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MpeaucnoBue

Llenn, OCHOBHble MNPUHUMNbLI U OCHOBHOW NOPAAOK npoBeAeHMA paboT MO MEeXrocyaapCTBEHHOW
craHgaptusauyum ycraHoBnewol B [OCT 1.0-92 «MexrocygapctBeHHaa cucrtema CTaHaapTu3auuu.
OcHoBHble nonoxeHusi» u FTOCT 1.2-2009 «MexrocyaapcTtseHHas cuctema craHaaptudauuu. CTaHaapThbl
MEXrOCyAapCTBEHHbIE, MpaBuna, pekoMeHAauuu no MEXrocyaapCTBEHHOW craHaaptusauun. lMpasuna
pas3paboTku, NPUHATUS, OOHOBMEHNSA U OTMEHbI»

CBepgeHus o cTaHaapTe

1 MOOrOTOBIIEH ®eaepanbHblM rocyaapCTBEHHbIM YHUTapPHbIM Npeanpuatuem «Bcepoccuinckuin
Hay4HO-uccrneaoBaTeNbLCKUIA LEHTP CTaHAapTusauumu, nHdopmauyum n ceptudukauum Cbipbsi, MaTepUanos
n Bewecte» (Pryr «BHALUCMB»);

TexHundyeckum koMuTeToM no craHgaptudauun Ne 339 «be3onacHOCTb Cbipbs, MaTepuanos u
BeLLeCTBy deaepanbHOro areHTCTea No TeEXHUYECKOMY PEryriMpoBaHuio U METpOrorum

2 BHECEH ®eaeparnbHbiM areHTCTBOM M0 TEXHUYECKOMY PErysiMpoBaH1IO 1 METPOSOTUN

3 NPUHAT MexrocyaapCTBeHHbIM COBETOM MO CTaHAapTusauuv, MeTponorum u ceptudukauuu
(npoTtokon ot 30 masa 2014 r. Ne 67-I1)

3a npuHATHE NPOronocoBanu:

Kpatkoe CokpalleHHoe HauMeHoBaHne
HauMeHoBaHue Kog ctpanbl no MK HALMOHANEHOFO OpraHa no
cTpaHbl no MK (MCO 3166) 004 — 97
(UCO 3166) 004 — 97 cranpapTusayim

ApmMeHus AM MuHakoHOMUKM Pecnybnukn ApmeHus
Benapycb BY locctaHaapT Pecnybnuku Benapyck
Kuprusus KG KblprelacTaHgapT
MongoBa MD Mongosa-CTanaapt
Poccus RU PoccTtangapTt
TagXUKUCTaH TJ TamKukcTangapTt

4 Hacroswuin ctaHgapT MAEHTUYEH MexayHapoaHomy aokymeHTy OECD Ne 411:1981 Subchronic
Dermal Toxicity: 90-day Study (O3CP, Tect Ne 411:1981 CyGXpoHuYecKas KOXHas TOKCUYHOCTb:
90-aHEeBHOE UCCNeaoBaHue).

MepeBoA ¢ aHrNMICKOro Asbika (en).

CreneHb COOTBETCTBUA — naeHTuyHas (IDT)

5 MNpukasom PegepanbHOro areHTCTBa MO TEXHUYECKOMY pPErynupoBaHMIO WU MEeTpomnorum ot
3 okTabpsa 2014 r. Ne 1267-CT MexrocyaapcTBeHHbin craHgapt FTOCT 32639—2014 BBeaeH B A€iCTBUE B
KayecTBe HauuoHanbHoro craHaapta Poccuiickoin deagepaumm ¢ 1 uoHsa 2015 .

6 BBE[JIEH BIMEPBbIE

UHcbopmayuss 06 U3BMEeHeHUsX K HacmosuwjeMmy cmaHOapmy nybnukyemcs 8 exeg00HOM UHGOPMayUOHHOM
yKkasamene «HauuoHanbHble cmaHdapmbl», & MEKCM U3MEeHeHUl U Monpasok — 8 eXeMEeCAYHOM UHGDOpMaUuUOHHOM
yKkazamene «HayuoHanbHbie cmaHdapmbly. B ciydyae nepecmompa (3ameHbl) Uiy ommeHbl Hacmosweao cmaHdapma
coomeemcmeylouwee yesedomneHue 6ydem onybnukosaHO 8 EXEMECSYHOM UHPOPMAaULOHHOM yKasamene
«HauuoHanbHble cmaHlapmei». Coomeememeyiowan uHgopmayus, yeedomieHue U mekcmsl pasmew,altomes maKkxe
8 UHGopmalyuoHHOU cucmeme obwjeeo NMonb3osaHus — Ha ocgpuyuansHom caiime DedepanbHozo aseHmemea o
MexXHUYEeCKOMY pe2ynuposaHuio U Memponoauu & cemu MiHmepHem

© CtaHgapTtuHdopM, 2015

B Poccuiickont Pepepaumm HaCTOALMI CTAHAAPT HE MOXET OblTb MOMHOCTBIO WM YaCTUYHO
BOCNPOU3BEAEH, TUPaXUPOBaH U pacnpoCTpaHeH B KayecTBe OoduumanbHOro usgaHus 0e3 paspeLueHus
PepepanbHOro areHTCTBa MO TEXHUYECKOMY PerynnpoBaHuio U METPONorum
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BBepneHue

MNpn OueHKke TOKCUYHbLIX CBOMCTB XMMMWYECKOr0 BeLUECTBA onpeaeneHne CyOXpOHUYECKON KOXHOMN
TOKCUYHOCTU MOXET OblTb MPOBEAEHO NOCre MOSlyYeHUss UCXOAHON MHOPMAaLMM O TOKCUYHOCTM B XO[e
UCNbITAHUA OCTPOM TOKCUMYHOCTWU. MccrnepoBaHMe OCTPOM TOKCUYHOCTWM MpeaocTaBnaeT MHgOopMauuio o
BO3MOXHbIX OMacCHOCTSAX ANSA 340POBbS, KOTOPblE MOTYT BO3HWKHYTb B pe3yrnbTaTe MOBTOPHOW 3KCMO3MLUK
Ha KOXXy B T@YEHME OrpaHUYEHHOrO Nepuoaa BPEMEHHN.
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M E X TIFOCYHAAPCTBEUHHUBb W C TAHAAPT

METOJbI UCMbITAHUS NO BO3AENCTBUIO XMMUYECKOW NPOAYKLIMK
HA OPIAHU3M YEJIOBEKA

CyOXpOHHUYECKaa KOXHAA TOKCUMHOCTL: 90-AHeBHOEe uccnegoBaHue

OECD guidelines for the testing of chemicals.
Subchronic Dermal Toxicity: 90-day Study

Nara BBegeHus — 2015-06-01

1 O6nacTb npumeHeHus

YKasaHHbI METOA MCCneaoBaHnAa NpeaHasHavyeH Ana n3y4eHna CyGXpOHNMYECKOW KOXKHOW TOKCUYHOCTH
XMUMUYECKUX BELUECTB B LENsAX MonydyeHusi uMHdopmauuu O BO3AEWCTBUMM HA OPraHu3M 4eroBeka B
pesynbTaTe MOBTOPHOIO HAHECEHUSA HA KOXY B TedeHue 90 gHen.

2 TepMUHbI U onpeaeneHnsa

B HacTosiLemM cTaHaapTe NpYMEHEeHbl Cneayiowme TEPMUHbI C COOTBETCTBYIOLLIMMU ONpeAeneHUsMu:

2.1 posa B pepmManbHoM ucnbitTanum (Dose in a dermal test): konmuecTBO nccneayemoro BewecTsa,
HaHECEHHOro Ha KOXy (B CyOXPOHMYECKMX UCTILITAHUAX HAHOCMMOTO eXeaHeBHO). [lo3a BbipaXkaeTcs unu no
macce (r, Mr) UNM Kak Macca UCCneayeMoro BewecTBa Ha €AMHULY MaccCbl Tena 3KCrnepuMEeHTarnbHOro
XXUBOTHOrO (Hanpumep, Mr/kr).

2.2 KymynatTuBHas TOKCMYHOCTb (Cumulative toxicity): BpegHble 3(ppekTbl NMOBTOPHbLIX A03,
BO3SHMKAIOLLUME B pe3ynbrate ANUTENbHOrO BO3AEWCTBWUA WIM MOBbILLUEHHOW KOHLIEHTPALMM BBEAEHHOrO
BELLECTBA UM ero MeTabonuToB Ha YYBCTBUTENbHLIE TKAHW.

2.3 cyOxpoHu4yeckas KOXHaA TOKCMYHOCTb (Subchronic dermal toxicity): BpeaHbie adpekrbl,
BO3HMKAIOLLME B pe3ynbTaTe MOBTOPHOIO €XEJHEBHOr0 HAHEeCEeHUA XUMWUYECKOro BeLUeCTBa Ha KOXYy
3KCMEePUMEHTANbHbIX XWBOTHBIX B Te4eHUe Yactun (He 6onee 10 NPOLIEHTOB) NPOAOIPKUTENBHOCTMN KUSHMN.

2.4 NOAEL (No-effect level/No-toxic-effect level/No-adverse-effect level): aTto ab6peBuatypa ypoBHA
OTCyTCTBMSI HAabMIOAAEeMOro BPEAHOrO BO3AENCTBUS NMOCNE BBEASHUA BELLECTBA, U ABNAETCA MaKCMMAIIbHOM
03001, HEe Bbi3bIBaOLLE 0OHapPY>KMBAEMOro BpeHOro BO3AENCTBUA HA 340POBbLE.

3 MpuHUMN TecTUpOBaHUA

Mccneayemoe BELLECTBO HAHOCAT E©XEAHEBHO HA  KOXy MOPUMAMM  HECKONMbKMUM  rpynnam
9KCMEePUMEHTaNbHbLIX XXMBOTHBIX, OHA A03a Ha rpynny, B TedeHue 90 aHen.

HeobxoanMmbl criegytowime ceeaeHust 06 uccnegyeMmom BeLlecTse:

- arperatHoe COCTOSIHUE: TBEPAOE UMM XUAKOEe

- Xumunyeckas uaeHTudukaumsa nccneayemoro BeLwecTsa

- yucroTa (npuMecu) uccregyemoro BewecrTsa

- XapaKTepuCTUKU paCTBOPUMOCTHU

- ph (npu HeobxoanumocTH)

- cTabunbHOCTb, BKMOYasi CTabuUNbHOCTL B PaCTBOPUTENE, NPU UCMONb30BaHUN

- TOuKA NNABNEHUSI/TOYKA KUNEHUsI

B TeyeHue nepuoaa NpPUMEHEHUSA BeELLECTBA >KMBOTHBLIX €XeAHEBHO o0cneayloT Ans BbiSBNEHUA
NPU3HAKOB TOKCUYHOCTU. YKUBOTHLIX, KOTOpble MOrnbaloT B XoA4e MCNbITaHUsl, NOABEPraloT ayToncuu, u
nocrne 3aBepLUeHUs UCMbITAHNSA BbDKUBLUMX XMUBOTHBLIX YMEPLLBISIOT U NOABEPraloT ayToncuu.

N3panve opuumanbHoe
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4 OnucaHue metoaa

4.1 Noagroroska

340pPOBbIX MONOAbLIX MOMOBO3PENbIX >XUBOTHLIX aKKNMMAaTU3MPYIOT K nabopaTopHbIM YCMOBUAM, MO
KpalHen mepe, B TeyeHume 5 gHen A0 ucnbiTaHus. eped UCMBITAHUMEM XMBOTHbIE PAcCMpeaensailoTca Ha
SKCMEePUMEHTaNbHYIO M KOHTPOSbHYIO Tpymnbl B MPOU3BONILHOM Mopsake. BonocAHOM MOKPOB CHWHHOW
obnact¥ TynoBuLi@ 3SKCMEPUMEHTAlbHbIX >XWBOTHLIX AOIKHbI ObiThb yaaneHbl He3agonro A0 Havana
ucnbiTaHus. Lepctka MoxeT ObITb BbIOpUTA, HO OpUTLE CNEayeT OCYLLECTBUTL NPUBNM3NTENLHO 3a 24 yaca
[0 Hayana ucnbiTaHusa. MNpubnuantensHo Yepes Heagenio TPeOYITCA NOBTOPHAst CTPMKKa unu Gputbe. Mpu
CTPWXKE UM OpUTbE BONOCAHOrO MOKPOBA, HEOOXOAUMO COGMIOAaTbL OCTOPOXKHOCTbL, YTOOLI HE MOBPEAUTb
KOXY, YTO MOXET MOBMUATb Ha €€ MNPOHWULAEMOCTb, €CMU TOMbKO 3TO He NpeayCMOTPEHO METOAMKOW
UCMbITaHUA. Ona NpUMEHEeHUs UcCcneayemoro BeLecTBa AOMKHO OblTb OYMLLEHO He MeHee 10 NpoUEeHTOB
nnowiagm nNoBepxHOCTU Tena. Pelwas kakasg nnowiagb AOMKHA ObiTb OYMLLEHA M KAKOBbI AOIMKHbI ObITb
pasmepsbl yyacTka Ans HaHECeHWs BeLLecTBa, CrneayeT YYuTbiBaTb MacCy XMBOTHOrO. pu TecTUpoBaHum
TBEPAbIX BELLECTB, KOTOPbIE MOXHO pacTepeTb B MOPOLUOK, UCCeayemMoe BeLeCTBO [AOMKHO ObiTb
JOCTaTOYHO YBMAaXHEHO BOAOW MU MOAXOASILLMM pPacTBOpUTENEM, YTOObI 06EeCcneynTb XOpPOoLLUMiA KOHTAKT C
KoXei. Mpu ucnonb3oBaHuKM pacTBOPUTENS CreayeT YUNTbIBATb BIUSAHWE PACTBOPUTENS HA NMPOHMLAEMOCTb
B KOXY uccrneayemoro seulectsa. XKugkue uccnegyemble BeLecTsa 06bIMHO He pa3baBnsioT.

4.2 )KuBOTHbIE

4.2.1 BbiGOp BUOOB XUBOTHbIX

MoryT ObiTb MCNONBL30BaHbLI: MONOBO3penas Kpbica, KPONMMK MNKM Mopckasa CBuHKa. MoryT ObiTb
MCNOMb30BaHbl APYrMe BuAbl, HO UX NPUMEHeHUE TpebyeT 060CHOBaHHUS.

[na npoBeAeHus ucnbiTaHMsa cneayet BbiIOpaTh XUBOTHLIX CO CreayioLen Maccon Tena:

- Kpbicbl (200 - 300 1),

- Kponuku (2,0 - 3,0 kr),

- Mopckue cBuHkK (350 - 450 ).

B cnyyae ecnu, CyGXpOHMYECKOE WCCNEAOBAHME KOXHOW TOKCUYMHOCTM NPOBOAMTCA nepea
[ONroCPOYHLIM UCCnefoBaHMeM crneayet B 060Mx NCCnefoBaHNAX UCNONb30BaTb XXMBOTHLIX OAHOW NOPOAbLI
1 OOHOTO U TOTO K& MPOUCXOXKAEHUS.

4.2.2 KonuyecTso U non

Mpu ncnbITaHMK Kaxkaon A03bl CneayeT UCNONb30BaTh, MO KpanHew mepe, 20 xxuBOTHbIX (10 caMoK U
10 camuoB) CO 340pOBON KOXeW. CaMku JOMmkHbl ObITb HEpOXaBMMU U HebepemeHHbiMU. Ecnm
npeanonaraeTca NPOMEXYTOYHOE YMEPLLBMNEHUE >KUBOTHBIX, UX KONMMYECTBO AOIMKHO ObiTb YBENUYEHO HA
KONMMYECTBO XMBOTHbIX, KOTOPOE NMNaHUPYEeTCA YMEpTBUTb A0 3aBeplueHus uccneaosaHusa. Kpome Toro,
BCnomoraTenbHas rpynna us 20 >xuBOTHbIX (M0 10 >XMBOTHBIX K&XA0ro nona) MoxeT obpabartbiBaTbCs A0301
BbICOKOrO YpPOBHA B TeueHue 90 AHel ¢ mocnedylowmm HabnioaeHuem 3a o0paTUMOCTbIO, CTOWKOCTbIO
M3MEHEHUN U NOAABNEHUA OTAENbHbIX TOKCUYECKUX A(PEKTOB B TeYEeHUe, Kak NpaBuno, He meHee 28 aHewn
nocne obpaboTku.

4.2.3 YcnoBua cogepXXaHUA U KOPMITeHUA

>KuBOTHbIX CnegyeT coaepxaTb B KNeTkax OTAENbHO. TemnepaTypa B KOMHATE C 9KCNepUMEHTarnbHbIM
>XMBOTHbIM JOIDKHA ObIThb 22 °C (£ 3 °) anga rpbidyHoB unu 20 °C (x 3 °) AN KPONUKOB C OTHOCUTENbLHOW
BRaxHocTbio 30-70 npoueHToB. MNPy UCKYCCTBEHHOM OCBELLEHUM AOIDKHA ObiTb MOCNEAOBaTENbHOCTL: 12
yacoB - cBeT M 12 vacoB - TemHoTa. [pM KOpMneHUM MOryT ObiTb MCNONb30BaHbI CTAHAAPTHLIE
nabopaTopHbl€ ANETHI C HEOTPAHUYEHHBIM KONIMUYECTBOM NUTLEBOW BOABI.

4.3 YcnoBusa UCnbITaHUA

4.3.1 YpoBHM 03blI

CrneayeT UCNonb30BaTh HE MEHEee TPEeX YPOBHEN A03, U KOHTPOMbLHYIO Fpynmny U, npu He06GX0AUMOCTH,
KOHTPOSbHYIO [pynny C HaHeceHueM pactesoputensi. C >KMBOTHbIMM KOHTPOMNbLHOW [Pynnbl crneayet
0o0paLaTbCA TaKke, Kak U C XMBOTHBIMU IKCNEPUMEHTANbLHON TPyNMbl, HO HEe 0bpabaTbiBaTb UCCNEAYEMbIM
BewecTBOM. CaMmblil BbICOKUIA YPOBEHb [03bl IOSDKEH NPUBECTU K TOKCMYECKUM 3pdekTaM, HO He Bbi3blBaTb
CMepTenbHbIX UCXOA0B, KOTOPbIE MOryT NPensATCTBOBaTb OOOCHOBAHHOW OueHKe. Camblil HU3KUW YPOBEHb
[03bl HE [JOIDKEH BbI3blBATb HUKAKUX MPU3HAKOB WHTOKCUMKaUMU. Tam, rae ecTb npueMneMas OLeHKa
BO3J€ICTBUA HA YenoBeka, CaMblil HU3KUIA YPOBEHb AOMKEH NpeBbILLaTh ee. B ugeane, cpeHuii ypoBeHb (-
HU) [03bl AOIDKEH (-Hbl) BbI3BaTb MUHUMAIbHbIE BUAMMBIE TOKcuyeckue adpdekrbl. Ecrnm ncnonbsyorca
Oonee yeM OgHA NPOMEXYTOYHAA 1034, YPOBHU A03bl AOMKHbI ObITb pacnpeaeneHsl Tak, YTo6bl MOXHO
6biNo npousBecTu rpagaumio Tokcuveckux 3dekToB. B Manbix U NPOMEXYTOYHLIX Fpynnax M B
KOHTPOJIbHLIX FPYNMNax YUCNO CMEPTENbHbLIX UCXOAO0B [ OIDKHO ObITb HU3KMM, YTOObI 06ECNeUnTb 3HAYUMYIO
OLIEHKY pe3ynbTaToB.

Ecnu npu HaHeceHWM uccrieqyemoe BELECTBO BbI3bIBAET CUMbHOE pasfpaXeHue KOXu, ero
KOHUEHTPaLUmMs MOXET ObITb YMEHbLLEHAa, XOTSl 9TO MOXET MPUBECTU K CHIDKEHMIO UNU OTCYTCTBUIO APYIUX
2
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ToKcu4yeckux apdekToB NpuU A03€ BLICOKOrO YpOBHA. OAgHAKO, NPU CUNTbHOM MOBPEXAEHUU KOXU B Hauane
UCCNEAOBaHUS MOXET BO3HUKHYTb HEO0OXOAUMMOCTb NPEeKpPaTuTb UCMbITAHUE, W NPOBECTU HOBOE
uccnegoeanue npu 6onee HU3KUX KOHLIEHTPaLUSX.

4.3.2 UcnbiTaHue npeaenbHON A03bl

Ecnu ncnbitaHne npu 04HOM ypoBHE 03bl, paBHOM He meHee 1000 mr/kr maccel Tena (Ho oxuaaemoe
BO3JENCTBUE HA 4YenoBeKa MOXET ykasbiBaTb Ha HeobOXoAMMOCTb A03bl Gonee BLICOKOrO YPOBHS),
UCNONb3ya Npoueaypbl, ONUCaHHbIE ANsi AAHHOTO WUCCNEAOBAHMS, Bbi3bIBAET HE BUAUMBIE TOKCUUYECKME
apekTbl, U ecnu TOKCUYHOCTb SIBMSIETCA MarnoBEepOSiITHOW Ha OCHOBAHUM AAHHLIX, MOMYYEHHbIX ANA
coeauHeHun OnNuU3kMxX NO CTPYKType, TO MOSMIHOE UCCNEeA0BaHWE C UCNOMNb30BAHMEM TPEX YPOBHEN 103 He
Tpebyercsa.

4.3.3 HabnoaeHuna

Mo kpanHen Mepe, OAuH pa3 B AeHb AOIMKEH ObiTb NPOBEAEH TLIATENbHbLIA KIMHUYECKUIH OCMOTP.
DononHutenbHble HabNOAeHUs cnegyetr MPOBOAWUTL EXEAHEBHO, NMPUHUMAsi HeobXoAMMble Mepbl Ans
MUHUMU3ALUN NOTEPU XMBOTHBLIX MPU UCCNEA0BAHWUM, HANPUMEpP, ayTONCUI0 UMK OXIaXKAEHUE XUBOTHLIX,
HaWAEHHbIX MEPTBLIMU, U U3ONALMS UIN YMEPLLUBIEHWe CnabdbiX UMM YMUPAIOLLUX XKUBOTHbIX.

4.4 OCHOBHOE UCNbITaHue

XKusoTHbIX 00pabaTbiBalOT MCCneayeMbiM BELLECTBOM HE MeHee 6 4acoB B A€Hb B TeUEHUE 7 aHeEN B
Hegento Ha npoTsokeHuu 90 AHen. OpHako, UCXoAs, Npexae BCEero U3 MpakTUYeCKUX COooBpakeHun,
CUMTaETCsl MpUeMneMbiM HaHEeCceHue BeLecTBa 5 AHen B Heaeno. XKMBOTHbIX BCNOMOraTenbHOW| rpynnbl,
npegyCMOTPEHHON AN NOCAEAyIoWMX HabMoAeHUNn, BbIAEPXUBAIOT B TeYeHue nocneayowmx 28 aHen
nocrne 9SKCNepUMEHTa, YTOObl BbISIBUTb CMOCOOHOCTb K BOCCTAHOBIIEHUIO WUIM CTOMKOCTb TOKCUMYECKUX
3 peKToB.

Mcenegyemoe BeLWeCTBO crneayet HaHOCUTb PaBHOMEPHO Ha y4acTokK, COCTaBnalwmn npumepHo 10
NpoUeHTOB OT obuwler nnowiaanm noBepxHOocTH Tena. lpu UCNONb30BaHMM BbICOKOTOKCUMYHLIX BELLECTB
NOBEPXHOCTb y4acTka ANA HAHEeCEHUs BELLeCTBA MOXET ObiTb MeHblue, HO OOnblias 4acTb ero AOMmKHa
ObITb MOKPLITA TOHKOW U PABHOMEPHOMN MIIEHKOW HACKOMbKO 3TO BO3MOXHO.

Me>xxay HaHeceHuaMU uccrneayemMoro BeLlecTBa, OHO JOMMKHO KOHTAKTUPOBAaTb C KOXei nocpeaCcTBOM
MOPUCTON MaprieBoOl NOBA3KU M He BbI3bIBAIOLIEN pa3paXXeHUs NEeHTOW. Y4acTok Tena, 4yepes KOTOpbin
BO34ENCTBYET WUCCNEAyeEMOEe BELLEeCTBO, AOIMKEH ObITb MOKPBLIT CMNOCOOOM, NO3BOMAIOWMM YAEePKUBATbL
UCMbITYEMOE BELLECTBO, HA KOTOPOE CBEPXY HANoXeHa mapresasi NOBA3Ka, U HE NO3BONAOLUUM XXUBOTHbIM
NPOrnoTUTL UCNbITEIBAEMOE BeLLecTBO. MOXHO MCNONL30BATb OrPAHUYMTENU ABUXKEHUSA, YTODbI XXMBOTHOE
He CMOTNO CMU3HYTb BELLECTBO, HO MOMTHAsA UMMOBUNN3aLMA HE PEKOMEHAYETCS.

Ecrnu HabnogatoTcA NpusHaku TOKCUYHOCTU, OHW AOSKHBI ObiTh 3aperMCTpMpOBaHbI, BKIOYas Bpems
Havana, cTeneHb U NPOAONXUTENLHOCTL. HabnioaeHna 3a KXMBOTHLIMU JOIKHBI BKIOYATb: U3MEHEHUSI KOXU
U BOJIOCAHOrO MOKPOBA, rfla3 U CnuM3uCTbiXx 06O0Mo4YeK, a TakkKe OPraHoB JblXaHusi, KpoBOOOpalleHus,
BEreTaTUBHOW W LEHTPansHON HEPBHOW CUCTEMbI, COMAaTOMOTOPHON AEATENbLHOCTU U MOAENU NOBEAEHUS,
HO HE OrpaHu4YMBaTbLCA TONLKO 3TUM. U3MepeHna noTpebneHust Nuium U B3BELUMBAHME XXUBOTHBLIX crieayeT
NPOBOAUTb €xXeHeaenbHO. PerynapHoe HabniogeHne 3a XXMBOTHbIMU HEOOX0AMMO, YTOObI rapaHTUPOBATD,
YTO >KMBOTHOE He BbIObIO M3 UCCNEeAOBaHNA NO NPUYMHE KaHHMGanu3mMa, ayTonusa TKaHel unu ZUCTonuu.
Mpu 3aBepLUeHUN UCCNeaOBaHWUA BCEX BbDKMBLUMX XMBOTHBIX HE BCMNOMOrarTeribHbIX 3KCMEPUMEHTaNbHbIX
rpynn  ymepwsnsiot. Mpu  o6GHapyXeHUM YMUPAIOLMX >KMBOTHbLIX OHM [AOMKHbI ObiTb yaaneHbl U
YMEpLLBEHbI.

4.5 KnuHuyeckue HabnwaeHnsa

Bce cneayiowme uccneaoBaHusi A0MKHbI GbITb BbIMOMHEHbI C UCMONb30BAHUEM BCEX XUBOTHLIX:

- ohranbmMonorM4eckut  OCMOTP C NOMOLWBIO  OPTanbMOCKONa WM COOTBETCTBYIOLLErO
3KBMBANEHTHOrO 060pyAOBaHUS AOMKEH ObiTb NPOBEAEH A0 HaYana BO3AeNCTBUSI UCCNeAyeMOoro BeLlecTsa
1 NO 3aBepLUeHUn uccneaoBaHusi, NPEANOUYTUTENBHO ANl BCEX XMBOTHBIX, HO, NO KpaWHew mepe, B rpynnax
C BbICOKMM YPOBHEM A03 W KOHTPOMNbHOW rpynne. Npu oOHapy>XeHUM U3MEHEHUN B rnasax BCE XXUBOTHbIE
NOMKHbI ObITh 06CNEeA0BaHbI.

- remaronorus, BKNIOYasi reMaTOKPUT, KOHLIEHTpAUMIO remornobuHa, KONMUYECTBO SPUTPOLUTOB,
obwee n auddepeHunanbHoe KONUYECTBO NENKOLMTOB, a Takke BENUYMHbI MOTEHUMana cBepTbiBaHUS,
Takux Kak Bpema CBEepPTbIBAHMA KPOBW, NPOTPOMOMHOBOE BpPEMS, TPOMOOMMACTUHOBOE BPEMSA WM
KONMYECTBO TPOMOOLIMTOB, AOIMKHA ObITb NPOBEAEHA NPU 3aBEPLUEHUN UCCNIEA0BAHUA.

- KNUHUYeckne GMoXuMmyeckne aHanu3bl KDOBU CrielyeT NPOBOAUTbL NPU 3aBEpLUEHUN UCCNEA0BaHUSA.
Ob6nactn uccneaoBaHui, KOTOPbIE CYMTAIOTCA MOAXOASILLUMMM Ansi BCEX WUCCIEAOBAHUN, 3NEKTPONUTHBIN
6anaHc, yrnesogHbit Metabonuam (oOMeH BellecTB), DYHKUMM neyveHn u nodvek. BbiGop 0cobbix
uccneaoBanuii Oyaet 3aBuceTb OT HAbMIOAEHUS 3a MEXaHM3MOM AelcTBusl BewecTea. Mpeanonaraemble
nccneaoBaHua - U3MepeHus kanbuusi, docdopa, xnopa, HaTpus, Kanusi, YPOBHA FNIOKO3bl HaTowak (C
nepuojamMu rofiogaHua Ana COOTBETCTBYIOLUMX BMAOB), IMyTaAMUHOBON MUPOBUHOTPAAHONW TpaHCaMUHAa3bl
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CbIBOPOTKN', TNyTaMUHOBO/ LLABENEBOYKCYCHON TPaHCAMUHAa3bl CbIBOPOTKW’, OPHUTUHAEKapBoKCUnasbl,
raMma-rnyTamunTpaHcnenTmMaasbl, a3ota MOYEBUHbI, Oenka, KpeaTuHUHa KpoBu, obwiero GunupybuHa u
obwero Oemnka cbiBOPOTKM. [pyrme uccnenoBaHus, KOTOpble MOryT noTpeboBatbCA Ans agekBaTHOM
TOKCMKOMOTMYECKOW OLIEHKM, BKIMKOYAKOT aHanua nunuaoB, FOPMOHOB, KUCNOTHO-LLENo4YHOro ©Oanadca,
MeTreMorrnobunHa, akTMBHOCTM XONUHAcTepasbl. [JONOAHMTENBHLIA KMMHUYECKUI aHanu3 OMOXMMUKU MOXKET
ObITb NPOBEAEH, NPU HEOOXO0AMMOCTH, PaCLLUMPUTbL UCCNEeA0BaHMA Habngaembix aPdeKToB.

- aHanu3 Mouum He TpebyeTca, NMUWb TOMbLKO TOrga, Korga €cCTb MoKasaHue, OCHOBAHHOE Ha
oXXngaemoun nnu Habngaemon TOKCUYHOCTMH.

Ecnn mnctopuyecknx MCXOAHbIX AaHHbIX HEAOCTAaTOYHO, TO Mepe; HadvasnoMm [03upOoBaHMA cnegyet
yAEnNUTb BHUMaHWE ONpeaeneHnto reMaTonornyecknx U KIMHUYECKMX OMOXMMMYeCKX nokasaTenen.

5 NMNaTtonorusa

5.1 Makpockonuuyeckaa aytoncus

Bce »xuBOTHbIE B UCCReAOBaHUNM AOMKHbI ObiTb NOABEPrHYTbl MOMHONW MaKPOCKONUYECKOW ayToMnCuu,
KOTOpas BknoyaeT B cebsi OCMOTP BHELUHEW MOBEPXHOCTM Tena, BCex OTBEpPCTUN, vepena, rpyaHon u
OPIOLLHOM NONOCTEN M UX COAEPKUMOro. MeyeHb, NOYKW, HAAMOYEHHUKN U ANYKWN OOMKHbI ObiTh B3BELUEHBI
BNAXKHbIMU, KAK MOXKHO CKOPEe MOCe BCKPbITUSA, YTOObI M30exaTh BbiCbIxaHus. CneayoLime opraHbl U TKaHu
OOMKHbI  ObITb COXpaHeHbl B NOAXOAsLEN cpeae AnA  JdanbHenlero npoBeAeHWs BO3MOXHOMN
rMCTOMNAaTONOINMYECKOW 9KCNEepPTU3bl: BCE MAaKpPOCKOMUYECKUE MOPaXKeHUsA, MO3r, B TOM YMUCMNE Y4acTku
KOCTHOTO  MO3ra/MOCTa, KOpbl MO3XEe4Yka W KOpbl [OMOBHOrO Mo3ra, runodm3a, LMTOBUAHASA
/napawmToBUaHasa xenesbl, BUNOYKOBasA enesa, (Tpaxew), nerkue, cepaue, aopTa, CMIOHHbIE Xenessbl,
nevyeHb, CeneseHka, MOYKU, HaAMOYEYHWUKM, MOMXKENYAOYHASA >Kene3a, MOMoBble >Xenesbl, NpuAaTouHbIe
MONOBbLIE OpraHbl, XEeNuHbli My3bipb (NPU HaNM4YMKM), MULLEBOA, >KENYAOK, ABEHAALATUNEPCTHAs KULLKA,
TOoLasa KuLIKa, NOAB3AOLUHAA KULUIKA, Crenas KWLlKa, TONCTas KWLKa, npAMas KuLka, MOYEBOW My3bipb,
nmmaarnyeckme yanbl, (KEHCKMEe MOJSIOYHbIE >Kenesdbl), (CKeneTHble MbIlLbl), nepuddepuyecTkue HepBbl,
(rnasa), (rpyamHa ¢ KOCTHbIM MO3roM), (beapeHHble KOCTU C cycTaBamu), (CMMHHOM MO3T Ha TPEX YPOBHSAX -
LUENHOM, CPeAHEM TPYAHOM M MOACHUYHOM) U (opbuTanbHble cnesHble >xenesbl). (TkaHW, ykasaHHble B
CKOBKaX HYXXHbI TOMbKO ANS U3YYEHUS MPUHAKOB TOKCUMHOCTU UMW MOPAXKEHUS OPraHOB-MULLEHEN.)

5.2 N'mcronaTonorua

MonHasa rucronaTonorus AOMMKHA MPOBOAUTCA HA HOpPMAarnbHOM M 06paboTaHHOM KOXe, opraHax u
TKaHSAX BCEX XXMBOTHbLIX KOHTPOSBHOW FPyNMbl U FPYNMbl C BEICOKUM YPOBHEM A03bl.

Bce makpockonuyeckue nopa)eHus noanexar n3y4yeHuio.

OpraHbl-MULLEHM B rpynnax ¢ ApYruM ypoBHEM A03bl NOANEXAT N3YYEHUIO.

Mpu MCNONbL30BaHWM KPbIC, FErKME >XMBOTHLIX B rpynnax C MamnbiM W CPEAHEM YPOBHEM A03bl
noanexar rMcTonaTtonorn4eckoMy MUCCREeAOBaHUIO ANA BbIABNEHUA WHAEKUMM, Tak Kak UCCnegoBaHue
obecneynBaeT COOTBETCTBYIOLLYIO OLEHKY COCTOSIHUSI 3J0POBbS >KMBOTHbIX. [N >XMBOTHbIX 3TUX rpynn
JanbHeliee rucTonaTronoruyeckoe uccrneaoBaHue He 00a3aTenbLHO, HO He0BX0AMMO B rpynnax ¢ BbICOKUM
YPOBHEM [103bl ANS1 BCEX OPraHoB, B KOTOPLIX BbISIBINIEHbI NaTONOMMYECKME N3MEHEHUS.

YKuBOTHbIX BCMOMOraTencHOW rpynnel crnegyet obcnefoBaTb MCTONOrMYECkU, ocobo obpauyas
BHUMAHWE HA Te OpraHbl W TKaHW, B KOTOPbIX BbiSABMEHbl 3(pdeKkTbl BO3AEHCTBUA BeLlecTBa B APYrux
3KCMEePUMEHTArbHbIX rpynnax.

6 [laHHbIe n oTueT

6.1 O6paboTKa pe3ynbTaTtoB

HOaHHble MoryT ObiTb npeacraBneHbl B TabnuMyHOWM OpME €  yKasaHuem Ana  Kaxaou
3KCMEPUMEHTANbHON TPYMNbl KONIMYECTBA >KMBOTHBLIX HA HA4yano WCMbITAHMA; KONUYECTBa XMBOTHBbIX,
MMEIOLLIMX NOPaXKEHUS; TUN NOPAXKEHUN U MPOLEHT XXMBOTHbIX, C KAXKAbIM BUAOM MOPAKEHUA.

Bce Habniogaemble pesynbTathl, KOMMYECTBEHHbIE W CriyyailHble, AOMKHbI OblTb  OLIEHEHbI
COOTBETCTBYIOLLMM  CTaTUCTMYECKUM MeToaoM. MoxeT ObiTb MCnonb3oBaH ntobok  OOLEeNnpPUHATbIN
cratucTuyeckun metog. CraTuCTMHECKME MeToAbl AOSKHbI OblTb BbIOpaHbl B XOA4€ MAHMPOBAHUA
nccnegoBaHuA.

6.2 OueHKa pe3ynbTaToB

PesynbTarbl MCCNea0BaHNA KOXXHOW TOKCMYHOCTU MOBTOPHOW A03bl CAeAyeT paccMaTpuBaTh G TOUKM
3peHna HabngaeMbiX TOKCMYECKMX 3DMEKTOB, ayTONCMU U TMCTONATONOrMYecknx AaHHbix. OueHka Oyaet

' B HacTosllLee BpeMs N3BECTHa, kak anaHUH aMUHOTpaHcdepasa CLIBOPOTKA.
2 B HacTosllLiee BpeMs N3BECTHa, Kak acnapTaT aMMHOTpaHcdhepasa CLIBOPOTKM.
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BKMOYaTb B cebA OTHOLUEHWE MeXay AO030M UCCreayeMOoro BeLleCTBa U HanuMuueM Miu OTCYTCTBUEM,
4YacTOTOM M TSOKECTbIO HAPYLUEHWW, B TOM YUCME MOBEAEHYECKMX W  KIMHWUYECKUX HapyLUeHWR,
MaKpPOCKOMUYECKMX MOPabKeHWM, UAEHTU(PULUMPOBAHHBLIX OPraHOB-MULLEHEN, W3MEHEHMSIMU MaccCbl Tena,
BNIMSHUSAMW HA CMEPTHOCTb M NMIOOLIMK APYTMMKU OBLLIMMK unu cneumduyeckMMn TOKCUYeCKumMmn addpekramu.

CooTBeTcTBYIOWMM 00pazoM npoBeaeHHoe 90-4HEBHOE uWCCneaoBaHWE [OSPKHO —obecneuuTtb
onpeaeneHne HeadPPEKTUBHOIO YPOBHSA BO3ENCTBHUS.

6.3 OTyeT 06 MCNbITaHUMK

OT4yeT 00 UCNbITaHMM AOIMKEH COAEMKATL CREAYIOLLYI0 MHOPMALMIO:

- UCNOSib3yemble BUAbI/NIUHUMK;

- [aHHble O TOKCUYECKOW peakuum B 3aBUCMMOCTU OT Nona u J03bl;

- BpeMa CMepTW B XOAE€ WCCNEeAOBaHUA WM KOMMYECTBO XXMBOTHbLIX, AOXMBLUMX A0 OKOHYaHUA
SKCNEePUMEHTA;

- TOKcu4deckue unu apyrue addekTol;

- BpeMsi HabnoaeHUst 3a KaXxabIM NPU3HAKOM HapyLUEHWUs U ero nocneayioLwiee passuTue;

- [aHHble O NUTaHUK U Macce Tena;

- BbINOJSIHEHHBLIE TEMATONOMMYECKUE UCNIbITAHWA U Pe3yNnbTaTbl B CPABHEHWUM C UCXOAHBLIMU AaHHBIMMU;

- BbINOMHEHHbIE KITMHUYECKUE BUOXMMUYECKUE UCTILITAHUS U PEe3ynbTaTbl B CPABHEHUU C UCXOAHBIMM
OaHHbIMU;

- [OaHHble ayToncuu;

- noapoGHOe onucaHue BCex rmcTONorMYeckux AaHHbIX;

- cratuctuveckasa obpaboTka pe3ynbLTaToB B Crlydae HEOOX04MMOCTH.

6.4 NIHTepnpeTauua pe3ynbLTaToB

CyOXpOoHMYECKOe KOXKHOE uccneaoBaHue npeaocrasnseT MHAPOpMauumio 0 NOCNEeACTBUAX NOBTOPHON
AepMarnbHOW SKCMO3MUUM TOr0 MNKM MHOTO BELUEeCTBA. OKCTPanonAuus pesynbTaToOB MCCEefOoBaHMA Ha
YenoBeka AENCTBYET B OFPAHMYEHHOW CTEMEHU, HO OHA MOXET AAaTb MONEe3HYI0 MHMOPMAaLUIO O CTENEHU
KOXKHOW pe3opbunn BeLlecTea, ypoBHE, He OKa3bIBAIOLLEM BAIMAHUA, U AONYCTUMOM YPOBHE BO3AEWCTBUA HA
yenoseka.
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