb COXpaHeHbI BCe opra-
Hbl, KOTOPbIE CHUTAKOTCA BEPOATHBLIMU NOPAXKAEMbIMU OpPraHamMu, NCXOAA U3 N3BECTHLIX CBOINCTB TECTUPYEMO-
ro BeLLecTBa.

4.5.2 T'mcTtonaronorus

Cneayert npoBECTU NOSTHOE TMCTONATONOMMYECKOe nccneaoBaHue CoOXpaHeHHbIX OPraHOB U TKAHEN BCeX
JKMBOTHbIX B KOHTPOJIbHOW rpynne u rpynne, noslyyaswien MakcCuMasnbHyio f03y. 3TU UCCNefO0BaHUS JOIDKHbI
pPacnpoCTPaHATLCH HA >KUBOTHLIX BCEX MPOYMX rPYNN AO3MPOBKW BELLECTBA, €CNU CBA3AHHbLIE C MPOBOAUMBIM
BBEJEHMEM BELLECTBA M3MEeHeHUa HabnioaaloTea B rpynne, NonyYaloLen BbICOKYIO A03Y.

McenenosaHuio nognexar BCE MakpoCKONUYECKue NOBPEXAEHUA.

Ecnu ncnonb3yerca conyTCTBYIOLLAS FPyNna >XUBOTHbLIX, TMCTONATONOMMYECKOe UCCNEA0BaHUE AOMKHO
NPOBOAUTLCS HA TKAHSIX U OpraHax, BO34eCTBUE Ha KOTOPbIE Obifo BLIABNEHO B UCCNeAyeMbIX rpynnax.
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5 [laHHble nccnegoBaHUM U OTUYeT

5.1 [laHHble uccnegoBaHumn

Heo6xoauMo npefocTaBnsaTb MHAUBMAYANbHbLIE JAHHbIE. KpOMe TOro, BCe 1aHHbIe A0MKHbI BbITh Npea-
CTaBneHbl B TAONUYHOW (hopMe C yKa3aHMEM KONMUYECTBA XUBOTHLIX B KKAOW 3KCNEPUMEHTanbLHON rpynne
Ha AaTy Hauana Uccne0BaHuii, KONMMYECTBA XKUBOTHBIX, YMEPLLMX BO BPEMS NPOBEAEHUS UCCNEN0BaHUS NI
YMEPLLBMEHHbIX MO NPUYUHE FYMAHHOCTU, U BPEMEHU CMEPTU UMM YMEPLLBNEHNA, KONMYECTBA MPOSIBIIEHUSNA
NPU3HAKOB TOKCUYHOCTU, ONUCAHUSI HABNIOAABLUMXCSA MPU3HAKOB TOKCUYHOCTK, BKNIOYAs BPEMA Hayamna npo-
SIBNEHUs], NPOAOIDKMTENBHOCTU U CEPLE3HOCTU BCEX NPU3HAKOB TOKCUMHOCTH, KONMYECTBA XXUBOTHBIX, Y KOTO-
PbiX MPOSIBUIUCL MOPAXEHUS, TUMA NOPAXKEHUSA U NPOLIEHTHOTO COOTHOLLEHUS XUBOTHbIX, Y KOTOPbIX NPOSBU-
TMCb NOPAKEHUS KAKAOTO TUNA.

Fae 3T0 NPUMEHUMO, YUCTIEHHBIE PE3YNLTATbl AOMKHBI OLEHMBATLCS B COOTBETCTBUM C MNOAXOAALLIMMM
U OBLLENPUHATLIMU CTATUCTUMECKUMU METOAAMU. CTAaTUCTUUECKUE METOAbLI U IAHHBIE ANA aHANM3a AOMMKHbI
ONpeaensTbLCs Ha CTaun NNAHUPOBAHUA UCCNEAOBAHUSA.

5.2 OTyeT NO pesynbraram uccnenoBaHUuA

OTyeT no pesynsraram UCCNEA0BaAHUA AOSMKEH BKAIOYMATL CNeayioLyo UHOpMaLumIo:

Mccnegyemoe BewecTso:

- dumsmnyeckas npupoaa, uMcrora n PusnKo-xMmMmu4eckne CBoNCTBa;

- WAEHTUUKALUNOHHBIE AaHHbIE,

PactBoputenb (B COOTBETCTBYIOLLEM CRy4ae):

- 0bocHOBaHMWe BbIGOpa pacTBOPUTENS, KPOME BOALI.

MoAONbITHLIE XUBOTHbBIE:

- UCnonb3yeMbiii Guonorudeckuin BUA M NOpoaa;

- KOSTMYECTBO, BO3PACT U NOJT XMBOTHBIX;

- WCTOYHUK, YCNOBUA COAEPKAHUA, KOPMINEHUA U T. A.;

- MHAMBMAYANbHAA MACcCa XXUBOTHLIX B Ha4ane nccneaoBaHus.

YcnosuA npoBeeHUs MCCNeaoBaHnm:

- o6ocHoBaHMe BbIOOpa YPOBHS 03 BELLECTBA;

- NoApOOBHbIN COCTaB TECTUPYEMOTO BELLIECTBA/PEXMM NpUema BELECTBa, NONyYeHHast KOHLEHTpaLus,
YCTONYUBOCTb M OAHOPOAHOCTb BELLECTBA;

- nogpobHas uHpopMaumsa 0 BBEAEHUM TECTUPYEMOTO BELLECTBA;

- hakTuyeckue Jo3bl (Mr/Kr Macchl TENA/CyTKN) U KOIPPULNEHT NepecyeTa KOHLUEHTpauumn TeCTUpyeMo-
ro BeLecTBa, BBOAUMOrO C NULLEN/MUTLEBOW BOAOW (Mr/N), B (haKTUYECKYIO 403y B COOTBETCTBYIOLLMX CryvasXx;

- noapobHas uHpopMaums 0 ka4eCTBe NULLU U BOAbI.

Pesynbrartbl:

- Macca tena u U~sSMeHeHna Macchl Tena,;

- notpebneHve nNUWK 1 NoTpebrneHne BoAbl B COOTBETCTBYIOLLUX CIy4asiXx;

- [aHHble 0 TOKCUYECKOM AEWCTBUU B pa3bueke MO NOMY UM YPOBHIO A03bl, BKIIOYASA NPOSBNEHUS BNUSA-
HUA TOKCUYHOCTMU;

- XapakTep, Cepbe3HOCTb U NPOAOIHKUTENBHOCTE KIIMHUYECKUX NPOsBEHWii (06paTtuMblx unu Heobpa-
TUMBIX);

- pesynsrarbl 0pTanbMONOrM4eCKUX UCCrneaoBaHum;

- CEHCOpHas akTMBHOCTbL, CUNa CXBaTa M OLeHKa ABUraTenbHON AEATENBHOCTH (N0 MEpe AOCTYNHOCTH);

- remaTonormyeckue UccrieloBaHnsl C COOTBETCTBYIOLUMMI MCXOAHBIMW NOKa3aTenamu;

- KNUHUYECKne bruoxnmmyeckue nccneaosaHnUsa ¢ COOTBETCTBYHOLLMMW UCXOAHBIMU NOKa3aTensamu;

- KOHe4yHasi Macca Tena, Mmacca opraHoB U COOTHOLLEHWE MacChl OPraHOB/TENaA;

- pesynbsrarbl ayToncuu;

- NoapobHOE onMcaHue pe3ynsraTtoB rMCTONaToONOrMYeCcKUX UCCneaoBaHui;

- AaHHbIE NOrnoLeHns (ecnu uMerTcs);

- cratuctudeckas obpaboTka pesynsTatoB B COOTBETCTBYIOLLMX CIy4YasnX.

OGCy>xaeHne pesynsTaTos.

BbiBOAbI.



(1]
(2]

(3]

(4]
(3]

6]
[7]
(8]
[
[10]

(1]

[12]

rocCT 32637—2014

Bubnuorpadus

OECD, Test No. 408 Repeated Dose 90-Day Oral Toxicity Study in Rodents

OECD (Rome, 1995). Report of the Consultation Meeting on Sub-chronic and Chronic Toxicity/Carcinogenicity
Testing

EEC Council Directive 86/609/EEC on the approximation of laws, regulations and administrative provisions of the
Member States regarding the protection of animals used for experimental and other scientific purposes. Official
Journal, 29, L358, 18th December 1986

National Research Council, 1985. Guide for the care and use of laboratory animals. NIH Publication No. 86-23.
Washington D.C., US. Dept. of Health and Human Services

GV-SOLAS (Society for Laboratory Animal Science, Gesellschaft fur Versuchstierkunde, December, 1989).
Publication on the Planning and Structure of Animal Facilities for Institutes Performing Animal Experiments.
ISBN 3-906255-06-9

IPCS (1986). Principles and Methods for the Assessment of Neurotoxicity Associated with Exposure to Chemicals.
Environmental Health Criteria Document No. 60

Tupper D.E., Wallace R.B. (1980). Utility of the Neurologic Examination in Rats. Acta Neurobiol. Exp., 40, 999—1003
Gad S.C. (1982). A Neuromuscular Screen for Use in Industrial Toxicology. J. Toxicol Environ. Health, 9, 691—704
Moser V.C., McDaniel K.M., Phillips P.M. (1991). Rat Strain and Stock Comparisons Using a Functional Observational
Battery: Baseline Values and Effects of Amitraz. Toxicol. Appl. Pharmacol., 108, 267—283

Meyer O.A,, Tilson H.A., Byrd W.C., Riley M.T. (1979). A Method for the Routine Assessment of Fore- and Hind-limb
Grip Strength of Rats and Mice. Neurobehav. Toxicol., 1, 233—236

Crofton K.M., Howard J.L., Moser V.C,, Gill MW, Reiter LW.,, Tilson H.A., MacPhail R.C. (1991). Interlaboratory
Comparison of Motor Activity Experiments: Implication for Neurotoxicological Assessments. Neurotoxicol. Teratol.,
13, 599—609

Weingand K., Brown G, Hall R et al. (1996). Harmonisation of Animal Clinical Pathology Testing in Toxicity and
Safety Studies, Fundam. & Appl. Toxicol., 29: 198—201



FOCT 32637—2014

YK 661:615.099:006.354 MKC 13.020.01

KntoueBble croBa: XuMmuyeckasi npoaykuus, BO3A4eNCTBME Ha OpraHn3M YenoBeka, MeTod UCTbITaHui, NOBTOP-
HOE UccneaoBaHue, nepopanbHas TOKCUYHOCTb, IPbI3yHbl, 90 aHen




Pepaktop H.E. PazaysuHa
TexHudyeckuit pegaktop B.H. [pycakosa
KoppekTop E.P. AposiH
KomneloTepHas BepcTka FO.B. [Tonoeol

CpaaHo B Habop 14.05.2019.  lMoanucaHo B nevaTb 15.07.2019.  dopmart 60 x 841/8. lapHuTYpa Apuan.
Yen. ney. n. 1,86.  Yu.-usg. n. 1,03.

[MoaroToBrieHoO Ha ocHoBe 3]'IeKTp0HHOI7I Bepcuun, I'Ipe,D,OCTaBJ'IeHHOI;I pa3p360T‘-WIKOM CTaHAapTa

nA «OpucnpygeHumar, 115419, Mocksa, yn. OpaxoHukuase, 11.
www.jurisizdat.ru  y-book@mail.ru

CosgaHo B eAUHNYHOM ncnosnHeHun Bo OIYTM « CTAHOAPTUHOOPM»
Ans komnnektoaHusa GegeparbHoro MHGOpPMaLMOHHOMO hoHAa CTaH4apToB,

117418 Mocksa, HaxvmoBckuii np-T, 4. 31, k. 2.
www.gostinfo.ru  info@gostinfo.ru


https://www.mosexp.ru#  
https://www.mosexp.ru
https://www.mosexp.ru#
https://www.mosexp.ru# 
https://files.stroyinf.ru/Index2/1/4293767/4293767042.htm

