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FOCT 34726—2021

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
OOKYMEHTa, yKasaHHOro B MyHKTE 5

2 BHECEH locynapcTBeHHBIM KOMWTETOM MO cTaHaapTu3auunn Pecnybnuku Benapych

3 NMPUHAT MexrocyoapcTBeHHLIM COBETOM MO CTaHAapTu3auuum, MeTponorum u cepTudurkaumm
(npotokon ot 30 anpens 2021 r. Ne 139-M)

3a NMPUHATKE NporosiocoBanu:

Kpaﬂ(oe HanmMeHoBaHWe CTpaHbl Kopg, CTpaHbl CoxpameHHoe HanMeHOBaHWe HaUWOHaNbLHOro opraHa
no MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 no craHgapTuaayum
Benapycb BY lNoccrangapt Pecnybnuku Benapycb
Kvpruans KG KblpreiactaHgapt
Poccus RU PocctaHpgapTt
TamkmkmucTaH TJ TagxukcTangapt
YabekucTaH uz YacTtangapt

4 Mpukasom PenepansbHOro areHTCTBa NO TEXHUHYECKOMY PerynmpoBaHui 1 metponoruu ot 16 Hosbps
2023 . Ne 1412-ct mexrocygapctBeHHbln ctaHaapt FOCT 34726—2021 BeefeH B OEWCTBME B KadecTBe
HauWoHanbHoro ctaHaapTta Poccuiickoin ®epepaunm ¢ 1 masa 2024 r.

5 Hactoawmwmin ctaHgapT aBngercs MoauULMPOBaHHbLIM MO OTHOLUEHWIO K MeXAYHapoAHOMY OOKYMEH-
Ty OECD 491:2020 «PykoBOACTBO MO TECTUPOBAHUIO XMMWUYECKON Npogykuun. MeTon nccnegoBanui in vitro c
NPUMEHEHWEM KPATKOBPEMEHHOM 3KCMO3WLWKN AN onpefeneHus: 1) XMMWYeckon NpoayKLMK, Bbi3biBaOLWEN
Cepbe3HOe NOBPEXAEHWE Ma3, U 2) XMMWUYECKO NpodyKuuK, He TpebyroLlen knaccudurkaumMm Kak Bbl3blBa-
lOLLer pasgpaxkeHne unu cepbesHoe noeBpexaeHue rmas» («OECD Guidelines for the testing of chemicals.
Short Time Exposure In Vitro Test Method for Identifying i) Chemicals Inducing Serious Eye Damage and ii)
Chemicals Not Requiring Classification for Eye Irritation or Serious Eye Damage», MOD) nyTem M3amMeHeHus
ero CTPYKTYpbl AN5 NpUBEAEHUs B COOTBETCTBME C NpaBunamu, yctaHoeneHHeimu B TOCT 1.5 (nogpasge-
nei 4.2 1 4.3).

ConocTtaBneHve CTPYKTYypbl HACTOSILLEro cTaHgapTa CO CTPYKTYPOW MPUMEHEHHOTO MeXAyHapOoLHOro
AOKYMEHTa NpUBEAEHO B OONOMHUTENBHOM NpunoxeHun JA.

HavmeHoBaHWe HacTosILEero ctaHAapTa M3MEHEeHO OTHOCUTENbHO HavMEHOBAaHWA YKasaHHOrO MeXay-
HapogHOro AOKYMEeHTa 4N YBA3KM C HAUMEHOBaHUAMU, NPUHATLIMU B CYLLECTBYHOLLEM KOMMMEKCE MEXrocy-
[apCTBEHHbIX CTaHOapTOB.

MexxayHapoaHblld JOKYMeHT paspaboTaH MexayHapodHoi OpraHusaumMeit SKOHOMUYECKOrO COTPYAHM-
yecTtea v pa3sutua OECD (Organisation for Economic Cooperation and Development)

6 BBEOEH BIMEPBbIE
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rOCT 34726—2021

HHgpopmayus o eeedeHuu 8 delicmsue (npekpauwjeHuu delcmeus) Hacmosaweao cmaHdapma u uame-
HeHUl K HeMy Ha meppumopuu yKkasaHHbix ebiuie 2ocydapcme nybnukyemcs e ykasamensx HauuoHambHbIX
cmaHdapmos, uzdasaemsix 8 amux 2ocydapcmeax, a makxe 6 cemu MiHmepHem Ha calimax coomeemcmesy-
OWUX HaUuUOHaIbHbIX 0p2aHoe Mo cmaHdapmu3ayuul.

B crniyyae nepecMompa, U3MEHEHUS UnU OmMMEHbI Hacmosiuje2o cmaHdapma coomeemcmeyroLyas
uHpopmayus 6ydem onybrnukosaHa Ha ohuyuanbsHoM uHmepHem-catme MexeaocydapcmeeHHo20 cogema
rno cmarndapmu3ayuu, Memponoauu u cepmudghukayuu e kamanoze «MexaocydapcmeeHHbie crmaHdapmabi»

©® Odopmnenune. ®IBY «AHCTUTYT cTaHgapTuaauumn», 2023

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

i
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rOCT 34726—2021

BeegeHue

1 Metog kpaTtkoBpemeHHol akcnosuunm (Short Time Exposure — STE) — 970 MeTon MccnegoBaHWiA
in vitro, KOTOPLIN NP ONpPeAeneHHbIX YCIOBUAX U C ONpefeneHHbIMU OrpaHUYeHUsIMU MOXET DbITb NPUMEHEH
Ans Knaccudukaunm XMMUYECKON NPOAYKL MK (HMCThIX BELLECTB U CMecei), cnocobHOM Bbi3bliBAThL CEPbE3HOEe
NOBpEXAEHWE IMazs, a Takke He TpebytoLlen Knaccudukaun onacHOCTU KaK Bbl3bIBaKLLEA pazgpaxeHue unm
cepbe3Hoe NoBpeXJeHWe rna3 v ee MapkMpoBky B pamkax CornacoBaHHOW Ha rmobanbHOM YPOBHE CUCTEMbI
KnaccuukaLmm 1 MapkMpoBkKn xumudeckoin npogykuum (CIr'C) Opranmsauumn ObveguHeHHbix Hauywni [1].

2 Ha npoTsKeHWn MHOTMX NeT OLeHKa NoTeHUWanbHOW OMacHOCTU XMMWYECKOW MpoAyKUMW MpoBOAU-
nack rMaeHbIM 06pa3omM No pesyneTataM UCMbITaHWi in vivo, NPOBOAWMEBIX Ha rma3sy kponwuka [8]. Obwenpu-
3HaHo, 4To B 00603pMMOoM Oyayuiem He criegyeT OXWAaTb NOSBAEHWS OAHOro-e4WHCTBEHHOIO anbTepHaTuB-
HOro meToda in vitro, KOTopbIA BGbl MOr MOMHOCTLI 3aMeHUTb METOA WUCMbITAHWIA in vifro Ha rma3y Kpomnuka,
NO3BOMALIUA NPOrHO3MPOBaThL BECh ANANA30H CEePbe3HOro NoBpexaeHus/pasapaxeHns ras, Bbi3biBaeMoro
XUMUYECKON NPOOYKLUMEN pa3NNYHLIX KNAcCOB. TeM He MEHEE BLIBEPEHHOE COYETAHUE HECKOMbKUX ankTepHa-
TUBHBIX METOLOB WCMbITAHWIA, peanu3yeMoe B paMkax equHon (MHOFOYpOBHEBOW) CTpaTerun UccneaoBaHus,
BMOITHE MOXET 0Ka3aTbCA CNOCOBHBIM NOMHOCTLIO 3aMeHUTb cOBOM MeToa UCMbLITAaHWIA Ha rmady Kponuka [2].
lMpeononaraercs, YTO NPUMEHEHNE HUCXOOSALLEro Noaxoaa yMecTHO ANA Crny4Yaes, KOorda U3 yKe MMeLLEencs
MHopMaLMK XUMUYecKas NpoayKLWs, NPpeanonoXUTENLHO, [OMKHa 0bnafaTh BLICOKOM pasapaxarLLei crno-
COBHOCTLIO UMK BbI3bIBATb CEPbE3HbIE NOBPEeXaeHWs rna3. BocxoaauwmMin nogxod, HanpoTyB, onpaBaaH B CUTY-
aumsix, Koraa cnocobHOCTL 3TOM XMMWYECKOW NPOAYKL UK Bbi3biBaTh pasgpa)KeHune rnas cornacHo MMerLencs
MHOpMaLMM B HeQOCTAaTOYHOM CTEMNeHW Bblpa)KeHa AN NPUCBOEHUS el KOHKPEeTHOro Kracca OonacHOCTWU.
Mpw Tom yto MeTon STE He cnepyeT paccMaTpuBaTh B KA4YECTBE MOMHOW 3aMeHbl TECTa Ha rmasy Kponuka, oH
MOXeT OblTb MpMrodeH Ans NpUMMeHeHUsa B paMKax MHOTOYPOBHEBOW CcTpaTerMn uccnegoBaHvsi, OCHOBaHHON
Ha HUCXoAsALleM/BoCXogAaLWEeM Noaxoae, B uenax oduumnanbHON knaccudukaunun 1 MapKMpoBKM XMMUHECKOR
nNpogyKuun Ansi onpegeneHns 6e3 HeobxoguMOCTW MpoBeAeHUs OanbHenwWwnx uccnegoBaHnii: (1) xmmmnde-
CKOW MpOAyKUuK, Bbi3bIBAKLLEN Cepbe3HOe MoBpexaeHue rnas (knacc onacHoctu 1 cornacHo CIC OOH),
M (2) XMMU4eCKON NpoayKuuKu (MCKNKYas BCHO TBEPAYH NMPOAYKUMIO, KpOMe cypdhaKkTaHToB), He TpebytoLlen
Knaccuukalnm Kak Bbi3bIBAKOLWEN pa3fpaXeHWe UM Cepbe3HOe NoBpeXaeHue rmas (knacc onacHoCTW co-
rnacHo CI'C OOH otcytcTryeT) [1], [2]. B TO e BpeMs xuMMUyeckas NpoayKLKs, ANs KOTOPOW Npu NMpUMeHeHUn
meToaa STE He npeacTaBnseTcsl BO3MOXHbIM CNPOrHO3MPOBaTh €€ NPUHALNEXHOCTh MMO0 K NPoayKLMK, Bbl-
3bIBAKOLLEN Cepbe3Hoe NoBpexaeHue rmas (knacc onacHoctu 1 cornacHo CI'C OOH), nubo k npoaykuuu, Ans
koTopon knacc onacHoctu cornacHo CI'C OOH oTcyTCTBRYET (He Bbi3biBaLWEN HU CEPbEe3HOr0 NOBPEXOEHNS,
HW pasgpaxeHusa rnas), NoAnexuT o0ba3aTenbHbIM AanbHENW M NCCNe0BaHWAM C LeNb OKOHYaTENBHON U
0JHO3HA4YHON Knaccudmkauunm.

Kpome Toro, npumeHeHne metoga STE B COOTBETCTBMK C BOCXOOALLMM NOOXOA0M B pamKax cxem Knac-
cupmkaumm, otnudHeix ot CIMC OOH, gomkHo ObiTb COrMacoBaHO C COOTBETCTBYHLWMMKA PErynupyoLwnmm
opraHamu. Belbop Hanbonee nogxoasllero MeToga UCnbITaHWiA, a TaKkke peanusauns NonoxeHun MetToga Ha-
CTOSILLEro cTaH4apTa LOIMKHbI OCYLLEeCTBAATHCS C y4eToM TpeboBaHuin PyKOBOASLLErO AOKYMEHTA MO MHTErpu-
pPOBaHHbLIM NOAX0AAM K UCCINEA0BAHUAM W OLEHKE CEPLE3HOIO NOBPEXAEHUS IMa3 u pasgpaxeHus rmas [14].
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Monpaeka k MOCT 34726—2021 MeToAabl UCNLITAHWA MO BO3ZEACTBUIO XMMMWYECKOW NMPOAYKLMM Ha
opraHusm 4yenoBeka. Metog uccnegoBaHWUM in vitro ¢ NnpuMeHeHUeM KPaTKOBPEeMeHHOW 3KCNO3ULMU
OnA onpepeneHMsa XMAMWMYECKOW MPOAYKUMM, Bbi3blBalollel cepbe3HOe NoBpeXpeHwe rnas, u
XMMUYECKOW NPOAYKLUU, He Tpebyrowei knaccupuKkaumm onacHOCTU KakK Bbi3biBaloWEN pasgpaxeHune

WUnun cepbe3HOe NnoBpeXxaeHwe rna3s

B kakom mecTte HaneuvartaHo [omkHo BbITb
Mpenwncnosve. Tabnuua — KasaxcTtaH Kz FoccTangapT PecnyGnuviu
cornacoesaHunsa KazaxctaH

(MYC Ne 6 2024 1)
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MonpaBka k NOCT 34726—2021 MeTtoabl UCNbITAHWA NO BO3AEACTBUIO XMMUYECKOW MPOAYKUUU Ha
opraHuam 4venoseka. Metoa uccneaoBaHUK in vitro ¢ npuMeHeHUeM KpaTKOBPEeMeHHOW 3KCMOo3ULUM
AnA onpegeneHUa XUMWYECKOW MpoAyKUWM, Bbi3biBalwleW cepbe3Hoe MNOBpeXxaeHWe rnas, u
XMMHUYECKOW NPOoAYyKUWNK, He Tpebylower KnaccuduKalMm onacHOCTH KaK Bbi3blBaloLen pasgpaxeHue

Unu cepbe3Hoe noBpexaeHue rmas

B kakom mecte HaneuataHo LomnxHo BbiTb
Mpeancnoswe. Tabnuua — ApMeHust AM 3A0 «HauuoHanbHbIi opraH
corrnacoBaHusi no cTaHOapTr3aLnmy U MeTPONOrUM»
Pecnybnukn ApmeHus

(MYC Ne 7 2024 r)
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FOCT 34726—2021

M E X I OCVYOAUPTC CTUBTETHHUB # C TAHAOAUPT

METOObl UCMNbITAHWUA MO BO3OEWCTBUIO XUMUYECKOW NPOOYKLUWMMK
HA OPFAHU3M YENOBEKA

MeTon uccnenoBaHwi in vitro ¢ npuMeHeHUEM KpaTKOBpeMeHHOW 3KCMNo3uLuu gna onpeneneHus
XUMUYECKOW NpoAYKUUK, Bbi3biBalOLLEel cepbe3Hoe NoBpeXaeHue rmas, U XMMUYecKor NpoayKLuuu,
He Tpebylowei kKnaccuuKkaLuMm ONAaCHOCTU KakK Bbi3biBaloWwen pasgpaxeHue
WNU cepbe3Hoe NoBpexaeHue rnas

Methods for studying the effects of chemicals on the human body. Short time exposure in vitro test method for identifying
chemicals inducing serious eye damage and chemicals not requiring hazard classification for eye irritation or serious eye
damage

Data BeepeHus — 2024—05—01

1 O6nacTb NpUMeHeHUA

1.1 HacTtoswuit cTangapT ycTtaHaBNMBaeT MeTOA ANS OLleHWBAaHUA NOTEHLMAaNbHOM ONacHOCTU Ans rmas
XUMUYECKON NPOAYKUMKU UCXOAA U3 ee CcNocOBHOCTW Bhi3biBaTh LIMTOTOKCUYECKME MOCNEACTBUSA MPU KpPaTKo-
BpeMeHHon akcnosunumm (STE). LiutoTokcuyeckoe BO3genCTBME XMMUYECKO NPOAYKLWKM Ha anuTenvanbHble
KIMeTK1 poroBulbl NpeactaBnsaeT cobor BaKHbIA MeXaHU3M JeWCTBUA, NPUBOOALLNA K NOBPEXASHUIO 3nuTe-
MWsi POrOBMLbI M PA3BUTKIO pasgpakeHus rnas. KusHecnocobHoCTb knetok no Mmetogy STE oueHnBaloT nytem
BbINOMHEHUS KONUYECTBEHHLIX ONpeaeneHniA SKCTParnpyemMoin U3 KNneTok conu ronyboro hopmasaHa, kotTopast
npoayuupyeTcs Xu3HecnocobHbIMKU KNeTKkamMu B npouecce epMeHTaTUBHOMO npeobpa3oBaHUsa BUTANbLHOMO
kpacutens MTT (3-(4,5-aumetuntuazona-2-un)-2,5-oupeHnntetpazonua 6poMmuaa), TakKe U3BECTHOMO Kak
TWA30nun CMHUIA TeTpasonua 6pomua [3]. [JaHHble 0 XM3HeCnoCoBHOCTM KNETOoK, NOMyYeHHbIe NOCMe 3KCMo-
3ULUKN B TEYEHME 5 MWH, CPABHUBAKT C pe3ynbTatamu, NosyHeHHbIMK A5 KOHTPONbHOW Npobbl pacTBOpUTEns
(OTHOCUTENBHAA KN3HECNOCOBHOCTL), AN MOLATOTOBKM 3aKIMOYEeHWs O CTeNeHM MoTeHUManbHOW OMacHoCTK
OIS rmas uccnegyemon XumMuyeckoin npogykuuun. MccnegyeMoi XMMUYecKon nNpoayKuMmM, HAHOCMMOW B KOH-
ueHTpaumsax 5 % v 0,05 %, npuceameatoT knacc onacHoctu 1 cornacHo CI'C OOH, ecnu xn3HecnocobHOCTL
KNeToK Mocrne KOHTakTa ¢ Hel B oboux criydaax He npeebiwaeT ()70 %. Ecnu uM3HecnocobHOCTL KMeToK
nocrne BO3AEWCTBUSA XMMWYECKON Npodykumel B koHueHTpauum 5 % v 0,05 % npesbiwaet (>)70 %, npu noa-
FOTOBKE MPOTrHO3HOTO 3aKMHOYEHUST CYMTALOT, Y4TO ANA TakoW NPoAyKuMW Knacc onacHocTn cornacHo CI'C OOH
OTCYTCTBYET.

1.2 TepMuH «uccnefgyemas XuMuUdYeckas NnpoayKLus» B HACTOSILLEM CTaHAapTe NpuMeHaeTcs ansa obo-
3Ha4yeHuna obbekTa uccnegoBaHuin; MCNOMNb30BaHWE AAHHOMO TEPMUHA He CBA3AHO C BO3ZMOXHOCTLH NPpUMEHe-
Hus metoda STE ana nccrnenoBaHWii TeX UMW UHbIX BELWLECTB W/WMAKN UX CMeCcel.

2 TepMuHbI, onpegeneHnsa U COKpaLweHUs

2.1 BewecTBO (substance): XvMu4eckne aneMeHTbl U UX COEOQUHEHUS, MPEACTaBNEHHbIE B eCTECTBEH-
HOM COCTOSIHUM WK NMOMYYEHHbIE NPKW BbINOMHEHWW NPOM3BOACTBEHHOTO NpoLuecca, Bkitovas nobble fobasku,
Heobxoaumble OnA CoxpaHeHus cTabunbHOCTM NPOAYKTa, a Takke Niobble NpMMecH, Hann4me KoTopbix oby-
CINOBMEHO NPUMEHSEMbIM MPOLIECCOM, HO MUCKMYasa Mobble pacTBOpUTENM, yOaneHne KOTOpbIX He CKa3biBa-
eTcs Ha cTabunbHOCTM BellecTBa Unu Ha ero coctaee [1].

2.2 Bocxopsawmr nogxopn (Bottom-Up Approach): MNoatanHelil nogxoa, NpMMeHsieMblA NpU Uccneno-
BaHUN XMMWYECKOW MpOayKUWK, NPegnofiokUTENBHO He Tpebylowen Knaccudukaumy Kak Bbi3blBaloLen pas-
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OpakeHne UM cepbesHoe MoBPEeXAEeHWe rnas, NpyM KOTOPOM B NMEPBYI0 o4Yepenb ONpeaendeTca XMMuydeckas
npoaykums, He Tpebylowas knaccudrkaumm (oTpuuatenbHbIN OTKIUK), ANS BbIAEMNEHWA ee U3 4Yucna npo4ven
XUMWUYECKOW NPOAYKLWK (MOMOXKUTENbHbIA OTKITHK).

2.3 ponsA NoxHononoxXuTenbHbIX 3akntoYeHun (false positive rate): [lons Bcel XMMU4YeCKo Npoayk-
LK, garlleil oTpuLlaTenbHbIi OTKIWK, KOTopas oWWBo4YHOo naeHTMdULMPOBaHa Kak AaoLwas NonoxXuTenbHbIA
OTKNUK. OTO OAMH U3 NoKasaTenein pesynsTaTMBHOCTU MeToaa.

2.4 pons noxHooTpuuaTenbHbIX 3aknio4veHui (false negative rate): Jons Bcel xmmuyeckol npo-
AYKUMK, OaoWeln NoNoXUTENbHbIA OTKMMK, KoTopas ownbodHo 6bina naeHTuduLMpoBaHa Kak garwiwas oT-
puuaTenbHbIA OTKNUK. OTO OOWH U3 NOKasaTenei pesynsTaTMBHOCTM MeToaa.

2.5 uccnegyemas xumMuyeckasa npoaykums (test chemical): Xummnueckas npogykuns (BellecTsa Unu
cMecw), KoTopasi NoABepraeTcs UCMbITaHUAM.

2.6 knacc onacHoctu 1 cornacHo CI'C OOH (UN GHS Category 1): CMm. TEpMUH «CEPbE3HbIE MO-
BPeXAeHWUs rnas».

2.7 knacc onacHoctu 2 cornacHo CIC OOH (UN GHS Category 2): CM. TEPMUH «pasgpaeHue
rnas».

2.8 knacc onacHocTtu cornacHo CI'C OOH otcyTtctByeT (UN GHS No Category): Xumnyeckas npo-
OYKUWS, He YOOBMETBOPAKLAasA KpUTepuam knaccndmrkauum A8 XMMUYEeCcKo NpodyKuum Knacca onacHocTtu 1
unu 2 (nogknaccel onacHoctu 2A unu 2B) cormacHo CI'C OOH. CuHOHMM TepMmuHa «He TpebyeT knaccudm-
Kauumny.

2.9 KoHTponbHas npoba nutatenbHoW cpeabl (medium control): Huyem He o6paboTaHHas, ucnone-
3yemas napannensHo npoba, BkMtovatowas B cebs Bce KOMNOHEHTLI UCTbITATENBHOM CUCTEMEI. MicnonbayeTcs
Hapsay ¢ npobamu, coaepalumMin Uccnegyemyto XMMUYEeCKyo NPoAYKUMIo, a Takke APYrMMU KOHTPONbHBIMM
npobamu, cnyxalwnumn Ans BbIACHEHWS TOro, B3aMMOAENCTBYET N MCNOMNb3yeMbIA pacTBOPUTENL C UCMbITa-
TENbHOW CUCTEMOWN.

2.10 koHTponbHas npoba pacTBopuTens/BewecTBa-HocuTens (solvent/vehicle control): Huyem He
obpaboTtaHHasa npoba, cogepallas BCe KOMMNOHEHTLI MCMbITATENbHOW CUCTEMbI, BKMIOYAA PACTBOPUTENb UMK
BELLEeCTBO-HOCUTENb, U UCNoNb3yemas Hapsay ¢ npobamu, cogepxawumm nccnegyeMyo XMMUYeckyto npo-
OYKUWIO, 1 OPYTMMW KOHTpPOnbHeIMKM npobamu ona onpedeneHusa 6asosoro oTknvka gnd obpasuos, obpabo-
TaHHbBIX MCCreayeMon XMMUYecKol npodykuwel, pa3segeHHOn B TOM e pacTBopuTene U BellecTBe-Ho-
cutene. [pu napannenbHOM UCMOMNb30BAHWN C KOHTPONbHOW NPoBOK NUTaTENbHOM cpedbl Takke No3BonsAeT
BbISICHUTb, B3aUMOAENCTBYET N pacTBOPUTENb UMK BELLLECTBO-HOCUTENb C UCNbITATENbHOW CUCTEMON.

2.11 MHOroKoMnoHeHTHoe BelecTBO (Multi-constituent substance): BewecTBo, xapaktepusyemoe Ko-
NMYECTBEHHBLIM COCTABOM, B KOTOPOM ABe WUnv bornee 0CHOBHbIE CTPYKTYPHbIE COCTaBNAKLME CoQepXaTcs B
konuyecTtBe 210 % (no macce), Ho <80 % (no macce). ObpazoBaHne MHOMOKOMMOHEHTHOrO BELLECTBA Npouc-
XOAWT B npouecce nNpouseoacTea. Paznuune mMexgy CMechbid U MHOrOKOMMOHEHTHbBIM BELLECTBOM COCTOWT B
TOM, 4TO cMecb 0Bpa3yeTcd nyTeM CoeaAWHEeHWs ABYyX UMM Bonee BeLecTB NPU OTCYTCTBUN XMMUYECKOW peak-
unmM. MHOrOKOMMOHEHTHOE BELLEeCTBO, HAaNpoTHB, obpa3syeTca B pesynbrate XMMUYECKON peakLmu.

2.12 mHoroypoBHeBas cTpaterus uccrnegoBaHus (tiered testing strategy): Ctpartervs, npegycma-
TpvBaLWas noaTanHoe NpoBedeHne UCCneaoBaHns, NpU KOTOPOM BCS CyLlecTByrowWas nHdgopmaumns ob uc-
cnegyemMon XMMUYeckon NpoayKuMyM aHanmanpyeTcs B onpeaeneHHoM nopsagke, ¢ pacCMOTPEHUEM Ha KaXaoM
YPOBHE COBOKYMHOCTU MMEIOLLMXCH CBUAETENLCTR, C LieNblo onpegeneHus 4oCTaToMHOCTY OOCTYNHOW MHAop-
MauuK AN NpUHATUA peLleHns o KnaccuduKkauum no cTeneHu onacHoCcTy nepes nepexofoM Ha cnefyoLwun
ypoBeHb. Ecrn cnocoBHOCTb XMMMYECKON MPOAYKLUK Bbi3biBaTh pasgpaxeHne MoXeT ObiTb NoaTBEpXAeHa
Ha OCHOBe CyLLeCTBYylOLLel nHhopMmaumm, ganbHellee uccnegosaHue He Tpebyetca. Ecnu cnocoBHOCTL Xu-
MWYECKOW MPOAYKUWK BbI3bIBATh pa3gpaxeHre He MoXeT BbiTk NOATBEPKAEHa Ha OCHOBE CYLLECTBYHOLLEN UH-
dopmauny, nccrnegoBaHue NPOACIKAETCS B BUAE NO3TanHO BbIMOMNHAEMOW CEPUU MCMBITAHWUA Ha XMBOTHBIX
40 Tex nop, Noka uccnegyemas xMMuyeckas npogykuus He BygeT ogHO3Ha4YHO KnaccuuuMpoBaHa.

213 MTT: 3-(4,5-gumetuntunaszon-2-un)-2,5-gudeHmnrerpasonus dpomua; TMasonun cMHWA TeTpaso-
nusa 6pomuma,.

2.14 HapexHocTb (reliability): MNokasatens Toro, 4To MeTOA UCMbITAHWIA MOXET ObITb peanusoBaH C no-
nyYeHnemM BOCNPOWU3BOAMMBIX PE3YNbTAaTOB B paMKax OOQHOW MK pasnuyHblx nabopatopuii B TeMeHue Npogon-
XWUTENBHOIO BPEMEHMW MPW NPMMEHEeHUW O4HOro M Toro e npotokona. OH oueHuBaeTcs NyTeM BbIYUCMEHUS
BHYTPU- 1 MexrnabopaTopHON BOCNPOW3BOAVMMOCTH 1 BHyTpunabopaTopHon noetopsemocTu [13].

2.15 Hucxopgawmn nogxopg (Top-Down Approach): MoatanHelid noaxod, NpMMeHsieMblid AN8 Mccneqo-
BaHWS XUMMWYECKOW NPOAYKLWW, MPeanonoxUTernbHO BbI3bIBAKLLEN Cepbe3Hoe MoBpexneHWe rras, npu Ko-
TOpPOM B MeEpPBYH Oo4vepedb ONpeaensieTcs XUMUYecKas npoaykums, cnocobHas ObiTb MPUYMHOM Cepbe3HOoro

2
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NOBPEXOEHWS rMa3 (MoNoXUTENbHbLIA OTKMWK), ANS BbIAEMNEHWUS ee U3 Yucna NpoYel XMMUYECKON NpogyKLun
(oTpuLAaTENLHBIN OTKIKK).

2.16 ogHOKOMMOHEHTHOe BelecTBO (Mono-constituent substance): BewecTBo, xapakTtepusyemoe
KONMW4ecTBeHHbIM COCTABOM, B KOTOPOM OHA OCHOBHAas CTPYKTYpPHas COCTaBMsSOLLAsa COAEPXKUTCH B KOnnye-
cTee He meHee 4eMm 80 % (no macce).

2.17 ontuyeckasa nnotHocTb; Ol (optical density; OD).

2.18 onacHocTb (hazard): W3Ha4ansHO npucyllee CBOWCTBO KOHKPETHOWM XUMWYECKON NPOAYKLUN UM
CUTyauum, 3aknyarlleecs B MX NOTEHUMANbHOW CNOCOBHOCTM BbI3bIBATL AECTPYKTUMBHLIE MOCNEeACcTBUSA B
cny4yasix, Korga opraHuam, cMctema unu cybnonynsums nogBepraroTca X BO3AENCTBUIO.

2.19 nmonoxuTtenLHaA KOHTponbHaa npoba (positive control): Mcnonb3ayemasa napannensHo npoba,
cogepxallasn Bce KOMMOHEHThl MCMbITAaTeNbHON cucTembl U obpabaTbiBaemMasi ¢ MCNoMb30BaHNEM BeLLECTBa,
3aBEOMO [A0LEro NONOXKMTENbHEIA OTKNUK. YTOBEI 06ecneynTs BO3MOXHOCTE YYUTLIBATb U3BMEHUYMBOCTL BO
BPEMEHW OTKINKKA, NoNy4yaeMoro A4 aHHOW Npobbl, 3TOT NOMOXUTENbHbBIA OTKIMWMK HE JOMKeH BbiTb CAMULLKOM
3aBblILLIEHHbIM.

2.20 paspgpaxeHue rnazs (eye irritation): ViameHeHus, npoucxogsilue B rmasax nocrie BO3AencTBUA Ha
MX MOBEPXHOCTb MCCNEeayeMOon XMMNYECKON NPOAYKLMEN, KOTOPbIe ABMAKTCA NOMHOCTLI 06paTtuMbIMK NO UC-
TedeHun 21 gHA ¢ MOMeHTa Takoro Bo3gercTensa. CMHOHMM TEPMWHOB: «0bpaTumMele NocnencTBUA AN rnas»
unu «knacc onacHoctu 2 cornacHo CI'C OOH» [1].

2.21 peneBaHTHOCTH (relevance): XapakTepucTuKa COOTBETCTBMS METOAA UCMBITAHWI pe3ynkTraTy, no-
Ny4YEeHHOMY MpPWU WUCCNEefoBaHWsX, a Takke ero o60CHOBaHHOCTU U NMPWIOAHOCTW ONS OnpefeneHHbIX Lenen
nprMeHeHna. [laHHasa xapakTepuCcTWKa yKasbiBaeT npefernsl, B KOTOPbLIX MeTo WCMbITaHWA MOo3BoNseT npa-
BUMBHO M3MEPUTb UINN CNPOrHO3MPOBaTh uUccnenyemMbold Guonornyecknin achdekt. PeneBaHTHOCTL BKMOYAET
paccMOTpeHne TOYHOCTU (COOTBETCTBKS) MeToda ucnbeitadui [10].

2.22 CornacoBaHHasa Ha rmobanbHOM ypoBHe cucTeMa knaccudukauum U MapKUMpoOBKU XUMUYe-
ckoi npoaykumuu (OOH); CIC (Globally Harmonized System of Classification and Labelling of Chemicals
(UN); GHS): CwucTema, npegycmarpyBalolias KnaccuuKaLmMio XMMUYECKON NpoayKunKn (BeLecTB U CMecen)
B 3aBUCUMOCTW OT XapakTepHbIX BUWAOB U YPOBHEN (hM3N4ECKOW ONacHOCTU, ONacHOCTW AN 300p0Bbs Yernose-
Ka uny onacHoCTK AN okpyXawLwen cpedbl, C NPUMEHEeHNeM COOTBETCTBYIOWNX CpeacTB MHOPMUPOBaHKA,
TakMx Kak NMUKTOrpaMmel, CUrHanbHble CroBa, KpaTkas XxapakTepucThka onacHocTU, Mepkl Mo npedynpexie-
HWIO ONAcHOCTM M nacnopTta 6esonacHocTM, 4To6kbl 06ecnevMTe MHOpPMaLMen 0 ee HeraTUBHOM BO34ENCTBUN
C Lienbio 3awuThl Nogei (B TOM YMcie COTPYAHUKOB, pabOTHUKOB, NepeBo3vnKoB, NoTpebuTenei v npeacTa-
BUTENEN aBapuiHbix cnyxB6) n okpyxawLwen cpegpbl [1].

2.23 cepbe3Hble NoBpeXAeHUA rnas (serious eye damage). PasBMTne NoBpexdeHWA MNasHbIX TKa-
Hewn Nnbo obycnoBneHHoe PU3NYECKMMN NMPUYMHAMMW CYLLIECTBEHHOE YXYALIEHWE 3PEHWS NOCME BO3AEACTBNUSA
Ha MOBEPXHOCTL MNasa nccrnegyeMon XMMUYeCckon NpoayKuMei, KOTOpble He ABMATCA MONTHOCTEI0 0OpaTUMBb-
MM Mo uctedeHun 21 gHs ¢ MoOMeHTa Takoro Bozgencteus. CUHOHMMbI TEpMKHA: «HeobpaTuMble NocneacTesuna
08 rnas» unu «knacc onacHoctu 1 cornacHo CIFC OOH» [1].

2.24 cwmecb (mixture): Cmeck Unu pacTBOp, COCTOSALLME U3 ABYX UNK Bonee BeLecTB, B KOTOPbIX OHU
He BCTYMNawT B peakuuo gpyr ¢ apyrom [1].

2.25 cypdhakTtaHnT (surfactant): M3BecTeH Takke Kak NOBEPXHOCTHO-AaKTUBHOE BELLECTEBO, NpeacTaBns-
eT cofoi BelecTBO, HanpMMep MolLee CPeACTBO, CNOCODOHOE YyMeHbLaTh MOBEPXHOCTHOE HaTsSKeHWe Kna-
KOCTW, NO3BOMNASA el NEHNTLCHA UMM NPOHMKATL B TBEpAbIe YacTULbl; TakKe MOXET Ha3blBaTbCs CMa4ynBarLLnm
areHToM.

2.26 ToyHocTb (accuracy): bnu3ocTb pesynbrata UCNbITaHWA, MOMYYEHHOTo C NPUMEHEHNEeM COOTBET-
CTBYHOLLEro MeToAa UCNbITaHUNA, K NPUHATOMY TarOHHOMY 3HAYEHWUIO BENWYUHLI. TOYHOCTb ABMASETCH nokasa-
Tenem pesyrnbTaTMBHOCTU METO4a M OOHWM U3 acrneKToB peneBaHTHOCTK. [JaHHbIM TEPMIMH YaCTO NPUMEHSIETCSH
Kak B3aMMO3aMeHsIEMbIA C TEPMMHOM «COrMacoBaHHOCTb» (concordance) Ana ykasaHus OOMU KOPPEKTHBIX
pesyrnbTaToB, NOMY4YeHHbIX C MPUMEHeHUeM COOTBETCTBYIOLLEro MeToda ucnbitanunin [13].

2.27 xumuveckas npogykuus (chemical): BeliecTBo UnmM cMech BELLECTB.

2.28 atanoHHoe BewecTBO (benchmark substance): Xumudeckas npogykuWsi, vcnonb3yemas Kak
3TanoH Ans CPaBHEHWS C UCCNegyeMON XMMUYECKOW NMpoaykuuen. 3TanoHHoe BellecTBO AomkHo (1) npo-
MCXO4NTb U3 CTabuNbHOro ¥ HageXHoro UCTOYHKKA (MCTOYHUMKOB); 00nagaTte crneaywlmMMiu cBoncTBamMu: (2)
CTPYKTYPHbBIM U (hyHKLMOHANBHEIM CXOLCTBOM C KNaccoM uccnegyemon npogykumu; (3) XopoLo U3yYeHHbIMK
OUBNKO-XUMUYECKMMI XapaKTepucTukamu; (4) Hanvdinem NoaTBepKaarWwmx AaHHbIX 00 M3BECTHbIX BO3Oein-
CTBUSAX, a Takke (5) U3BECTHBIM YPDOBHEM aKTUBHOCTW B AMANa30oHe OXWAAEMOro OTKNUKA.
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2.29 UVCB (substances of unknown or variable composition, complex reaction products or biological
materials): BellecTBa HEM3BECTHOrO UMM MEPEMEHHOIO COCTaBa, NPOAYKTbl KOMMMEKCHbIX peakuui unm se-
wecTea ODUOMOrMYEecKoro NPOUCXOKOEHUS.

3 UcxopHble nonoxeHun

3.1 TpeboBaHua HacTosllero ctaHgapTa bazupyrTca Ha MyHKTaxX NpoToKona, paspaboTaHHOro KoMna-
Huel Kao Corporation [4], KoTopblin 6bin 06 BEKTOM ABYX OTAENbHEIX BaNMAaLUUOHHBLIX UCCNEeg0BaHWUIA: OOHO U3
HUX Bbino opraHuszosaHo KomuteTom no Banugauum AnoHckoro obulectsa no anskTepHaTUBHBLIM PELLIEHNSM
B3aMeH TECTUMPOBaHMWA Ha XMBOTHbIX (Japanese Society for Alternative to Animal Experiments — JSAAE) [5],
a apyroe — ANOHCKMM LLEHTPOM MO Banuaauuu ansTepHaTuBHbIX MeTooB (Japanese Center for the Validation
of Alternative Methods — JaCVAM) [6]. CooTBeTcTBylOLWAA 3KcnepTHas oueHka metoga STE Bwina gaHa
NICEATM/ICCVAM Ha ocHOBe Nony4YeHHbIX OTYETOB O MpOBEAEeHUN BanuaaLWOHHbLIX UCCNenoBaHWA KU cripa-
BOYHbIX 0B30PHLIX JOKYMEHTOB O METOAE UCMbITAHUA [7].

3.2 Tpw onpegeneHun XMMUYECKON NPoOaYKLMY (BELLECTB U CMECEN), Bbi3blBaOLLEN CEPbEe3HOE NOBPEX-
ZeHve rna3 (knacc onacHocth 1 cornacHo CMC OOH [1]), AaHHble, NonyYeHHbIe NpK NpuMeHeHun metona STE
ans 125 HaumeHoBaHWIA XMMUYECKON NPoayKUuMK (BKMIOHAIOLWEN Kak BELecTBa, Tak U CMecu), NoaTBepannm
00LLYyH TOMHOCTb MPOTrHO3WpoBaHWA Ha ypoBHe 83 % (104/125), oonio NOXHOMONOKUTENBHBLIX 3aKMOYeHUH
Ha ypoBHe 1 % (1/86) n fonk NoXHOOTPUUATENBHBIX 3aKNUYeHUn Ha ypoBHe 51 % (20/39) oTHoCcUTENBHO pe-
3ynbTaToB TecTa Ha rnasy Kponwuka in vivo [7]. Jona noxHooTpuuaTenbHbIX 3aKNYeHUd B JaHHOM criyvae He
MMEET peLlatoLLero 3Ha4eHus, Tak Kak BCA UccriegyemMas Xummyeckasa npoaykUms, BO3AeNCTBME KOTOPOW Nnpu-
BOOMUT K CHUKEHMIO XUn3HecnocobHocTh knetok <70 % npu 5 %-Hoi koHueHTpauum u >70 % npu 0,05 %-Hown
KOHUEHTpauuu (cMm. Tabnuuy 2), omkHa nogBepraTbcs gafibHERLW MM MCCNegoBaHusiM ¢ NPUMEHEHUEM ApY-
rmx, Hagnexalwum obpa3om BanMaMpoBaHHbLIX METOAOB in vitro Nnbo, Npu OTCYTCTBUKM MHOTO BbiIGOpa, NcnbiTa-
HWAM Ha rmasy Kponuka in vivo, B 3aBUCUMOCTU OT KOHKPETHbLIX AeWACTBYIOLLMX HOPMATUBHBLIX TpeGoBaHUA U B
COOTBETCTBMW C NOCNeAoBaTeNbHOW UCCNedoBaTenbLCKOW CTpaTerMei, a Takke peKoMeHO0BaHHBIMU B HACTO-
silllee BpeMsi NogxogamMu, OPMEHTUPOBAHHBIMKW Ha OLIEHKY MO COBOKYMHOCTW MOMYYEeHHbIX cBUAeTenscTs [1],
[8]. NcnbiTaHMsAM B OCHOBHOM MNoABepranicb 0AHOKOMMOHEHTHbIE BELLLEeCTBa; YTO KacaeTca UChbITaHUiA cMe-
Cei BewecTB, TO ANs HUX DbiNo NOMY4YeHO NULb OrPaHWYeHHOe KONIMYEeCTBO HEOOXOOUMbIX AaHHbIX. TeM He
MeHee C TEXHWUYECKON TOYKM 3pEeHUs OaHHbIA MeTod MOXHO CYMTaTb NPUrogHbLIM ANA UCNbITAHWA MHOTOKOM-
MOHEHTHBIX BELLECTB U cMecel. [1pu paccMOTpeHUN pe3ynsTaToB UCMBITAHWI CMEecel BeLLEeCTB CMOXHOW And
WCMbITAHUA XMMWUYECKOW NPOAYKLMKN (HanpuMep, HecTabunbHOM) UMK TAKOW XMMUYECKON NPOAYKLUK, KOTopas
He MoXeT BblTb C YBEPEHHOCTbIO OTHECEeHa K obrnacTi NpUMEHEeHWs HacTOsILLero cTaHhapTa, B KaXgom Ta-
KOM crny4ae crnefyeT YTOYHATb, B KAakOW Mepe AdaHHble pes3ynbratbl MOryT ObiTb Hay4HO 0BOCHOBaHHbBIMM.
B octancHoM npumeHeHue metoga STE He xapakTepusyeTtcs KakMMu-nubo cneundmuHeckMmmn croXHOCTAMM
npw onpegeneHnn XMMUYEeCKOW NpoayKUMmn knacca onacHocTtu 1 cornacHo CI'C OOH. Wccnepoeatenu moryT
CYMTaTb, MPUMEHSISA OAHHBIA MeTOoA ANs UCCredyeMON XUMWMYECKOW MPOoAyKUUKM, YTO CHUXEHWE XWU3Hecno-
cobHocTu KneTok Ao ypoBHA <70 % npu 3HadyeHusx ee koHueHTpauum 5 % un 0,05 % pomkHo npu3HaBaTbCA
ybeauTensHbIM CBUAETENLCTBOM CNOCOBHOCTM UcCcrneayemMon XMMUYecKOR NpoayKLMKN Bbl3biBaTb CEPbE3HbIE
noBpeXaeHWA rMas U OTHeCeHUs ee K knaccy onacHocth 1 cornacHo CI'C OOH 6e3 HeobxoguMocT npoBefe-
HUSA AanbHEWLUMX UCTIbITAHUNA.

3.3 lNpu onpeneneHun XxMMuYeckom Npoaykuuu (BellecTB M cMecel), He Tpebyrowen knaccuduka-
LMW KaK Bbi3blBAKOLEN paszgpaxKeHue Unn Cepbe3Hoe MoBpexaeHue rnas (1. €. Knacc onacHOCTU COrnacHo
CI'C OOH otcyTcTBYET), OaHHbIE, NONyYeHHble ¢ npuMeHeHneM Metoga STE ana 130 HaumeHoBaHWA Xu-
MWYECKO MPOAYKLUMM (BKNIOYAIOLLEN Kak BelecTBa, Tak M cMecK), noaTsepawnn obLyo TOYHOCTL MPOrHO-
3upoBaHus Ha ypoeBHe 85 % (110/130), goni NoXHOOTpULATENbHLIX 3aKMK4YeHUA Ha ypoBHe 12 % (9/73)
W OOMK NOXHOMONOXMTENbHbLIX 3aKMoYeHWin Ha ypoBHe 19 % (11/57) oTHOCUMTENbHO pe3ynbTaToB TecTUpo-
BaHWS Ha rnasy Kponuka in vivo [7]. Ecnn u3 gaHHbIX UCKMTHOUUTE pe3ynsraTthl, NonyYeHHble Ons BellecTB C
BbICOKOW MeTyudecTblo (T. €. CO 3HAaYEeHWEM [aBfeHWUs HachlleHHbIX napoB >6 k[1a) u TBepabIX BELLECTB, He
apnsLWmxca cypdaktaHTamu, To 0buaa ToYHOCTL NpOrHo3npoBaHusa Bo3pactaeT go 90 % (92/102), pons
JIOXKHOOTPULIATENbHbBIX 3aKMI0YeHNn ymeHbLaeTcs 4o 2 % (1/54), a gonsa NoXHOMONOXUTeNbHbLIX COCTaBNsaeT
Bce Te ke 19 % (9/48) [7]. Kak nokazanu ganbHenwne nccnegoBaHus, KOPPEKTHbIe pe3ynbTaTthl Npy UenbiTa-
HWSIX BELLECTB C BbICOKOW MeTy4ecTbio MOryT OblTb NOMyYeHbl MPU YCNOBUKM MCMOMNB30BaHUSA MUHEPaNbHOIO
Macna BMecTo (bM3MOnornyeckoro pactesopa B kadectee pacTteoputens [15]. B sToMm cnyyae TOYHOCTb Mpo-
rHO3MPOBaHWA NPU NPUMEHEHUM MeToaa STE ons BelEeCTB ¢ BLICOKON NETYYECTbIO (CO 3HaYeHUEM AaBMneHus
HachkIWeHHbIX napoe >6 kla) Haxogutca Ha ypoeHe 95 % (19/20), pons NOKXHOOTPULATENLHBIX 3aKMIOUYEHWNNA
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coctaensaeTr 0 % (0/7), a gons noxHononoxuTenkHbIX 3aknodyeHnn — 8 % (1/13). Takum obpazom, noTeH-
unanbHbiM HegocTatkoMm metoga STE npu ero npyMMeHeHWn ONs onpefeneHvust XMMUYecKon NpoayKunm, He
TpebytoLlen knaccuduKalMM KaK Bbi3biBalOLEeRn pa3gpa)XeHue U cepbe3Hoe NoBpeXAeHWe rmas (knacc onac-
HocTu cornacHo CI'C OOH oTcyTCTBYET), MOXET CUMTATLCS BbICOKAsA 4ONS OTpULATENbHLIX 3aKMKUYeHUn ans
TBEPAOW NPOayKUMK (BELLECTB U CMecel), He ABNAKLLeNCca cypdakTaHTOM, UMK CMEeCcel, COCTOSALMX TOMBKO
13 cypchbakTaHToB. Takas XMMuyeckasi NPoayKkuMs SOSmKHa OblTh MCKNoYeHa u3 obnacTn npumeHeHua metoaa
STE [7]. CooTBeTCTBEHHO, UCCNeayemas XMMudeckas npogyKuus, YyBCTBUTENbHAaNA K MMAPONM3y, No BO3MOX-
HOCTWM AOIDKHA MCMbITLIBATbCA C COOMIOAEHUEM YCNOBWUM, CHMKAIOLWMX BEPOATHOCTL MX rMaponusa, Ans uc-
KNKYEHMA NOMYyYEeHUA NOXHOOTPULUATENBHBIX Pe3ynsTaToB.

3.4 NoMymO cBeOEeHVA O XMMUYECKOW NPOoAYKLMM, YNOMSHYTEIX B 3.2 1 3.3, gaHHble, cobpaHHble npu
npumeHeHnn metoga STE, Bkntodanu Takke BHyTpunabopaTopHble AaHHble ans 40 cmecei, nonydYeHHble
OTHOCMUTENbLHO Pe3ynbLTaTtoB NpW BLINONHEHWW TecTa [lper3a Ha pasgpaxeHue rmas in vivo, KoTopble NoaTBep-
AWnK 06Uy TOYHOCTb NPOrHO3MpoBaHKs Ha ypoBHe 88 % (35/40), Lono NOXHOMONOKUTENbBHBIX 3AKMHYEHWA
Ha ypoBHe 50 Y% (5/10) u gonio NoXHOOTPULLATENBHbIX 3aknYeHuin Ha yposHe 0 % (0/30) onsa cmecei, He Tpe-
Oywowmx knaccudmrkalmm onacHocty B pamkax CI'C OOH [9]. MpumeHeHne meToga STE BcneacTeme aToro
ABNSAETCA OONYCTMMbIM ANA onpefeneHus cMecel, He TpebyrLunx knaccudukaumm onacHocty cornacHo CI'C
OOH, B COOTBETCTBMM C BOCXOASALLMM MOXOAOM, 33 UCKMIOYEHEM TBEPAbLIX CMECeN, KOTOpble COCTOAT TOMBKO
13 cypthaKkTaHTOB, YTO PacluMpsaeT ero orpaHUYeHnsl B OTHOLWEHNN TBepAbix BelwecTs. Kpome Toro, B obnactb
NPMMEHEHWA METOAA HACTOSLLEro cTaHgapTa B HACTOALLLEE BPEMSA HE BKIKOYEHbI CMECH, COAepKalle nety-
YMe BellecTBa, JaBMeHWe HacCbILLEHHbIX NapoB KOTOPbIX npesbiwaeTt 6 kMa, a Takke cmecu, He cnocobHble
pacTBOPATLCA B MMHEpANbHOM Macne unu obpasoBbiBaTe B HEM CYCMEH3UH, YCTONYMBY He MeHee 5 MUH,
MOCKOMNLKY AN HUX MOryT BbITh NONyYeHbl NOXHOOTPULLATENBHLIE 3aKMKYEHUS.

3.5 Metog STE He OomkeH MPUMEHATBCS OMS NPUCBOEHWS UCCNeayeMoW XMMWUYECKON NpoayKLun
Krnacca onacHocTW 2, nogknacca onacHocty 2A (pasgpaxeHue rnas) unm nogknacca onacHocti 2B (cna6oe
pasgpaxeHue rmas) cornacHo CI'C OOH BBuay 3Ha4YMTENBHOMO KONMMYECTBA XMMUYECKOW NPOAyKUMM Knacca
onacHocT 1 cornacHo CI'C OOH, HeBepHO OTHECEHHOW K Bonee HM3KOMY Kraccy onacHocTu 2 (nogknaccy
onacHocTu 2A unu 2B), a Takke NpoayKLuK, Knacc onacHocTu Ansa kotopon cornacHo CI'C OOH otcyTcTRYyET,
HO KOTOpasi HEBEPHO OTHeCEeHa K bornee BLICOKOMY KNnaccy onacHocTu 2 (nogknaccy onacHocTtu 2A unu 2B) co-
rnacHo CI'C OOH [7]. B gaHHoM criydae mMoxXeT BbITh onpaBAaHHLIM NpoBeAeHWe JanbHeRLnuxX uccnenoBaHuii
C MpUMEeHeHWeM ApYyroro Nnoaxoasllero Metoaa.

3.6 MeTtoa STE npwrogeH Ans uccnefoBaHuii XWMUYECKOW NPoayKUUn, KOTopas pacTBOpsieTcs unm ob-
pa3yeT OJAHOPOAHYI CYCNEH3UI0, COXPaHAILLYIOCH B TEY4EHUE He MeHee 5 MUH B (DM3MONorMyeckomM pacTeope,
B hm3unornormdeckomM pacteope ¢ gobaeneHuem 5 % gumetuncynedokcnga (AMCO) nubo B MuHEpansHOM
macne (nogpobHee o Buibope pactBoputensa cMm. 6.2.1). Metog STE He mpurogeH ans uccrnefoBaHWin He-
pacTBOPMMON XMMUYECKOW MPOAYKLUUK, NMPOAYKLUWM, HEe cnocoBHol oBpas3oBbIBaTh OOHOPOLHYH CYCMEH3UHO,
COXPaHSALLYIOCH B Te4eHWe He MeHee 5 MWH B (pM3WONOrMyeckom pacteope, B hM3MONOrM4eckom pacTeope
¢ pobaeneHvem 5 % gumetuncynedokeuga (OMCO) nubo B MmHepanbHOM macre. Mcnonb3oBaHue MuHe-
panbHOro Macna B MeTo[e HacTOALWero cTaHgapTa cHMTaeTcs BO3MOMHBLIM B CUIY KOPOTKOMO BPeMEHW 3KC-
nosvumn. Takum obpasom, metog STE No3BonsAeT NporHo3npoBaTk NOTEHUMANBHYK CTeNeHb ONacHOCTU AMs
rma3 HepacTBOPMMOWM B BOAE XMMWYECKOW NpoayKuuu (Hanpumep, ANMHHOLLENMOYEYHbIX KUPHBIX CNUPTOB UMK
KETOHOB) NMPW YCNOBUW, YTO OHA MOXET CMELUMBATLCS C KakMM-NMBO U3 Tpex yNnoMsAHYThIX BhILLE pacTBOpUTE-
nen [4].

4 CywHOCTb MeToA4a UCMbITaHUN

4.1 Metoa STE npeacrtaBnaeT coboi OCHOBaHHBLIA HA OLEHKE LUTOTOKCMYHOCTU MeTof in Vitro, KOTOpbIR
OCYLLEeCTBNAETCHA Ha KOHM3HTHOM (CITMTHOM) MOHOCIIO€ KMEeTOYHOM SIMHUKM POTOBULbI KPONWKa, BbiBEAEH-
How WMHcTuTyTOM chiBopoTok CTateHca (Statens Seruminstitut Rabbit Cornea — SIRC) u kynsTuBUpyemoii
Ha nonukapboHaTHbIX 96-NYHOYHBIX MUKPOTMTPOBANbLHLIX NnaHweTax [4]. Nocne NATUMUHYTHOR 3KCNO3ULIUA
uccnegyeMor XUMWYECKON npoaykumen B KoHueHTpauun 5 % u 0,05 % LMTOTOKCWMYHOCTBL OMpedensioT Kak
OTHOCWUTENbLHOE 3HaYeHne XMaHecnocobHocTK kneTok SIRC nyTem ucnbiTaHui ¢ ucnonb3osanvem MTT [4].
CeefeHust 0 CHYKeHWM JKM3HeCNoCODHOCTM KITeTOK 3aTeM MCMOMNb3yoT NP NOCTPOEHWM NPOrHo3a o NoTeHUu-
anbHbIX HEeraTUBHLIX MNOCNEACTBUAX, MPUBOAALLNX K NOBPEXOEHWI0 rMas.

4.2 YcraHoeneHo, yto 80 % pacTBopa, 3aKkanbiBaeMoro B rnas Kpomnuka, BbIBOOUTCA U3 KOHBHOHKTU-
BaNbHOrO MeLIKa B TEYEHME OT TPEX A0 YEeTLIPEX MUHYT, TOrAa Kak B aHANOrMYHOW CUTYaLUWU C YENOBEYECKUM
rmaszomM Bpems BhiBegeHus1 bonee yem 80 % pacTBopa cocTaBnseT oT ogHon 0o Asyx MmuHyT [10]. Metog STE
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npeacTaBnseT coboi NonbITKY NPUGNM3NTL 9TK BPEMEeHHbIe MPOMEXYTKA 3KCMO3ULMK U UCTIONb3YEeT LMTOTOK-
CWUYHOCTb B Ka4eCTBE KOHEUYHOM TOUKM ANSA OLEHKW CTEMEHW NOBpexaeHUa knetok SIRC nocne NATUMUHYTHOWM
3KCMO3NLMK UCCregyemMoii XMMUYeCKorn NpoayKume.

5 MoareepxaeHue kBanudnkaymum

[0 TOro Kak NpUCTYNUTL K pErynsipHoMy npumMeHeHuo Metoaa STE, nabopaTopuu JOMKHEI NOATBEPOUTE
CBOK) TEXHWYECKYH) KOMMETEHTHOCTb, NPaBUMbHO ONpPenenvB NPUHAANEXHOCTb OAWMHHAAUAaTU cneunanbHO
0TOBpPaHHbLIX BELLECTB, NepedYncrneHHbix B Tabnuue 1. 3Tn BellecTBa ObINKM 0TOBpaHbl Taknum oBpaszom, YTobbI
OHW NPencTaBnsAny BECb CMEKTP CTEMNeHen ONacHOCTU Cepbe3HOro NOBPEeXaeHUs rmas Unu pasapa)arLlero
BO3JEWCTBUA Ha rnasa, onpeaeneHHbIX Ha OCHOBE pe3ynbTaToB WCMbITaHWWA in vivo Ha rmasy Kponuka [8] u
OTpaXKeHHbIX B rpagaunn knaccos onacHocTu cornacHo CMC OOH [1]. AononHUTENBHLIMW KPUTEPUAMU, KOTO-
pble y4nTbiBanuch npu otbope, BbiNK MX AOCTYMHOCTb AN KOMMEPYECKOro NpuobpeTeHns, a Takke Hanmdme
OIS HAX KaK JOCTOBEPHLIX CMPABOYHBIX AAHHbBIX, NONYYEHHBIX in Vivo, Tak N 4OCTOBEPHBLIX OAHHbLIX, NONYyYeH-
HbIX in vitro, ¢ npumeHeHeM MeToda STE [3]. B cnyyasx, korga nabopaTtopus He pacnonaraeT BeLLleCTBOM,
NpUBEAEHHLIM B MEpPeYHe, a TaKKe Mpu Hanu4yum UHbIX YBAXKUTENbHbLIX NPUYMH BMECTO HEro JonycKaeTcsl uc-
nonb30BaTh ApYroe BeLecTBO, ANS KOTOPOro MMEHTCA COOTBETCTBYIOLLME CMPaBOYHbIE AaHHbIe MO UCMbITaHW-
AM in vivo W in vifro, Npn YCroBuK, 4TO Npu ero BbiIBope NpUMEHANUCH KPUTEPUK, OMMCAHHbIE BbILLE.

Tab6nuua 1-— lNepeyeHb BelecTB ANA NPOBEPKU KBANUMKaLMK

prpe- | Fzec cracioe | Pacreani | aco onaoccr
5 Knacc XxumMun4eckmnx ratHoe ’ L cornacHo CI'C OOH
BewecTtso UMOHHbII Relliaeral) e OOH no wroram MeHAeMbIi FDM MPMMEHEHIH
Homep CAS i uccpe,u_oagrmw B MeToAe METonA STE
in vivo STE
BeHzanko- 8001-54-5 OHueBble coegn- Hup- Knacc dusmono- | Knacc onacHoctu 1
HUg xropug HEeHWA Koe onacHocTu 1 rMYecKuit
(10 %-HbIl1 BOL- pacTBop
HbIiA pacTBop)
TputoH X-100 9002-93-1 3dupel Hunp- Knacc dusnono- | Knacc onacHoctu 1
(100 %) Koe onacHocTth 1 rMYecKui
pacTBop
KucnoTHeln 18472-87-2 leTepouvknuye- Teep- Knacc ®dusmono- | Knacc cnacHoctu 1
KpacHbIn 92 CKne coeguHeHus; noe onacHocTth 1 rMYecKknia
coeguHeHusi Bpo- pacTBop
Ma; CoOeINHEeHns
xnopa
Hatpua rugpok- 1310-73-2 Ulenoun; Heopra- Teep- Knacc ®uaumono- | Knacc onacHoctu 1
cva HUYECKNEe XMMU- noe onacHocth 13 rMYEeCKMin
Yeckue BellecTBa pacTBop
ByTuponakToH 96-48-0 INakToHbl; reTe- Huao- Mopknacc duaunono- [MporHo3unpoBaHve
POUVKNNYEeCK1e Koe onacHoctn 2A rMYECKM | Ha OCHOBaHWK MMe-
COedMHEHUA pacTBop HOLLIMXCA OaHHBIX
He npeacTaBnAeTcs
BO3MOXHbBIM
1-okTaHon 111-87-5 CnunpTbl Huo- Mopgknacc MwuHe- [MporHo3upoBaHve
Koe 0MacHoCTH panbHoe | Ha OCHOBaHWW UMe-
2A/2B%) macno HOLLMXCA JaHHBIX
He npeacTaBnAeTca
BO3MOHbBIM
LinknoneHTtaHon 96-41-3 CnnpTel; Huo- Mopknacc duaunono- [MporHo3upoBaHue
yrnesogopoabl Koe OnacHocTH rMYECKMA | Ha OCHOBaHWKW MMe-
UMKNUyeckne 2A/2B5) pacTtsop HOLLMXCA OaHHbBIX
He npeacTaBnAeTcs
BO3MOXHbBIM
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OkoH4aHue mabnuus! 1

Pervcrpa- il KJ;Z?E;::TOCEOF?M f:ﬁ:ngﬂ: bl i ]
ba Knacc xumndeckux raTHoe hFIPHE cornacHo CI'C OOH
BeuwecTtso LMOHHBIN 1) OOH no utoram MeHsIeMbIi
= Bellecte COCTOSA- . npx NnpUMeHeHn
Homep CAS nccneaoBaHunmn B MeToge
Hue 9 metoga STE
in vivo STE
2-3TOKCW-3TUN- 111-15-9 CnupTbl; adhupbl Hng- Knacc ®dusuono- Knacc onacHoctu
auerar Koe 0onacHocTU rMYecKnin OTCYTCTBYET
OTCYTCTBYET pacTteop
HopekaH 112-40-3 Yrnesogopodbl Kuo- Knacc MuHe- Knacc onacHocTu
auuknuyeckme Koe OonacHocTU pansHoe OTCYTCTBYET
OTCyTCTBYET Macno
MeTununaoby- 108-10-1 KetoH Kng- Knacc MwuHe- Knacc onacHoctu
TUMKETOH Koe onacHocTU pansHoe OTCYTCTBYET
OTCYTCTBYET Macno
muuepuH 56-81-5 Cnmpt HKng- Knacc ®uanono- Knacc onacHoctu
Koe 0onacHoCTU TMYECKUR OTCYTCTBYET
OTCYTCTBYET pacTeop

* CokpaweHue: CAS — PedpepatuBHaa cnyxba no xumum (Chemical Abstracts Service).

) Knacchbl XMMUYECKUM BELLECTBAaM MPUCBOEHbI HA OCHOBE WHAOPMAaLWMW, B3ATOM U3 NpeaWwecTByOWMX ny6rvka-
umin NICEATM, a npu ee oTCYTCTBMM — Ha OCHOBE CXeMbl Knaccugukaumv HaunoHansHoW MeauUMHCKOW BubnuoTeku
CLUA, npuHATOM ONS MeguuuHCKUX npeameTHblx 3aronoekoe (Medicine Medical Subject Headings — MeSH®) (c uc-
none3oBaHuem nHcTpymeHta ChemlDplus® [HauuoHaneHaa megnumnHckas Bubnuoteka], goctynHoro no agpecy hitp://
chem.sis.nlm.nih.gov/chemidplus/) n cTpykTypHbIX onpeaeneHuii, nogrotoBneHHeix NICEATM.

2) Ha ocHOBe pesynLTaTOB MCTbITAHWI Ha rnasy Kponwka in vivo [8] ¢ yuetom CIC OOH [1].

3) Knacc onacHocTi 1 NpUCBOEH Ha OCHOBE MMEIOLLINXCA AaHHbIX O pasbedarolleil CrnocoBHOCTW NpU BO3AeCTBIM
Ha koxy 100 %-Horo rugpokcupa HaTpus (BeLlecTBa, BhI3LIBAIOWErO pa3befaHne KoK COrMacHo NMepeYyHio BEeLLecTB
[OnA NpoBepKM KBanudukauuu, npueeneHHomy B [16]) u kpuTepueB onpegeneHus knacca onacHoctu 1 B pamkax cu-
ctembl CI'C OOH [1].

4) MNpWUCcBROEHWE MOOKMACCOB OnacHocTW 2A unn 2B 3aBMCUT OT MHTepnpeTauuu Kputepuer cornacHo CMC OOH
ONg pasnuyeHna aTux ABYX NOAKIACCOB OMacHOCTK, T. e. OT Toro, HeoBxoaAMMo N AN NPUCBOEHMA NOAKAcca onac-
HOCTW 2A noATBepxaaTb Hannyue nocnedcTBMr Ha 7-i AeHb nocne npoBefeHnss aKCnepumeHTa y 2 13 6 unu y 4 uns
6 NOOONbITHLIX XXUBOTHbIX. [laHHble, NonyyYeHHble in vivo, BKMNoYaoT B cebs peaynsrarhl 2 UCCredoBaHUi, B KaXaom 13
KOTOpbIX BbINO 3a30eACTBOBaHO Mo 3 KMBOTHLIX. ECnn B nepBom cny4yae nocnencTBus Ha 7-W AeHb No-NpexHeMy Ha-
6ntoganunck y ABYX M3 TPEX MUBOTHLIX, YTO SBMSETCA OCHOBAHWEM AN NMPUCBOEHUS BELLECTBY MNOAKNAcca OMacHOCTU
2A [11], B ppyrom — BCe NnoKasaTenu y BCcex TPeX KMUBOTHLIX K 7-MYy OHK0 YCMenu BEepHYTbLCA K HOpMe, 4TO ABMAETCA
OCHOBaHWEM 718 NPMUCBOEHUS eMY Modknacca onacHocTu 2B [12].

5) MpuceoeHue noaknacca onacHocTW 2A unu 2B 3aBUCUT OT MHTEPMpPETaLMK KpuTepKes cormacHo CMC OOH ans
pasnuyeHust aTUX OByX NOAKMACCORB OMACHOCTK, T. €. OT TOro, HeoBXoaUMO N ANA NPUCBOEHWA NogKnacca onacHocTy 2A
NOATBEPXKAATL HANMuue NocrnedcTBUiA Ha 7-1 AeHb Nocne NpoBedeHus akecnepuMmeHTay 1 n3 3 unu y 2 u3 3 NnogonbITHbIX
XWBOTHbIX. MccnegoBaHuam in vivo nofeeprannck 3 MBOTHbIX. Bce nokasarenu noMyMMo NOMYTHEHWS POrOBULbI M MO-
KPACHEHWNA KOHBIOHKTUBbLI Y OHOM0 M3 XXMBOTHbIX BEPHYINMCH K HOPME Ha 7-i AeHb WNW paHee. EQWHCTBEHHOMY XXWBOT-
HOMY, KOTOPOE HEe CMOTTIO MOMHOCTLH BOCCTAHOBUTLCA 3a 7 AHeid, Obin npuceoeH 1 6ann no noMyTHEHUIO POTOBMLIbI W
1 6ann no NOKpacHeHW KOHBLIOHKTUBLI (Ha 7-1 AeHb), KOTopble OKOHYaTeNsLHO ueveanu Ha 14-i geHb [11].

6 Metoauka ncnbiTaHUN

6.1 MNpurotoBneHne KNeTOYHOIo MOHOCHOA

6.1.1 Ona npoBedeHus uccnefoBaHuin no metony STE gomkHa MCNOMNb30BaThbCA KyNbTUBMPOBAHHAS
MWHWA KNeToK poroeBuubl rmas kponuka SIRC. PekomengyeTca, 4Tobbl nCTo4HMKOM KrneTok SIRC 6bin npose-
PEHHBIN BaHK KNEeTOK, TAKoW Kak, Hanpumep, AMeprKaHcKkasa Konnekuns Tunoeblx Kynstyp CCLB0O.

6.1.2 Knetkm SIRC kynstuBMpytoT npu Temnepatype 37 °C B yBnaxHeHHOW rasoobpasHoi cpefe ¢
5 % CO, B0 hnakoHe Ans KyNnLTUBMPOBAHWUA C NUTATENbLHOW CPeoi, COAepXallein B CBOEM COCTaBe MUHW-
ManbHY acceHumaneHyilo cpeay Mrna (MEM), oborawenHyto 10 % dpeTanbHoi Obiubeld cbiBopoTku (FBS),
2 mMonb L-rmotamuna, 50—100 eq./mn neHuyunnmHa u 50—100 mkr/mn ctpentoMuumHa. KoHno3HTHLIE
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KNeTKW B KynbTypanbHOW konbe cnedyeT oTAensaTb C UCMONb30BaHMEM pacTBopa TPUNCUH-aTUNEeHanaMuHTe-
TpayKCYCHON KUGMNOTbI, NPW MOMOLLM KneToyHoro ckpebka unu 6es Hero. MNepen vcnonb3oBaHnemM Ans Lenen
PYTUHHBLIX UCCNEeAOoBaHWii UMeLMecsa KNeTKU npejBapuTenbHO PasMHOXaT (Hanpumep, BbIMOMHAKT OT 2
4o 3 nepeceBoB) BO (hnakoHe 4N KynbTUBMpOBaHus, oblliee KONMMYecTBO NepeceBOB MOCne oTTanBaHUA UC-
XO[HOrO KNeTo4YHoro marepuana rnpu aToM He JOIKHO npesbiwars 25.

6.1.3 KneTku, roToBble Onsa npuMeHeHus B Mmetoge STE, 3ateM npurotaBnuBakwT C COOTBETCTBYHOLLEN
NIOTHOCTLIO pacnpefeneHns 1 BbliceBaoT B 96-NyHoYHble NnaHweTbl. PekomeHayemas nnoTHOCTL nocesa
KneTok npu obbeme KneTouHoit KyneTypsl 200 Mkn cocTasnseT 6,0 x 102 Ha nyHKy, ecnu Ux NNaHUpyeTCcs uc-
nonb3oBaThb CryCTs YeTkIpe AHS nocne nocesa, 6o 3,0 x 103 Ha NyHKy, ecnn UX NNaHUPyeTCa UCMoMNb30BaTh
cnycTst NATb AHel nocrne nocesa. Knetku, ncnons3yemsle B metoge STE, nocesiHHbie ¢ COOTBETCTBYOLLEN
NNOTHOCTBIO B KyNbTypanbHyto cpedy, gocTturatoT bonee 80 % cnusiHMs BO BpeMs UCCNedoBaHus, T. €. Yepes
4YeTbipe UNKU NATb AHEW nocrne nocesa.

6.2 HaHeceHMe nccregyeMo XMMUYECKOW NPOAYKLMU U KOHTPONBbHbIX BelecTs

6.2.1 PacTBopuTeneM, KOTOpPbLIA B NEPBYO 04epedb crieayeT BolbMpaTh ANs NPUroTOBMEHMS pacTBOPOB
WK CYCNeH3un nceregyeMon XMMNUYeckKon NpoayKUmnn, aBnaetTca u3nonormiyeckuin pacteop.

Ecnu n3BecTHO, YTO uccnegyeMas XxumMudeckas npoaykuus obnagaer HUM3KON pacTBOPMMOCTLIO, Nubo
npu MCNONL30BaHUKU (OU3UONOTMYECKOrO pacTBopa He MOXeT ObiTb MonyyYyeH ee pacTBOp MMM O4HOPOOHAas
CYCMEeH3Ud, YCTOMYMBOCTbL KOTOPOW COXPaHAETCHA HE MeHee 5 MWUH, B Ka4ecTBe BTOPOro ansTepHaTUBHOIO pac-
TBOpUTENs ANs MX NPUroToBNeHUs Heobxogumo paccmatTpueaTth 5%-Heln pacteop JMCO (CAS Ne 67-68-5) B
dusmMonoruyeckom pacteope. Ecnu pacTBop unu ogHopoaHasa CyCneH3us, COXpaHaWwasaca B TeHeHne He Me-
Hee 5 MWH, NS UccnegyeMon XUMUYECKON NPOOYKLMU HE MOTYT BbITe NPUIrOTOBMNEHKI NMPW noMoLu 5 %-Horo
pacteopa OMCO (CAS Ne 67-68-5) B huamnonornyeckoMm pacTtBope, TPETbMM anbTepHaTUBHLIM PacTBOpU-
Tenem siBNsSeTCA MWHepanbHoe Macno. [nsi BbiICOKONEeTY4Yel uccrneayemMon XMMUYeckorm npogykummn (1. e. co
3Ha4YeHWEeM AaBneHusl HachlWeHHbIX NapoB cBbiwe 6 kla) B Ka4ecTBe pacTBOpPUTENA CrieayeT UCnonb3oBaTh
MUHepaneHoe Macno, Npy YCroBUUW YTO JaHHAA MPOAYKLUMUS cnocobHa pacTBOpATLCHA B HEM unu obpa3oBbi-
BaTb YCTOWYNBYIO CYCMEH3UID, COXPAHSIIOLLLYIOCH B TeYEeHUe He MeHee 5 MUH.

6.2.2 B BbiDpaHHOM pacTBOpUTENE UCCMNEaYEMYH XUMUYECKYO NMPOAYKLWI0 PACTBOPSAOT UMW NPUroTaB-
NIMBaKT OOHOPOOHYHK CYCMEH3WI0 C KOHUeHTpaumen 5 % (no macce), nocne 4ero nyTem nocrefoBaTenbHOro
10-kpaTtHoro pasbaeBneHus goBogaT koHUueHTpauuo Ao 0,5 % n 0,05 %. Kaxayw nccnegyemyo XMMUYECKYH
NPOAYKLUIO UCMBITBIBAKT MPU KOHLEHTpaLMKM pacTeopa unu cycnenaun 5 % u 0,05 %. KneTku, BoipalleHHble
Ha 96-nMyHOYHbLIX MnaHLweTax, NoABepratT BO3AEWCTBUIO pacTBopa (CYCneH3uW) UCCredyeMon XMMUYECKON
NPOAYKLUUK ¢ KoHUeHTpauunen 5 % unm 0,05 % na pacueta 200 MKN Ha A4YeliKy B Te4eHUe 5 MUH NPKU KOMHATHOW
Temnepatype. Miccnegyemyio XMMU4eckyo NpoayKkumio (0AHOKOMMOHEHTHbIE BeLWecTBa, MHOTOKOMMOHEHTHbIe
BELLEeCTBa UMM CMECH) paccMaTpyBaloT Kak YMCThle BELecTBa, NPUroTaBNMBaOT UX PACTBOPLI UMW CYCNEeH3un,
KaK YKazaHo Bbllle, HE3aBUCUMO OT UX YUCTOTbI.

6.2.3 lMuTatensHyto cpeny, yKkasaHHy B 6.1.2, MCNONb3YOT B KAa4eCTBE COOTBETCTBYIOLLEN KOHTPOrb-
HOW Npobbl ANS KaX4oro NnaHLweTa npy KaxKaom noBTopeHu. NMoMUMOo 3TOro KNeTKW Ha KaX oM niaHweTe u
NpW Kax4oM NoBTopeHun obpabaTbiBaloT KOHTPOmNbHbIMK NpobaMu BeiGpaHHOro pacteoputens. OTcyTcTBHE
HeXenaTernbHOro BIUAHWS pacTBOpPUTENen, NepedncrieHHbIx B 6.2.1, Ha xun3HecnocobHocTs knetok SIRC nog-
TBEPXAEHO NpeflecTBYOLWUMN UCTLITAHUAMN.

6.2.4 MNpw npoBedeHWn uccnegoBaHuid No Mmetogy STE B KayecTBe MONOXUTENBHON KOHTPOMNbLHOW Npo-
Bbl 4NS KaXO0ro NnaHweTa npu Kaxgom nostopenun ncnonb3yoT 0,01 %-HblA pacTBOp HAaTpUa Naypuncynb-
data (JICH) B dpunanonormndeckom pacteope. C Lenbio Bbl4MCNEHWS XN3HECNOCOOHOCTU KIETOK NOCIe BO3ae -
CTBUSA NOMNOXUTENBHOW KOHTPONbLHOW NPoBOoi B KaxablA NNaHLWeT Npy KaxaoM NOBTOPEHWUW criefyeT BNuBaTh
KOHTpONbHY Npoby ee pacTBOpUTENsS — (OU3NOMNOrMYECKOro pacTeopa.

6.2.5 XonocTtoi onbIT HE0BXOAWM AMs OLEHKM BEMWYMHBI KOMMNEHCHUPYIOLLER NOMpPaBKW HA ONTUYECKYH
MMOTHOCTb, Er0 CMeAyeT BbINMOMNHATL Ha MyHKaX C NUTaTenbHOM cpefor unu docdaTHO-coneBbiM BydepHbIM
pacteopom (®BC), He cogepxallnm KanbLUin 1 MarHuim Unu KneTku.

6.2.6 Kaxagyto npoby (nccnepyemMyio XMMUYECKYH NMpogykuui ¢ koHueHTpauuen 5 % un 0,05 %, kon-
TponbHY Npoby NUTaTenbHOM Cpedbl, KOHTPOMbHY NPoby pacTBOpPUTENS, a TakKe MONOKUTENbHYH KOH-
TponbHYK Npoby) crnegyeTt UCMbITbiBaTb Ha Tpex o0pasuax B KaK4oM MOBTOPEHWW, MogBeprasi KMeTkn BO3-
OeUCTBUI0 COOTBETCTBYHOLLEN UCCNedyeMOon UM KOHTPONbHOW npoaykuum B konvdectee 200 MKN B TeyeHue
5 MWH Npu KOMHaTHOW TemnepaType.
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6.2.7 OTanoHHbIe XMMMUYECKMe BellecTBa LenecoobpasHo NUCnonb3oBaTh ANA OLUEHKW pasgpaxatoLen
cNocoBHOCTU Ma3 HEM3BECTHOW XUMUYECKON NPOAYKUUW, NpedcTaBnsolen onpeaeneHHbi Knacc xuMmnye-
CKOW NMpoayKUWu, Unu Ona oUeHKU OTHOCUTENbHOW pasgpaxatollei cnocoBbHOCTU rnas B npegenax onpene-
MeHHoro guanasoHa pasapa)aroLLero Bo3aencTeuns.

6.3 UamepeHUe XN3HeCNOoCOBHOCTU KNeToK

Mo OKOHYaHWKM 3KCMO3WLMKM KMNETKW MpoMbIBalOT ABaxAbl, ucnonb3ya 200 mkn ®BC, n gobasnsioT
200 mkn pacteopa MTT (0,5 mr MTT/mMn nutatensHoi cpenbl). Nocne AByx4acoBOW peakuun B UHKybaTo-
pe (37 °C, 5 % CO,) pacteop MTT yaanaioT u akcTparvpytoT MTT-popmasaH, gobasnsas 200 mkn pacTtso-
pa 0,04 H. cONAHOWM KACNOTLI B M30MponaHone W Bblaepxmeas ero B TedeHne 60 MruH B TEMHOM MeCTe Mnpu
KOMHaTHOW TemnepaTtype, a 3aTeM WU3MepsrT nornouieHve ceeta pactesopoMm MTT-dpopmasaHa npu gnvHe
BOMHbI 570 HM C MOMOLLBI NMaHWeTHOro puaepa. lomexm nNpyM NpoBeAeHW UCMNBITAHUA C UCMOMNb30BaAHUEM
MTT, cBAzaHHbIE C 0CODEHHOCTAMU NCCreayemMon XMMUYEeCcKon NpoaykumMn (obnagatoLei okpackol unm cno-
cobHOW HenocpeAcTBeHHO BoccTaHaBnveatbe MTT), BO3MOXHbI NYWb B TOM Cry4yae, ecnv nocne npoMbIBKM,
cnegyloLlen 3a 3Kcnosvumnen, Bce elle ocTaeTcs 3Ha4YMTensHOe KONM4YecTBO UCCNedyeMon NpoayKumm. XoTs
3TO 4YacTo UMEeeT MecTOo Mpu NPOBEAEHUN UCTLITAHWA C UCMOMb30BaHWEM TPEeXMepPHLIX CTPYKTYP PEKOHCTPY-
MPOBaHHOW POroBULIbI YENOBEYECKOro rma3a UM PeKoHCTPYMPOBAaHHOIo anvaepMuca YernoBeka, B cnyyae ¢
OBYXMEPHbIMW CTPYKTYpPaMW KNETOYHbIX KyNbTYP NpW NnpuMeHeHnn metoaa STE BO3HMKHOBEHME TakuX NOMex
ManoBeposATHO. TeM He MeHee, NOCKOMbKY OCTaTOYHbIE KONUYeCcTBa NpodyKuun, obnagarLein oKpackon unm
cnocoBbHoM HenocpeacTBeHHO BoccTaHaBnmeaTe MTT, MOryT Mewarb M3MEpPEHUsIM ONTUYECKON NITOTHOCTH,
nonb3ceatenu metoga STE QOMmKHBI C OCTOPOXHOCTBIO MOAXOAUTE K MHTEpNpeTauun nony4yeHHblx pesynsra-
TOB. Ecnun peaynbTaTthl UCMNbITAHWI NO3BOMSKT CNPOrHO3MPOBaTh NPUHAAMEKHOCTE XMMUYECKON MPOAYKUUK K
Kraccy onacHocTu 1, HMKakue ganbHenwune JeWCcTBUA Mo OLUEHWBAHWID NOTEHUMAanbHOro BIUSAHMUA NOMEX He
TpebytoTcs. MNo BO3MOXKHOCTU AOMKHBI BbITh COOpaHbl AaHHbIe, NOATBEPXAaKLWME BO3MOXKHOCTE NOABNEHNS
nomex B 4eNCTBUTENbLHOCTY (HAanpuMep, NyTeM CONocTaBneHus pesynstaTtoB namepenuin Ol npu npoBeaeHUn
ucnbiTaHuid ¢ ucnonb3oBaHnem MTT gnsa nyHok, obpaboTaHHbIX UccnegyeMon NpoayKUMEn M coaepallnx
knetkn SIRC, n nyHok, o6paboTaHHbIX Uccnegyemon NpoaykuMen, HO He cofepKallMx Takux knetok). Ecnn
YCTaHOBMNEHO, 4YTO NOMEXW NPWU NPOBeaeHMUM UCNbITaHUK C ucnonb3oBaHem MTT okasbiBaloT BAMAHWE Ha Mo-
nyvyaemsle pesynstaTbl, BMECTO HETO MOTYT NPUMEHATLCS ApYrUe ansTepHaTUBHbIE MeTOAbl LMTONOrM4ecKoro
aHanusa (Hanpumep, ¢ UCMOMb30BaHWEM HEeWTparbHOro KpacHOro KpacuTens) Npyu YCRoBUKW MOMyYeHWs C UX
NOMOLLbIO PEe3ynbTaToB, aHanOrMM4YHbIX pesynbrartam Mnpu BbIMOMHEHWW UCMNbITAHWKA ¢ ucnonb3oBaHmem MTT,
Hanpumep NyTEM WCMbITAHWIA BeELLECTB AnS MPOBEPKU KBanudukauum cornacHo tabnuue 1 v npu Hanu4un
OaHHbIX NpoLnbIX HabnoaeHWA, COOTBETCTBYHOLLMX CONOCTaBMMbIM KpUTEPUAM NPUEMITEMOCTH, MONYYEHHbIM
AN cepuuy ucnelTaHui (cm. 6.5).

6.4 UHTepnpeTauusa pe3ynsTaToB U Mogernb NOCTPOEHUsI MPOTrHO30B

6.4.1 3HayeHusa ontuyeckol nnotHocTW (Ol1), NnonyyeHHble ANA KaX4oW UccrnegyemMon XMMU4ecKon
NPOAYKUMW, AOMKHbI MCNONb30BaTLCA AN BbIYMCAEHNS KM3HECNOCOOHOCTUN KNETOK OTHOCUTENBHO pesynsTa-
Ta, NoMy4YeHHOro Ana KOHTponkHoM Npobkl pacTeoputens v npuHaToro paeHelM 100 %. OTHOCUTENbHAS XuU3-
HecnocobHOCTL KNETOK BbIpaXaeTcs B MPoLeHTax U BblYMCNAeTcs nyTem geneHuns aHadeHna Ol ana uccne-
LYEMON XMMUYECKON NPOAYKUUM Ha 3Ha4veHue Ol Ansi KOHTPONbHOW NPobbl pacTBOPMTENSA MNOCHE BblYMTaHWSA
13 HKUx 3Ha4eHunsa Ol gns xonocTtoi npobel no dopmyne 1.

= (Ol579 Mccnepyemon xuMu4eckoit npoaykunin) — (OMszg xonocToi NpoGst) 100. (1)

HKunsHecnocobHoCTb kneTok (%
(% (OM570 KoHTpONbHON Npobel pacteopuTena) — (OlMszg xonocton Npobbl)

AHanorm4Ho oTHOCUTENbHAas XKM3HeCcnocoBHOCTb KNeTOK ANA KaXKA0oW KOHTPONbHOW Npobbl pacTBOpUTE-
NS BbIpaXaeTcsl B NPOLEHTax W BbIYUCISETCS NyTeM AeneHus 3HadeHus O Ons kaxgol KOHTPoNbHOW Npo-
©bl pacTBOpuTEna Ha 3HadeHue Ol ansg KOHTPOMbHOM Mpobbl NMTATENbHOW cpeabl NOCe BbIYUTAHMUA U3 HUX
3HavyeHumsa Ol gna xonocToi npobbl.

6.4.2 Bcero cneayeT BbINOMNHUTL TPW HE3aBUCKMMbIX MOBTOPEHWS, NO TpU napannensHo obpabaTeiBae-
Mbl€ MYHKU B KaxaoM (Takum oBpasom, n = 9). CpeaHee apumMeTUYecKoe 3HauyeHne Xn3HecnocobHoCTM Kne-
TOK B TPex NyHKax A Kax4on UccrnedyemMor XMMUYeckoin NpoayKLuMn U KOHTPOnbHOW Npobkl pacTeopuTens
B Ka)XAOM HEe3aBUCUMOM MOBTOPEHMU UCNONb3YIOT ONS BbIYUCNEHUS cpeaHero apudMeTMYecKoro 3HayeHus
OTHOCUTENbBHONW KM3HecnocobHocTn knetok. OKoH4YaTenbHoe apudMeTUdeckoe cpedHee 3HadeHue XuaHe-
crnocoBHOCTY KNETOK BLIYMCMAOT MO AaHHbIM TPEX He3aBWCHUMbIX MOBTOPEHUIA.
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6.4.3 lNpenenbHble 3HAa4YEHWUs KM3HECNOCOBHOCTN KNETOK ANs uaeHTuduKaummn nccregyemMmon xummye-
CKOW MPOAYKLWK, Bbi3bIBAKOLLEN Cepbe3Hoe noBpexaeHune rnas (knacc onacHoctu 1 cornacHo CIC OOH), u
XUMWYECKOW NpooyKuuMW, He Tpebyrolen knaccuurkalumy Kak Bbi3blBAOLLEHA pa3fpa)XeHne UM cepbesHoe
noBpexaeHne rmas (knacc onacHoctu cornacHo CIFC OOH oTtcyTcTByeT), NnpuBeaeHsbl B Tabnuue 2.

Tabnuua 2-— Mogenb nocTpoeHUs NPOrHO30B ANA MeToda uccnenosaHua STE

HKunsHecnocoOHOCTL KNETOK
Knacc onacHocTu cornacHo

Mpu 5 %-Holt | Mpu 0,05 %-Hoit CrC OOH NpMetkmosT:
KOHLEHTpauun KOHLIeHTpaLuuu
>70 % >70 % Knacc onacHocTu OTCyTCTBYET Bewectea u cmecn!), 3a WcknioyeHnem Teep-

001 NpoayKuMK (BELLECTB U CMEecei), He ABns-
lowencsa cypcakTaHToM, U CMecu, COCTOALLEN
TONBKO U3 CyphaKkTaHToB

<70 % >70 % [MporHo3aupoBaHne Ha ocHoBaHWK | He npumeHnmo
MMEIOLUXCA OaHHbIX He npeg-
CTaBNAETCS BO3MOXHbIMZ)

<70 % <70 % Knacc onacHocTtui 1 BellecTea 1 cmecu)

1) Cmecu, copepxallme XMMMYECKYIO MPOAYKUMIO, AABNEHUE HACHILLEHHbLIX MapoB KOTOpoW npesbiwaet 6 ka, a
TakKe NPOAYKUMIO, HEPACTBOPUMYIO B MMHEPAaNsHOM Macne unu cnocobHyo 06pa3oBeiBaTh YCTONYUBYIO CYCNEH3UIO, B
HacTosLee BpemMs He BXOASAT B 0bnacTe NpUMeHeHs MeToAa HacTOSLLEro CTaHAaapTa C y4eToOM BEPOATHOMO NOMy4eHns
3aHUKEHHOW OLIEHKW MX OMAacHOCTM.

2) Ha ocHoBe aTOrO pesynsTata HEeBO3MOXHO CAenaTe CaMOCTOSTEeNbHbIA NPOrHo3. PesynbTar, nonyyeHHsIin npu
npvMmeHeHun metoga STE ans uenen knaccudukaumu, cnegyet paccMaTpuBaTh B KOHTekcTe |ATA [14].

3) Ha ocHoBe peaynsTaTos, MofyYeHHbIX B OCHOBHOM [MA OOHOKOMIMOHEHTHbIX BelecTB; ANd cMecei Bbino co-
6paHo NULb OrpaHUYeHHOe KONMYECTBO HEOBXoaMMbIX AaHHbIX. TEM HE MEHEE C TEXHWUYECKON TOYKM 3pEHUS AaHHbIN
MeToA SABMSETCA NPUrodHbIM AN UCCNeaoBaHWa MHOTOKOMMOHEHTHEIX BEWECTB W cmecei. [Nepen ucnonb3oBaHWem
MeToAa HacTosAWero craHgapta 4N WCCMNedoBaHWini CMecel G Lenbi MonyyYeHus OaHHbIX, NpUMeHsieMbiX B cdepe
TEXHUYECKOro perynMpoBaHus, crneqyeT U3yyYnTb BOMPOC, MOXET N (a eCriu MOXET, TO NovemMy) ero npumeHeHne obe-
CreynTb JOCTUXKEHWE MPUEMIEMBIX C TOYKW 3pEeHUs NOCTaBMNeHHOW Lenu pesynetaTtoB. MayyeHne gaHHOro Bonpoca He
Tpebyetcs, ecnv HeoBXOOMMOCTbL UCTBITAHWI COOTBETCTBYIOWEN CMECH yCTaHOBMNeHa AelcTByoWmnMK TpeboBaHuaMN.

6.5 Kputepun npneMmnemMocTu

PesynkTaThl MCMBITAHWIA CYATAKOT NPUEMMEMbIMI NPU COBMIOAEHNU CNEQYIOLWUX KPUTEPUER:

a) OnTuyeckas NMOTHOCTb AMS1 KOHTPOMNbHOW Npobbl NUTATENBHOW cpedbl (HaxondAweica B YCNOBUSIX
BO3[eCTBUS MUTATENBLHON cpefbl) 4omkHa cocTaenAaTe 0,3 unu 6onee nocne BbIMUTaAHUSA 3HAYEHUSA ONTHUYE-
CKOW NIMOTHOCTU ANSA XONOCTON Npobbl.

b) 3HaueHWe xn3HecnocoBHOCTK KNEeToK nocne obpaboTkM KOHTPONbLHOW Npoboi pacTBOPUTENS JOMXK-
Ho cocTtaenaATb 80 % nnun Bonee OTHOCUTENLHO NONMYYEHHOrO 3HAYEHUA AN KOHTPONbHON NPoBbl NMTaTENBLHON
cpeabl. Ecnu B Kax4oM NOBTOPEHUKM MCNONb3YETCH HECKOILKO KOHTPONbHBLIX MPO6 pacTBopuTenei, 3Ha4eHne
YKM3HECNOCOBHOCTW KIETOK, KOTOPOE MoMy4atT Npyu UCNOMNb30BaHWM TAKOW KOHTPONbHOM Npobbl, AOIMKHO nNpe-
BbiwaTh 80 % Ana Nnpu3HaHWs yOOBMNETBOPAKOLL UMK TpeboBaHUSAM pe3ynbTaToB UCMbITAHUIA XMMUYEeCKOW Nnpo-
OYKLUMW, C KOTOPOW MCNOMNb30Banuch 3TW pacTBOPUTENN.

c) 3HayeHue Xn3HecnocobHOCTK KNETOK, NONy4YeHHOe nocne 06paboTkn NONOXKUTENBHON KOHTPOMNBHON
npoboit (0,01 % SLS), gomkHO Haxo4uTbCA B Npedenax YOBOEHHOro CTaHOapTHOro OTKMOHEHWS cpedHero
3Ha4YeHWs No AaHHbIM NpefLecTByOWMX HabnogeHun. BepxHee v HWKHee 3Ha4YeHUa rpaHnl MpUeMIeMocTy
ONSA NONOXUTENBbHOW KOHTPOMbHOW Npobbl CNeayeT YacTo 0OHOBNATL, KenaTenbHo Yepes KaXable Tpy Mecsua
nnb0o KaxabliA pa3 npy npMemnemMoM NpoBegeHnn UCnbiTaHWs, eciv enbiTadus B nabopaTopyy NpoBoAATCA
He perynspHo (T. e. pexe O4HOro pasa B mecsu). Ecnn nabopaTtopvs He NpOBOAKNT AOCTAaTOYHOE KONMYECTBO
ncnbiTaHuin anst obecnevyeHns craTMcTuyeckn pobacTHOro pacnpeaenernsl pesynsTaToB UCMbITaHWiA NOMOXu-
TenbHOWM KOHTPOIBHOW NPoBkl, 4ONYCKAETCA UCNONb30BaTh 3HAYEHUS BEPXHEN U HWXKHER rpaHuL, npuemMnemo-
CTU, yCTAHOBMNEHHbIe pazpaboTunkom meToga, a umeHHo 21,1 % n 62,3 % cornacHo AaHHbIM HabnwogeHun B
ero cobcTeeHHoN nabopaTopuu, C YCTaHOBNEHWEM B JaNbHENLeM pacnpedeneHus Ans BHYTPEHHEro UCMNoMb-
30BaHWA Nnocne NpoBefeHUsl perynspHblX UCMbITAHWA.
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Ecnn nmobow 13 npuBedeHHbIX Bbille KpuTepues, a), b) unwm c), He cobrnrogaeTcqa, To B 3TOM criyvyae
cnenyet NpefycMOTPEeTh BbIMNOMHEHWE AOMOMHUTENBHOMO NOBTOPEHUS.

d) CraHpapTtHoe oTknoHeHue (CO) oKOH4YaTENbLHOro 3HAYeHUS XU3HECTOCOOHOCTH KNETOK OTHOCUTENb-
HO 3HAYEeHWA, NONYYEHHbIX A7 TPEX He3aBUCUMMbIX MOBTOPEHWIA, AOMKHO BbiTb MeHee 15 % kak ana 5 %-Hon,
Tak u ansa 0,05 %-Hon KOHUEHTpaUWUM UcCrneayemMoin XMMnu4eckon npogykumm. Ecnu anaveHne CO coctaBnset
15 % wunu bonee, To UCMOMbL30BaTLCA TakMe Pe3ynkTaThl UCMBITAHWIA HE OOMKHbLI, U cnedyeT BLINMOMNHUTL eLle
TPW NOBTOPEHMWSA.

7 OaHHBbIe N OT4YeThkl 00 UCNBLITAHUAX

7.1 OaHHbIe

B kavectBe pe3ynbraTtoB WCMNbITAHWIA NPUBOAAT AaHHbIE MO KaXO0W OTAENbHON fAYeinKe (T. €. 3Ha4YeHusA
XW3HecnocobHoCTH KﬂeTOK) B KaX[OM MOBTOPEHWW, OKOHYaTENbHOE CpefHee apuiPMeTMYeCKoe 3HaYeHue
KN3HecnocobHOCTH KNEeToK, 3Ha4YeHne CTaHOapTHOrNo OTKNOHEHWA (CO), a Takxke cBeeHWs 0 knaccudukaumnm.

7.2 OT4yeT 06 MCNbLITAHUAX

OT4et 06 UCNBLITAHKMAX AOMKEH BKINKOYaTL B cebs cneayoLyo MHopMaLKo:
- Nccnenyemas xumuyeckas npogyKums:

- OAHOKOMMOHEHTHOE BELLecTBO: MASHTU(UKALMOHHbIE OAHHbLIE XMMWYEeCKOW MPOAYKUUM, 8 UMEHHO
HavmeHoBaHus (Hassanus) no IUPAC unu CAS, pernctpaumoHHeiil Homep (Homepa) CAS, kogbl SMILES unn
InChl, cTpykTypHyt hopMyny W/Unu apyrue oTnudYuTenbHbIE NMPU3HAKK,

- MHOTOKOMMOHEHTHOE BELLECTBO, BELLECTBO C HeonpeaeneHHbIM UK nepemMeHHbIM cocTasom (UVCB)
UK CMech; Kak MoxHo Bonee NonHoe onncaHue BewecTs, HanpuMep, Bce AOCTYMNHbIe MAEHTUMMKALMOHHbIe
[aHHble (CM. BbilE), CBEOEHWS O CTENEHW YACTOThI, O KOMUYECTBEHHLIX OOMNSAX U COOTBETCTBYHLUWX (DU3NKO-
XUMUYECKUX XapaKkTepUCTUKax ero CoOCTaBMAKLLNX;

- arperatHoe cOCTosiHMe, neTy4ecTb, nokasatene pH, aHadeHwe LogP, MonekynspHasa macca, knacc
XMMUYECKUX BELLECTB, a TakKe Mo BO3MOXHOCTU Apyrie 3Ha4YMMble (OU3MKO-XMMUYECKMe XapaKTepUCTUKK;

- CBEeHUS O CTEMNEHMW YNCTOThl, XapakTepUCTUKa NPUMeCeit, ecrnv NOAroTOBKA TAKOW XapaKkTepucTUKN
BO3MOXHA M NpakTMyecku LenecoobpasHa, U T. n.;

- cnocob obpaboTkM nepeq Ha4anom UCNbITaHWA, ecnu Takas oOpaboTka NpoBogMnack (Hanpumep,
noaorpes, 3MensyeHue);

- cBeeHUs 06 yCrnoBusiX XpaHeHus U cTabunbHOCTU BELECTEa, CN TaKkoBbie UMETCS;

- CBeleHUs1 O PacTBOPUMOCTU UK cnocoBHOCTN 06pa3oBLIBATL YCTONYMBYIO CYCMEH3UNI0, COXPaHSI-
Lylocs B TeYeHue He MeHee 5 MUH B BbIOpaHHOM pacTeopuTene.

- Ycnoeus v npoueaypbl METOAa UCTbITaHWIA:

- HAaUMeHOBaHWe/ MM WU agpec opraHu3auMu/nMua, OCyLLEecTBNABLIMX (hMHAHCUpoBaHWe, nabopaTo-
PWK, roe NPoOBOAWIUCH UCMLITAHUSA, 8 TaKKe MMSA PYKOBOAWTENS UCCNEefoBaHUs;

- ONMcaHWe NpUMMeHsBLIErocsl MeToaa;

- cBeeHusl 06 UCNONb30BAHHOM NMUHMM KNETOK, UCTOYHIMKE ee NOMyYeHUsl, KOHMHSHTHOCTU KIETOoK,
3a0eMCTBOBAHHbIX B UCMbITAHWAX;

- nogpobHoe onucaHue NPUMeHsIeMoil MeTOAMKA UCMbITAHWIA;

- CBEOeHUs O KONMYeCTBE NOBTOPEHMWIA 1 Yncne napannensHo o6pabaTteiBaBLLMXCH 0BpasLoB;

- UCMONbL30BaHHbLIE 3HAYEHWUA KOHLEHTpaUWUK UccneayeMoin XMM1MYeckon Npoaykunm (ecnm oTnmMyaoT-
CA OT PEKOMEHLOBaHHbIX);

- o6ocHoBaHKe BbIGOpa pacTBOPUTENS ANS KaXAoW uccrefyeMon XMMUYecKon NpoayKuum;

- MPOAOIKUTENEHOCTL SKCMO3ULIMK MCCneayeMoi XMMMYECKoR npoayKumMen (ecnv oTnMyaeTcs oT pe-
KOMEHL0BaHHOM);

- onucaHue niobbIX U3MEHEHUI, BHECEHHBLIX B METOAUKY UCTbITAHWIA;

- ONMUCaHWe NPUMEHSBLUNXCS KpUTEPUER OLIEHKA U MPUHATUS peLIeHU;

- CBefleHUs 0 cpeaHeM apudMeTUYeCcKOM 3HaYeHMM ANA NONOKMUTENBHOW KOHTPONbHON Npobbl n CO
No AaHHbLIM NpefLecTBYLWNX HabnoaeHni;

- NoATBEPXAEeHWe A0CTAaTOMHOM KOMNETEHTHOCTU NabopaTopuun ANs BLINOMHEHUs MeToda Uccnenosa-
HWI Nepeg Hadanom ero perynsipHoro nNpUMeHeHust (HanpyumMep, nyTem nNpoBeaeHWUa UCMBITaHUA cneuunanbHo
0oTOBPaHHLIX ANA 9TOro XMMUYECKMX BelecTB) U NogTBepKaeHe BOCNPON3BOOMMOCTH PesynbLTaToB UCMbI-
TaHWA 38 U3BECTHbLIN NEpPUO BPEMEHN.
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- PeaynbtaTh!:

- A8 K2XKO0W MccrnegyeMon XMMWYEeCKOW NMPOAYKLMM M KaKO0N ee KOHLEeHTPauuW, a TakkKe KapKgoro
KOHTPOMNBHOIO BELlecTBa npedcTaBneHne B TabnvyHoM BUOE WHAMBMAyamnbHbIX 3HadeHun O ong napan-
NenbHO UCMoMb3yeMblX MYHOK, cpedHUX apudmeTudecknx 3HaveHuin Ol no kaxaomy Hes3aBUCHMMOMY MOBTO-
pPeHWI0, 3HaYeHWI XXM3HEeCNOCOBHOCTY KNEeToK (B NpoLeHTax) No KaX4oMy He3aBUCMMOMY NOBTOPEHWIO, @ Tak-
e OKOH4YaTenbHOe cpeaHee apuMeTUYECcKOoe 3Ha4YeHne xm3HecnocobHocTK knetok (B npoueHTax) n CO no
OaHHBLIM TPEX MOBTOPEHWI;

- pe3ynbTaThl ANs NUTATENbHOW cpeabl, PACTBOPUTENS U NOMOXUTENBHOW KOHTPONbHOW Npobbl, noa-
TBepX¥dawLmne COOTBETCTBUE KPUTEPUAM NPUEMIEMOCTH;

- onvcaHue NpoYMX SIBNEeHWA, HabnoaaBLWIMXCA B XOAE UCMbITAaHUIA, BKMOYaa HEMOMNHOe yaaneHue Bu-
OWMBIX OCTaTKOB OKpaLleHHol u/unu cnocobHol HenocpeAcTBEHHO BoccTaHaenveate MTT uccnegyemon xu-
MW4ECKOW NPOLYKLMKN NOCe MPOMBIBKK, CriedyHLen 3a aKcnosmumen;

- 06Wme uTorn Knaccutmkauum co CCbINKOW Ha NMPUMEHSIBLUYHOCA MOAEMNb MOCTPOEHUSA NPOrHO30B/
KPUTEPUN MPUHATHA PELLEHUN.

PaccmoTpeHue pesynesraTos.
BeiBoabl.
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Mpunoxexune OA
(cnpaBo4Hoe)

ConocrtaBneHue CTPYKTYpPbI HacToAllero ctaHgapTta co CTPYKTypOﬁ npUMeHeHHOro
MexayHapogHoro goKymMeHTa

Tabnuua OA.1

CTpykTypa HacTosAWero craHgapTa CTpyKTYypa MexAyHapoAHOro AOKYMeHTa
Pasgensl MyHKTBI Mepeyncnenus MyHKTBI Mepeuncnenus

BeepeHve 1,2 —

1 1.1 — 3 —
1.2 — 4,11 —

2 — — —
21 - Mpunoxexuve 1 —

22 — Mpunoxexuve 1 —

23 — Mpunoxexue 1 —

2.4 - Mpunoxexuve 1 —

2:5 - Mpunoxexuve 1 —

26 - Mpunoxexue 1 —

2.1 — Mpunoxexuve 1 —

2.8 — Mpunoxexwe 1 —

29 — Mpunoxexuve 1 —

210 - Mpunoxexuve 1 —

2.1 — Mpunoxexuve 1 —

212 — Mpunoxexwe 1 —

213 — Mpunoxexue 1 —

214 — Mpunoxexwe 1 —

215 — Mpunoxexue 1 —

216 - Mpunoxexuve 1 -

217 — Mpunoxexue 1 —

2.18 — Mpunoxexwue 1 —

219 - Mpunoxexue 1 —

2.20 - Mpunoxexuve 1 —

2.21 — Mpunoxexuve 1 —

2.22 - Mpunoxexuve 1 —

2.23 — Mpunoxexue 1 —

2.24 — Mpunoxexwue 1 —

2125 - Mpunoxexue 1 —

2.26 - Mpunoxexuve 1 —
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OkoHYaHue mabnuubi JA.1

CTpyKTypa HacTosILLero ctaHgapTa

CTpyKTypa MeXayHapoaHOoro AoKyMeHTa

Pasgenbl MyHKTBI MNepeuncnennsa [yHKTbI Mepeuncnenus

2.27 — Mpunoxexwue 1 —_

2.28 — MpunoxeHne 1 —

2.29 — MpunoxeHne 1 —

3 3.1 — 5 —
3.2 — 6 —

33 — 7 —

34 —_ 8 _

3.5 — 9 —

3.6 — 10 —

4 4.1 — 11 —
42 — 12 —

5 — 13 —
6 6.1.1 — 14 —
6.1.2 — 15 —

6.1:3 — 16 —

6.2.1 — 17 —

6.2:2 — 18 —

6.2.3 — 19 —

6.2.4 — 20 —

625 — 21 —

6.2.6 — 22 —

6.2.7 — 23 —

6.3 — 24 -

6.4.1 — 25 —

6.4.2 — 26 —

6.4.3 — 27 —_

6.5 — 28 —

7 7.1 — 29 —_
7.2 — 30 —

Bubnwvorpadusa Iutepatypa
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Knouesble crnoBa: XMMU4YecKas NpoayKLuisi, POroBMLA rnasa Kponuka, TOKCHMYeCKoe BO3AeNCTBME Ha POroBu-
Uy, pasgpaxatowas crnocobHOCTL in vitro
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