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Mpepncnosue

1 PA3PABOTAH Accoumnauuein «HekoMmepyeckoe napTHepcTBO KoopAvHaunoHHO-HopMaLnoHHbIii
LleHTp rocygapctB — yyacTHkoB CHI™ no convmxeHnto perynaTopHbix npaktuk» (Accoumauus «HM KNLL CHIM»)

2 BHECEH TexHuuyeckuM KoMUTEeTOM Mo cTaHaaptnsauumn TK 339 «Xnmnyeckas 6€30nacHOCTb BELLECTB
1 MaTepuanos»

3 YTBEPX/IEH W BBEAEH B AEWCTBUE MNpukasom depepasnibHOro areHTcTBa Mo TEXHUYECKOMY
perynvposaHuio u metposiorun ot 8 aerycta 2019 r. No458-cT

4 B HacTosleM cTaHAapTe peanu3oBaHbl nosoxeHns PekomeHpaunii OOH ST/SG/AC.10/30/Rev.7
«CornacoBaHHas Ha r06asbHOM ypOBHe cucTema knaccudmkaumm onacHOCTU M MapKMpOBKM XUMUYECKOWA
npoaykumn (CrcC)» («Globally Harmonized System of Classification and Labelling of Chemicals (GHS)»).
cefbMOe NepecMoTPeHHOe M3faHue B YacTu KnaccudiukaLmm onacHoCTM XUMUYeCKoi npoaykumm (rnasa 3.9)

5 BBEAEH BIMNEPBbIE

MpaBuna NpUMEHEHNs HACTOSILLEr0 CTaHAapTa yCTaHoB/EeHbl B cCTaTbe 26 defepasibHOro 3akoHa
oT 29 moHA 2015 r. Ne 162-®3 «O cTaHgapTwusauun B Poccuiickoii ®egepaunm». MHdopmauus ob
N3MEHEeHNAX K HacTosALLeMy cTaHaap Ty ny6ankyeTcs B exerogHom {no CocTOosHNI0 Ha 1SHBapsa TekyLero
roga) MHopMaLnoTIOM ykasaTesne «HaunoHanbHble CTaHAapThi», a ouuManbHbIi TEKCT U3MEHEeHW
M NOonpaBoOK — B €XEeMEeCAYHOM WHCOPMaLMOHHOM ykasaTene «HaunoHasbHble CTaHaapThi». B cnyvae
nepecMoTpa (3aMeHbl) AN OTMEHbl HACTOSALLEr0 cCTaHAapTa CooOTBeTCTBYyLee yBefoMm/eHe byaeT
ony6/IMKOBaHO B GMXaWLLEM BbINYCKE €XeMeCAYHOro MH(OPMALMOHHOIO yKasaTensa «HauuoHanbHble
cTaHgapThi». CoOTBETCTBYyWLWAA MHpopMauns, yBefOMIEHME U TeKCTbl pasMelanTcs Takke B
NHOPMaLMOHHOW cucTeme 06LLero Nofb3oBaHNa — Ha oduLmanbHOM caiiTe PefepasbHOro areHTcTaa
No TEeXHNYEeCKOMY PeryimpoBaHnio 1 METPONOrMN B ce TN MHTepHeT (Www.gost.ru)
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HacToAwwit ctaHaapT He MOXeT GbITb NOJTHOCTLIO MM YaCTUYHO BOCNPOM3BEEH, TUPAXNPOBaH U pac-
MPOCTPaHEH B KAYECTBE OPULMASILHOTO N3aaHus 6e3 paspelleHnst defepanibHOro areHTCTea Nno TeXHNYEecKo-
My perynupoBaHuio u MeETPO/Iorn


https://mosexp.ru#

FOCT P 58477—2019

CopepxaHue
1 OB IACTD MPUMEHEHUIS ... eeuteiutieitteieesteeteeteesteeateeasee bt anbeeeheesaee b ee s e e beeab e e eaeeahee b e e beeeEeeebeeesbesbeenbeeebeesaeesbeenneenteeenes 1
2 HOPMATUBHBIE COBITKM . ciuuittiteeeuitiiee e e ettt e e e sttt e e e e sat e ee e e e b et e e e et e et e 4 e e et e e e e s et et e e s e s et e e e e s st e e e e e b et e e e aansnreeeeaannnneas 1
3 TEPMUHBI U OMPEACITIEHMS .eeviiiiieeeeeieteee e e ettt ee et ee s e ee e e e e e e 2

4 Knaccuukaums onacHoCTM XMMUYECKOW NpoayKumu, o6nagatolieii u3GupaTebHoi TOKCUUYHOCTbI0
Ha opraHbl-MULLEHW U/UIM CUCTEMBI MPU MHOTOKPATHOM WM MPOLOIKNTENILHOM BO34EHCTBUMN. ....c.eeee. 2

5 Knaccudmkaums onacHOCTM CMECOBOW XMMUYECKO NpoayKuny, obnaaatwlleli n3bmparensHoi
TOKCUYHOCTbIO Ha OpraHbl-MULLIEHU /W CUCTEMbI NPV MHOTOKPATHOM WM MPOAO/HKUTETbHOM
Lo LT T Lo = PSP S PR 3
5.1 O6Lwune NPUHLMMbI Knaccudgmrkaumum onacHOCTU CMECEBOM XUMUUYECKON MPOAYKLUUN. .....cocuveeveeeeeanennee. 3

5.2 PacueTHblit MeTof, kKnaccudukal iy onacHOCTY CMECEBOI XMMMUYECKOol NpoayKLuu, obnagatoLlei
n36MpaTenbHOW TOKCMYHOCTbLIO Ha OpraHbl-MULIEHN W/MAN CUCTEMbI NPU MHOTOKPaTHOM

NN NPOAOIKATENIBHOM BOSBLEMCTBUM ...eeuvieiieeiee ettt iee et ere e esee s ne s ene e srenesne e nn e e eennes 4
6 BbIOOP HAM60/1€€ MOAXOLALMX LLAHHBIX . ..ccvieieiieereeeereeieeeeereeeeeeseeseesresse s e eseeseeneere s e sr e e e eseennesresreere e e sseeseenenns 4
6.1 [laHHble No pe3ynbTaTam BO3AElCTBUSA Ha YesnoBeka
6.2 [laHHble 1Ta60PATOPHBIX UCTIBITAHUM 1N VIV ..ctiiiiiiieiiieieeite ettt ettt sb ettt sne e b et
6.3 [laHHble 1Ta60PATOPHBIX UCTIBITAHUMA 1N VIEFO..coiuiiiiiiiiiieiiie ittt ettt be e b b 5
6.4 VIHDBIE [BHHDBIC ... eeeeieiiieeteeeeiteee e e st eeees s tate e e e e atbaeeeeasasteeeeeastaeeeesasseeeeeeantaeeee s e seeeeaeannseeeeeansbeeeeennnnteeeeensnneeas 5

153 7o T Lo T =X 01 - TP PP PO PUPTUPPRO 7



FOCT P 58477—2019

HAUVWOHANBbHbBIN CTAHOLOAPT POCCUWNCKOW

PELEPALMUMN

PYKOBOACTBO MO MPUMEHEHWIO KPUTEPUEB KNACCUGUKALNN ONMACHOCTH
XUMUYECKOM NPOAYKLMW MO BO3LEACTBUIO HA OPTAHN3M

I/I36V|paTeana;| TOKCUYHOCTb Ha OpraHbl-MULLEHN n/mnun cuctemsl

npun MHOFOKpaTHOM/ﬂpO,ﬂ,OI’I)KVITeI'IbHOM BO3,CI,eVICTBVIVI

Guidance on the application of the criteria of chemicals classification for health hazard. Specific target organ toxicity at

repeated exposure

Jata eBefeHns — 2020—06—01

1 O6nacTb NPUMEHeHUs

HacToswnii ctaHaapT coaepXuT pyKoBoOAsALLME NPUHLMMBI MO BbIGOPY HanGoee NoAXOAALMX AaHHbIX U
NpYMEHEHUI0 KPUTEPUEB KNaccudmkaLmm onacHoCT XMMUYECKoi NpoayKumm, obnagatouleii nsbuparensHoi
TOKCMYHOCTBIO HA OpraHbl-MULLEHN /U CUCTEMbI MPU MHOTOKPATHOM W/ NPOAO/IKNTENTLHOM BO3AECTBIN.

2 HopmaTtuBHble CCbINKU

B HacTosLleM cTaHAapTe UCMONb30BaHbl HOPMATUBHbIE CCbISIKM Ha criegylolme ctaHaapTbl:
FOCT 32419—2013 KnaccudmkaLms onacHOCTUM XMMUYECKON npoaykumnn. O6Lmne TpeboBaHns
FOCT 32423—2013 Knaccudmkaums onacHOCTM CMEeCOBOI XMMUYECKOW MpoAyKuMu No BO3AENCTBUIO

Ha opraHusm
FOCT P 56930 PykoBOACTBO MO NPUMEHEHWUI0 KpUTepUeB kiaccucukaumnm

NpoAYKLUMM NOo BO3AENCTBUIO HA OpraHn3m. OcTpas TOKCUYHOCTb NP BAbIXaHUM
FOCT P 56932 PykoBOoACTBO NO NPYMEHEHUIO KpUTEpPUEB Knaccudukauum

onacHoCcTn

onacHoCTn

NpoAyKLUM No BO3AeNCTBMIO HA opraHu3mM. OcTpast TOKCMYHOCTL MPU NONajaHnn Ha KOXy

FOCT P 56957 PykoBoACTBO NO NPYMEHEHWIO KPUTEpPUEB Knaccudumkauum

NpoAyKUMUM Mo BO3AEWCTBUIO HA opraHn3aM. OcTpasi TOKCMYHOCTb NpU NpornaTbiBaHm

FOCT P 56958 PykoBOACTBO MO NPUMEHEHWUI0 KpUTEpUEB kaccucukaumnm
NPoAYKLUMM NO BO3AENCTBUIO HA OpraHn3Mm. MNMopaxeHune/pasgpaxeHne Koxu

FOCT P 56959 PykoBoACTBO NO NPYMEHEHUIO KpUTEpPUEB Knaccudukauum
NpoAyKLUMM No BO3AENCTBUIO Ha opraHn3m. CepbesHble noepexaeHus/pasgpaxenve

FOCT P 57452 PykoBoACTBO NO MNPYMEHEHWIO KPUTEpPUEB Knaccudukauun
NpoAyKUMM No BO3AENCTBUIO HA OpraHn3M. PenpoaykTMBHAs TOKCUYHOCTb

FOCT P 57453 PykoBOACTBO MO NPUMEHEHWUI0 KpUTepUeB kiaccucukaumnm
NPOAYKLUMM NO BO3AENCTBUIO HA OpraHn3m. KaHueporeHHoCTb

FOCT P 57454 PykoBoACTBO NO MNPYMEHEHUIO KpUTEpUEB Knaccudukauum
NpoAyKLUMM No BO3AENCTBUIO HA OpraHn3m. MyTareHHoCTb

FOCT P 58476 PykoBoACTBO NO NPMMEHEHUI0 KpUTEpUEB Knaccudukauum
NpoAyKLUMM No BO3AENCTBUIO HA opraHn3m. CeHcrnbunuanpytollee aelictene

FOCT P 58478 PykoBOACTBO MO NPUMEHEHWUI0 KpUTEpUEB kaccucukaumnm
NPOAYKLUMM NO BO3AENCTBUIO HA OpraHn3m. OnacHOCTb Npu acnvpauum

FOCT P 58479 PykoBoACTBO NO MNPYMEHEHUIO KpUTEpUEB Knaccudukauum

onacHoCTn

onacHoCcTn

onacHoCTn

rnas

onacHoCTn

onacHoCcTn

onacHoCTn

onacHoCTn

onacHoCcTn

onacHoCTn

XUMUYECKO

XUMUYECKOI

XUMUYECKO

XUMUYECKO

XUMUYECKO

XUMUYECKO

XUMUYECKO

XUMUYECKO

XUMUYECKOM

XUMUYECKO

XUMUYECKO

npoaykunn no BOSAGVICTBVIIO Ha opraHusm. I/I36|/|paTeana;| TOKCUYHOCTb Ha opraHbl-MULLEHN n/vnn cucTembl

npun oAHOKpaTHOM BO3,CI,eVICTBVII/I

N3paHue oduymansHoe
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MpumeyaHue — lNpuNoAb30BaHUM HACTOALLMM CTAHAAPTOM LE/IECO06Pa3HO NPOBEPUTL AENCTBUE CCIOYHBIX
CTaHAapToOB B MHOPMALMOHHOI cucTemMe o6LLero nosb3oBaHus Ha ouumnansHoOM caiite defepasnbHOro areHTcTea no
TEXHUYECKOMY PETYIMPOBAHMIO U METPOJIOTUN B CETU VIHTEPHET UK NO EXErOAHOMY MH(OPMALMOHHOMY yKasaTtento «Ha-
LMoHasIbHblE CTaHAaPTbI», KOTOPbIV ONY6NKOBAH MO COCTOSIHWIO HAa 1 AHBAps TEKYLLEero roaa, v no Bbinyckam exemecsy-
HOTo MHPOPMALMOHHOTO yKa3aTens «HaunoHanbHble CTaHAAPThI» 3a Tekyluii rog. ECim 3aMeHeH CCbIfIOYHbIN CTaHAapT,
Ha KOTOpbIii AaHa HeAaTUpPOBaHHAS CCblfiKa, TO PEKOMEHAYEeTCS UCMOb30BaTh AeCTBYIOLLYI0 BEPCUIO 3TOTO cTaHAapTa
C YYETOM BCEX BHECEHHbIX B [JaHHYH BEPCUIO N3MEHEHWA. ECNN 3aMEHEH CCbINIOYHBIN CTaHAAPT, Ha KOTOPbI AaHa faTu-
poBaHHas ccblfika, TO PEKOMEHAYeTCA UCNob30BaTh BEPCUID 3TOTO CTaHAAPTa C YKa3aHHbIM Bbille ro4oM YyTBEpPXAeHUA
(npuHsATKA). ECNn nocne yTBEPXAEHNS HACTOSILLErO CTaHAapTa B CCbI/IOYHbIA CTaHAAPT, Ha KOTOPLINA AaHa fgaTupoBaHHas
CCblI/IKa, BHECEHO U3MEHEHWe, 3aTpar1Baiollee NosioXKeHne, Ha KOTOPOE AaHa CCbifiKa, TO 3TO NOMIOXEHNE PEKOMEHAYETCS
NPUMeHATL 6e3 yyeTa aHHOI0 U3MEHeHNs. ECUN CCbINOYHBIV cTaHAapT OTMEHEH 6€3 3aMEHbI, TO NOIOXEHWE, B KOTOPOM
[laHa CCbl/Ika Ha Hero, peKkoMeHAYeTCs NPUMEHATb B YacTu, He 3aTparuBarll el 3Ty CCblky.

3 TepMUHbI 1 onpeaeneHns

B HacTosLwem ctaHgapTe npuMeHeHbl TepMuHbl No FTOCT 32419, TOCT 32423.

4 Knaccugukaums onacHOCTU XMMUYECKON npoaykuum, obnagatoLiei
n3bupartesibHO TOKCUYHOCTbIO Ha OpraHbl-MULLIEHU U/UNN CUCTEMBI
NpU MHOTOKPaTHOM WU NPOAO/IKUTENBHOM BO34AEACTBUM

4.1 Knaccudukaums XMMUYEeCKUX BELLEeCTB U CMeceil No faHHOMY BuAy ONacHOCTU A0/MKHA ObITb pac-
CMOTpeHa A1 BCeX BO3MOXHbIX MyTeli NOCTYMN/IEHNS B OpraHn3m YesoBeka (Mpv nporniaTbiBaHny, nonagaHum
Ha KOXY W BAbIXaHuu).

4.2 KpuTepun knaccudukaLmm onacHOCTU XMMUYECKO npoaykumu, obnagaroLein nsbnparenbHON Tok-
CVMYHOCTbIO Ha OpraHbl-MULWEHN U/MAW CUCTEMbI NPU MHOTOKPaTHOM/MPOAO/IKUTENBUOM BO3AENCTBUN, yCTa-
HoBneHbl B TOCT 32419 n FOCT 32423.

4.3 NoMUMO HaAEeXHbIX CBUAETENbCTB BO3AENCTBUSA XMMUYECKOW NPOAYKUUN Ha nogeii u/vniv nogonbIT-
HbIX XMBOTHbIX (CM. pa3gen 6). MoryT 6biTb UCMONb30BaHbl OPUEHTUPOBOYHbIE BEIMYMHDI, YYUTbIBaKOLWME Ha
NPOAO/HKNTENBHOCTb BO3AENCTBUSA 1 AO3Y/KOHLEHTpaLuio, NPUBOASALLYIO K COOTBETCTBYHLLEMY TOKCUYECKOMY
BO34elicTBUIO (MOCNEACTBMAM) HA OpraHbl-MULLEHN W/MAN CUCTEMbI B pe3ysibTaTe NH060ro Nyt NoCTynaeHus
B OpraHu3m — npuv NpornartbiBaHnun, nonagaHuy Ha KOXy WUan BAbIXaHWUN.

4.4 XvmMunyeckas npogykumsi, obnagarowas n3bupartesbHON TOKCUYHOCTbIO Ha OpraHbl-MULEHW M/vnu
CUCTeMbl NPV MHOFOKPATHOM WM NPOAO/MKATENTbHOM BO3A,ECTBUN, MOXET OblTb OTHECEHA K OJHOMY U3 ABYX
K/JlaccoB OMacHOCTW B COOTBETCTBUM € Tabnuuei 1 (Ha ocHoBe Tabnuubl 24 TOCT 32419—2013).

Ta6nuua 1— Knaccbl onacHOCTY XUMWUYECKOW NPOAYKLMY, o6najatolleil n3GupatensHon TOKCMYHOCTBIO Ha OpraHbl-
MULIEHN N/UIN CUCTEMBI MPU MHOTOKPATHOM UM MPOAO/IKUTE/IbHOM BO3A4ENCTBUN

Knacc

Kputepuun onpegeneHus knacca onacHoOCTU XUMUYECKOM NPOAYKUUK
onacHocTu P P PeA poAyky

1 [locTaTouHble foka3aTenbCTBa TOrO, YTO XMMUYeckas NpoAykuus obnagaeT uam MoxeT 061ajatb 3Ha4m-
TeNbHON TOKCMYHOCTBIO Ha OpraH-MuLLEeHb U/MAN CUCTEMY YenoBeKa MM XUBOTHBIX MPU MHOTOKPATHOM Wn
NpoAO/MKNTENNbHOM BO3JeicTBUN.
2 XvMuyeckasn npoaykuusi okasbiBaeT BO3AeliCTBME HA OpraH-MULLEeHb U/MAKN CUCTEMY B KOHLLEHTpaLmu:
1 - He 6onee 10 mr/kr (B CyTku B TeueHue 90 AHel, BHYTPUMXENYA0UHO. KPbICbI);
- He 6onee 20 MI/Kr (B cyTku B TeueHune 90 fHEeN, HAKOXHO. KPbIChI/KPOSTNKK);
- He 6onee 50 ppm (6 4 B CyTKkn B TeueHune 90 AHEN, NHFANALMOHHO, ras. KpbIChl):
- He 6onee 200 Mr/m3 (6 4 B cyTkM B TeyeHne 90 fHEN, NHIanALMOHHO. Nap. KpbIChbl);
- He 6onee 20 mMr/mM3 (64 B CyTkn B TedeHune 90 AHel, MHranALMOHHO. adpo30/ib/Mblb/TyMaH, KpbiCbl)

1 OrpaHu4eHHble fokasaTenbCcTBa TOro, YTO XMMUYeckasa NpoAykuusa o6nagaeT unm MoxeT o6najatb TOk-
CVMYHOCTbIO Ha OpraH-MuLeHb U/Mam cuctTemy YyenoBeka Npu MHOrOKPaTHOM AW NPOAOC/IKUTENTbHOM BO3eit-
CTBUM B COYETaHWUM C A4OCTATOYHbIMU JoKa3aTe/bCTBaMU aHHOT0 AeiCTBUA Ha XWNBOTHBbIX.
2 XvMuyeckas npoaykuusi okasbiBaeT BO3AeliCTBME HA OpraH-MULLEeHb UM CUCTEMY B KOHLEHTpauuu:
2 - 0T 10 go 100 mr/kr BK/tOY. (B CyTkM B TedeHue 90 AHeli, BHYTPMXENYAOUYHO. KPbICbI);
- 0T 20 fo 200 mr/kr BKAOY. (B CyTKM B TeueHue 90 AHeli, HAKOXHO, KPbICbI/KPOUKN);
- o1 50 g0 250 ppm BK/tOY. (6 4 B CYyTKM B TeueHne 90 AHeW, UHTANSALMOHHO. ras. KpbICbl);
- 0T 200 o 1000 mr/mM3 BKtoY. (6 4 B CyTKu B TeyeHne 90 AHel, NHransaLUMOHHO. nap. KpbiChbl);
- 0T 20 fo 200 Mr/m3 BK/toY. (6 4 B CyTKM B TeyeHune 90 fHEN, NHTaNsILMOHHO, a3p030/1b/MNbl/b/TYMaH. KpbICbl)
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4.5 Kputepuu NpuMeHUMbl AN Knaccuukaumy onacHoCTH, Kak MHAMBUAYASIbHBIX XUMUUECKUX Be-
LLeCTB. Tak U CMECeBOI XMMUYeCKoil NPoAyKLMM B C/lydae HannMums AaHHbIX MO CMEcu B LieSIOM.

4.6 [ns nepepacyeTa OpPUEHTUPOBOYHBIX 3HAYEHWI KOHLEHTPALUIA, YKa3aHHbIX B 06BEMHbIX YaCTAX Ha
MWINIMOH, B MUSIIUTPaMMbl HA KyGuUYeckuii MeTp Bo3ayXa, UCMO/b3Y0T CaeayroLlyto opmysy:

4 N “Cro(ppT)-sx 1)

rae M — monekynspHas macca.

4.7 [ns ncknoyenns gy6nmposaHua B npoLlecce knaccudukalmm onacHocTy, A1s OLEeHKN nsbuparenb-
HO TOKCMYHOCTW Ha OpraHbl-MULIEHN W/WAK CUCTEMbl MPYW MHOFOKPATHOM WU NPOAO/KUTENbHOM BO3Aei-
CTBUU He [O/MKHbI YUNTBIBATLCA Ceaylolmne Buibl n3bnpartesnibHoOro feincTemns:

- 0CTpast TOKCUYHOCTb;

- nopaxeHue (Hekpo3)/pasfpaxeHne Koxu;

- cepbesHoe nospexgeHve/pasgpaxeHue rnas;

- ceHcnbunuanpytollee AeiicTBME NPU BAbIXaHWM ¥ NONajaHWN Ha KOXY;

- MyTareHHoe feicTeue;

- KaHUeporeHHoe AelicTBue;

- BO3AelicTBME Ha OYHKLMI0 BOCNPON3BOACTBA,;

- n3bmpatenbHas TOKCMYHOCTb Ha OpraHbl-MULLEHN WM CUCTEMbI NPU OAHOKPATHOM BO3[eicTBuUN;

- 0NacHOCTb NpW acnupauuu.

MpumeyaHuns

1 Buabl n3bupaTtenbHOro feincTBus, KOTopble He YUUTbIBAlOT NpU OLeHKe n3brpaTesbHOW TOKCUYHOCTY Ha OpraHbl-
MULIEHWN W/MAN CUCTEMBI MPU MHOTOKPATHOM WAW NPOAO/IXUTENbHOM BO3AElCTBUN OLEeHWBAIOT OTAE/bHO.

2 OCTpyl0 TOKCUYHOCTb OueHuBalT B cooTeeTcTBuMM ¢ FOCT 32419—2013 (nogpasgen 6.1). TOCT P 56930,
FOCT P 56932 n FOCT P 56957.

3 lMopaxeHune (HeEKPO3>'pasgpaxeHne KOXK oueHnBaloT B cooTBeTcTBUM ¢ TOCT 32419—2013 (nogpasgen 6.2) n
FOCT P 56958.

4 Cepbes3Hoe noBpexaeHne/pasgpaxeHne rnas oueHmsatoT B cooTBeTcTBUM ¢ TOCT 32419—2013 (nogpasgen 6.3)
n FOCT P 56959.

5 CeHcubunusvpyowee peiicteue npu BAbIXaHUM W NONafaHWM Ha KOXYy OLEeHWBalT B COOTBETCTBUM C
FOCT 32419—2013 (noapa3sgen 6.4) nFOCT P 58476.

6 MyTareHHoe felicTBue oueHnsatoT B cooTBeTcTBMM ¢ FTOCT 32419—2013 (noapasaen 6.5) n FOCT P 57454,

7 KaHueporeHHoe aeiicTBre oueHuBarT B cooTBeTcTBUM ¢ TOCT 32419—2013 (nogpaspen 6.6) n FOCT P 57453.

8 BosgeiicTBMe Ha (yHKLMIO BOCNPON3BOACTBA OLLEHMBAKOT B cooTBeTCcTBUM ¢ TOCT 32419—2013 (nogpasgen 6.7)
n FOCT P 57452,

9 OnacHOCTb M3bupaTeslbHON TOKCUYHOCTM Ha OpraHbl-MULEHN /UMW CUCTEMbI MPU OAHOKPATHOM BO34eiCTBMU
oueHusatT B cooTBeTcTBUN ¢ TOCT 32419—2013 (noapa3sgen 6.8) u TOCT P 58479.

10 OnacHOCTb Npu acnupaymmn olueHnBatoT B cooTBeTcTBUM € TOCT 32419—2013 (nogpa3fen6.10) u FOCT P 58478.

5 Knaccudukauyma onacHOCTU CMECeBO XMMUYECKOl NpoaykLuum,
obnapawwein n3bupatenbHoO TOKCUMYHOCTbLIO Ha OpraHbl-MULLEHN
n/Mnn cucTembl NPU MHOFOKPATHOM WU NPOAOC/HKUTE/ILHOM BO34ENCTBUM

5.1 O6ume NpuHLMNbI KNaccuguKaLum onacHOCTM CMECOBO XMMUYECKO NpoayKLum

5.1.1 O6wue NpuHUMNbI Knaccuukaumm onacHOCT CMeCEBON XMMUYECKON NpoAyKUuuW, B TOM 4uc-
ne obnapatoLein n3drpartesbHOM TOKCUYHOCTbLIO Ha OpraHbl-MULIEHU W/WAN CUCTEMbI NPW MHOTOKPaTHOM MK
NPOAOJ/IXUTENBHOM BO34EWCTBUM, YcTaHoBNEeHbl B TOCT 32423—2013 (pasgen 4).

5.1.2 KpuTepun knaccudukaumy onacHOCTU CMeCeBOW XMMUYECKOW Mpoaykuuv, obnagarowiein nsou-
paTenbHON TOKCMYHOCTbIO Ha OpraHbl-MULLIEHW W/WAW CUCTEMbl NPW MHOFOKPATHOM WU NPOAO/HKMTENbHOM
BO3[eNCTBMN, NPW HA/IMYUN 3KCNEePUMeHTabHbIX AaHHbIX N0 CMecu B Lie/loM npeactasneHbl B Tabnvue 1 (Ha
ocHoBe MOCT 32419).

5.1.3 lpu OTCYTCTBUM IKCNEPUMEHTANBHBIX AAHHBIX MO CMECU B LE/IOM, UCMO/b3YITCA MPUHLMUMbLI UH-
Tepnonaunn. nsnoxeHHole B FOCT 32423— 2013 (pasgen 6).

5.1.4 B cnyvyae OTCYTCTBUS SKCMEPUMEHTa/IbHbIX AaHHbIX MO CMecu B Lie/IoM 1 nHopmauymn, kotopas
nossosimna 6bl UICNOL30BaTb NPUMEHUMbIE NMPUHLNMBLI MHTEPMONALMUK, ANA KnacCuukaLmm Ncnonb3yoT me-
TOAbl OLLEHKM ONacHOCTY Ha OCHOBE M3BECTHOI MHhopMaL MK No OTAENbHBIM KOMMNOHEHTaM CMEeCH.
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5.2 PacueTHblii MeTof knaccumukaLmm onacHoOCT CMeceBOli XMMUYEeCKON npoayKumnm,
o6nagatwuleil M36upaTesnbHON TOKCMUYHOCTbIO Ha OpraHbl-MULLIEHN /WA CUCTEMBI
NPV MHOTOKPaTHOM WV NPOAO/KUTENbHOM BO3AENCTBUN

521 CmeceBasi xvMuuyeckass NpoAykuus MoxeT ObiTb KnaccuduuvpoBaHa Kak Xumuyeckass npoayk-
ums. obnagarowas n3bmpartesibHOl TOKCUYHOCTbIO Ha OpraHbl-MULIEHW W/WAN CUCTEMbI MPY MHOTOKPATHOM
WAV NPOAO/IKNTENTbHOM BO3AENCTBMMW, €C/IN OHA COAEPXUT OAUH UM HECKOSIbKO KOMMOHEHTOB, 061a4atoLLmx
[aHHbIM BUAOM OMAacHOCTU, B KOHLEHTpaLMKW, paBHOW MW NpeBbIlIatoLLeit npeaensl, ykasaHHble B Tabnuue 2
(Ha ocHoBe Tabnuupl 12 TOCT 32423—2013).

Ta6nuya 2— KoHUEHTpaLMOHHbIe Npesesibl KOMMOHEHTOB, BXOASALLMX B COCTaB CMECH, NO3BO/ISIOLLME KaccuduLm-
poBarth ee Kak 06/1a4at0LLYH0 M3GMPATE/bHON TOKCUUHOCTBIO HA OPTaHbI-MULLIEHN U/ CUCTEMBI MPU MHOTOKPATHOM W/
NPOJO/KATE/ILHOM BO3AEVCTBUM

CymMapHas KOHLeHTpauns KoMnoHeHToB (C. %). no3BonswLas oTHeCTH
CMechb K C/leAyOLW UM Knaccam onacHOCTW XUMUYeCKOH npoAyKuuu
o6nagatuleil U3GUpaTenbHOR TOKCUYHOCTLIO HA OpraHbl-MULWEHN UMK
CUCTEMbl MPU MHOTOKPATHOM UM NPOAOMXKNTENBHOM BO3AeicTBUN

Knacc onacHOCTUM KOMMNOHEHTOB, OTHECEHHbIX
K XMMuyeckoil npoaykumnmn, o6nagatouei
V|36|/|paTean0|7| TOKCUYHOCTbIO Ha OpraHbl-MULWLOHN
ninnm cuctemsbl nNpu MHOTOKpaTHOM uUaun
NpoAOMXKUTENBHOM BO3AelicTBUM

1 2
1 cr 10 0> Cr 1
2 — Cr 10
5.2.2 Mpy knaccudukaLmm onacHOCTU CMEeCEeBOW XMMWYECKO MpPoAyKLMU A0/MKHA 6biTb yYTeHa BO3-

MOXXHOCTb CMHEpPrn4eckoro B3aVIMO,D,e!7ICTBVIF| KOMMNOHEHTOB, o6na,qa|ou.|,mx VI36VIpaTe}'IbHOVI TOKCUYHOCTbIO Ha
opraHbl-MULLEHN n/vnn cuctemsl npu MHOrokpaTtHoM WM NPoAO/HKNTENIbHOM BOSAEVICTBMM.

6 Bblbop Hanbonee noaxoAALLNX faHHbIX

Knaccudmkayus onacHoCTV XMMUYECKO Npoaykuum, o6nagatoleil u3upartesibHoi TOKCUYHOCTLIO Ha
OpraHbI-MULLEHN W/MAN CUCTEMbI, 3aBUCUT OT HA/IMUUSI HAZEXHbIX CBUAETENbCTB BO3AECTBUS faHHOl npo-
OYKUMM Ha niofeil uvnu nabopaTopHbIX XMBOTHBIX, B Pe3y/ibTaTe MHOTOKPATHOrO WK MPOLO/DKUTEIBHOTO
BO34eNCTBUS, NPUBOASLLETD K.

- YCTOWYMBBLIM U MAEHTUULMPYEMBIM TOKCUKO/IOTMUYECKUM NOCeACTBUSIM,

- TOKCVKOJIOTMYECKM 3HAUYMMbIM M3MEHEHUSIM (DYHKLMW U MOPDOIOrMm TKaHn/opraxa,

- CEPbE3HbIM U3MEHEHUSM BUOXMMMUUYECKOr0o COCTaBa UM reMaTosiorm opraHn3va;

- MEHee Cepbe3HbIM U3MEeHEHUsIM, OXBATbIBAIOLLMM Psif, OPraHoB.

6.1 JaHHble no pesynbTaram BO3AEVICTBMH Ha 4desioBeka

6.1.1 MMpu knaccudmkaymm onacHoCTM XMMUYECKON NpoayKLMN B KayecTBe obnagatolein nsbnpartesb-
HO1 TOKCUYHOCTbIO HA OpraHbl-MULIEHU U/UAN CUCTEMbI NPU MHOFOKPATHOM WU MPOAO/IXUTENIbHOM BO3Aeii-
CTBUM B NEPBYHD OYepesb paccMaTpuBalT UMeLMecs AaHHble B OTHOLUEHWU BO3AENCTBMA Ha YesloBeka.
Takne CBeAEeHUsi MOTYT CofepXaTbCsi B 3aNMAEMMUONOTMYECKNX UCCNeA0BaHNsAX, TeMaTuyeckux otyetax, oT-
yeTax O HeCYaCTHbIX Clyyasx 1 aBapusix Ha NPOV3BOACTBEHHBLIX OOBbEKTax, MexAyHapoAHbIX 6a3ax faHHbIX,
MeAMLUMHCKON 1 cnpaBoYHOl NuTepaType U UHbIX HaAEXHbIX UCTOYHMKAX.

MpuMepbl TOKCUYECKOTro AeiicTBUA Ha yenoseka (NocnefcTBWIl) B pe3ybTaTe MHOFOKPATHOrO Uin
NpoAoIXNT €NbHOro BO3AeNCTBNSA

1 3a6oneBaemMoCTb NN CMEPTHOCTb, KOTOPble MOTYT CTaTb CleACTBUEM BO3AeCTBUSA NPU OTHO-
CUTEeNbHO HU3KNX f03ax/KOHLEeHTpauunax 3a cyeT 6MoakkKymynauuu BewecTBa WM ero MeTabonnToB nnn
BCMeACTBME HApPYLWEeHNs NpoLeccoB AeT OoKCcuKaLuun opraHnsma.

2 3HaunTenbHble (cepbe3Hble) MYHKLMOHANbHbIE U3MEHEHUSI B LeHTpanbHoi unu nepudepuyeckoli
HEepBHOW cucTemMe, APYrux opraHax n gpyrmx cucremax, BKaoyas NpusHakn genpeccumn LeH T panbHON HEPBHON
cUCTeMbl M NOCNeACTBUA ANA 0T JeNbHbIX OPraHoB YyBCTB (3peHune, cayx, 06oHAHNE 1 T. 4.).

3 NTio6ble 3aMeTHble U CyLLeCT BEHHblE HEFa T UBHbIE N3MEHEHUSA B KTMHUYECKUX NapamMeTpax npu aHanu-
3e 6MOXMMNYECKOr0o cocTaBa KpOBU M/MAN MOYN.

4 Cepbe3Hble NOBPEX/JeHNss OPraHoB, O TMeUYeHHble MPW BCKPbIT UK U/MAK BNOCAeACT BUN PACCMO T PeHbl
MAM NogTBEPXAEHbI MPU MUKPOCKONNYECKOM MCCNeA0BaHNN.

4
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5 MHOrooy4aroBblil AN AU Yy3HbIA HEKPO3, PMEPO3 UK 06pasoBaHNe rPaHyNEMbl B XXU3HEHHO BaXHbIX
opraHax, Cnoco6HbIX K pereHepauuu.

6 Mopdonornyeckne N3MeHeHUs, KOTOpPble NOTEHLMaNbHO ABNSAITCA 06paTUMbIMU, HO SIBHO CBUfe-
TenbCTBYWT 0 3aMeTHOW AUChYHKLMN opraHa (Cepbe3Hble XXUPOBble N3MEHEHUA B MEYEHW 1 Np.).

7 CBupeTenbCcTBa ABHOW CMepTu kKneTKu (BKloYas fereHepaunio KneTKN U YMeHbLIeHNe KonnyecTBa
KNeTOK) B XXU3HEHHO BaXHbIX OpraHax, He CNoCco6HbIX K pereHepayuu.

6.1.2 lMpn nHTepnpeTaLun MMEILUXCA AaHHbIX MO BO3AENCTBUIO HA YenoBeka cneayeTt o6patuTb BHU-
MaHVe Ha aflekBaTHOCTb CBEAEHUl B OTHOLUEHUW A03bl, NPOAO/HKNTENBHOCTU BO3AENCTBUSA, NPOAO/IDKUTE b-
HOCTUN HabnAeHNs, cepbe3HOCTU HablaaemMbiX CUMITOMOB 1 CONPOBOXAAKLLMX dhakTopax, KoTopble MOryT
NOBNWSATL HA pe3ynbTaT, B TOM Ync/le BO3AEeNCTBAM APYTUX BELLECTB.

MprMepbl TOKCUYECKOro AelCTBUS Ha 4YenoBeka (MOCNeACTBUIA) B pe3ybTaTe MHOTOKPATHOrO Unu
NPOAO/IXUT eNbHOT0 BO34eCTBUS, KOTOpPble He ABNSAI0 T CA 4OCTaTOUYHbIMY AN1S KNACCU UKALUM ONACHOCT 1.

1 KnnHudeckue HabnwgeHns nau He6onbLlMe U3MEHEHUS Beca Tena, NoTpe6reHns KoaMdecTBa nuLm
¥ BOAbl, KOT Opble MOTYT UMeTb 3HAYMMOCT b C TOKCUKONOTMYECKON TOUYKM 3peHNs, He YKa3biBal T Ha 3Haun-
TeNbHY0 TOKCUYHOCTb.

2 He6onblune U3MEHEHUsI B NapamMeTpax 6MOXUMUYECKOro cocTasa KpoBM MU MOUYU U/Mu 06paTuMble
nocnefcTBUS, KOTAA OHW UMEI T Heuye T KU XapakTep nam MUHUMaNbHOE T OKCMUYECKOE 3HadYeHue.

3 Vi3meHeHne Beca OpraHoB, He CBUAE T eNbCTBYOLUEee 0 AUCHYHKLUN OPraHoB.

4 AjanTuBHasA peakuyus, KOTopas He paccMaTpuBaeTCs B KAYECTBE OTHOCALWENCS K TOKCUKONOruye-
CKUM NoCeacTBUSM.

6.1.3 [laHHble 0O HaNN4YUKM TOKCUYECKOTO AeNCTBMNS Ha OpraHbl UM CMCTEMbI YenoBeka, He3aBUCMO OT
[103bl, NPV KOTOPOIi TOKCMYEeCKoe AeicTBNe 6bl/Io MPOABAEHO, MMEIKOT NpeBanupylolee 3HavyeHne Haj AaHHbl-
MW. NOSTyYEHHLIMW MPU UCCIEL0BaHNN XNBOTHbIX.

6.2 [laHHble nabopaTopHbIX UCNbITAHWIA In vivo

6.2.1 Ecnu ana knaccudukauum onacHoCTU UCNOJb3YT TOSIbKO pesynbTaTbl 1abopaTopHbIX UCNbITa-
HWI Ha XMBOTHbIX, TO NOMUMO K/TMHUYECKUX CUMMTOMOB (aHanorMyHo CMMNTOMaM BO3AeNCTBUA Ha YenoBeka
B COOTBETCTBMM C Npvmepamu, npuBefeHHbIMK B 6.1.1) cneflyeT yunTbiBaTb OPYEHTMPOBOYHbIE 3HAYEHUS
[03bI/KOHUEHTPaL MK, Npyu KOTOPbIX OHW BblSIN BbISIBMEHBI, COrNacHo Tabnuue 1.

6.2.2 CTaHOapTHble UCCNefOBaHMSA Ha KpbiCax, MblLllax Uy Kposnkax npoBoasaT B TeueHune 28. 90 gHei
UKW B TeYeHne BCeil NPOAO/MKUTENBHOCTU XN3HM NabopaToOPHbIX XUBOTHBIX (A0 ABYX NET) U BKIHOYAOT rema-
TOJIOTVYECKNE. K/TMHUYECKME, XUMMYECKME 1 fieTaslbHble Makpo- Y MUKPOCKOMUYECKNE UCCNef0BaHns.

6.2.3 HesHauuTenbHble (B COOTBETCTBUM C NpuMepamu, NpuBeAeHHbIMU B 6.1.2) unu HexapakTepHble
ANa Yyenoseka NOCNeACTBUS BO3AENCTBMA Ha 1abopaToPHbIX XXUBOTHbLIX HE MOTYT CYXWUTb AOCTATOYHbLIM 060-
CHOBaHMeM A1 Knaccudukalym onacHocTu.

6.3 [aHHble nabopaToOpHbIX UCAbITAHWUIA in Vitro

6.3.1 lMpu3HaHHble 1 yTBEPXAEHHbIE MOAENN NabopaTopHbIX UCNbITaHWA in vitro Ana onpegeneHns us-
6upartenibHON TOKCUYHOCTU Ha OpraHbl-MULLEHWN W/WAKN CUCTEMbI NPU MHOFOKPATHOM WM NPOAO/IKUTENbHOM
BO3[eCTBMUN OTCYTCTBYIOT.

6.3.2 EC/M MMeloTCA NOMOXUTENbHbIE pe3ynbTaTbl UCNbITAHWUIA in Vitro, TO OHU MOTYT 6bITb NPUMEHEHbI
TO/IbKO NPU HANNYMN IKCNEPTHOTO 3akKNoHYeHNs 06 NX HafEeXHOCTW.

6.4 ViHble faHHble

6.4.1 [lnA oueHKN ONacHOCTM Mo n3bupartesibHON TOKCUYHOCTK credyeT yunTbiBaTb CBeAeHus o huau-
KO-XMIMWUYECKMX CBONCTBAX XUMWYECKOW MPOAYKLMW, KOCBEHHO yKasblBatloLiMe Ha MOTeHLMan TOKCUYecKoro
[eNCcTBNA Ha opraHbl-MULLEHN W/VAW CUCTEMBI.

Mpumepsl

1 3HauveHune pH.

2 ArperaTHOe COCTOSAHUE.

3 PacTBOPUMOCTb.

4 NlaBneHune napos.

5 Pa3mep yacTuy.

6 dopma Bbinycka.

7 Cnocob npeanonaraeMoro MCnosib3oBaHus.
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6.4.2 O6o3HauyeHue «» B rpache 8 Tabnuupl 1 [1) ykasbiBaeT Ha NOTEHUMan paccmMaTpuBaemMoro Xu-
MWYECKOro BellecTBa OKka3blBaTb M36UpaTesibHyl0 TOKCMYHOCTb Ha PECnMPaTOpHY CUCTEMY NPU BAbIXaHWUM
MbI/IN [aHHOTO BeLlecTBa B pe3y/ibTaTe MHOrOKPaTHOro UAn NPOLO/HKMTE TbHOrO BO3AENCTBUSA.

6.4.3 KocBeHHble cBUAeTeNbCTBa 13bmpaTenibHON TOKCMYHOCTU Ha OpPraHbl-MULLEHN /UK CUCTEMbI NPY
MHOFOKpaTHOM WY NPOAO/DKUTENIbHOM BO3AENCTBUM MOTYT ObITb NOJyYeHbl B pe3ynbTaTte nccnefoBaHns Bo3-
AeicTBuA Ha hyHKUMIO BOCMPOM3BOACTBA M NOTEHLMANO0B KaHLEeporeHHoro/MyTareHHoro fencrena xummuye-
CKOI NpoAyKL .

6.4.4 Tpu OTCYTCTBWM CBELEHWI O BO3AEWCTBUM HA YeoBeKa 1 aKCNnepuMeHTaIbHbIX AaHHbIX peLleHne
06 OTHECEHVN XMMNYECKOW NPOAYKLMN K O4HOMY 13 ABYX K/1aCCOB ONACHOCTW NO 13bupaTesibHON TOKCUYHOCTYU
Ha opraHbl-MULEHN W/UAN CACTEMbI NP MHOTOKPATHOM WM MPOAO/DKUTENIbHOM BO3AENCTBUM MOXET ObiTh
MPUHATO C UCNOMIb30BAHWEM CeAyIoLWUX TeOPeTUYECKUX NOAXOL0B:

- meTtogonorus QSAR («Quantitative Structure — Activity Relationship» nnu «konuuecTtBeHHOe COOTHO-
LIeHne CTPYKTypa — aKTMBHOCTb»): OCHOBaHa Ha NOCTPOEHWM Mofesiell, NO3BONSAOWMX N0 ONUCaHNIO CTPYK-
TYpbl XIMWUYECKOrO BelLecTBa OnpefennTb ero CBOWCTBA, B TOM YMC/e TOKCUKONOTMYeckne;

- METOZ, CTPYKTYPHbIX aHanoros (read-across): No3BossieT onpeAennTb NocneAcTBUA TOKCUYECKOro BO3-
[eCTBUSI XMMNYECKOTO BellecTBa Ha OCHOBE M3BECTHbIX CBeAeHUl 06 n3bupaTenbHON TOKCUYHOCT OfHOT0
W/IN HECKOJTbKUX CTPYKTYPHO CXOAHbIX BELLECTB.

6.4.5 TeopeTuyeckne noaxoAbl AN OLEHKN M36MPaATENbHON TOKCMYHOCTU Ha OpraHbl-MULLIEHN u/unn
CUCTEeMbI NPU MHOTOKPATHOM WM MPOLO/KMTENIbHOM BO3AEACTBUU NpefHa3HauveHbl A1 COKpaLLeHns Konu-
4yecTBa MCMbITAHWA Ha XMWBOTHBLIX U MOTYT 6GbITb MCMNO/L30BaHbI NPU YCIOBMM JOCTATOYHOrO TEOPETUYECKOTO
060CHOBaHNA U/MNN HANNUYNA IKCNEPTHOTO 3aK/THYEHUS.
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Buénuorpadgusn

[1J TurneHnyeckne HopMaTuBbI MpefenbHo fonyctumble KoHueHTpauuun (MAK) BpefHbIXx BeLECTB B BO3Ayxe
MH 2.2.5.3532-18 paboueit 30HbI
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