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FOCT 34853—2022

Mpeancnoeue

Llenw, ocHOBHLIE NPUHLMMBLI M 0BLKMe NpaBuna npoBedeHnsa paboT No MeXrocyqapCTBEHHOW cTaHgap-
Tusaumm yctaHosnedbl FOCT 1.0 «MexrocynapcTeeHHas cucTeMa cTaHaaptuaaumu. OCHOBHbBIE NMONOXKEHUA»
1 FOCT 1.2 «MexrocyaapcTBeHHasa cuctema ctangapTtusauuv. CTaHaapTsl MeXrocyaapcTBeHHbIe, npaBuna
M pekoMeHZaLuKn No MexrocyaapcTBeHHON cTaHdapTusauuun. Mpaeuna paspaboTku, NPpUHATUS, 0BHOBNEHWS
M OTMEHbI»

CeeneHus o cTaHgapTe

1 MOOrOTOBMNEH pecnybrnukaHcKUM YHUTapHbIM NpeanpuaTnem «benopycckuin rocyaapCTBEHHbIN UH-
cTuTyT MeTponoruny (benlMM) Ha ocHoBe cOBCTBEHHOIO NepeBona Ha PYCCKUI A3bIK aHMMOSA3bIYHON BEPCUMM
cTaHgapTa, yKasaHHoro B MyHKTe 5

2 BHECEH locynapcTBeHHBIM KOMWTETOM MO cTaHaapTu3auunn Pecnybnuku Benapych

3 NMPUHAT MexrocyoapcTBeHHLIM COBETOM MO CTaHAapTu3auuum, MeTponorum u cepTudurkaumm
(npotokon ot 16 mas 2022 r. Ne 151-1)

3a NMPUHATKE NporosiocoBanu:

KpaTkoe HauMeHoBaHWe CTpaHsi Ko cTpaHsl CokpalleHHOe HaUMEHOBAHWE HALMOHATBHOMO opraHa
no MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 no cTaHgapTuaaunm
ApmeHus AM 3A0 «HauuoHanbHbIA OpraH no cTaHAapTU3auum
1 MeTponoruny» Pecnybnvku ApmeHus
benapycb BY locctangapt Pecnybnvkn benapych
KazaxcraH KZ locctanpapt Pecnybnukn KasaxcrtaH
Kvpruznsa KG KblpreisctaHgapt
Poccus RU PoccraHgapt
YabekucTaH uz Y3ctangapt

4 Mpwukasom PefepansbHOro areHTCTBa NO TEXHUYECKOMY PerynpoBaHuio U MeTpornorum ot 16 Hoabps
2023 r. Ne 1409-cT MmexrocygapcTBeHHblA ctaHaapT MOCT 34853—2022 BeefeH B OelICTBME B KAYeCTBe Ha-
UMoHaneHoro ctaHgapta Poccuiickoih ®epnepaunn ¢ 1 maa 2024 r.

5 HacTtosAwwmn ctaHpapT ABNSeTCH MOAUMULMPOBAHHBLIM MO OTHOLUEHWIO K MEXAYHapoaHOMY OOKYMEH-
Ty OECD 460:2017 «PykoBoacTBO N0 TECTMPOBaHMWIKD XMMMUYecKol Npoaykunn. MeToa onpeaeneHus npoHuLLa-
emocTu dnyopecuenHa ansa naeHTMdukauun BeLWEeCTB, Bbi3biBAOLWMX pasbedaHue 1 cepbesHoe pasgpaxe-
Hue rmas» («Guidelines for the testing of chemicals — Fluorescein Leakage Test Method for Identifying Ocular
Corrosives and Severe Irritants», MOD) nyTem naMeHeHUsi ero CTpyKkTypbl Ans NPUBELEHNsI B COOTBETCTBME C
npasunamu, yctaHosnenHoiMn B FTOCT 1.5—2001 (nogpasgensi 4.2 n 4.3).

HaumeHoBaHMe HacTosLWero ctaHgapTa M3MeHeHO OTHOCWUTENbHO HaWMEHOBaHUA YKasaHHOro mexay-
HapoOHOTo OOKYMEHTa AN YBA3KA C HAUMMEHOBaHUAMUW, MPUHATEIMU B CYLLIECTBYIOLLEM KOMMIMEKCE MEXKIocy-
OapCTBEHHbLIX CTAaHOAPTOB.

B Ttekcte cTtaHpapTa Gubnuorpaduyeckue CCbiNkW NpyvBedeHbl HE B MOPSAKE BO3PacTaHusa M3-3a 0Co-
BeHHOCTEeN NOCTPOEHUS NMPUMEHEHHOTO MEXAYHAPOOHOro AOKYMEHTA.

MpunoxeHun B HacTosAWeM cTaHaapTe 0obo3HadYeHbl cornacHo Tpebosanuam MOCT 1.5, Tak kak ux 060-
3Ha4YeHWe B NPUMEHEHHOM MeXAyHapoAHOM AOKYMEHTe NPOTUBOPEYUT NPaKkTUKe MEXrocyaapCcTBeHHON CTaH-
AapTusauuu.

MexgyHapoaHeIi JokyMmeHT pa3paboraH MexayHapogHoW opraHv3auuvein 9KOHOMWYECKOrO COTPYOHU-
uecTtea u passutua (OECD).

ConocTtaBrneHuWe CTPYKTYpbl HACTOALLEro cTaHgapTa CO CTPYKTYPOW YKa3aHHOro MexayHapoaHOro Ao-
KyMeHTa NpuBeaeHo B OOMNOMHUTENBHOM npunoxeHnn OA

6 BBEOEH BIMNEPBBIE
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FrOCT 34853—2022

HHpopmayus o esedeHuu 8 delicmeue (npekpawjeHuu delcmeus) Hacmosaweao cmaHdapma u uame-
HeHUl K HeMy Ha meppumopuu yKkasaHHbix ebiuie 2ocydapcme nybnukyemcs 8 ykasamensx HauuoHambHbIX
cmaHdapmos, uzdasaemsix 8 amux 2ocydapcmeax, a makxe 6 cemu MiHmepHem Ha calimax coomeemcmey-
OWUX HaUuUOHaIbHbIX 0p2aHoe Mo cmaHdapmu3ayuul.

B cnyyae nepecmMompa, UaMeHeHUs Umu OmMeHbl Hacmosiwea2o cmaHdapma coomeemcemaytowas UH-
gopmayus 6ydem onybnukoeaHa Ha oghuyuanbsHOM UHmepHem-calime MexeocydapcmeeHHO20 cogema o
cmaHOapmu3sayuu, Memponoauu u cepmughukayuu e kamanoee «MexezocydapcmeeHHble crmaHdapmabi»

© OdbopmneHue. ®IBY «MHcTUTYT cTaHgapTuaauuu», 2023

B Poccuiickon ®eaepalmm HAacTOALWMA CTAHAAPT HE MOXKET ObiTh MOMHOCTLIO UMK
o7 YaCcTMYHO BOCMPOM3BEAESH, TUPAXKMPOBAH M pacnpocTpaHeH B KayecTee ouumansHoro
n3gaHua bes paspelleHua PefepanbHOro areHTCTBa N0 TEXHUYECKOMY PerynupoBaHui

W MEeTponorvm

i
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BeegeHue

1. MeTop onpeneneHus npoHuuaemocTtu dnyopecuenHa (Fluorescein Leakage — FL) — ato meTog uc-
cnefoBaHus in vitro, KOTOPLIA B onpefeneHHbIX YCNoBUSAX U ¢ cOBNiogeHMeM HEKOTOPbLIX OTPaHUYEHWIA MOXKET
NPMMEHATLCA ANA NpoBefeHus KnaccuduKkalm XMMUHecKonW NpoaykumMm (BeLecTs M CMeCcei) No ee cnocob-
HOCTW Bbl3blBaTb pasbefaHue WUNvM Cepbe3Hoe pasapa)eHue rmas B COOTBeTCTBMM ¢ TpebosaHuamu Corna-
COBaHHOM Ha rnobanbHOM YpPOBHE CUCTEMbl KNnacCUhUKaLMKM U MapKMpOBKMA XMMUYeckoln npoaykuumn (CIC)
Opranusaumm Ob6beauHeHHbix Hauun (OOH) (knacc onacHoctu 1), PermameHta EBponeiickoro coto3a (EC)
no knaccudukalmMm, MapKMpOBKe W YMaKoBKe XUMMYecKux BellecTB U cMmecel (European Union Regulation
on Classification, Labelling and Packaging of Substances and Mixtures — EU CLP) (knacc onacHoctu 1) 1
YnpaBneHusa no oxpaHe okpyxawwen cpegbl CLUA (U. S. Environmental Protection Agency — U. S. EPA)
(knacc onacHocTk 1) [1]. [2], [3]. AnA uenei HacTosALWEro cTaHgapTa XMMUYECKOW NpoaYyKUWER, Bbi3biBaloLLen
cepbesHoe pasgpaxeHue, ABMSeTCs Npoaykuus, Kotopas cnocobHa npu Bo3gewncTBuM Ha obpasel rnasa B
npoLecce UCCNeAOBaHUA BbI3bIBATE MOBPEXOAEHUA MMAa3HbIX TKAHEN, KOTOPLIE HE MOTYT BbITh NOMNHOCTLIO 06-
patMMbl Mo uctedeHun 21 OHS ¢ MOMeHTa Takoro Bo3aeicTBus, Nubo npoBouvpoBaTs 0OyCcnoBneHHoe du-
3MYECKUMM MPUYMHAMW CYLLECTBEHHOE YXYALIEHWE 3PEeHUs B OTIMYME OT XMMUYECKON MpoayKUMW C pasb-
efanLLMM eACTBMEM, M4 KOTOPO NOHMMALOT NPOAYKLMIO, CMOCODHYI0 BbI3bIBATb MOMTHOCTEIO HeoGpaTuMble
noBpexaeHusa TkaHel rmas. MNogobHoM XMMKUYeckon NpodyKUMU SOMKeH NPUCBaMBaTLCA KracC ONacHoOCTH 1
cornacHo CI'C OOH, knacc onacHocTtu 1 cormacHo EU CLP nubo knacc onacHocTu | cornacHo U. S. EPA.

2. MeTtog FL He moxeT paccmaTpuBaTbCsl B Ka4ecTBe MOMHOUEHHOW 3aMeHbl TecTam in vivo Ha rnasy
KpOnuKa, HO OH MOXEeT ObiTb PEKOMEHJOBAH K MPUMEHEHUIO B paMKax MHOIOYpOBHEBOW CTpaTernn uccneno-
BaHWA ONS Lenen 3aKoHo4aTernbHO perynupyemMon Krnaccugukauum u MapkMpoBKU XMMUYECKOW MpOayKUNN.
Takum obpasom, ero uenecoobpasHo NPUMEHATE Ha paHHKUX aTanax peanu3auuu cTpaterMn uccneaoBaHus
C NpUMeHeHneM HUcxoddLero noaxoaa aAns onpefeneHns XMMUYeckon NpoayKuMKn, Bbi3biBalllen pasbeia-
HWe/cepbesHoe pasgpaxeHue rmas, a MMeHHO Ans HeKOTOPOoW XMMUYeCKOW NpoayKuum (Hanpumep, Ansa Bogo-
pacTBOpuUMbIX BelwecTB U cmecei) [4], [5]. Beibop Hanbonee noaxoasilero MeTofaa UccrefoBaHuin, a Takke
NPUMEHEHNE NMOMNOXEHWA HACTOSLLEro cTaHAapTa AOMKHBI OCYLLEeCTBNATLCA ¢ yyeTom TpebosaHui [10].

3. CornacHo obLwenpuHATOMY MHeHUo B obo3pumom Byayliem nosBNeHUs O4HOro Metoaa in vitro ons
uccrnegoBaHus pasgpakeHus rnas, No3BonsaLWero CNporHo3npoBaTe BECk CNEKTP peakuWi, Bbl3biBaeMblX XK1-
MWYECKOWN NPOAYKLMEA pa3nnyHbIX KNACCOB, KOTOPbLIA MOT Bbl 3aMEHUTb NMPUMEHSEMbI B HACTOsLLEEe Bpems
TecT in vivo [6], oxnaaTbe He NPUXoOUTCH. TeM He MeHee BbiBepeHHOe CoYeTaHMe HeCKOSNbKUX anbTepHaTuB-
HbIX METOJOB WCCMNEAOBaHWN, peanv3yeMbliXx B pamMmkax MHOTOYPOBHEBOW CTpaTern MCCnefoBaHus, BrOMHe
MOKET 3aMeHUTb coDOOol BhbILEYNOMAHYThIN TECT, NPOBOAMUMBIN in vivo [5]. [pumMeHeHne HUcxXoasLero noa-
xofa [5] yMeCcTHO Oons cnyYaes, Koraa, MCXoas 13 yxe umMerlleincs nHdopMaumn, uccregyemas XuMmudeckas
NPoOyKUMS, Npeanonox1TenbHo, AomkHa 0bnagaTe BbICOKO pasgpakaroLLeil cnocobHOCTbIO.

4. WMcxona na Mogerny nocTpoeHus nporHo3os cornacHo 5.4.4, metog FL MoxXeT npuMmeHATbCa ans onpe-
OeneHns BelecTB, CMOCODHLIX Bbi3biBaTh pasbedaHue/cepbe3Hoe pasgpaKeHne rnas B orpaHn4yeHHon ob-
nactu (knacc onacHoctn 1 cornacHo CI'C OOH, knacc onacHoctu 1 cornacHo EU CLP, knacc onacHocTtw |
cornacHo U. S. EPA), 6e3 HeobxogMMoCcTy NpoOBEAEHUs AanbHEWWNX nccnegosaHui. Takon nogxod oony-
cKaeTcs Ons cMecel BeLLecTB, XOTA CMeCcKh He MCMNonb30Banuck B npouecce Banugauuu metopa. OTctoga
cnepyeT, 4To metoq FL MOxeT NpUMeHsaTbCs Ans onpedeneHuns XMMUYeckon npogykumn, obnagatowen pas-
Apaxarwllei/pasbenarllen cnocobHOCTEH Npy cobritogeHW nocnegoBaTensHOM CTpaTerMn MccneaoBaHnia,
onucaHHou B [6]. Ecnn B TO e Bpems npu npuMeHeHun metoga FL He yoaeTca OOCTOBEPHO onpefenviTb
CnocoBHOCTL XMMWYECKON NPOAYKLMK Bbi3biBaTb pasbefaHue WM Cepbe3Hoe pasfapa)eHwe rnas, OOMKHbI
ObITb MPUMEHEHbI OAWH UMW HECKONbKO OOMOMHUTENBHLIX METOAOB MccnenoBanui (in vitro n/wnu in vivo),
NO3BONAKLLMX JOCTOBEPHO ONpeaenaTh: i) XMMUYECKYH NPOAYKUWI0, KOTOpas Bbi3biBAET pasbenaHne/cepbes-
HOe pasgpaeHue rnas v 4na KoTopol NonydeHbl NOXHOOTPULATENbHbIE 3aKMI0YeHNs MpyU NPOBEAEHUA UC-
chepgosanumia no metogy FL (knacc onacHoctun 1 cornacHo CIMC OOH, knacc onacHoctu 1 cornacHo EU CLP,
knacc onacHoctu | cormacHo U. S. EPA); i) xumu4yeckyto NpodyKUMio, KOTopasa He NoafexuT Knaccudurkauun
Kak Bbl3blBalLaa pasbefaHve/pasgpaxeHue rmas (knacc onacHocty otcyTcTeyeT cornacHo CI'C OOH w EU
CLP, knacc onacHocTu IV cornacHo U. S. EPA); w/unn iii) xumudeckyto Nnpoaykuuio, KoTopasi Bbi3biBaeT yMe-
peHHoe/cnaboe pasgpaxeHue rmas (nogknacckl onacHocty 2A n 2B cormacHo CI'C OOH, knacc onacHocTu 2
cornacHo EU CLP, knaccel onacHoctw Il v Il cormacHo U. S. EPA).
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M E X I OCVYOAUPTC CTUBTETHHUB # C TAHAOAUPT

METOObl UCMbITAHWA MO BO3AEACTBUIO XUMWUYECKON NPOAYKLWN
HA OPTAHW3M YENTOBEKA

MeTon onpegeneHus npoHULaeMocTH chnyopecuenHa Ans uaeHTUUKaLMM BelecTR,
BbI3bIBAOWKUX pasbegaHue U cepbe3Hoe pasapaxeHue rnas

Methods for studying the effects of chemicals on the human body.
Fluorescein Leakage Test Method for Identifying Ocular Corrosives and Severe Irritants

Oarta eBegeHnsa — 2024—05—01

1 O6bnacTb NnpUMeHeHusA

1.1 Hactosawmwmin ctaHgapT ycTaHaBnuBaeT MeTo OUEHKM NoTeHUManbHOW OMacHOCTU UCCcredyemblx
XUMWHYECKNX BELLEeCTB OKasblBaTb pa3befalllee UMW CUNbHO pasgpaxalrllee AencTBMe Ha rnasa, KoTopas
onpefenseTcs No Ux cNocobHOCTM Bbi3biBaTb NOBPEXAEHUSA M30MMPYHLLENO KOHMIMSHTHOIO (CAUTHOIO) MO-
HoCnos anuMTenuanbHeIX KneTtok. MNogaepxaHue NpueMneMoro ypoBHS TpaHcanuTenuMansHol NpoHULaeMocTH
npeacTaBnsier cobol ogHy U3 rMaBHbIX PYHKUWIA 3NUTENWUS B OPraHU3Me, YTo B NMOIMHON Mepe MPUMEHUMO K
3NUTENUIO KOHBHHKTUBEI M POrOBULbLI FMa3. 3TOT YpoBeHb 0becneYnBaeTca NMOTHLIM MEXKINETOUYHLIM COeau-
HEHWEM. YBennyeHne NpoHWUaeMOoCTy 3NUTENUA POroBuMLUbl NpY HabnwaeHWsX in vivo, kak Beino gokasaHo,
KOoppenupyeT CO CTeneHbio BocnanuTenbHOro npouecca 1 noBpexaeHunsi MoBEPXHOCTU, KOTOPbIe NPOABNSAOT-
cH Mo Mepe pas3BUTUA pasgpaxeHus rmasa.

1.2 B CcOOTBETCTBUM C METOAOM HAcTOSILLEro ctaHaapTa TOKCUMYeckoe BO3genCTBME Nocne KpaTKoBpe-
MEHHOWN 3KCMO3WLMM UCCrefyeMoro BellecTBa ONpedensoT No yBenuyeHuo nNpoHuLaemMocty dnyopecuen-
Ha HaTpusa Yepes3 snuUTenuanbHbIi MOHOCMOW KyNbTypbl kKneTok MaguH-Jap6bu n3 novek cobak (Madin-Darby
Canine Kidney — MDCK), BbipallleHHbIX Ha NOPMCTbIX BcTaBkax. BennunHa Habniogaemon NpoHMLL@eMoCTK
dnyopecuenHa sABMSAETCH NPAMO MNPONOPLMOHANbHOW XUMWYECKOMY MOPaKEHWI0 MMAOTHBIX MEXKNEeTOYHbIX
KOHTAKTOB, JECMOCOM N KMeTOYHbIX MemMOpaH M MOXET MCMONb30BaTbCA A5 OLEeHKM cnocobHoCcTM uccneny-
€MOro BellecTBa OKa3sblBaTb TOKCUYECKOe BO3AeNCTBUE Ha rmasa. B npunoxeHunn A npueegeHo rpaduyeckoe
nsobpaxeHue BoipawmeaHusa knetok MDCK Ha nopucTtoin MemGpaHHO BCTaBKe.

2 TepMuHbI U onpegeneHus

B HacTosflem cTaHgapTe NpUMEHEHBI CriegyoumMe TEpMUHEI C COOTBETCTRYOLWLUMK onpeaeneHUsiMn:

2.1 anbrepHaTUBHbIe MUcNbITaHuAa (replacement test): MicnbiTaHusi, NpoBogWMble B COOTBETCTBWU
C MeTogamu, KoTopble Bbinyn paspaboTaHbl, YTOObLI CMYXWUTb 3aMEHOW PEerynspHo NpUMeHseMbiM MeTodam
UCMbITaHWIA, 4ONYLLEHbI K TPUMEHEHMIO A5 LEnen BbiSBNEHWA ONacHOCTEeN U/MMKN OLLEHKWM PUCKOB W B Cry4ae
Takoro npuMeHeHus obecneynBaloT AOKA3aHHBLIA aHanorMyHbI UNu Bornee BbICOKUIA YPOBEHb 3aLUUThI 340-
POBbSl YEMNOBEKA, XUBOTHLIX UMW OXPaHbl OKPYXarLlel cpefbl N0 CPaBHEHUIO C YTBEPXKAEHHBIMU MeTogaMu
HE3aBUCKMMO OT YCMOBUIA NPOBELEHUS UCMLITAHWUIA M BEIGOpa McCcregyeMblX XMMUYECKUX BELLECTB.

2.2 BanuaupoBaHHbIA MeToA UcnbiTaHMi (validated test method): MeTtoa ucneiTaHuid, A4nst KOTOPOro
3aBepLUeHbl Ban1MaaunoHHbIE NCCNefoBaHus ¢ Lenbio onpeaeneHs ero peneesaHTHOCTH (BKMOYas TOMHOCTb)
M HaOeXHOCTW ONA KOHKPEeTHOW uenu. BaxkHo 0TMeTWTb, YTO BanuaMpOoBaHHbIA MeTod He obasaTtenbHo obe-
crnednBaeT OOCTATOYHYHO Pe3ynbTaTUBHOCTE C TOUYKW 3PEHUS ero TOYHOCTU U HAOEeXHOCTW ANns NPU3HaHWA ero
NPUIOAHLIM ONS KOHKpeTHoNn uenu [9].

2.3 BewecTBO (substance): XuMu4eckue aneMeHTbl U UX COEOWHEHWUS, MpeaCcTaBNeHHbIe B eCTECTBEH-
HOM COCTOSIHUM WIK NMOMYYEHHbIE MPUW BbINMOMHEHWW NPOM3BOACTBEHHOMO NpoLecca, BKrtovasn nobeble fobasku,
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HeobxoOuMble ANs coxpaHeHua cTabunbHOCTKM NpogykTa, a Takke Nbblie NpMMecK, Hanu4yMe KoTopbix oby-
CMNOBMEHO NPUMEHAEMbIM MPOLIECCOM, HO UCKMYas nobble pacTBOpUTENHM, YOaneHne KOTOpbIX HE CKasbiBa-
eTcs Ha cTabuInbHOCTU BELLEeCTBa UMK €ro CocTaBe.

2.4 BelwecTBO, Bhi3biBalollee pazgpaxeHue rnaz (ocular irritant): (a) xMmmnyeckoe BelLecTBO, BO3-
OEeNCcTBME KOTOPOro Ha NOBEPXHOCTL rMasa NpUBoauT K 0BOpaTMMbIM M3MEHEHUSM B rMa3sHblX TkaHsx; (b) nioboe
BELLecTBO, KOTopoMy Gbin NpUcBoOeH nogknacc onacHoctk 2A unu 2B cornacto CIFC OOH, knacc onacHocTh 2
cornacHo EU CLP nubo knacc onacHoctu |l unu Il cornacHo U. S. EPA [2], [3]. [4].

2.5 BewecTBO, Bbi3biBalolee pa3begaHue rmas (ocular corrosive): (a) xumuyeckoe BELLECTBO, BO3-
OEeNCTBME KOTOPOTro NPUBOAUT K HEODpaTUMBIM MOBPEXAEHUAM rMasHbIX TKaHel; (b) niboe BeLLlecTBO, KOTO-
pomy ©bin NpUcBoeH knacc onacHoctu 1 cormacHo CIMC OOH, knacc onacHocTtu 1 cornacHo EU CLP nu6o
knacc onacHocTu | cornacHo U. S. EPA [2], [3], [4].

2.6 BelwecTBO, Bbi3blBalwlliee cepbe3Hoe pasgpaxeHue rnas (ocular severe irritant): (a) xumude-
CKOE BeLllecTBO, BO3AEVNCTBME KOTOPOro Ha MOBEPXHOCTL rMa3a NPUBOLOMT K MOBPEXAEHWUSAM IMasHbIX TKaHen,
KOTOPbIE HE FBMSATCA NOMHOCTLI0 0bpaTtuMbIMK Mo McTedeHnn 21 AH ¢ MOMEHTAa Takoro Bo3gencTsus, nubo
K 006ycnoBneHHoMy U3NYEeCKMMWU NPUYMHAMKU CYLLECTBEHHOMY YXYALeHW 3peHus; (b) nwoboe BelyecTro,
KoTopoMy BbINn npucBoeH knacc onacHocTu 1 cornacHo CI'C OOH, knacc onacHocTk 1 cornacHo EU CLP nubo
knacc onacHocTu | cornacHo U. S. EPA [2], [3], [4].

2.7 pons NoXHOMONOXUTeNbHbIX 3akntodeHuni (false positive rate): [ons Bcen xmumuyeckon npoayk-
LUK, SatoLen OTpuLaTenbHbIi pesynsTar, kKoTopas olwrMbo4Ho OeHTUPUUMPOBaHa Kak AalLwasn NnofoxKnTenb-
HbIW pe3ynbTaTt. OTO O4WH M3 NokasaTenen pesynsTaTMBHOCTK MeToaa.

2.8 ponA noxHooTpuuaTenbHbIX 3akniodeHun (false negative rate): [ona Bceil xumuueckon npo-
OYKUMK, OaloWen NoNnoXMTEeNbHbIA pe3yneTaT, koTopas ownbodyHo Bbina waeHTUdULMpoOBaHa Kak AatoLlas
OTpULATENBHbLIA pe3ynkTaT. 3TO O4WH U3 NoKasaTenen pe3ynsTaTMBHOCTU MeToaa.

2.9 knacc onacHocTtu 1 cornacHo CI'C OOH (GHS Category 1): Xumndeckas npogyKuus, Bbli3blBato-
Las pasBMTUE NOBPEXAEHWIA MasHblX TkaHen nnbo obycnoBneHHoe hU3NHECKMMIU NPUHUHEMW CYLLECTBEH-
HOe yXyalleHne 3peHWst nocne BO3AENCTBUS Ha MOBEPXHOCTbL [Masa, KOTopble He SIBMSTCHA MOMHOCThIO 06-
paTUMbIMUK MO UCcTeueHUW 21 OH C MOMEHTa Takoro BO34eNCTBUSA.

2.10 knacc onacHocTu | cornacHo U. S. EPA (U. S. EPA Category I): Xumudeckaa npoaykuus, oka-
3blBalOLWaa pasbefatollee Bo3nencTBMe (HeobpaTumMoe paspyllueHWe rnasHbiX TKaHeR), npueBogsawasa K no-
paXKeHWto poroBuLbl MMBO0 BbI3bIBAKOLLAA COXPaHAOLWYOCSH BONe3HeHHY YyBCTBUTENbHOCTL a3 B TeYeHue
21 aH v 6onee [4].

2.11 knacc onacHocTu oTcyTcTByeT (Not-classified): Xummyeckas npogykuusi, He yooBreTBopsoLas
KpUTEPUSIM Knaccupukaumm Ans XMMUYeCcKoW NpoayKUMKM, OTHOCALLENCH K Knaccy onacHocTu 1, nogknaccy
onacHocTtu 2A unu 2B cornacHo CI'C OOH, knaccy onacHoctu 1 unu 2 cornacHo EU CLP nubo knaccam 6es-
onacHocTu |, I unu [ll cornacHo U. S. EPA [2], [3], [4].

2.12 koHTponbHaA npoba pacTBopuTens/BelwecTBa-Hocutena (solvent/vehicle control): Huuem
He obpaboTaHHana npoba, BKNoyatLasn B cebsl BCce COCTaBMsAOLLME UCMbITaTENBHOW CMCTEMBI, CogepKallas
pacTBOpUTENb WK BELLEeCTBO-HOCUTENb M UCNofb3yemas Hapsay ¢ npobamu, cogepxawumm uccregyemoe
BELLECTBO, U APYrMMU KOHTPOMbHLIMU Mpobamu Ana onpeneneHus 6a3oBor peakuuu onsa obpasuoe, obpa-
BoTaHHbIX uccnenyeMblM BELLECTBOM, pa3BeeHHbIM B TOM e pacTBOpUTENe Unuv BellecTee-HocuTene. MNpu
napannensHOM UCNOoNb30BaHWK C OTPULLATENLHOW KOHTPOMNLHOM NpoBoii Takke NO3BONSAET BhIACHUTL, B3aUMO-
OencTBYeT N pacTBOPUTESNb UMK BELLECTBO-HOCUTENDb C UCNbITATENbHOW CUCTEMON.

2.13 mHoroypoBHeBRasa cTpaTterus uccnegoBaHuA (tiered testing strategy): Ctpaterusa, npegycma-
TpuBalLlas noaTanHoe NpoBeAeHMe WCCNefoBaHus, MPU KOTOPOM BCA CyLLecTBylolwas uHgopmauns ob uc-
cnegyemMoin XMMUYeCcKoW NPoAyKLUUM aHanM3npyeTcs B onpefeneHHoM NopsaKke, C paCCMOTPEHUEM Ha KaXa0M
YPOBHE COBOKYMHOCTWU MMEKLINXCH CBMAETENbCTB C LUEeNbi onpeaeneHna 4oCTaTO4HOCTM AOCTYMHOW MHAOp-
MaLuUKn Ona NPUHATUS peLleHus o Knaccudgmkalum no cTeneHn OnacHOCTU Nepe NepexoaoM Ha CneayioLLunia
ypoBeHb. Ecnu cnocobHOCTb MccnegyeMon XMMUYECKON MPOLYKUMKM Bbi3biBaTh pasgpaxeHne MoxeT BbiTh
noATBEpPXKOEHa Ha OCHORE CYLLECTBYOLEN uHopMauuy, dansHelwee nccnegosaHe He Tpebyetcsa. Ecnu
CMOCOBHOCTbL XMMUYECKOW NMPOAYKUWW Bbi3biBATb pasgpaKeHne He MOXeT ObiTb noaTBepXaeHa Ha OCHOBe
CYLLlecTBYLLEN MHDOPMAL MW, UCCNeaoBaHMe NPOAOMKaEeTCa B BMAE NO3TANHO BbINOMHAEMOW CEPUNA WUCTbI-
TaHWI Ha XXMBOTHbIX A0 TEX MOpP, MOKa Uccnegyemasa xMMuyeckas npogykuna He BygeT OgHO3HAYHO Knaccu-
drympoBaHa.

2.14 napgexHocTb (reliability): MNokasartenb Toro, YTo METOA UCNLITAHUIA MOXET ObITh peann3oBaH ¢ no-
NydeHWeM BOCMPOM3BOAUMbIX PE3YNLTATOB B paMKax OOHOW UMK pa3nuyHblix nabopatopuin B TeHeHWe Npoaon-
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KUTENbHOTO BPEMEHW MpU NPUMEHEHNU O4HOro 1 Toro e npotokona. OH oueHuBaeTcs NyTeM BbIYMCIEHNUS
BHYTPU- U MexnabopaTopHOW BOCNPOM3BOAMMOCTM W BHYTPMIabopaTopHOA NOBTOPSAEMOCTH.

2.15 onacHocThb (hazard): MaHa4anbHO NpUCYTCTBYHOLLEE CBOMCTBO XUMUYECKOW NMPOAYKUUA UM CUTY-
auuu, 3aknovatoleecs B MX NoTeHUMansHoN cnocobHOCTH BbI3biBaTb AECTPYKTUBHLIE MOCNEOCTBUS B Cryya-
AX, KOrga opraHusm, cuctema unu cybnonynsuusa nogBeprawTcs UxX BO30enCTBUIO.

2.16 oTpuuaTenbHaa KOHTponbHasa npoba (negative control): Hudem He oGpaboTaHHas, ucnonbaye-
masi napannensHo npoba, Bknovatowas B ceba Bce cocTaBnAwLLNe UCNbITATENBHOM cUCTEMbI. Mcnonb3yeTcs
Hapsay ¢ npobamu, obpaboTaHHbIMKU UCCNeayeMOM XMMUYECKOW NPOAYKLMER U APYTUMU KOHTPOMNBbHBIMUW NPO-
©amu onsa BeIACHEHWS, B3aMMOLENCTBYET M UCMONb3yeMblil PACTBOPUTENb C UCTbITATENBHOW CUCTEMOMN.

2.17 oueHKa Nno cOBOKYNMHOCTU UMEKLMUXCA cBuageTenbeTB (weight-of-evidence): lNpouecc paccmo-
TPEeHUs NperMyLLecTB U HEOOCTATKOB pasnu4yHoi nmeroLLenca nHdopmMauum nNpy NoAroToBKke 1 060CHOBaHUN
3aKN0YeHNs 0 NOTEeHUWanbHOW ONacHOCTU NCCregyemMol XMMUYECKON NPOAYKLMK,

2.18 nmonoxutenbHaA KOHTponbHaa npoba (positive control): Mcnonb3ayemasa napannensHo npoba,
cofepxallasi Bce KOMMOHEHTB! UCMbiTaTenbHOW cUCTeMbl M oBpabaTtbiBaemas ¢ UCMoNb30BaHMEM BeLLECTBa,
3aBefoMO OaloLLero NonoXuTeneHbId pesynetat. YTobel obecnevnTb BO3MOXHOCTL YYMTEIBATE U3MEHYMUBOCTD
BO BpeMeHM pesyneraTta, nony4Yyaemoro Ans AaHHol npobel, 3TOT NONOXUTENbHBINA pesynsTaT He AoMmKeH BbITh
CIWLIKOM 3aBbILLEHHbIM.

2.19 npoHuuaemocTb thnyopecueuHa (fluorescein leakage): KonnyecTtBo npoxogsiiero yepes crnow
KneTok donyopecLenHa, namepsemoe NocpeacTBoM (briyopecLeHTHON CNeKTPOCKOMMK.

2.20 PernameHT EBponeiickoro cow3sa no knaccudpukayum, MapKkMpoBKe M YNakoBKe XUMU4e-
ckux BewecTB U cMmecen; EU CLP (European Commission Regulation on the Classification, Labelling and
Packaging of Substances and Mixtures — EU CLP): [JokyMeHT, uMNNeMeHTUPYOLWKiA B EBponeinckom cotole
(EC) cuctemy knaccudukauum XMMUu4eckor npogykumm (Bewects 1 ux cmecein) CI'C OOH [3].

2.21 peneBaHTHocTb (relevance): [NokazaTenb COOTBETCTBMA METOAA WCMbITAHWIA pe3ynbraTty, nony-
YeHHOMY MPW UCMbITAHWAX, a Tawke ero 06oCHOBaHHOCTU W NPUIOQHOCTU ANA ONPeAeneHHbIX Lenen npume-
HeHus. OH yka3blBaeT npedensl, B KOTOPbIX METOA MO3BONSET NpaBUNbHO M3MEPUTb WUIW CNPOrHO3MPOBaTh
nceregyemblin Guonornyveckuin adpdekt. OueHKa peneBaHTHOCTM BKMoYaeT B cebs OLeHKY TOYHOCTM (corna-
COBaHHOCTW) MeToAa uccnenosaHusa [9].

2.22 CornacoBaHHas Ha rmobanbHOM ypPoBHe cucTeMa Knaccudukaumum m MapKMpoBKU XMMnye-
ckon npoaykumm (OOH); CIC (Globally Harmonized System of Classification and Labelling of Chemicals
by Nation (UN); GHS): Cuctema, npegycMmaTpuBatoLlas knaccuguKauuio XMMUYecKon Npogykuum (BeLLecTs
M CMeCeW) B 3aBMCMMOCTM OT XapakTepHblX BUAOB W YPOBHEW (DM3NYEeCKON OnacHOCTU, ONacHOCTU ANsA 340-
pOBbLS YeNnoBeKa UMW ONacHOCTK ANA OKPYXKalwLlel cpedbl, C MPUMEHEHWEM COOTBETCTBYIOLWNX CPEACTB WMH-
hopMUpPOBaHKS, TAKUX KaK MMKTOrpamMmel, CUrHanbHbIE CMOBA, KpaTkasa XxapakTepucTKa onacHoCTU, Mepbl Mo
npegynpexaeHuo onacHoCTK U nacnopta 6esonacHocTy, 4Tobbl obecnevnTs MHOpMaLKUein 0 ee HeraTUBHOM
BO34ENCTBUM C LieNbio 3awwmThl Ngen (B Tom yicne npeanpuHvMmareneil, paboTHUKOB, MepeBo34nKoB, noTpe-
OvTenei 1 NpegcTaBUTeNen aBapuinHbIX Cry0) 1 oKpyxatowen cpegel [2].

2.23 cepbe3Hble NoBpexAeHUsa rnas (serious eye damage): PazBuTve noBpexaeHW rmasHbIX TKa-
Hen nmbo obycnoeneHHoe U3NYECKUMUN MPUYMHAMUK CYLLeCTBEHHOE YXyALIeHe 3peHus nocne BO34enCcTBmsA
Ha NOBEPXHOCTEL FNasa UCMbITYEMON XMMUYECKON NpoAYyKUWEN, KOTOPbIe He ABMAKTCH NOMHOCTLI0 0BpaTuMebl-
MW M0 UcTeYeHUK 21 OHSA C MOMEHTa Takoro BO34eNCTBUS.

2.24 cmecb (mixture): B koHTekcTe npumeHeHus CIFC OOH [2] cmeck nnv pacTBop, CocTosAL e U3 ABYX
unv Gonee BeLLeCTB, B KOTOPbIX OHW He BCTYMAKT B peakuuio Apyr ¢ APYrom.

2.25 cneumndonyHocTb (specificity): [Jona Bcen pawllei oTpULATENbHbIA Pe3ynsTaT/HEAaKTUBHON XU-
MUYECKON NPOOdyKUMM, koTopas Obina npasBunbHO KnaccuuuMpoBaHa ¢ NpMMEHEeHWEM COOTBETCTBYHLLErO
MeToAa MchbiTaHWiA. 3TOT nokasartenb ABMAEeTCH Mepor TOYHOCTW ANA MEeTOOO0B WCMbITaHWA, NO3BOMSIOLMX
nony4yarb 0QHO3HaYHbIE PE3ynbTaThl, U CNYXUT BaXHOW OTNPaBHOW TOYKOW MPUW OLeHKe perneBaHTHOCTU TaKoro
meToaa.

2.26 To4yHOCTb (accuracy): bnusocTb pesynbrata UCMbITaHUIA, MONYYEHHOTO C MPUMEHEHWEM COOTBET-
CTBYHOLLEr0 METOAA UCMbITAHWA, K MPUHATOMY 3TaNOHHOMY 3HAYEHMIO BENMUYMHEI. TOYHOCTE ABMASETCS Nokasa-
Tenem pesynsTaTMBHOCTW METOAAa M OAHUM M3 acNekTOB peneBaHTHOCTW. [JaHHbIN TEPMUH YAcTO NPUMEHSIETCS
Kak B3anmMo3aMeHsieMbI C TEPMUHOM «COIMAacOBaHHOCTbY» AN yKa3aHusa JONW KOPPEKTHLIX pe3ynsTaTos, no-
MYYEHHbLIX C MPUMEHE@HWEM COOTBETCTBYHLLEro MeToAa UCTbITaHUA.

2.27 xnMuyeckana npoAyKuMA Ons npoBepku kBanudunkaumum (proficiency chemicals): CoBoKynHocTb
XMMUWYECKMX BELLECTB W3 NEepPeYHsi aTanoHHON XMMWUYECKON NPoayKUMK, KOTOpble MOTyT BbiTb MCMONb30BaHbI
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nabopaTopuen, He MMEIOLWEN ONbiTa NPOBEAEHWNA COOTBETCTBYIOLLMX UCMBLITAHUNA, C LEenbio NOATBEPKOEHNH
ee [JOCTaTto4YHOW KOMMETEHTHOCTH ANA NPUMEHeHUs BannaupoBaHHOro pedepeHTHOro MeToaa NUCrnbITaHWi.

2.28 yyBCTBUTENLHOCTL (sensitivity): [Jons Bcex OarlWmUX NONOXWUTENBHEIA pe3ynsTaT/akTUBHBLIX XU-
MWYECKUX BELLECTB, KOTOpble ObiNy NpaBuNBHO KrnaccMdUUMpOBaHbl C NMPUMEHEHUEM COOTBETCTBYHOLLETD
MeToga UCMbITaHui. ATOT NokasaTenb ABNAeTCA MepoW TOYHOCTW ANS MeTO4OB MCMbITaHWA, NO3BOMSKOLNX
nony4artb OAHO3HaYHbIe Pe3ynbTaThbl, N CAYXUT BaXXHOW OTNPAaBHOW TOYKOW NPU OLEHKEe pereBaHTHOCTU Takux
MeTtoaos [9].

2.29 FLyg: 3HaveHue, KOTOpOe MOXET BbiTh YCTAHOBNEHO NyTem onpeaeneHns KOHLEHTPaLUnm, npu Ko-
TOpOW BO3AeNCTBUE UCCNedyeMOrn XMMUYECKOW NMPoayKUUK SIBNSETCS NPUUYNHON NpocadvmueaHns criyopecuen-
Ha B konuyectee 20 % 4epes crnoi KNeTok.

3 UcxopgHble NonoXxeHUs U orpaHUYeHuns

3.1 B ocHoBy MeToAa HacTosLLero ctaHaapTta nonoxeH npotokon INVITTOX Ne 71 (7), oueHka kOToporo
Bbina npoBeneHa B pamMkax MexyHapoaHOoro BanvoalmoHHOro MccneoBaHus, OpraHM30BaHHOTO COBMECTHO
¢ EBponeiickum LeHTpOM Mo Banwuauuu ansTepHaTuBHbIXx meTtogos (European Centre for the Validation of
Alternative Methods — ECVAM) [8], AMepuKaHCKUM MeXBeaOMCTBEHHBIM KOOPAMHALNOHHBIM KOMUTETOM MO
Banuaaumu anstepHaTuBHbIX meTtogoB (US Interagency Coordinating Committee on the Validation of Alterna-
tive Methods — ICCVAM) 1 AANOHCKMM LeHTpOM Mo BanugalMu ansTepHaTuBHLIX MeTogoB (Japanese Center
for the Validation of Alternative Methods — JaCVAM).

3.2 Kak nokazanu BanugauunoHHble uccregoanus [4], [8], meToa FL He pekoMeHayeTcs NPUMEHATL AN
onpegeneHns XMMUYeckon NpoaykumMKn, KoTopas AomkHa GbiTh KnaccupuUMpoBaHa Kak Bbi3biBalollas crna-
Boel/ymepeHHoe pasgpakeHue rnas, Uiy XMMUYecKon NpoayKumMm, KoTopas He AOIKHA KnaccnuumMpoBaThLCs
KaK Bbi3blBakolllas pasgpaxeHue rnas (BellecTea M cMecu) (T. e. nogknacchl onacHocTy 2A/2B unu knacc
onacHocTu otcyTcTByeT cornacHo CIMC OOH, knacc onacHOCTK 2 UMK KNacc ONacHOCTM OTCYTCTBYET COrMacHo
EU CLP, knacc onacHoctu II/lIII/IV cornacHo U. S. EPA).

3.3 MeTog HacTosALWero ctaHgapTa MOXeT NPUMEHATLCA TOMNbKO 415 PaCTBOPUMOMN B BOAE XMMWUYECKON
npopykuun (Bewwects n cmecen). Kak npaBuno, 4OCTAaTOMHO TOYHOE MPOrHO3HOE 3akmyYeHne 0 cnocoBHOCTH
BbI3bIBATb CEPLE3HOE pa3fgpaxeHue rmas no metogy FL moxeT ObiTh 4aHO 4Ns Takow XMMUHYeCKOW NMpoayKLmMK,
KOTOpas XOpoLUO pacTBOPSETCA B BOAEe W/MMW XapakTep TOKCMUYECKOro BO3AeNCTBUSA KOTOPOM He U3MeHsAeTCs
npw pazbaeneHuun [8]. PacTBopumol B Bofde AnNs Lenel 3KCnepuMeHTa CYMTaeTCsl XUMUYECKasa npoaykuus,
KOTOpasi OMmKHA pacTBOPATLCS B CTEPUINBHOM KanbUuicodepxallem (B koHueHTpauun 1,0—1,8 mM) cba-
NaHCMpPOBaHHOM COMEBOM pacTBope XaHkca (Hanks' Balanced Salt Solution — HBSS), He copepxalwem de-
HOMOBbLINA KpacHbIW, B KOHUeHTpauuy =250 mr/mn (ogHa gosa ceepx noporosoro 3HadeHdua 100 mr/mn). Ecnu
B TO e BpPeMsi Uccregyemoe BellecTBO pacTBOPUMO NMpu KoHUeHTpauuy meHee 100 mr/mn, npy KOTOPOW yxKe
HabniofaeTcs npoHULaemMocTb riyopecuenHa Ha yposHe 20 % (T. e. FL,o < 100 Mr/mn), To 3TO He uckmoyaeT
BO3MOXHOCTIW ero oTHeceHusl K knaccy onacHoctu 1 cornacHo CI'C OOH wnu knaccy onacHocTu | cornacHo
U. S. EPA.

3.4 M3BecTHble HA CeroaHALIHWA OeHb OTPaHNYeHWs UCKIKYaT N3 0bnacty NpMMeHeHns MeToda Ha-
CTOSLLErO CTaHAAapTa CUMNbHbBIE KUCNOThI U WenoYvu, huKcaTopbl KNeToYHbIX MaTepuanos, a Takke XUMUYEeCcKyo
NPoayKLKIO C BbICOKOW NeTyyecTbio. [na gaHHOW XMMWYeCcKoW NpoayKunK XxapakTepHbl MEXaHWU3Mbl, KOTOpbIe
He MO3BONAKT NpuMeHsATs MeTod FL, Hanpumep oblwunpHasa koarynauus, canoHudukauma unm cneumnduye-
CKME XMMUYecKkue peakuuu. [lpyrue BoiSIBNEHHbIE OrpaHuyYeHus Ans AaHHOro MeToga OCHOBaHbI Ha pesyrnbra-
Tax NPOrHo3MpoBaHWUA B OTHOLLEHMM OKpaLUeHHbIX 1 BA3KUX nccnedyemblx BelwlecTs [8]. [Npegnonaraercs, 4To
XUMUYeckKasn npodykuusi obonx BUOAOB MOKET C TPYAOM YOanaThCs C NOBEPXHOCTM MOHOCIOS MO OKOHYaHWUK
KOPOTKOTO NMepuona 3KCnosuunumm n NPOrHOCTUYHOCTL METO4Aa MOXKET MOBbLIWATLCH, €CMNKW MHOTOKPATHO NOBTO-
pAlTCA 3Tanbl. Kpome Toro, TBepgas XMMuyeckas Nnpodykums, obpasyiollas B3BeChb B KWAKOCTU, CKITOHHA K
NOCTENEHHOMY OCaXOEHWUI0, NO3TOMY OnpeferieHne KOHUeHTpaLuuy, B KOTOPOW OHa B3auMOOENCTBYET C KneT-
KaMu, MOXET NpeacTaBnsATbCA 3aTpyaHUTENbHBIM. Ecnu nckniounTe M3 6a3bl 4aHHbIX BELLECTBA C YKa3aHHbI-
MU XUMUYECKUMU U (PU3NYECKMMI CBONCTBAMU, TOYHOCTL onpeaeneHunin no metogy FL B pamkax npumMeHeHus
cuctem knaccudukaumm EU CLP, U. S. EPA n CI'C OOH cywecTtBeHHo Bo3pacTaeT [8].

3.5 CornacHo HasHa4eHWo MeToda (a UMEeHHO ANs onpefeneHus BeLLecTs, BO34eNCTBUE KOTOPbIX CMo-
cobHO MpMBOOWTL K pa3befaHuio/Cepbe3HOMY pasdpadkeHuio rmas) Benu4mMHa oMM JIOKHOOTpUUaTenbHbIX
3aknioveHnit (cMm. 3.6) He SBNAETCS KPUTUYECKOW, TaK Kak BELLECTBA, ANA KOTOPbIX BbINM MOny4YeHbl Takue
3aKMYEeHWs, OOMKHbI NogBepratbCs AanbHenWwmM UCcneqoBaHusaM ¢ NPUMEHEHUEM OpYrux Haanexawnm
o6pa3om BanuaupoBaHHbLIX METOAOB 1 vitro NBo Ha NOAONLITHLIX KPOMUKAaX B 3aBUCUMOCTU OT OENCTBYHOLLUX
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HOpPMaTUBHbLIX TpeboBaHWA N C MCMOMb30BaHWEM MOCNEnOoBaTeNbLHON CTpaterMm UccnefoBaHWi Ha OCHOBE
OLEHKMN MO COBOKYMHOCTW MMEIOLIMXCA CBMAETENbLCTB [6] (CM. Takke BBeAeHMe).

3.6 Opyrue BbiSiBNEHHbIE OrpaHMveHns npuMeHeHa Metofa FL cBA3aHbl ¢ COOTHOLIEHWEM NOXHOOTPU-
LaTenbHbIX W NOXHOMOMNOXKUTENBHLIX 3aKMoMeHun. Ha paHHuUx 3aTanax uccrnefoBaHWid C NpUMEHEeHWeEM HUC-
Xogslero nogxona Ans onpefaeneHvs pacTBOPMMBIX B BOAE BELLECTB U CMecell, Bbi3biBaloWwmx pasbefaHue/
cepbe3Hoe pasgpaxeHue rmnas (knacc onacHocTu 1 cormacHo CI'C OOH, knacc onacHoctn 1 cornacHo EU
CLP, knacc onacHocTu | cornacHo U. S. EPA), nons noxHONONOXNTENbHBIX 3aKOHeHUiA aAns Metoaa mccne-
posaHus FL BapbmpoBanach B MHTepeane ot 7 % (7/103 cornacHo CIC OOH u EU CLP) gno 9 % (9/99 cornac-
Ho U. S. EPA), a NoXHOOTpULATENLHBIX 3aKNoYeHUiA — B MHTepBane oT 54 % (15/28 cornacHo U. S. EPA) no
56 % (27/48 cornacHo CI'C OOH n EU CLP) npu cpaBHeHun ¢ pesynsraTtamu, nonyyYaemeiMu in vivo. Mpynnbi
XUMUYECKOW NMPOAYKLUMM, MOKa3biBaloLMe NOKHOMONOXKUTENbHbIE W/UMK NOXHOOTpULATENbHbIE pe3ynbTaThl
npv npuMeHeHun metoga FL, B HacToswem cTaHgapTe He ONUCHLIBAIOTCS.

3.7 C TexHW4eckol CTOPOHbI OrpaHMyeHnsi 06bLACHAKTCA 0COBEHHOCTAMM KNETOYHOW KynbTypbl MDCK.
MnoTHoEe MeXKneTo4Hoe coeanHeHne, BrnokupytoLlee NpoxoxaeHne hrnyopecuenHa HaTpus Yepes KNeToHHbINA
MOHOCIOWN, YBENWYMBAETCS MO Mepe YBEMUMYEHMS YNCra naccaxein KneTo4YHon KyneTypel. He cdopmupoBaH-
HOE NOMNHOCTLI0 MIOTHOE MEXKNETOMHOE COeAMHEHWE NPUBOOUNT K YBENVYEHWIO NPOHMLaeMOocTH dnyopecLe-
MHa npv HabrgeHny 3a HeobpaboTaHHLIMY KOHTPOMNBHEIMK 0Bpasuamu. CooTBeTcTBEHHO, ocoboe 3HaveHne
npuobpeTtaeT cobniogeHne 3a4aHHOI0 MakcMmManbHO AOMYCTUMOrO YPOBHA NPOHWLAEMOCTN B HeobpaboTaH-
Hbix o6pa3suax (cM. 0%-HblA ypoBeHb npoHuuaemoctun B 5.5.1). Kak 1 B cnyvae nobbix gpyrux 6uonornyeckux
MCNbITAHWIA 11 Vitro, HeNb3s UCKNoYaTh BEPOATHOCTL TpaHcdOpMaUny KIeToK C TEHEeHWeM BPEMEHMW, MO3TOMY
KPUTUYECKN BaXKHO OMpedenvTb KONMMYeCcTBO KIMETOYHEBIX Naccaxen Ansa nogobHbIX aKCnepryMeHTOB.

3.8 lMpw onpeneneHHeblX ycrioBusix obrnacTe NPpYMEHEHUsI METoAa B HEKOTOPLIX CryYasx MOXeT ObiTb
pacluMpeHa, HO TOMbKO MO UTOraM aHanwWsa BCEeW COBOKYNMHOCTW AOMNOMHUTENBHbBIX AaHHbIX O XapakTepucTu-
Kax uccnefyemMblx BELWECTB, KOTOPbIe NPEUMYLLECTBEHHO A0MKHBI OblTh COBpaHbl B Npouecce UcnbiTaHui [4].
HacToawmin cTaHgapT NOANEXUT akTyanusaummn no Mepe HeobXoaMMOCTH C LEenbi BKIHOYEHWA B HEMO HOBOW
MHPOPMAaLMK U A8HHBIX.

3.9 Bce nabopatopuw, Bnepeeie BHeagpsAwLwme y cebss MeToa HacToswero cTaHaapTa, AOMMKHbBl MCMOMb-
30BaTb YCTAHOBMNEHHLIA NepevYeHb XMMWYECKOW MPOAYKUMM ANs MPOBEpKM KBanvuduKauWW, NpUBEOEHHbIN
B npunoxeHun B. Mccnedys gaHHyo XMMUYecKkyro Npogaykumio, kaxaasa Takas nabopartopuvs AomkHa NogTeep-
OWUTb CBOK TEXHWYECKYH KOMMNETEHTHOCTb AN BbINOMHEHUSA UCTILITaHWA no MeToay FL, npexae 4yem HavaTb
npencTaBnATh AaHHBIE, NOMyYEeHHbLIe NPY NPUMEHEHWN 3TOro MeToaa, ANns uener ouumansHON Knaccudgu-
KaLuWMu XMMUYECKOW NpoayKUMUK MO CTEMNEeHN ee ONacHOCTH.

4 CywHoCTb MeToaa UCNbITaHUN

4.1 B ocHoBy meToaa FL nonoxeH aHanua UMTOTOKCUYHOCTM U OYHKUKMIA KNETOK in Vitro, KOTOpbIW Bbl-
NOMHAETCA Ha KOHMMIIHTHOM MOHOCIOE KNeTok kaHanbuesoro anutenus MDCK CB997, kynsTuBupyemom
Ha NoONynpoHULAeMbIX NMOPWUCTbIX BCTaBKax W npeacTtasnstowemM cobol mogens anuTenusa poroBuLbl rnasa
B HeMponuepupyLLEM COCTOSIHWUK in vivo. XapakTepucTuki knetok nuHun MDCK xopolo naydveHsl. KneTtku
0BpasyoT NNOTHLIE KOHTAKThl U 4eCMOCOManksHblie COeQMHEeHUS, aHanornMyHble TEM, KOTOPbIE NPUCYTCTBYIOT B
anukanbHOW YacTu POroBULbl M KOHBIOHKTUBLL. B YCrOBUAX in VIVO NIMOTHBIE KOHTAKTLl U JeCMOoCcOoMarbHble co-
e4VHEeHUA NpensATCTBYIOT NPOHUKHOBEHWIO PACcTBOPEHHbLIX BELLECTB W YyKepPOAHbIX Marepuanos B annTenui
poroBuubl. CHWKEeHWe TpaHCcanMTenvanbsHoW HenpoHMLAaeMOoCTU BCIIEACTBUE MOPaXKeHNUs NNOTHbBIX KOHTaKTOB
N MEXKMNETOYHbIX COeOMHEHWA — 3TO OAWMH U3 Ha4YanbHbIX NPU3HAKOB Pa3BUTWSA pasgpadkeHws rnas, Bbl3BaH-
HOTO KOHTaKTOM C XMMUWYECKOW Npogykunen.

4.2 WNccnepgyemoe BELECTBO HAHOCAT Ha KOHMIMIO3HTHLIM CNON KneTok, cchopMUpPOBAaBLUMIACA Ha anu-
KanbHOM y4acTke BcTaBku. Kak npaBuno, NCNonb3yoT KpaTKOBPEMEHHY 3KCMO3ULWI0 NPOAOIMKUTENBHOCTLIO
1 MUWH, 4TO COOTBETCTBYET HOPManbHOMY Nepuody eCTeCTBEHHOrO OYUWLLEeHUSI MOBEPXHOCTU POroBUUbI Y Ye-
noseka. [penmyLLecTBO KPaTKOBPEMEHHOM 3KCMO3UUMKW 3aKTHHYaEeTCH B TOM, YTO BOOHbIE pAacTBOPbLI BELLECTB
M CMecei MoryT uccnegoBatbes 6e3 JoNonMHUTENbLHOro pasbasneHns, ecriv No OKOHYaHWW 3KCMO3ULUKA OHK
MOryT ObITb ferko n BbICTPO yganeHbl C NOBEPXHOCTU obpa3sua. 3To pacliMpsaeT BO3MOXHOCTU Hemnocpeq-
CTBEHHOrO CpaBHEHWs pe3ynkLTaToB BO3OEeNCTBUA pasnnM4HOro Buaa XMMMYeCcKon npoaykumn Ha Yenoseka. No-
cne yganeHus uccrnegyemMoro BelecTsa Ha MOBEPXHOCTE anukansHOW YacTh MmoHocrnos Ha 30 MWH nomeLlatoT
HEKOTOPOE KONMUYECTBO HETOKCUYHOIO KpacuTens donyopecuenHa Hatpus, obnagarollero cUnbHO BblpaXeH-
HbIMU (briyopecLeHTHbIMKM cBoWcTBamMu. CTeneHb Nopa)eHWi, Bbi3blBaEMblX BO34ENCTBMEM WCCNELYEMOro
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BELLECTBA Ha MMNOTHbIE MEXKINETOYHbIE COeMHEeHWs, ONpeaensatT, NCXoA4a U3 KonuyecTBa gnyopecuenHa,
CrnocoBHOro MPOHUKHYTbL Yepe3 Crou KNeToK A0 OKOHYaHUs 3a4aHHOro nepvona BpeMeHMu.

4.3 KonuuecTBo Kpacutens dcnyopecluenHa HaTpus, NPOHMKAOLLEro Yepe3 MOHOCMOW U MeMBpaHy
BCTABKM B (OMKCUMPOBaHHLIN 0ObeM pacTBopa, codepallerocs B NyHke (Kyga v NnpocavyvMBaeTcs KpacuTenb),
onpegensloT nyTeM NyopecLeHTHbLIX CNeKTPOCKOMUYECKUX WM3MEPEHWUA KOHLUeHTpauuu dryopecleunHa
B aTOM pacTsope. Konuyecteo npocadusatoLLerocs dpnyopecuerHa (FL) BeI4MCSAOT ¢ y4€TOM MHTEHCUBHOCTH
cdnyopecueHumn (Fl) ans ABYyX KOHTPONbHbLIX NPob: XoNocToW Npobbl U KOHTPOMNBHON NPo6bl C MakCUMansHO
BO3MOXHOM NpoHMLaeMoCcTbio. Konu4ecTBo NPOCOYMBLLErOCS BELLecTBa, a COOTBETCTBEHHO, M CTeneHb No-
pPaXKeHUs1 NMMOTHBIX MEXKINETOUYHbIX COEAMHEHWIA ONPEeaensatoTca OTHOCUTENBHO 3TUX ABYX KOHTPONbHLIX Npo6
AN KaXaon 13 yCTaHOBNEHHbIX KOHLUEeHTpauuili uccredyemoro sewectea. 3ateM Bulumcnsot FL,, (T. e. koH-
LeHTpauuno, npu koTopoil Habnwopaetcs 20%-Hoe nNpocavuMBaHue nyopecLenHa OTHOCUTENbBHO 3HAYeHUNn,
3abMKCMpPOBaHHbBIX AN HeobpaboTaHHOro KOHMMIO3HTHOrO MOHOCIOS W BCTaBOK, HE CoAepXKallnX KneTok).
3nadenue FLyg (Mr/mn) cornacHo npumMeHsemMoi Moaeny NoCcTPOeHUA NPOrHO30B UCNONbL3YIT AN onpefene-
HWUs BeLLecTB, CNocobHbIX Bbi3biBaTh pazbefaHne Unu cepbesHoe pasgpakeHue rmas (cm. 5.4.4).

4.4 OpHa 13 BaXHbIX COCTABMNAWLNUX OMUCAHWA NPOgUNA TOKCUYHOCTU MCCMNedyeMoro BellecTBa —
3TO CKOPOCThL MOCNEeAyHLLEero BOCCTAHOBINEHWS TKAHEN, OLEHUTE KOTOPYIO NO3BONSOT TECTLI HA pas3gpaxeHune
rnazs in vivo. PeaynsTatel NnpedBapuUTenbHOrO aHanuaa nokasblBakT, YTO HanvyYue CBefeHU O Xo4e BoccTa-
HOBMeHWs (3a nepuog BRMOTb A0 72 Y MOCNe XMMWUHECKOro BO3LEWCTBMUA) NOTEHUMANbHO MOXET MNOBbLICUTb
JOCTOBEPHOCTb MPOTrHO3MPOBaHMUA NPY NPOBEAEHUN UCCNEeAoBaHUN B COOTBETCTBUM ¢ npoTokornom INVITTOX
Ne 71, ogHako 4N NOArOTOBKM OKOHYaTenbHbIX BbIBOAOB NO AaHHOMY BOMpocy TpebyeTcsa BbiNOMHEHWE No-
cnefyrLlen OLEeHKN Ha OCHOBE [OMOMHUTENBHOW MHChOpMaL WK, MPEUMYLLECTBEHHO NONYYEHHOW NyTeM Oanb-
HEWULWKX UcnbiTaHui [7].

5 MeToguka ucnbITaHUHA

5.1 MpuroToBneHWe KNETOYHOro MOHOCHOA

5.1.1 MoHocnoin MDCK CB997 npuroTaBnvBalT Ha OCHOBe CYOKOHMMIO3HTHbIX KIETOK, BblpallyvBa-
eMbIX B KynbTypanbHbIX Konbax c gobaeneHnem moguduumpoBaHHoW no cnocoby Oynebekko cpegbl Wrna
(Dulbecco's Modified Eagle Medium — DMEM)/nutatensHon cmecu F12 (koHueHTpat 1x ¢ L-rmooTamuHomMm,
15 mM HEPES (4-(2-rugpokcuaTtun)-1-nunepasnmHataHcynboHOBasA KUCIOoTa), KanbUWiA (B KOHLEHTpauum
1,0—1,8 mM) 1 10 % WHaKTMBMPOBAHHOW HarpeBaHnem heTanbHoOW Tensdbei coiBopoTku (Fetal Calf Se-
rum — FCS)/deTtancHoit bbivbein ceiBopoTkM (Fetal Bovine Serum — FBS). BaxHo, 4Tobbl BCe cpefbl/pac-
TBOPbI, UCNONb3yemble NpKY NPOBEAEHWUW UCMbITaHUI No MeTody FL, cogepxanu Kanbuun B KOHUEHTpauun ot
1,8 (200 mr/n) go 1,0 mM (111 mr/n) ans obecnevdenns HOPMUPOBAHUSA NNOTHbLIX MEXKNETOUYHbIX COEOUHEHUN
W CTPYKTYPHOW LIeNnoCcTHOCTK. Y1Mcno naccaxen KNeTok A0MKHO KOHTPONMpOBaThCA, ANA TOro 4tobbl hopmupo-
BaHMWE MNITOTHbIX MEXKNETOYHbIX COeaNHeHW Bbino paBHOMEPHbBIM U BOCNPoK3BogMMbIM. [NpeanoyTuTensHbIM
ABMAETCA AnanasoH 3HavYeHnin Yncna naccaxen 3—30 ¢ MOMeEHTa pa3Mopa)XMBaHKs KNeToYHOro Matepuana,
MOCKOMbKY KNMEeTKW M3 yKazaHHbIX naccaxeln obnagarT aHanormyHbIMn OyHKLUOHANbHBEIMW CBOACTBaMMU, YTO
CYLLLeCTBEHHO NOBbILLAET BOCMPOM3BOAUMOCTE PE3YNLTATOB UCTbITaHUN.

5.1.2 lNepen Ha4anom vcnbiTaHnin no metoay FL kneTkn nepeHocAT u3 KynbTypanbHon Konbbl nyTem
TPUMNCUHU3ALMKA U LEHTPUGYTMPYIOT, @ 3aTeM BbICEBAOT COOTBETCTBYHLLEE KONMWYECTBO KMETOK HA BCTABKM,
YCTaHOBMEHHbIE B 24-MyHOYHbLIX NNaHweTax (cMm. npunoxeHue A). [Ins noceBa KNeToK crnefyer MCNonb3o-
BaTb BCTaBKW AMameTpom 12 mm, MMerLne MeMBpaHy K3 CMecK CNOXHbIX 3(OUPOB LIENHI03bl, TOMLWKMHON
80—150 mkm 1 paamepom nop 0,45 mkMm. Tak, B npouecce BannaauMoOHHOIO UccrneaoBaHnsa MCNonb3oBanuch
scTaBky Millicell-HA gnameTtpom 12 mm. CobntogeHve TpeboBaHWiA K NnapaMeTpam BCTaBkW M TUNy membpa-
Hbl MMEET CYLLIECTBEHHOE 3Ha4YeHue, Tak Kak 0T HWX MOryT 3aBMCETb YCMNOBWS pocTa KNetok u obpazoBanuns
XUMUYecknx cesazein. CrnegyeT Takke UMETb B BUAY, YTO HEKOTOPbIE BUObl XMMUYECKOW NPOAYKUMM CNOCOBHbI
cBA3bIBATLCHA ¢ MaTtepuanom membpadel Millicell-HA, 4To moxeT okasbiBaTb BNUAHWE Ha MOCMNEdYHOLLYH WH-
TepnpeTauuo pe3ynetatoB. Ecnv nnaHupyeTcd Ucnonb3oBaTth Apyrne MembpaHbl, 3KBMBaNeHTHOCTbL pesynb-
TaTOB JOMKHA ObITh MOATBEPXAEHA MNYTEeM NUCMbITaHUA XMMWUYECKOW NPOAYKLMM, BKITIOYEHHOW B NepedeHb AN
NpPOBepKK KBanudukaumm (cMm. npunoxeHue B).

5.1.3 OBpas3oBaHue XMMUYECKNX CBA3EN C MaTepvanom membpaHbl Yalle Bcero HabnogaeTca y kaTu-
OHOAKTMBHOW XMMUWYECKOW NpoayKuWK, HanpuMmep GeH3ankoHUsa Xnopvaa, KoTopas NnpuTArMBaeTCs K Nonoxu-
TenbHO 3apshkeHHOW MembpaHe [8]. Takoe cBA3biBaHME C MeMOpaHON BCTABKW MOXET YBenu4MBaTbh (haKkTu-
4yeckoe BpeMs 3KCMOo3MLUUK, YTO NMPUBOAWT K 3aBbILLIEHHOW OLEHKe TOKCMYEeCKOro BO34eNCTBUS UccneqyemMon
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XUMUYECKOW NMPOAYKLUMW, HO TakKe MU3NYECKN MOXET OrpaHn4MBaTth NPOHULAEMOCTb (briyopecLenHa Yyepes
membpaHy BCTaBKK, €CNv KpacuTenb COedUHAETCA C KAaTMOHOAKTUBHON XMMUYECKOW NPOAYKLMEeR, B CBOKO O4e-
peAb CBA3aHHOW C MaTtepuanom membpaHbl, — B 3TOM Clyvae OLeHKa TOKCMYEeCKOoro BO34encTBMSA OKa3biBa-
eTCa 3aHuKeHHON. BuigBnTe Takylo cutyauumio nossonsieT obpaboTka MembpaHbl Be3 kneTok uccnesyemMbsim
BELLEeCTBOM B MakcMMarnbHOW KOHLEHTpauuu 1 nocneayoliee HaHeceHue Ha Hee Kpacutens dnyopecuenHa
HaTpus B COOTBETCTBYHOLLEA HOPME KOHUEHTpauuu ¢ cobnogeHnemM CTaH4apTHOrO BPEMEHHOMO WUHTepBana
(6e3 KOHTPONSA COCTOSIHUA KNETOK). Ecnu cBA3biBaHWe KpacuTensi AeWCTBUTENBHO UMENO MecTo, MmembpaHa
BCTaBKW MOCIE CMbIBAHWUA UCCNENYeMON XMMUYECKOW NPOAYKUMM AOMKHA MMETb XenTosaTbli useT. CooTBeT-
CTBEHHO, AN JOCTOBEPHON UHTeprpeTauumn BO3AENCTBUA XUMUYECKOW NPOAYKUMK Ha KMNETKW BaXXHO 3apaHee
pacnonaratb CBe4eHWsIMU 0 cNocoBHOCTH K CBA3BIBAHWIO OAHHOW NPOAYKLMK.

5.1.4 KneTku, BbiceBaemble Ha BCTABKW, K MOMEHTY 3KCMO3ULIMN XMMUYECKOM NMPOAYKLUMW OOIKHBI YCNeTb
obpas3oBaTtb Ha Hell KOHMM3HTHLIA MOHOCNOW. Ha kaxayw BcTaBky noMeljatroT 1,6 x 10° kneTtok (400 mkn
KINETOYHOM CYCMEH3WN ¢ MNOTHOCTLIO 4 x 105 knetok/mn). Mpu COBMIOAEHNN 3TUX YCHOBWIA KOHIIOIHTHBI
MOHOCIOWN KynbTyphbl, Kak npaeuno, obpasyeTcs He no3gHee 96 4 nocne noceea. Neped NoceBoM BCTaBKU
cnegyeT NOABEPrHYTh TWATENbHOMY HAPYXXHOMY OCMOTRY, YTODbI BEISBUTbL MOBPEXAEHWA, KOTOPbIE MOTN Obl
crnocobcTBOBaThL HEMPAaBWUILHOW MHTEPNpeTaLmnn Ha cneayowem atane nenbitTadun (cm. 5.3.1).

5.1.5 KnetouHble kKyneTypbl MDCK gomkHbl coxpaHATbCs B MHKyGaTopax BO BNaxHOW aTmocdepe, co-
aepxawen 5 % £ 1 % CO, n umetowen Temnepatypy (37 + 1) °C. Knetku He AOMKHbI BbiTe KOHTAMWHUPOBaHbI
BakTepmaMK, BUpYCaMU, MUKOMNNa3MOW Unu rpubamm.

5.2 HaHeceHue MccreqyeMoi U KOHTPONBLHOW XMMUYECKOW NPOAYKLUU

5.2.1 Kaxabii pas nepen npoBefeHWeM HOBOW CEpUM UCNBITAHUI cnegyeT NpuroTaBnuBeaTh CBEXUA UC-
XOJHbI pacTBOP MCCNeayemMoro BeLLeCTBa, KOTOPLIA AomKeH BbITe ucnons3oBaH He no3gHee 30 MyH nocne
ero npurotoeneHus. Bo nabexaHue cBaAsbiBaHWMA DENKOB CbIBOPOTKU WCCNeayemble BellecTBa pa3BOAsT B
Kanbuuncogepawem (B koHueHTpauumn 1,0—1,8 mM) pactBope HBSS 6e3 gobaeneHns heHONoBOro Kpac-
Horo. [1o Ha4ana MCnbITaHWA M3ydatoT CNocoBHOCTE UCCMesyeMOoi XMMMYECKOW NPOLYKLMN PacTBOPSTLCH B
HBSS B koHueHTpauuu 250 mr/mn. Ecnu npu Takon KOHUEHTPALUKU XMMUYecKkas npoaykuus obpasyet ycTon-
UMBYIO CYCMEH3WIO UMK 3MYNbCUIO (T. €. pacnpenenseTcs B TOMLLE XUAKOCTU paBHOMEpPHO, Bbe3 ocegaHusa unu
pasfgeneHus Ha OBe unu Gonee dasbl) B TedeHue 30 MuH, ganbHelwee ucnons3oeaHue HBSS B kauecTre
pacTBOPUTENS CYMTaeTcsa AonycTumbiM. Ecnu xumuyveckas npogykumsi NposiersieT cebsa HepacTBOPUMOW B
HBSS npwu ykazaHHOW KOHUEHTpaUWW, cregyeT pacCcMOTPeTb BO3MMKHOCTb MPUMeHeHnss B3ameH metoga FL
MHOro MeToa UCNbITaHWA. Micnonb3oBaTh B Ka4ecTBe pacTBOPUTENS NMerkoe MuHepanbHoe Macrio B criyvyasx,
Korga XMMudeckasl npogykumsi 6eina npuaHaHa HepacTeopuMon B HBSS, cnegyeT ¢ oCTOPOXHOCTEIO BBUAY
OTCYTCTBMS AOCTATOYHOIMO KOMUYECTBA AaHHbIX, KOTOpble No3Bonsnu 6bl 06BLEKTUBHO OLeHUTL paboune xa-
pakTepucTukn Metona FL, peanuayemoro B nogobHLIX yCrnoBusax.

5.2.2 PacTBopbl BCEM XMMUYECKOW NPOaYKUWW ONSA UCMbITAHUA NPUroTaBNWBAOT M3 UCXOLHOMO pPacTBO-
pa nytem gobaBneHua CTepunbHOro KanblUmiicogepxalero (B koHueHTpauum 1,0—1,8 mM) pacteopa HBSS
©e3 heHONOBOro KpacHOro B MATW PasfiMYHbIX KOHLEHTPpaLuMsaX, 3a0aHHbIX Kak OTHOLEeHne Macchbl K 0b6bemy:
1, 25, 100, 250 mr/mn, a TakkKe UCNONb3yHT Hepa3baBrneHHbIN UKW HACLIWEHHLIA pacTeop. [Npy UcnbITaHMAX
TBEPOOW XUMWYECKON NPpOaYKLUMW CnefyeT BKMHOYATh pacTBOP C BbICOKOW KOHUeHTpaumen — 750 mr/mn. Ha-
HOCUTb XUMWMYECKYH MPOOYKLUMID B TAKOW KOHLEHTPALUW Ha KNEeTKM MOXHO C MOMOLLLK NMUNETKW C NPAMbIM
BbiTeCHEeHMeM. Ecnn B AnanasoHe 3Had4eHWi KoHUeHTpaumu ot 25 go 100 mr/mn oTmMedaeTtcs TOKCUYecKoe
nopaxeHwe KNeToK, AanbHenlne UCNbiTaHUsA NOBTOPSAT ABaXAbl C AOMNOMNHUTENbBHON rpagauneit 3HavyeHnia:
1, 25, 50, 75, 100 mr/mn. CoOTBETCTBEHHO, 3Ha4YeHue FL;q BBIYMCNAIOT, UCXOAA U3 OAHHBIX, MOMYYeHHbIX ANA
3TWUX 3HAYEHUIN KOHUEHTPaLUWUK, Npu yCrnoBuw cobnogeHnst yCTaHOBMEHHbIX KpUTEPUEB MPUEMIEMOCTH.

5.2.3 WccnegyeMble BelwecTBa HAaHOCAT Ha KOHMMIO3HTHLIA MOHOCIOW KMNETOK nocrne yaaneHwus nu-
TaTenbHOW cpefbl W ABYKPaTHOro NpoMbiBaHMA 0OpasLoB CTepUnbHBIM, NogorpetbiM (4o 37 °C) kanbumi-
cogepxawum (B KoHueHTpauun 1,0—1,8 mM) pactBopom HBSS bGez gobasneHns heHONOBOMo KpacHoro.
MpenBapuTenbHO membpaHHble (UNBTPbI OMHKHEl ObITh BU3yanbHO NPOBEPEHBI HA HaNM4Yue YyKe CyLlecTBy-
OLWMX NOBPEXOEHWA, KOTOPLIE BNOCNEACTBUM MOrMK Obl ObITb OLUMBOYHO OOBACHEHBI HECOBMECTUMOCTLIO C
nccneagyemMor XMMWYeCKoW npoaykumMen. B kax o cepumn UCnbITaHWA AN KAXO0r0 3Ha4eHUsa KOHLUEeHTpauun
nccnegyemMoro XMMUYEeCKOro BELWEeCTBa, a TakKe ANA KOHTPOMNbHbIX NPo6 MCNONb3yT HE MeHee Tpex napan-
nenbHo obpabaTbiBaembix 06pasuoB kneTok. [ocne akcnosuyuy B TedeHne 1 MUH NpyM KOMHaTHOW TeMnepa-
Type uccrnegyeMoe BellecTBO TLaTenbHO y4ansioT ¢ noBepxHocTu obpasua MeTo4oM acnupauuu, ABaxabl
MPOMbIBAKOT KMETOYHbIA MOHOCIOW CTepunbHbIM, nogorpetoiM (37 °C) kanbuuicogepxawmum (B KOHUEHTpa-
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uum 1,0—1,8 mM) pactBopom HBSS 6e3 nobaeneHwsi @eHONOBOro KpacHoro, a 3aateM cpasy W3MepsitoT npo-
HULaeMocTb doryopecuenHa.

5.2.4 OtpuuatensHeie (OK) n nonoxutencHble (MK) KOHTponesHble Npobbl AOMKHLI NapannensHo Uc-
NMonb30BaTbCH B KaXOOW Cepur UCMbITAHWIA ONS MOATBEPXOEHWA TOT0, YTO LIeNOCTHOCTh MOHOCNOSA (N0 AaH-
HbIM, MOMy4YeHHbIM ¢ noMolbio OK) 1 YyBCTBUTENBHOCTL KMNETOK (MO AAHHBIM, MOMYyYeHHbIM ¢ nomMoLbo 1K)
Haxo4AaTCA B Npegenax yCTaHOBMNEeHHOro No pesynsratam npegblgywmx HabnogeHnin gmanasoHa npueMnemblx
3HadeHun. PekomeHOyeMONn XUMUYECKOW npogykuuen Oons ucnonb3oBaHus B kadecTBe MK sBnsetcsa adup
Brij 35 (CAS Ne 9002-92-0), HaHOCMMbI B kKoHUeHTpauuu 100 mr/mn. Takoe 3Ha4YeHUe KOHLEHTPaUMn SOMKHO
obecneynBaTbk NpoHUL@eMOoCcTb driyopecuenHa npubnuantensHo Ha ypoeHe 30 % (Npuemnemslid guanasoH
20 %—40 %, 4To CBMOETENLCTBYET O NOPaXeHUU CNos KINeTok). XumMudyeckasa npodykuus, npegnaraemas ans
ucnonb3oBaHua B kadectee OK, — kanbuwuiticogepxawmin (B koHueHTpauum 1,0—1,8 mM) pacteop HBSS
6e3 pobaBneHus heHonoBoro KpacHoro (xonoctasi, HeobpaboTaHHas npoba). Kpome TOro, B Kaxayw ceputo
WCMbITAHUA AOMKHA ObiTb BKNHOYEHa oTAenbHasa npoba Ons KOHTPONsS MakcuManbHO BO3MOXHOW MpoHuuae-
mocTun, obecneumnsarlias BeiMMCNEHWe 3HadveHnn FL,g. MakcumanbHylo npoHuLaemocTs onpeaensioT, ue-
nonb3ysi BCTaBKy ©e3 KNeTo4YHoro cros.

5.3 OnpepeneHue NpoHuULaemMocTu riyopecuenHa

5.3.1 Cpaasy nocne yganeHuss UCCrnenyemMoro U KOHTPOMbHOTO BELLECTB HAa MOBEPXHOCTb KaKA0M BCTaB-
kn Millicell-HA nHaHocaTt no 400 mkn pacTtBopa chnyopecuenHa Hatpusa B koHueHTpauun 0,1 mr/mn (0,01 %
(macca/obbem) Ha ocHOBe kanbuuiconepxawero (B koHueHTpauumn 1,0—1,8 MM) pacteopa 6e3 nobasneHus
cheHonoBoro KpacHoro kpacutens, HBSS). OBpaboTaHHbIe KNEeTKM BbiAepKUBAOT B TeveHue 30 MUH rnpu KOM-
HaTHoW TemnepaTtype. 10 OKOHYaHWKU UHKYBUpPOBaHUA ¢ NyopecLeMHOM BCTABKM OCTOPOXHO WM3BMEKAKT U3
NyHOK. BU3yanbHO KOHTPONMUPYIOT Kaxablil MeMOpaHHLIA UNbTP U (DUKCUPYIOT CBEAEHUA O MOLIX NOBpPEX-
OEHUsAX, KOTOpble MOIMM MMETbL MecTo B xoae obpaboTku obpaszuos.

5.3.2 KonuuecTBo dnyopecuenHa, npoweguwero 4epes KNeTo4Hbld MOHOCIIOW M mMaTepuan BCTaBKW,
onpefensoT Mo ero COOePXaHWo B pacTBOpe, OCTalLWeMcs B JTyHKax nocne u3BrnedeHns BCTaBokK. Mamepe-
HWA BLIMOMHAOT C NOMOLLLIO CNeKTpodnyopMMeTpa ¢ BbIOpaHHLIMU 3HAYEHUAMM ONUHLI BOMHBI BO3BYXOeHWA
1 amuccumn 485 n 530 HM COOTBETCTBEHHO. YYBCTBUTENLHOCTL UCMOMNbL3YEMOro CnekTpodnyopuMeTpa cne-
OyeT HACTpOUTb TakuM 0Opa3oM, UTobbl OBUTLCA Kak MOXHO BOMNbLUIEro YACMEHHOIO PACXOXAEHUs Mexay
MaKcuMarnbHbIM (Ha BcTaBke 6e3 cnosi KNneTok) U MMHUMarbHbIM 3Ha4eHnem FL (Ha BcTaBke ¢ KOHMO3HTHBIM
mMoHocnoem, o6pabotanHbiM OK). C y4yeTom pasHsiLMXCS XapakTepucTWK, OOCTYMHbIX OMs WCNOMb30BaHMA
CMekTponyopuMeTPOB, PEKOMEHAYETCH HACTpanmBaTb MX YYBCTBUTEMNbHOCTb, OPUEHTUPYACH HA NonydYeHue
3HaYeHusa UHTeHCcUBHOCTKN chnyopecueHum >4 000 Npy U3MepeHUAX KOHTPOILHOW Mpobbl ¢ MakcUMarnsHON
npoHvuaeMocTbio donyopecuenHa. MakcumaneHoe 3HavyeHue FL He gomkHo npesbiwats 9 999. Makcumane-
Haf WHTEHCWMBHOCTbL (pnyopecLeHLUU Npu NpocavyvMBaHumn ryopecLenHa OOMMKHA Haxo4uTbCs B Npefenax
NIMHEMHOrO Anana3oHa 3MEepEeHUs UCMOoNb3yeMOoro cnekTpodgnyopumerpa.

5.4 UHTepnpeTauma pe3ynLTaToB U MOoAeNb NOCTPOEHUS NMPOrHO30B

5.4.1 BennuuHa FL aBnsieTca npornopunoHanbHOW CTeneHM XUMWYECKOro MopaXeHUs MITOTHbIX MeX-
KMETOUYHbIX coeguHeHu. 3HadyeHne FL B npoleHTax AN Kax4oW KOHLUEeHTpauMM uccrnegyeMon XMMuUYeckon
NPOAYKUUMK BbIMUCASIOT, MCXOAS U3 3Ha4YeHW FL, nonyveHHbIX ANa Uccregyemoro BellecTsa, M 3HadeHun FL,
nonyyeHHeix ansa OK (3Ha4eHWn OnA KOHMO3HTHOIO MOHOCNOSA KneTok nocrne ero obpabotkn OK), 1 koH-
TPONbHOW NPoBbl C MakCMManbHO BO3MOXHOM MPOHMLAEMOCTb (3HadyeHun konudectea FL, npoxopsawero
4Yepes BCTaBKy be3 cros KIeTok).

CpenHee 3Ha4YeHWE WUHTEHCUBHOCTW (IYOPECLEHUMU MPU MaKCMMaNbHOW BO3MOXHOW NpoHuMLae-
MOCTK = X.

CpefiHee 3HauYeHWe UHTeHCUBHOCTY chriyopecueHuumn npu 0 %-HoM ypoBHe npoHuLaemoctu (OK) = y.

CpegHee 3HadveHue npu 100 %-HOM ypOBHE MPOHULAEMOCTW MOMy4aroT MyTEM BbIYMTaHWUA CPEOHEro
3Ha4veHusa npu 0 %-HOM ypOBHE MPOHWLLAEMOCTM U3 CPEOHEro 3Ha4YeHNsl NpY MakcumarnbHO BO3MOXHOW Mpo-
HULAeMOCTH, T. e.

X—y=2z (1)
5.4.2 3Ha4yeHWe NPOHMLAEeMOCTMN 1A KaX[oW (PUKCMPOBaAHHOW 4036l MONYyYaoT NyTeM BblMMTaHWUS 3HA-
ueHus npu 0 %-HOM YpOBHE NPOHULAEMOCTU U3 CPEOHEro 3Ha4YeHUA MHTEHCUBHOCTU (oryopecLeHLnn, nony-

YeHHOro AN Tpex napannensHo UccrneaoBaHHbIX 06pasuos (M), U AeneHus pesynsTaTta Ha 3HadyeHue MHTEeH-
cmBHocTh npu 100 %-HOM YpPOBHE NMPOHULLAEMOCTH, T. €.
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% FL = [(m — y)iz] x 100 %, (2)

roe m— cpegHee 3HayeHWe WHTEHCUMBHOCTW (hriyopecLeHLUM Tpex pesynbTaToB M3MEepeHWUi Npu COOTBET-
CTBYHLLEN KOHUEHTpaunu;
% FL — npoueHTHaa gona gryopecuenHa, NpoLeaLlero Yepes Crow KeTok.
5.4.3 [na BblYUCAEHUA 3HAYEHUS KOHUEHTpaUMU XUMUYECKOW MPOAYKLMW, NMpuU KOTOPOW MpoHWLae-
MoOCTb chnyopecuenHa coctaenseT 20 %, ncnonbaytoT crneayLLy dopmyny:

FLp=[(A-B)(C—-B)] x (M- Mg) + Mp, (3)

roe D — % wHrubupoeaHus;
A — % nopaxeHus (20 %-Has npoHMLaemMocTb hyopecLenHa);
B — % npoHulaemocTun cnyopecuenHa <A;
C — % npoHuuaemMocTu hnyopeclenHa >A;
M, — xoHueHTpauus ans C, mr/mn;
Mg — koHueHTpauusa gns B, Mr/Mn.
5.4.4 Toporosoe 3HaueHne FL,, Ana NporHo3upoBaHUs CNOCOBHOCTU XMMUYECKOW MPOAYKLMUM Bbi3bl-
BaTb pasbegaHue/cepbe3Hoe pasgpaxeHue rnas npueedeHo B Tabnuue:

FL,g (mr/mn) | CIc OOH C&L | EU CLP C&L | U.S.EPACS&L

<100 | Knacc onacHoctr 1 | Knacc onacHocTu 1 | Knacc onacHocTu |

C&L — knaccudukaums 1 MapKMpOBKa.

5.4.5 Metop FL pekomeHayeTcs TonbKo ANS WMAEHTUMKAUWM BOLOPACTBOPUMLIX BeLLeCTB, cnocob-
HbIX Bbi3blBaTb pasbedaHne U cepbe3Hoe pasgpaxeHune rmas (knacc onacHoctn 1 cornacHo CI'C OOH, knacc
onacHocTh 1 cornacHo EU CLP, knacc onacHoctu | cormacHo U. S. EPA 1) (cm. BeegeHue 1 3.3).

5.4.6 BopgopacTBopuMMas XuMmu4eckasa npoaykuumsa (Bewecrtsa u cmecwu) [4], [7], [8] noeHTudmumnpyetcs
Kak cnocobHas BbI3bIBaTb Cepbe3HOoe NoBpexaeHue rnas (knacc onacHoctu 1 cornmacHo CI'C OOH, EU CLP)
Unu pasbefaHne U cepbe3Hoe pasgpaKeHue rnas (knacc onacHoctu | cornacHo U. S. EPA) npu nonyuyeH-
HOM 3HaueHun FL,q < 100 mr/mn.

5.5 Kputepun npnemnemocTtu pe3ynbLraTtos

5.5.1 CpegHee 3Ha4eHue Npu MakcUmarbHOW NPOHMUAeMoCcTy oryopecuenHa (x) JOMKHO COCTaBnaTb
Bonee 4 000 (cm. 5.3.2), cpegHee 3HaveHne npu 0 %-Hol npoHuLaemocTy (y) He JOomKHO npeBbiwaTe 300, a
cpegHee 3HaveHue npu 100 %-HoW NpoHWLaeMOoCTH (Z) AOMKHO HaxoAWTbes B AvanasoHe ot 3 700 go 6 000.

5.5.2 PeaynbraTbl UCMbITAHUA CHATAIOT JOCTOBEPHLIMU, ecnu Bo3aencteume NK npuBoguT K nopaxeHuto
cnos knetok B npegenax ot 20 % po 40 % (nokasaTens npoHuuaemoct (%) donyopecuenHa).

6 [JaHHble 1 oT4YeThbl 00 UCNBITAHUAX

6.1 JaHHbIe

Onsa kaxgoin cepyuv UcnbiTaHWin HeoBxoauMble faHHble (HanpruMep, 3Ha4YeHUsl MHTEHCUBHOCTHU chriyopec-
LEeHLUMHK, a TaKxKe BblYUCTIEHHBIE NPOLEHTHbIE 3HaYeHus FL ANns Kaxaoro Mccnegyemoro BellecTea U CBeeHus
0 ero Krnaccudukaumm) cnegyet ykasbiBaTb ANs OTAEMNbLHO B3ATbIX, NapannensHo obpabaTbiBaeMbix NYHOK,
npefcTasnsas ux B TabnuyHoi choopme. B 0TYeT Takke OOMKHLI BKIIOYATLCS CpeaHue 3Ha4YeHuns £ cTaHgapTHoe
OTKMOHEeHWe 15 pea3ynsTaTtoB 3MepeHuid, Mony4eHHbIX A8 COOTBETCTBYIOLWMX napannensHo obpabaTtbiBae-
MbIX JTYHOK B KaXO0W CEpPUM UCTIBITaHWIA.

6.2 OT4yeT 00 UCNbLITAHUAX

OTuet 06 UCnbITAHWAX JOMKEH BKINKOYATL B cebs cneayrolyo MHhopMaLmio:

Wcenegyemble U KOHTPONbHbIE BELLECTBA:

- XMMWYeckoe HauMmeHoBaHWe (HaumMeHOBaHWUs) CornacHo ucrnomnb3yemomy PedepaTuBHoi cny»x6ow no
xumumn (Chemical Abstracts Service — CAS), 3a KOTOpbIM NEPEYUCASOTCA ero Apyrme HauMeHOBaHMWA, ecnu
TaKOBble U3BECTHbI;
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- perucTpaumnoHHblin Homep CAS, ecnn U3BecTeH;

- BCE OOCTYMHbIE CBEAEHWA O CTEMNEeHW YUMCTOThbl M COCTaBe BellecTBa WNK cMecu (B MpoueHTax no
mMacce);

- CBeJeHUs 0 (PU3NKO-XUMUYECKUX XapaKTepUCTUKax (Hanpumep, arperatHoe COCTOSIHWE, NeTy4YecThb,
nokaszartens pH, cTabuneHOCTL, PACTBOPUMOCTE B BOAE, KIACC XMMUYECKUX BELLECTB), BaXHbLIX ANSA Lenein
MCCNenoBaHus;

- cnocob 06paboTkn nccrnenyeMoro/KoOHTPONLHOMO BELLEeCTBa Nnepes HavyanomMm UCMNbITaHuiA, ecnun Takas
obpaboTka npoBogMnack (Hanpyumep, NOAOrpeB, U3MenbYeHne);

- YCNOBWS XpaHEHUS.

O6ocHoBaHWe BoIbOpa MeToga uccrnegoBaHWin U UCNONb30BAHHOMO NPOTOKONA:

- XXenaTernbHOo NPUBECTU pa3bsACHEHMA B YacTW 06nacTu NnpuMeHeHUsa MeToda, a TakkKe YCNOoBWiA, orpa-
HUYMBAKLMX €70 NPUMEHEHME.

YcrnoBus UcnbiTaHWN:

- OMUCaHWEe NCMNOMNb30BAHHON KMNETOMHOW CUCTEMbl BMECTE C cepTUdMKaToM, NOATBepKAaoWwmMM noa-
TNUHHOCTL, W AAaHHLIMW B OTHOLLEHWUK KOHTaMWHALWW KNETOYHOW NMMHUUA MUKOMNNasmMamu;

- nogpobHoe onucaHne NpUMMeHAeMon METOANKA UCTLITAHWIA;

- Ucnonb3oBaHHoe(ble) 3HaYEHUE(A) KOHLIEHTpaL MK UCCNeqyeMoro BELLEeCTRa;

- NPOAOIMKUTENBHOCTb SKCMO3ULMWM UCCIEAYEMOro BEeLEeCTBa;

- MPOJOIHKUTENBHOCTL MHKYBMpPOBaHMA C hriyopecLenHom;

- onucaHue NbbIX U3MEHEHWUA, BHECEHHLIX B METOOWKY UCMbITAHWIA;

- OnUCcCaHue NPUMEHSABLLUUXCHA KPUTEPUEB OLIEHKM;

- CCbIMKW Ha OaHHble NPOLNbIX HADMWAEHWA 32 XapakTepucTMKamMu KNeToYHOW mogenu (Hanpumep,
pezyneratel ansa OK u MK, aTanoHHbIX BELLECTB, eCNU UMEHTCA);

- MHdopMaLUna 0 NoATBEPXKIeHUW nabopaTopuen cBoel TEXHUYECKON KOMMNETEHTHOCTU.

PeayneTatbi:

- NpefcTaBneHne OaHHbIX B TabnuyHowm hopmMe AN oTAeNbHLIX UCCeayeMblX BELLECTB U KOHTPOMbHbIX
npob Ans KaXaoW CepuUM UCMBITAHUIA U KaxOoro napanienbHO BbLIMOMHSAEMOro naMepeHus (BKouYas Heno-
CPEACTBEHHbIE pe3ynkTaThl, CpeAHUEe 3HAYEeHUSA U 3HAYEeHUSA CTaHOAPTHOMO OTKIIOHEHUS);

- peaynkTaThl Knaccugukauum B OOHOW MMM HECKOIbKMX CUCTEMAaX CO CChIMKOW Ha MpUMEHSIBLUYHOCS
MOZENb NOCTPOEHUA MPOTrHO30B W/UMN KPUTEPUN NPUHATUA PeLLEHWUN;

- OnUcaHWe NPoYnX ABMEeHUA, HabroaaBLLIMXCA B X04e UCMNbITAHWUA,

AHanusa pesynsTaToB:

- XXenaTernbHO MPUBECTU Pa3bSICHEHWS B 4acTW MOMy4YeHWs Pe3ynbTaToB, He MO3BOMAWLMX cOoenatb
0QHO3HA4YHOEe 3aKl4eHne (CM. FLyg > 100 Mr/mn B 5.4.4), n npoBeneHus fansHeNnWnX UCNbITaHUA.

BriBoabl.
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MpunoxeHune A
(obsAzaTensHoe)

Cxema BbipawmeaHusa knetok MDCK Ha nopucToil MeMmBpaHHOW BCTaBKe
ANA NnpoBefAeHUA UccnenoBaHui no Metoay FL

KoHdnoaHTHEIA cnoi kneTok MDCK BhipallMBaoT Ha NonynpoHuLaemMbIx NopucTeiX MemBpaHax BcTaeok. [pegHa-
3Ha4eHHble Ons 3TOro BCTaBKKM pasMeLLatoT B MyHKax 24-nyHOYHOro nnaHLweTa.

Bcraska ——p

Cpega anvkaneHoi kamepbl

Cpona 5a3ankHoil Kamepbl —j—

memBpaHa

‘\!\III ITITT I Tke——1— Mwponopucras

KneTouHbIA MOHOCNOR

4— SnuTenvankHbie KOHTaKTbi OCTAITCA
HenpoHULaeMbIMK ANs nyopecLenHa

Wnnioctpauma Baara ua Wilkinson, P.J. (2006), Development of an in vitro model to investigate repeat ocular
exposure, Ph.D. Thesis, University of Nottingham, UK (PazpaboTka Mogenu ansa nccrnegoBaHusA NMOBTOPAOLWMXCS BO3Oen-
CTBWIA Ha rMasHble TKaHW B YCINOBUAX in vitro).
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MpunoxeHune B
(o6azaTtensHoe)

XumMuyeckas NpoAyKUUA ANA NPpoBepKU KBanudpuKauum npu npoeegeHun
uccnegoBaHun no metoay FL

[Jo Toro Kak NpUCTyNUTE K perynapHoMy NpUMEHEHWI0 MeToAa B COOTBETCTBUM C HACTOALMM CTaHdapToMm, nabo-
paTopuv OOMKHbLI MOATBEPAUTL CBOK TEXHWHYECKYID KOMMETEHTHOCTh, MPaBUMbHO KnaccuduumpoBas 8 XMMUYECKUX Be-
LecTB, Nepe4vumcrenHbix B Tabnvue 1. [laHHblie xumnyeckne BellecTea bbinv BoibpaHbl Takm 0bpasom, 4Tobbl OHW Npea-
CTaBNANM BECb CMEKTP CTeneHei onacHOCTW BbI3biBaTb MoKanbHoOe pasgpaxeHve/pasbefaHune rnas, onpegensembix Ha
OCHOBE pe3ynbsTaToB UCMbITaHWiA in vivo Ha rnasy kponuka [6] (knacc onacHocTy 1, nogknacc onacHocTu 2A, 2B unu knacc
OnacHOCTKU OTCYTCTBYET B cooTBeTcTBUM ¢ Tpeboanuammn CI'C OOH w EU CLP) [1], [2], [6]. Tem He meHee ¢ y4eTOM LEenen
Banugauun Metoaa FL (a vMeHHO ToneKo Ans onpefaeneHys NpoayKUMW, Bel3blBalOWEN pasbegaHue/cepoesHoe pasapa-
KEeHWe rnas) TonbKo ABa 3aKModeHns Ans knaccudukauum (Mccnegyemas XuMuyeckas npoaykums crnocobHa Bel3biBaTh
pa3befaHve/cepbe3Hoe pasgpaxeHue rmas unv uccnegyemasi XMMu4eckas nNpogykuust He cnocobHa Bbi3biBaTe pasbe-
AaHue/cepbe3Hoe pasfpaxeHve rnas) MoryT UCMoNnb3oBaTbest ANs NoOATBepXAeHus Keanudukaumu. [JononHuTensHbIMK
KpUTEpUaMU, KOTOpPbIE YYUTEIBANUCE NpK BIDOpE, ABNAIOTCA SOCTYNHOCTE COOTBETCTBYIOLLEN XMMUYECKOW NPOAYKLMA ANS
KOMMep4ecKoro npuobpeTeHns, a TakKe Hanvyve AN Hee Kak 4OCTOBEPHbIX CMPaBOYHLIX AaHHbIX, MOMYYEHHBIX in Vivo,
Tak ¥ AOCTOBEPHbLIX AaHHbIX, NOMYYEHHbIX in Vitro, ¢ npumeHeHnem metona FL. B 3101 cBA3WM nepeyeHb XMMNYECKoW npo-
AYKUMW ANA NPoBEepKY KBanndmkaumm 6bin chopMmpoBaH Ha 0CHOBE AaHHbix CnpaBoyHoro 0630pHOro 4oKyMeHTa no npu-
MeHeHWIo MeToda onpefeneHus NpoHNLaemMocT hnyopecuenHa B Ka4ecTBe ansTepHaTUBHOIO MeToAa Npw NpoBedeHu
UCMbITaHWKW Ha pasgpaxeHue rmas [8], KoTopbli BbiN UCNOMNB30BaH B XO[e PeTPOCneKTUBHOW Banuaaumm metogda FL.

Tabnuua B.1 — lMNepeyeHb pekoMeHOYEMOW XMMWYECKOW NMpoayKUWK ONA NPOBEepPKM TEXHWYECKOW KOMMETeHTHOCTH
npw uccnegosaHum no Mmetoay FL

Pesynerar
naccudumka Pesynerar knaccudmka
Xumuyeckoe Homep Knacc xumuyeckux ArperatHoe . MHREL BTN MTECEHEpIR Hun
BELUECTBO CAS sewecte’) cocTosHue b 2 1Ll NG MTOraMiMCCIIoRORaHM
nccnenoBaHuii in vitro®)
in vivo?
BensankoHus 8001-54-5 | OHMeBble coeguHe- Kuokoe Knacc BellectBo, Bbi3blBaK-
xnopug (5 %) HUSA onacHocTh 1 lee pasbedaHue/cepb-
€3HOoEe pazfpaxeHue
MpomeTazunHa 58-33-3 AMWHBI,  aMUOUHBI, Teepgoe Knacc BelwlectBo, Bbl3biBaO-
TMOPOXIIOpUL reTepo-UMKnMyeckKune onacHocTK 1 Wwee pasbefaHue/cepb-
coeauHeHusi, opra- €3HOE pazfpaxeHue
HUYECKME CcOoeduHe-
HWUS cepbl
Hatpua rmgpok- | 1310-73-2 | Wenoun Kuokoe Knacc BewectBo, Bbi3biBaO-
cng (10 %) onacHocTy 1 lee pasbegaHue/cepb-
€3HOE pazfpaxeHue
Hatpus naypun- | 151-21-3 | KapboHoBkle kucro- unokoe Knacc BellecTBo, BbI3blBak-
cynbdat (15 %) Thl (Conw) onacHocTk 1 lWee pasbedaHve/cepb-
€3HOoe pasfpaxeHue
4-kapbokcu-beH- | 619-66-9 | KapboHoBblie kucno- Teepnoe BellecTtBo, He BbI3bl-
3anbgerng Thl, anbaernabi Mogknacc Bawlee pasvenaHus/
ONacHoCTK CEpbE3HOro  paszapaxe-
2(A) HWUs rnas
AMMOHKNA H1UTpaT | 6484-52-2 | HeopraHuyeckue Teepaoe MNogknacc BewectBo, He BbI3bl-
conu onacHocTH Balolee pasbenaHus/
2(A) Cepbe3HOro pasapae-
HMA rna3
3TUn-2-meTun- 609-14-3 | KeToHbl, achupsbl Kuokoe Moaknacc BeuwectBo, He Bbi3bl-
aueToauerar ONacHoCTH Bawllee pasbenaHus/
2(B) CEpbEe3HOro  pasapaxe-
HWA a3
12
PaspaboTka anekTpoHHOW Bepcun - nopTan GostExpert.ru 18/ 24

Crpanuua nokymeHTa - https://GostExpert.ru/gost/gost-34853-2022



https://gostexpert.ru?utm_source=pdf&utm_medium=67814
https://gostexpert.ru/gost/gost-34853-2022?utm_source=pdf&utm_medium=67814&utm_term=page

OkoHyaHue mabnuus B.1

FOCT 34853—202

2

Peaynerar
Knaccudpmkauun | Peaynerat knaccudukaumm
Xumunyeckoe Homep Knacc xumnyeckmx ArperatHoe it m?oramu ot ){woram ——— q())BaHLL‘aﬁ
BELLeCTBO CAS sewects!) COCTOsHME . o 3)”
nccnegoBaHuii in vitro
in vivo?)
MmuuepuH 56-81-5 Cnuptel Kuakoe Knacc BeuwiectBo, He Bbi3bl-
onacHoCTH Bawllee paszbenaHus/
OTCYTCTBYET CEpbE3HOro  pasapaxe-

HWA rmas3

Cokpawenus: CAS — PedepatueHasa cnyxba no xumum (Chemical Abstracts Service).

1) Knacc npuceoeH KaxaoMy MccnenyeMomMy XMMUYECKOMY BELLECTBY Ha OCHOBE CTaHOAPTHOW cxembl knaccudu-
KauuWu, KOTopas peanv3oBaHa B CMCTeMe Kraccudukaumm HaumoHansHown meguumHcekon drubnuotekn CLUA, npuHATOM
ans MeauuMHCKUX npegMeTHbIX 3aronoBkoe (Medicine Medical Subject Headings — MeSH) (goctynHa no agpecy:
http//www.nlm.nih.gov/mesh).

2) Ha ocHOBe pesynsTaToB UCMLITAHWIA Ha rmaay Kponuka in vivo [6], [2], [18] ¢ yueTom CIC OOH u EU CLP [1].

3) Ha ocHoBe pesyrkTaToB, NONYy4YeHHbIX C NpUMeHeHrem MeToda FL (npotokon INVITTOX Ne 71).
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Mpunoxenune OA
(cnpaBo4Hoe)

ConocTtaBneHue CTPYKTYpPbl HacToAWero craHgapTa co Cprt(TypOl:‘l
MeXayHapoaHOoro oOKyMeHTa

Tabnuua [JA.1

CTpykTypa HacTosLLero craHaapra CTpyKTYpa MeXayHapoAHOro AoKYMeHTa
Paspenbi Moapazgens! Mepeuncnenuns Pasgensbl Mepevncnenuns

BeepeHue 1—4 —

1 — — 5,6 —
2 — — 7 —
2.1 — MpunoxeHue 2 —

2.2 — Mpunoxenne 2 —

23 — MpunoxeHne 2 —

2.4 — Mpunoxenune 2 —

2.5 — MpunoxeHne 2 —

26 - MpunoxeHue 2 —

2.7 — MpunoxeHue 2 —

2.8 — MpunoxeHue 2 —

2.9 — MpunoxeHue 2 —

2.10 — MpunoxeHne 2 —

241 — MpunoxeHue 2 —

212 — MpunoxeHwne 2 —

213 — MpunoxeHune 2 —

2.14 — Mpunoxenne 2 —

2415 o MpunoxeHne 2 -

2.16 — MpunoxeHue 2 —

24T — MpunoxeHne 2 —

2.18 — MpunoxeHue 2 —

2.19 — MpunoxeHne 2 —

2.20 - MpunoxeHne 2 —

2.21 — Mpunoxenune 2 —

222 — Mpunoxenne 2 —

2.23 - MpunoxeHwne 2 —

2.24 — MpunoxeHne 2 —

2:25 - MpunoxeHue 2 —

2.26 — MpunoxeHue 2 —

2.27 — MpunoxeHue 2 —

2.28 — MpunoxeHue 2 —
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CTpyKTypa HacTosILWero crasaapTa

CTpyKTypa MexayHapoaHoro AoKyMeHTa

Pazgensi Moppazgensl MepedncneHuna Pazgensl MepeuncneHuns

2 2.29 — Mpunoxenue 2 —
2.30 — MpunoxeHue 2 —

2.31 — MpunoxeHue 2 —

2.32 — Mpunoxexue 2 —

253 — MpunoxeHune 2 —

2.34 — MpunoxeHue 2 —

2.35 — [MpunoxeHune 2 —

2.36 — Mpunoxexue 2 —

3 3.1 — 8 —
3.2 — 9 —

3.3 — 10 —

34 — 11 —

3.5 — 12 —

3.6 — 13 —

3.7 — 14 —_

3.8 — 15 —

3.9 — 16 —

4 4.1 — 17 —
4.2 — 18 —_

43 — 19 —

44 — 20 —_

5 511 — 21 —
Bi1.2 — 22 —

513 — 23 —

514 —_ 24 —

515 — 25 —

521 — 26 —

522 — 27 —

523 — 28 —

524 — 29 —

5.3 — 30 —

532 - 31 —

541 — 32 —

542 — 33 —

https://GostExpert.ru/gost/gost-34853-2022
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OkoHYaHue mabnuusr JA.1

CTpykTypa HacTosILLero craHgapTa

CTpyKTypa MeXayHapoaHOro AoKyMeHTa

Pazpnensbi Moapasgensl MepeuncneHuns Pazgensbl Mepevncnenns
5 543 —_ 34 —
54.4 — 35 _
5.4.5 — 36 —
5.4.6 — 37 —
5.5:1 — 38 —
55.2 — 39 —
6 6.1 — 40 —
6.2 — 41 —
Mpunoxexue A — Mpunoxenne 1 —
[MpunoxeHne B — MpunoxeHne 3 —
Bubnuorpadpms Nurtepatypa
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