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Mpeancnosue

Llenu, oCHOBHbIE MpUHLMNbLI 1 06LUME NpaBuna NpoBeaeHus paboT MO MeXrocyaapCTBEHHON CTaHaap-
Tusauyum ycraHosneHol FOCT 1.0 «MexxrocygapcrBeHHasa cuctema craHgaptuzaummn. OCHOBHbIE NOMOXKEHUSI»
n MOCT 1.2 «MexrocygapcTBeHHaa cucreMa craHgaprusauumn. CtaHaapTel MEXroCyaapCTBEHHbIE, npaBuna
U PEKOMEHAAUMN MO MEXTOCYAAapPCTBEHHON cTaHgapTusauuu. MNpasuna pa3paboTku, NPUHATUSA, 0OHOBNEHUS
1 OTMEHbI»

CeegeHus o cTaHgapTe

1 NOArOTOBJIEH ®eanepanbHbiM BIOAXETHBIM yUYpexaeHneMm 3apaBooxpaHeHna «Poccuiickuii pe-
TMCTP MOTEHUMANbHO OMACHbIX XMMUYECKUX U BMonornyecknx BeLlectsy deaepansHoi crny0bl N0 Hag30py B
chepe 3awmThl NpaB notpedbutenen u Gnarononyyuns yenoseka (PbY3 «Poccuinckuii pernctp NnoTeHUManbHo
OMAacHbIX XMMUYECKMX M Buonormyeckux sewecTsy PocnoTpebHaasopa), denepanbHbeiM rocyaapcTBEHHbIM
YHUTapHbIM npeanpuatuem «BCcepoCCUNCKUIA HAyYHO-UCCNEAOBATENLCKMI LIEHTP CTaHZapTusaumm, nHgop-
Mauum u ceptudukauum cbipbs, Matepuanos u sewects» (Pryr «BHAULCMB») Ha ocHOBe COOCTBEHHOIO
nepeBofa Ha PYCCKUI A3bIK aHrNOSA3bIMHON BEPCUM JOKYMEHTA, yKa3aHHOro B nyHkTe 5

2 BHECEH ®egepanbHbiM areHTCTBOM MO TEXHUYECKOMY PErySIMPOBaHUIO U METPONOTUA

3 MPUHAT MexrocygapCTBEHHbIM COBETOM MO CTaHaapTu3auuu, MeETponorum u ceptudpukaumm
(npoTtokon ot 14 HoAbpsa 2013 1. Ne 44)

3a NpuHATUE NPOroNocoBasnu:

KpaTkoe HauMeHoBaHWe CTpaHbi Kop cTpaHbl CokpalleHHoe HalMeHoBaHWe HaLMoHanbHOro opraHa
no MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 no cTaHgapTUsaLu
ApmMeHuns AM MunHaKoHOMMKM Pecnybnnkm ApMeHns
Benapycb BY loccTtaHgapT Pecnybnukn Benapych
Kuprusus KG KblprelactaHgapT
Poccus RU Pocctangapt
TagXuknuctaH TJ Tagxukcrangapt

4 Tpukasom degepantcHOro areHTCTBa N0 TEXHUYECKOMY PeryriMpoBaHuIoO U METPONOrMm oT 22 HoAbps
2013 r. Ne 793-cT MexxrocyaapcTeeHHbIvi ctaHaapt FTOCT 32436—2013 BBefeH B AeWCTBME B KaYeCTBe Ha-
LMoHansHoro ctaHgapra Poccuiickon ®egepauun ¢ 1 asrycta 2014 1.

5 Hacroswmn ctaHgapT MAeHTUYeH mexayHapogHoMmy gokymeHTy OECD, Test Ne 404:2002 «Octpoe
pasgpaxeHue/pasvegarue (kopposus) koxu» («Acute Dermal Irritation/Corrosion», IDT)

HaumeHoBaHue HacToALEro craHgapTa U3SMEHEHO OTHOCUTENBHO HAaMMEHOBAHMA YKa3aHHOTO Mexay-
HapoAHOro AoKyMeHTa ana npuseaeHus B coorsercreue ¢ NOCT 1.5 (noapasaen 3.6)

6 BBEJEH BrNEPBbIE

7 NEPEUSJAHWE. Anpens 2019 1.
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Ungpopmayus o eeedeHuu e delicmeue (npekpaweHuu delicmeust) Hacmosawe2o0 cmaHoapma u u3me-
HeHull K HeMy Ha MepPUMOPUU yKa3aHHbIX ébiwe 20Cy0apcme MybiluKyemcs 8 yKka3ameJsisix HayUuOHallbHbIX
cmaHOapmos, u3dasaeMbix @ amux 20cydapcmeax, a makxe 6 cemu iumepHem Ha calimax coomeemcmey-
fouux HayuoHabHbLIX 0Op2aHoe 1o cmaHdapmu3ayuu.

B cnyuae nepecmompa, USMEHEHUST ullu OMMeHbl Hacmosawezo cmandapma coomeemcemeyiloujast UH-
¢hopmauust 6ydem onybnuxkoeaHa Ha oguyuanbHOM UHmMepHem-caiime Mexz0cydapcmeeHHO20 coeema 1o
cmaHOapmu3ayuu, MempoJio2uu u cepmughukayuu 8 Kamanoze «MexaocydapcmeeHHble cmaHOapmbi»

© CraHpapTHdopM, odopmneHue, 2014, 2019

B Poccuiickoit defepauum HaCTOAWMIA CTAHAAPT HEe MOXET ObITb MOMHOCTLIO UMK
YacTMYHO BOCMPOU3BEAEH, TUPaXUpoBaH WU pacnpocTpaHeH B KavyecTBe oduumanibHoro
n3naHus G6es paspelueHuss deiepanbHOro areHTCTBa No TeXHUYECKOMY peryrnmpoBaHuio 1
METPONoruu
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BBeaeHune

MeTtoa no3BonsieT OLEHUTb BCIO MMEIOLLYIOCS MHOPMaLuo 06 NCNbITYeMOM BELLECTBE C LIENbIO U3-
6exxaTb HEHYXXHbIX 3KCMEPUMEHTOB Ha MOAONLITHLIX XXUBOTHbLIX. PekomeHayeTca npoBecTu c60p M aHanus
BCeli M3BECTHON MHpopmMaLmmu 06 UCNBITYEMOM BELLECTBE NEPE TEM, Kak Ha4YaTb UCCNefoBaHue in vivo ans
pasbeaaroLLero/pasapakatoLero Bo3aencraus. Hegocraowme gaHHbie MOryT ObiTh MOMyYeHbl B XO4E UC-
cnefoBaHui. CTpaternsi TECTUPOBAHUSA BKIIOYAET NOCNeA0BaTeNbHOE BbINOMHEHNE NOATBEPKAEHHbIX N pac-
NPOCTPaHEHHbIX UCCNe40BaHUN in vitro. B qononHeHue, rae ymMecTHO, peKOMeHAYeTCsl nocregoBarernbHoe, a
HEe OHOMOMEHTHOE HaHEeCEHWe TPex NOBA30K C UCCneayeMbiM BELLUECTBOM Ha XXMBOTHOE B NpeABapUTENbHbIX
UCNbITaHUSAX in Vvivo.

Kak B MHTepecax Hayku, Tak U C Lenbio 3alUnTbl XXUBOTHbLIX UCCNEAOBAHUSA in ViVO HE AOFXXHbI npea-
NPUHUMATBLCA A0 TeX NOp, NOKA He CODpaHbl, He PaCCMOTPEHbl U HE B3BELLEHbI BCE AOCTYMHbIE JaHHbIE O
pasgpaxarwoLmx/pasbearoLmx CBOMCTBaxX BeLwecTsa. [1og06HbIe AaHHbIE BKIIOYAIOT B CE0SA y)Ke U3BECTHbIE
MCCNEAOBaHMS Ha YeroBeke u/unu nabopaTopHbIX XXUBOTHbIX, MHpopMaLMIo O pa3beaaloLlem/pasapaxaro-
LieM BO3AENCTBUM OOHOTO UMM Boriee CTPYKTYPHO CXOXMX BELUECTB UIIM CMeCel Takux BELLUeCTB, a Takke
MH(OPMALMIO O KUCMOTHBIX U LLENOYHLIX CBOWCTBAX UCMNLITYEMOrO BELLEeCTBa. Bce 3TH CBEAEHUSA OCHOBAHDI
Ha NPOBEPEHHbLIX U BEPUULNPOBAHHBIX AaHHbIX, NONYYEHHbIX B UCCNEA0BAHUAX iN Vitro unu ex vivo. AHanu3
MHGOPMaLUM CnocoBCTBYET CHUXKEHUIO NOTPEBHOCTN B UCCNEAOBAHUSX in vivo pasapaaioLlero/pasbeaato-
Liero (Koppo3MOHHOT0) BO3AEWCTBUA UCMLITYEMOrO BELLECTBA, Y)Ke NOMYyYUBLUMX AOCTATOYHOE OCBELUEHME No
pesynbsratam gpyrux nccnegoBaHui.
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M EXT FOCYAAPCTBETUHHUB # CTAHJAAPT

METOAb! UCMbITAHWUA MO BO3AENCTBUIO XMMUYECKOW NPOAYKLMU
HA OPIF'AHM3M YEJIOBEKA

McnbiTaHUA No oueHke OCTPOro pasapaxalowero/pasbeagarowero (KOppo3MOHHOIO)
[ENCTBUA Ha KOXY

Methods for testing of chemicals of health hazard. Tests for evaluation of acute dermal irritation/corrosion

Nara BBegeHna — 2014—08—01

1 O6bnacTb NpUMeHeHus

HacToswuit ctaHaapt yctaHaBnuBaeT TpeboBaHUA K BbIMOHEHMIO NO3TANHbIX UCCNEA0BaHUI pasapa-
»xatolero/pasbegatoLlero (KOppo3MOHHOIO) BO3AENCTBUS BELLECTBA Ha Koxy. CTtparterun paspaboraHa u pe-
komeHaoeaHa O3C[, ans npoBeAeHMA UCNbITaHUI B COOTBETCTBUM C COrnacoBaHHON Ha rnobanbHOM ypoBHe
CUCTEeMON Kraccudhmkaumm OonacHOCTU U MapKMPOBKM XUMUYECKOW npoaykuumn (GHS). PekoMeHnayerca py-
KOBOACTBOBATLCA CTpaTerven MCnbITaHUs nepea TeM, Kak HayaTb uccneaoBaHus in vivo. Hosble BelyecTea
pPEKOMEHAYETCA UCCNeaoBaTh NO3TAMHO € LEnbio pa3BuTUA Hay4yHOW 6a3bl AAaHHLIX O pasgpa)alomx/pasb-
efarwmx (KOppO3MOHHLIX) CBOWCTBAX BELECTBA. [Ans CyLIeCTBYIOLMX BELECTB, MHOPMAaLUK O KOTOPbIX He-
[AOCTaTO4HO, CTpaTernto HeobxoaMMo NCNONb30BAaTL C LIEMbIO BOCMOMNHEHWUA HEAOCTAIOLWMX AaHHbIX. Mcnonb-
30BaHWE Pa3NUYHbIX TECTOBbIX CTPATErni UK Npoueayp, Kak U NPUHATUE peLUeHUit 00 UCKMIoYEeHnH paga us
HWUX U3 NO3TaNHOro TECTUPOBAHUSA, JOIMKHO GbITh ONpaBaaHo.

Ecnn HEBO3MOXHO ONpeaenuTb CTeneHb pasapaxeHus/pasbeaaHnsa (KOppo3um) KOXMU nyTem aHanusa
OOCTYMHOW MHhOPMAaLMK B COOTBETCTBUM C NOCNEA0BATENbHON CTpaTerneit TeCTMpoBaHusl, LienecootpasHo
nNpoBeCTN UCcreaoBaHue in vivo.

2 TepMUHBbI U onpeaeneHun

B HacTosiLlem cTaHAapTe NpUMEHEHbI Cneayowme TEPMUHBLI C COOTBETCTBYIOLLIMMU ONPeaeneHUAMM:

2.1 pepmanbHoe pasgpaxeHue (dermal irritation): OOGpaTuMble MOBpPEXAEHUA KOXM, BO3HUKLLUE
BCMNEACTBME HAHECEHWA UCTILITYEMOrO BELLECTBA OAHOKPATHO HA 4 4.

2.2 pepmanbHoOe pasbeaaHue (koppo3ua) (dermal corrosion): HeobpaTtumblie NOBPEXAEHUST KOXMU, a
MMEHHO, HEKPO3, Habnogaemble B anuaepMuce U B Aepme, BO3HUKLLUME BCNIEACTBUE OJHOKPATHOTO HAaHECEHUS!
UCMbITYEMOro BELUECTBA Ha 4 Y. TUNMUYHLIM KOPPO3UIHLIM NPOSIBRIEHUEM SBNSIETCA 0OpasosaHue A3B, Kpo-
BOTeYeHue, 06pasoBaHMe KPOBSHUCTbIX CTPYNbEB; K MOMEHTY OKOHYAHUA UCCNEA0BaHUA HA 14-i AeHb LBeT
KOXW CTAHOBUTCA GnefHelM, 00paboTaHHbIA y4acTOK NOMHOCTLIO NbICEET U MOKPLIBAETCA CTPynbAMU. Ons
OLIEHKU COMHUTENbHbIX MOBPEXAEHWUIA TKAHU PEKOMEHAYETCA NPOBECTM MMCTONATONOrN4Yeckoe nccneaosaHue.

3 MpuHUMN TecTOBOrO MeTOAA in vivo

[o3a uCnbITyeMoro BeLleCTBA HAHOCUTCA HA KOXY MOAOMbITHOTO XXMBOTHOTO OAHOKPATHO, HEoGpabo-
TaHHasa Koxa OyaeT Cny»uTb AN cpaBHeHUs (KOHTpons). CTteneHb pasgpaxeHus/pasbegaHusn (Koppo3uu)
cbmKCHpy€eTCA B ONPEeAEneHHble NPOMEXYTKM BPEMEHM U 3aTeM NOCNeAoBaTeNbHO ONUCLIBAETCA C LIENbIO BCe-

N3paHue ocpuumnansHoe
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CTOPOHHEN OLEHKM BO3AeiCTBUA BeLlecTBa. MpoaomKMTENbHOCTb UCCNEA0BAHUS [0SMKHA ObITb AOCTAaTOMHOM
AN OLEHKW npoLiecca 06paTuMOCTU Unu HeoBpPaTUMOCTH HabnoaaeMbIX pe3ynsTaTos.

KMBOTHBIX, NMPOAOIDKUTENBHO AEMOHCTPUPYIOLLMX BblpaXeHHoe usmyeckoe HegomoraHue wu/unu
oCTpyio 00nb, cneayer yMepTBUTb NYMaHHbIM CNOCOGOM BHE 3aBUCMMOCTM OT 3Tana UCMbITAHUS, BELLECTBO
OLIEHUBAETCHA COOTBETCTBEHHO. Kputepumn pewenus o6 yMepLUBIIEHUM aroHU3MPYIOLMX UMM HEBLIHOCUMO
CTpajatoLmX XXMBOTHbIX NpUBeAEHbI B [2].

4 OnucaHue TeCTOBOro MetToaa

4.1 MoproroBka MeToaa in vivo

4.1.1 OTOOp BMOA XMBOTHbIX

MpeanouteHue otaaerca kponumkam-anbbuHocam, UCNONbL3YIOTCA MONoAble 340poBble ocobu. Mcnonb-
30BaHUE APYrMX BUAOB XMBOTHbIX JOMMKHO ObiTb 0O0CHOBAHO.

4.1.2 MoarortoBKa XUBOTHbIX

MpubnuautenbHO 3a 24 Yaca A0 Ha4ana UCMbITAHUS WEPCTb A40MKHA ObITb TLATENbHO BLICTPUXKEHA CO
CMUHHON YacTu Temna XMBOTHOTO. LLiepcTb cneayert yaanatb 0CTOPOXHO, UTOObI HE MOBPEAUTL KOXKY XXUBOTHO-
ro. UcnbiTanuio noasepratotr 0cobu TOnbLKO CO 330POBOI HEMOBPEXKAEHHON KOXKEN.

HekoTopble BUAbLI KPONUKOB B ONpefernieHHOe BpeMsl roga UMEIOT MAOTHbIE KIOYKM wepcTu. Ha Takue
obrnactu Henb3sA HaknajbiBaTb BELLUECTBO.

4.1.3 YcnoBus cogepXXaHus U KOPMIeHus

Kaxxnoe »MBOTHOE JOMKHO COAEPXKATbCA OTAENbHO. Temnepatypa B 3KCNepUMEHTaNbHOM NOMELLIEHUM,
rae CoAepXXUTCA MOAOMbITHOE XXMBOTHOE, AODKHA cocTaBnath (20 + 3) °C ana kponukos. OTHOCUTENbHASA
BMaXXHOCTb NMOMELLEeHU A0omkHa cocTasnsAaTb 50—60 %, ee MMHMMAarbHbLIN YPOBEHb HE AOM¥KEH NpesblLaTh
30 %, MakcumMarsbHblii — 70 %, 3a UCKMNIOYEHUEM Crly4aeB, Koraa nponsBoauTca yoopka. OcseLleHne nckyc-
CTBEHHOE: 12 YyacoB — cBET, 12 YacoB — TEMHOTA. [Nsi KOPMNEHUs1 MOXET UCNOMNL30BaTLCA 0ObIYHAA nNabo-
paTopHas auera, NUTbEBas BOAA — B HEOrPAHUYEHHOM KONM4YecTBe.

4.2 NMpoueaypa ucnbiTaHusa

4.2.1 HanoxeHue ucnbiTyeMoro BewecTea

McnbITyemMoe BELECTBO [10MKHO BbiTh HANOXEHO HA HEBONBLLOIH YYacToK (MPUBNNIUTENLHO 6 CM2) KOXM
1 NOKPLITO MapneBoi NOBA3KOW, 3aKPENNEeHHON He Bbi3bIBAKOLWEN pasgpaxeHus neHTon. B cnyyae ecnu nps-
MO€ HaroXeHWe HEBO3IMOXHO (HanpuMep, C XUAKOCTSMU WUITM HEKOTOPbIMK NMacTamu), BELLECTBO He0Oxoau-
MO npexae HaHeCTU Ha MapneByl0 NOBA3KY U 3aTeM NPUNoOXMUTh K koxke. NoBsidka He fomkHa CAAaBNUBATh,
KpenuTcs NocpeACcTBOM NOAXOAALLEro MaTepuana Ha NpoTSHKEHWU BCEro nepuoja BO3AENCTBUA BELLECTBA.
Ecnu BELLECTBO HAHECEHO Ha MapneBsylo NOBA3KY, HE0BXoAUMO NPOCNeAnTb, YTOBbLI OHO ObINI0 PaBHOMEPHO
pacnpeaeneHo 1 MnoTHO KOHTaKTMPOBano ¢ koxen. Heobxoaumo npeaynpeanTb BO3MOXHOCTb Y XXMBOTHOTO
OOTAHYTLCA A0 NOBA3KU U NPOrNOTUTL UMW BAOXHYTb BELLIECTBO.

Mpu npoBeaeHUU UCTILITAHUN XXNAKOCTEN UX 0OLIMHO He pa3BoaAT. Ecnu ucnbiTbiBaeTCA TBEPAOE BELle-
CTBO (OHO MOXET ObITb pasMenb4€HO — NPU BO3MOXKHOCTH), €10 HE0DX0ANMO YBNAXKHUTb HEGOMNbLUMM KONU-
4YeCTBOM BOAbl (Npu HeobxoaAUMOCTU — ApyruM pasbaBuTtenem), YTobbl 06ecneUnTb HaAEXHOE NpuneraHue K
koxe. Ecnu ucnonb3ayetcst He BOAHbIN pa3baBuTernb, €ro NoTeHUUanbHoe BO3AENCTBUE HA pasapaXKeHNe KOXu
AOIMKHO ObITb MMHMMAIbHBIM.

Mo okoH4yaHuu nepuosa BO3AeHCTBUA (0OLIMHO 4 4) OCTaTKM UCMBLITYEMOrO BELEeCTBa AOMkHbI ObITb
yAaaneHbl BOAON UM NOAXOASALMM pacTBOPUTENEM, HE 3aeBasi Cneabl peakuuu Ha pasgpaxeHue u He no-
Bpexaasi LenoCTHOCTb aNUaepMnca.

4.2.2 YpoBeHb A03bl

Ha ucnbiTyeMblii y4acTok KOXu (TeCT-canT) HaHocaT 0,5 r TBepaoro BeLecTsa unm Nacrbl, €Crn NCNbITY-
eMoe BELLECTBO XNAKOCTb, TO Ao3a coctasnget 0,5 mn.

4.2.3 MNpeaBaputenbHble UCNbITaHUA (MCCneaoBaHue in vivo aepmanbHOro pasapaxeHus/pasb-
eflaHus (KOppPo3uM) KOXU, B KOTOPOM UCNONbL3YyeTcs OAHO XUBOTHOE)

B COOTBETCTBMM C NMOCNEAOBAaTENbHON CTpaTernei HacToATENLHO PEKOMEHAYETCS1 NPOBOAUTL NpeaBa-
PUTENbHBIE UCTILITAHUSA HA OHOM >KMBOTHOM.

2
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Korga seLecTBoO NpuU3HaeTcs pasbeaalowum (KOpPO3MOHHBIM) HA OCHOBAHMW COBOKYMHOTO aHanm3a pe-
3yneTaToB, AANbHEWLWNX UCNbITAHUI HA XKUBOTHLIX He TpebyeTca. [ina 6onNbLUMHCTBA BELWECTB, NPEANONOXU-
TENbHO BbI3bIBAIOWMX pasbefaHue (KOppo3uio), Kak NpaBuno, HeT HeoBXxoAMMOCTH B AanbHENLLIMX UCTILITAHU-
AX in vivo. OQHaKo B TEX Cry4asx, Koraa CyLLeCTBYIOT OCHOBAHMA ANA NOMyYeHUSA AOMNOSNHUTENbHBIX AAHHbIX,
MOTyT GbITb MPOBEAEHBI UCMLITAHUSI HA JKMBOTHBIX CriedylolMM 06pa3oM: Ha XMBOTHOE MOCNef0BaTESNbHO
HaHOCATCA A0 Tpex TecToBbIX Npob. Mepsasa npoba yaansercs no ucredeHmn 3 MuHyT. Ecnin He Habnopaercs
3aMEeTHbIX KOXHbIX peakumii, HaHocuTCa BTOpas npoba, koTopas yaansercs yepes 1 4. Ecnn HabnogeHus Ha
9TOV CTaAMM NOKa3bIBAIOT, YTO IKCMO3MLIMIO MOXXHO 6€360Ne3HeHHO NPoANUTL A0 4 YacoB, HAHOCUTCA TPETbA
npoBa, koTopas yaansercs yepes 4 yaca, U peakumio BO3AENCTBUA oLeHMBaloT. Ecnn pasbeaatolmii (koppo-
3UOHHbIN) apdekT HabnoaaeTca Ha kakon-nubo u3 Tpex nocneaoBaTeribHbIX CTaaui, 3KCNepPUMEHT HeMea-
neHHo npekpawaiot. Korga Koppo3uMoHHbI 3pgekT He Habniogaerca nocne yaaneHusa nocnegHei npobbl,
XMBOTHOE HabnogaeTcs B TedyeHue 14 aHeln, ecnu KOppo3usi He pa3BUBaETCs Ha Bonee paHHel BpeMeHHOM
craguu.

B Tex cnydasx, koraa uccnegyeMmoe BELECTBO MPEANONOXUTENbHO HE BbI3bIBAET pasbeaaHue (koppo-
3110), HO MOXET BbI3BATb PasApPaAXKEHUE, HA XKMBOTHOE HA 4 Yaca AomkHa ObITb HAHECEHa ofiHOKpaTHasi npoba.

4.2.4 MNoareepxaarowmnn Tect (MccnegoBaHue in vivo pasgpaxeHUA Ha KOXU AONONTHUTESbHbIX
XKUBOTHBIX)

Ecnu pasbepaiowmii (koppo3moHHbIn) ahdpekT He HabnoaaeTcs B Ha4anbHOM UCMbLITAHUM, pasgpaxe-
HWe UNKU HeraTUBHAA peakuus AOIMKHbI ObiTb NOATBEPXKAEHbI C UCNONB30BAHMEM A0 ABYX AOMNONHUTENbHbIX
XMBOTHBIX, N0 OAHOMY XMBOTHOMY Ha Kaxayio npody, ¢ nepuoaoM dkcnoauuuu 4 4. Ecnu pasgpaxeHue Ha-
6niogaeTca B Ha4anbHOM TecTe, TO NOATBEPXKAAOLUME TECTbl MOTYT ObITb NPOBEAEHLI NOCNE0BATENLHO UMK
nyTemM oAHOBPEMEHHOro UCCneaoBaHus ABYX A0NOMHUTENbHBIX XXMBOTHbIX. B UCKNIouUMTENEHOM Cnyyae, koraa
HavyanbHbIA TECT HEe NPOBOAUTCS, ABA UM TPU XUBOTHBIX MOTYT ObiTb 06paboTaHbl 0OAHOKPATHOI NPo6oW, Ko-
Topas ypansercs yepes 4 4. Ecnu npu uccnegosannn AByx XMBOTHLIX B 060MX cryyasx Habnogaerca ogHa
1 Ta Xe peakuus, HUKaKMX JanbHenLLMX UCnbiTaHuin He Tpebyerca. B npoTUBHOM Criyyae TECTUPYETCA TPETbE
XKMBOTHOE. [N OLEHKM COMHUTENbHBIX PeaKkunii MOryT NnoTpeboBaTbCA AONONHUTENbHLIE XXUBOTHbIE.

4.3 HabniopeHue

4.3.1 Nepuop HaGnoaeHun

MpoaomxuTensHOCTbL nepuoga HabnoaeHun aomkHa OblTb AOCTATOMHOM ANSA TOro, YTo6GbLI B NMOMHOWM
Mepe OUeHUTb 06paTtMMoCTb Habnoaaembix addekToB. OAHAKO IKCMEPUMEHT AOMKEH ObiTh MPEKPALLEH,
€CNn Y XXMBOTHOTO HaOMI0AaTCs NPOAOIMKUTENbHBIE NMPU3HAaKK Tsbkenon 6onu unu Hegomoranus. ns onpe-
aeneHus o6paTUMOCTN peakuuii XKMBOTHOE JOMKHO ObiTh NoA HabnoaeHWeM B TedeHue 14 aHen nocne yaa-
neHus npobbl. Mpu 0GHapyxeHun 06paTumMocTu B TeueHne 14 gHel SKCNEPUMEHT AOMKEH ObITh NpPeKpaLleH.

4.3.2 KnuHunyeckue HaGrmOOeHUA U Knaccudukauma KOXHbIX peakuuin

Bce MBOTHbBIE AOMKHbI BbITh NPOBEPEHLI HA NMPU3HAKKU SPUTEMbBI U OTEKA, @ peakLmn — OTMEYATLCA Ha
60-n MuHyTe, a 3aTeM Ha 24, 48 n 72-M vacy nocne yaaneHus npobbl. B Ha4anbHOM TecTe Ha OAHOM XWBOT-
HOM TecTupyemMas obnacTb Takke NpoBepsaeTcs cpasy nocne yganeHus npobbl. KoxHble peakumu oLeHUBaIOT
U KraccuduuupyloT B COOTBETCTBMM C Tabnuuei «Knaccudukauma kOxHbIX peakuuiiy. Ecnn o6HapyxuBa-
€TCA NOBPEXOEHUE KOXW, KOTOPOE MO NPOLUECTBUM 72 YacOB HeMb3s MAEHTUMMLMPOBATL Kak pasapax)eHue
unu pasvegaHue (Kopposuto), AN onpeaeneHusa 0dpaTuMoCcTy AaHHOro adycpekTa, BOZMOXKHO, MOHaA06ATCA
HabnogeHus Bnnotb 40 14 gHel. MOMUMO peakuumn pasgpaxeHust AOMKHbI BbITb MOMHOCTLIO ONUCaHbI U 3a-
perucTpupoBaHel BCE MECTHbIE TOKCUYECKNE IPMEKTbI — Takue, Kak 06e3kMpuBaHue Koxu unu nwobbie cu-
cTematuyeckne HebnaronpuaTHble adpdekThl (Hanpumep, BAUSHUE Ha KNUHUYECKUE NPU3HAKU TOKCUMHOCTU U1
U3MeHeHue Maccel Tena). Ans nposacHeHNs COMHUTENbHbIX PE3yNLTaToB AOMKHO NPUHUMATLCA BO BHUMaHUe
rucronaronormyeckoe obcnegosaHue.

Mpapgaums KoxHbIX peakumii HensbexHo cybbekTusHa. Ans obecneyveHns eguHoobpasus npu knaccudu-
KaLmMK KOXHBIX peakLui, CoOaeicCTBUA UCTbITaTENbHbIM NabopaTopusiM U TEM, KTO NPOBOAUT U MHTEPNPETUPY-
€T HabnioaeHNs, NnepcoHan, NPOBOASLLMIA UCTLITAHWS, JOIHKEH BbiTb XOPOLLO 06yYeH UCMOMNb3yeMON CUCTEME
oueHoK (Tabnuua). Takke MOryT oKasaTbCsl MONE3HbIMU WUIMIOCTPUPOBAHHbLIE MOcobua Mo knaccudukaumm
pasapaXeHus1 KOXU U APYruX NMOBPEXAEHUN.
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Tabnuya — Knaccudukauus KOXHbIX peakuuii
Ne n/n OBpasoBaHue 3pUTEMbI U OTeKa YpoBeHb knaccudmkaLmm
1 OTCYTCTBUE IPUTEMBI 0
2 Cnabas sputema (eaBa 3ameTHas!, po30BaThIil TOH) 1
3 YMepeHHO BbipaXkeHHasa apuTema (po30BaTo-KpacCHbI TOH) 2
4 BbipaxkeHHasa aputema (KpacHbIn TOH) 3

Pe3ko BbipaxkeHHasa apuTema (frOBsSHXKbSA KpacHoTa) — obpasoBaHus

5 oXKora, NpPensiTCTBYIOLLIEro Knaccudukauum aputemMsl (APKO-KpacHbIn 4
TOH)
B0O3MOXHbI MakCUMyM 4
1 OTcyTCcTBME OTEKA 0
2 Cnabblii OTEK (€aBa 3aMETHbIN) 1
3 YMepeHHblIi oTek (06nacTb OTeka XOpOLUO pasnuyuuma 3a CYeT npu- 2
nyxmnocTu)
4 Bbipa)keHHbINn oTek (NpUNyxnocTb NPUMEPHO Ha 1 MM) 3
5 Pe3ko Bblpa)keHHbIN oTek (Npunyxnoctb 6onee 1 MM u BbIX04 OTEKa 4
3a rpaHuLbl 06racTu aKecno3nuum)
B0O3MOXHbI MaKCUMyM 4

Ons npOSICHEHNA COMHUTENbHbLIX PE3YNLTAaTOB MOXET ObITb nposegeHo rmcronatonorn4ecKkoe nceneno-
BaHUe.

5 laHHbIe

5.1 MNpeacraBneHue pes3ynsLTaToB

Pesynbrarbl UCCNEAOBaHUS AOMKHbI GbiTb CBEAEHLI B TabNuULly B TECTOBOM OTHYETE M COOTBETCTBOBAThL
BCEM MYHKTaM, NPUBEAEHHLIM B pasaene 6.

5.2 OueHka pe3ynsraToB

Ko>kHO-pasapaXatoLue peakumn A0miHbl ObiTh OLIEHEHBI C YYETOM NPUPOAbI U TSHXECTU MOPAXKEHUI, a
TaKke X 06paTUMOCTU UMK HEJOCTaTOUHO 06paTuMocTu. MHAUBMAYanbHAas peakuus He ABnsieTcs aGCcostoT-
HbIM CTaHJapPTOM MNPOSIBNIEHUS Pa3ApaXkaloLLMX CBOWCTB BELLECTBA, MOSTOMY TakKkKe JOJDKHbI ObITh OLEHEHbI
U apyrue apekTbl OT BO3AENCTBUSA TECTUPyeMoro marepuana. OgHako MHAMBUAYATIbHbIE PeaKLUKU AOKHbI
paccmaTpuBaTbCsl Kak OMOPHbLIE XapaKTePUCTUKU, KOTOPbIE HEOOXOAMMO YYUTLIBATL B COYETAHUM CO BCEMMU
ApYrMMi HaGMIOAEHNSIMIN, NOMYYEHHBIMU B JAHHOM MCCIEA0BaHUN.

OB6paTUMOCTb KOXHbIX NOPaXKEHUI CrIeayeT paccmMaTpuBaTh, UCX0As U3 OLEHKN PeakLMK PasapaeHus.
Koraa peakuumn KoXu, Takne Kak anoneuus, runepkeparos, rmneprnasus v WenyLeHne, COXPaHSIIoTCS 40 KOH-
ua 14-gHEBHOTO CpoKa HABMIOAEHNS, UCCNEAYEMOE BELIECTBO AOMKHO BbiTh MPU3HAHO Pa3APAKAIOLLMM.

6 OTtuer

OTYeT 0 NPOBeAEHUM UCTILITAHUSA AOMMKEH COAEPXaTb CreayIoLLyI0 MHopMaLMIO.

Nornyeckoe 060CHOBaHWE NPOBEAEHUS UCTILITAHUSA iN ViVO — aHanu3 COBOKYMHOCTU CYLLECTBYIOLLMX
[laHHbIX, BKINOYas pesynbTaTthl NOCNe0BaTENbLHON CTpaTErMn NPOBEAEHNUS! UCTILITAHMS

- OMMCaHue 3HaYMMbIX AaHHbIX NPeABapUTESIbHOrO UCCMEA0BaHMS;

- AaHHble, NONYYEHHbIE Ha KaXKAOW CTagun CTpaTernn NpoBeaeHust UCTbITaHNS;



FOCT 32436—2013

- onucaHue NpoBeAeHHbIX UCNbITAHWUI iN Vivo, BKNIOYasa AeTanbHoe onucaHue npoueayp U pesynbsrarhl,
NOSyYeHHbIe 4NS UCCIEAYEMbIX/CXOXUX BELLECTB;

- aHanu3 COBOKYMHOCTM CYLLECTBYIOLLMX AAHHbIX ANSA NPOBEAEHMWA UCMbITAHUS in vivo.

BewecTBo:

- MAEHTUAUKALMOHHBIE AaHHbIE (Hanpumep, Homep CAS, NCTOYHUK, CTEMEHb YNCTOTbI, U3BECTHbIE NPU-
MEeCu, HOMep NapTumn);

- dm3anyeckoe cocToaHue u PU3NKO-xMMm4eckne CBONCTBa (Hanpumep, pH, netyyects, pacTBOPUMOCTb,
YCTOWYMBOCTbD),

- €CIn 9TO CMECb, TO COCTaB U COOTBETCTBYIOLLEE NPOLEHTHOE COAEeP>KAHWE KOMMOHEHTOB.

PactBoputens:

- MAEHTUUKALMOHHBIE AaHHbIE, KOHUEHTPpaLmA, Npu HeobBX0ANMOCTHU, UCMOSb3yeMbli 00beEM;

- 060oCcHOBaHue BbiOOpa pacTBOpUTENS.

SKCNepPUMEHTanbHbIE XKMBOTHbIE:

- Mcnonb3yemblii BUA/Ipynna >XXMBOTHBIX, B Cry4ae eCrnu 3T0 He Kponukn-anbObuHockbl, 060CHOBaHUE Uc-
NoJ1Ib30BaHUA >XMBOTHbIX;

- KONMYEeCTBO XXMBOTHbIX KAXA0ro nona;

- Macca Tena Ka)xgaoro »X1BOTHOIO B Ha4ane u KOHLUE UCMbITaHUS;

- BO3pacT B Hauarsne UCMbITaHus;

- WUCTOYHMK XXMBOTHbIX, YCITOBUSI COAEPXXAHUA, AMETA U T. A.

YcnoBusa npoBeAEHUS UCTIbITAHUA:

- TeXHWKa NoAroTOBKM MeCTa HaHeCEeHUsi Npoobl;

- TeXHUKaA NnoAroTtoBKkM U HAHECEHUA NNACTbIPA;

- TEXHMKA NOATOTOBKU UCCIEAYEMOIO BELLECTBA, €f0 HAHECEHUA U yAaneHus.

Pesynbrathbl:

- cOOp U 3aHeceHue B Tabnuuy AaHHbIX O NPOSIBIIEHUMN Y KAXXA0r0 XMBOTHOIO pasapaxaiowux/pasbeaa-
IOLLIMX (KOPPO3MOHHBIX) peakLUii Ha KaXK0i OTMEeYaemMoi BPEMEHHOW OTMETKE;

- OMNUCaHWe BCEX BbIABIEHHbIX NOPAXEHWUN;

- OonucaHue NpUpOAbl U CTEMEHU BbIABMEHHBIX peakuui pasgpaXeHus unu pasbegaHus (kopposuu), a
TaKKke nodbIX TMCTONATONOrMYecknx HabnoaeHui;

- onucaHue Apyrux HeraTMBHbIX MECTHbIX (Hanpumep, 06e3XMpPMBaAHUE KOXM) U COMATUYECKUX PEAKLIUIA,
NMOMKUMO KOXXHOTO pasfpakeHuUst unu pasvedaHus (kopposum).

OO6cyaeHne pesynsraTos.
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Mpunoxenne A
(pekomeHayemoe)

MocnenoBaTenbHaa cTpaTterus NnpoBeAeHUA UCTNbITAHUSA MO U3YUYEHUIO pasapaxarolero
n/unu pasbenarouwero (KOPPO3MOHHOI0) AENCTBUSA HA KOXY

A.1 OCHOBHbI€E NOSOXEHUA

B nHTepecax Hayku u Gnaronony4ms XMBOTHBIX OYeHb BaXHO u3beraTb HEHY>KHOrO UCMOSb30BaHUA XKUBOTHLIX U
MWHUMMU3NPOBATH JtoOble UCMBITaHUS, KOTOPbIE MOTYT MPUBECTU K TAXENbLIM NMOCNEACTBUAM Y XMBOTHLIX. Best MHGopmMa-
LUsa 0 noTeHLMansHoi cnocobHOCTHM BeLLeCTBa Bbl3biBaTb padbefaHne (Koppo3uio) Uin pasfpaKeHne KoXu JomnxHa BbiTb
oLieHeHa A0 NpoBefeHUst UCNbITaHWusA in vivo. B cBolo ovepefb, YXXe MOryT CyLLecTBOBaThb JOCTAaTOMHbIE OCHOBaHWUA AN
TOro, 4YTobbl KnaccuuLMpoBaTL BELLUECTBO Kak cCnocobHOe BhI3bIBaTL pasbefaHue (Kopposuio) unu pasgpaxeHue 6es
HeoBXoLMMOCTH NPOBOAUTL OMbITLI Ha TabopaToOPHLIX KUBOTHLIX. TakuM 06pa3oM, UCNONb3ys aHanma CoOBOKYNMHOCTU UMe-
FOLLMXCA AaHHbIX U NOcreoBaTeflbHYI0 CTpaTeruio NpoBeeHNsa UCMbITaHUA, MOXKHO CHU3WUTb HEOOXOAUMOCTL NPOBEAEHMUSA
UCMbITaHWI in vivo, 0cOBEHHO ecnu BELLECTBO, BEPOATHO, BbI3bIBAET TSXKESble peakumu.

AHanus COBOKYMHOCTU UMEKLLMXCHA AaHHbIX 0053aTenbHO PEeKOMEHAYETCA MPOBOAUTL NS OLEHKU CYLLECTBYIO-
Weit HpopMaLMm 0 KOXKHOM pasfpaxeHun unu (pasbefaHnumn) KOppo3nK, BeldbiBaeMbIX BELLECTBOM, YTOOLI ONpeaenuTh,
€CTb I HEOBXOAUMOCTb B NPOBEAEHUMN AOMNOSNHUTENbBHBIX UCCME0BaHUA, OTIIMYHBIX OT KOXHLIX UCTbITaHWUI in vivo, Ans
BbISIBNIEHUS Takux MOTEHUManbHbIX CBOWCTB. Ecnu JanbHellwne uUcnbiTaHuA HeobxoauMbl, pekoMeHyeTcs NPUMEHSATb
nocrefoBaTenbHyo cTpaTernio NpoBeAeHNA UCNbITaHWA ANA NOMyYEeHUs1 3HAaYUMBIX IKCMEPUMEHTarbHbLIX AaHHbIX. [na
BeLLeCTB, KOTOpble paHblle He UCCNeAoBanuck, cTpaTerna AomkHa 6bITb Ucnonb3oBaHa Npu onpeAeneHun AaHHbIX, He-
06X0AMMBIX AN BBISBNEHUS €ro pa3befarolyX (KOPPO3NOHHLIX) WU pasfpaxarolmx cBoicTB. CTparerns ucnbiTaHuii
6bina paspabortaHa O3CP n nosfHee 6bina noaTBepxaeHa U pacnpocTpaHeHa B cucteme CIC.

XoTs nocrnepoBaTenbHas cTpaTerns He SBNAETCA COCTaBHOIA YacTbio MeTofia, OHa npefcTaBnsAer coboil pekoMeH-
Ayembl noaxoh ANs onpeferneHns pasbegalowmx (KOppO3UOHHBIX) UK pasfpaxalolux CBOWCTB BelyecTBa. [loaxon
BKItoMaeT B cebsa Kak Haanexalyto nabopatopHyto npaktuky (GLP), Tak n aTuyeckue npeanochbinku Ansi NpoBefeHUs
UCMBITaHWA in Vivo Ha KOXHYI0 KOppO3uio unu pasapaxeHue. MeToa npoBeaeHUa ccneaoBaHnA ABNAETCA PyKOBOACTBOM
L4NA NPOoBeAEHWA UCTILITAHUS in Vivo U coaepXUT akTopbl, KOTopble HE06X0AUMO yUUTEIBATL 40 Ha4Yana UCNbITaHUS.

Ctpaterna npepcraBnsieT coboit Noaxoa ANS OLEHKU CyLWECTBYIOWMX AaHHLIX O pasbepatomnx (KOppPO3IUOHHBIX)
Unu pasgpaxatoLmx CBONCTBax MccneyemMoro BeLLecTBa U COOTBETCTBYOLWUIA NOAX0A NONyYeHNA NOAO0GHLIX AaHHbIX ANS
BELLECTB, KOTOpble Heo6GX0AMMO AOMOSTHUTENBHO UCCNEef0BaTh UK KOTOPbIE HE UCCneaoBanuch paHee. Taioke B 0COBbIX
cnyyasx Ana onpejeneHns pasbefaHus (KOppo3uu) UIu pasgpaxeHus KoXU pekomeHayeTcs nposegeHne noaTBepxaeH-
HbIX W 06LWEeNpU3HaHHbLIX UCTILITAHWIA in vitro unu ex vivo.

A.2 OnucaHune cTparermm NnpoBeAEHUA UCNLITAHUI U OLIEHKM CYLLECTBYIOWUX AAHHbIX

Ans onpegeneHns HEOBXOAUMOCTM NPOBEAEHUS KOXKHOMO UCTLITAHUA in vivo nepej nposeAeHnem nogobHoro uc-
NbITAHMA KaK YacTu nocnefoBaTenbHOR cTpaternm Bes JocTynHasa uHgopMaums 4onkHa 6biTe paccMOTpPEHa U OLeHeHa.
HecMoTps Ha TO YTO cylllecTBEHHas MHOpMaLUS MOXET ObITh NosyveHa Npu oLeHKe OANHOYHBIX MapaMeTpoB (Hanpu-
Mep, 3KCTpeManbHo BLICOKOro 3HadeHus pH), Besi cylecTtByiollasa MHdopMauusa AonxHa 6biTb paccMOTpeHa B COBOKYI-
HocTU. Bce cyljecTBeHHbIE JaHHble 0 BO3AeCTBUSIX UCCIIEAYEMOro BELLECTBA UMW €70 aHaNOroB AOIMKHbI ObITb OLIEHEHbI
Npy NPUHATUN peLLEHN Ha OCHOBaAHUM COBOKYMHOCTU MMEIOLLMXCA AaHHbIX, a nnorudeckoe 0o60CHOBaHWe Takoro peLueHus
AonmkHo 6biTb npeacTaBneHo. OCHOBHOM yrnop A0 NMpoBefeHUs1 UCNbITaHuid in vitro unu ex vivo formkeH bbiTb caenaH
Ha AaHHble O BO3AEUCTBMM BELLECTBA Ha YernoBeKa UM XKUBOTHLIX. KOXHbLIX UCMbITaHUI pasbefarolmnx (Koppo3UOHHbIX)
CBOWCTB /N Vivo NO BO3MOXHOCTM crnegyeT usberatb.

CTpaTerns ucnbiTaHuid yauTbIBaeT cnegytome dakropbi:

1. CyulecTBylolime AaHHbIe O BO3€ACTBUM BelLLeCTB Ha YernoBeKa U XXMBOTHbIX (wwar 1)

Mpexae Bcero AomkHbI 6bITb pacCMOTPEHbI CYLLECTBYIOLLME aHHbIe 0 BO3AENCTBUM Ha YenoBeka (HanpuMep, Knu-
HU4Yeckne Unu NpodeccuoHarnbHbIe UCNbITaHUS, UCTOPUMN KIUHUYECKUX CIIyYaeB) U XMBOTHbLIX (HanpuMmep, oMHOYHbIE NN
NOBTOPAIOLLUECA UCTIBITAHNS HA KOXHYIO TOKCUYHOCTB), NMOCKONbKY OHM obecneunBatoT MHOpMaLnIo, HENOCPEeACTBEHHO
OTHOCALLYIOCA K BO31ECTBUAM Ha KOXY. BelllecTBa € M3BECTHLIM pa3befaloluM (KOPPO3IUOHHBIM) UMK pasjpaxatowmum
AelcTBUEM 1 Te, ANS KOTOPbIX OTCYTCTBME NOJo6GHOro AeiCTBUA f0Ka3aHO METOAOM /N Vivo, He UCTILITHIBAIOTCA.

2. Bsaumocssasb cTpykTypa—Bo3aeiictBue (SAR) (war 2)

Ecnu BO3MOXHO, AOIMKHbLI BbITb pacCMOTpEHbI pesyrnbraThl UCMbITaHUA BELLECTB CO CXOXel CTPYKTYpoi. Ecnvn cy-
LECTBYIOT flaHHble O TOM, YTO NOAOOHLIE BELUECTBa MMM UX CMECh OKa3blBalOT Ha YenoBeKa U XXUBOTHLIX pasbepatollee
(KOpPpPO3MOHHOE) UNK pasgpaxatolliee AeACTBUE, MOXHO MPEAMOIIOKUTL, YTO Uccriegyemoe BelllecTBO ByaeT Takke oka-

6



roCT 32436—2013

3biBaTh NogobHoe Bo3gelicTBUE. B aTUX criydasx npoBeAeHUs UCNLITAHWIA 4NN TakUX BELWEeCTB MOXET He noTpeboBaTbces.
OTpuuatenbHble pesynbraTbl MCCrefoBaHUi BELLECTB CO CXOXEN CTPYKTYPOW WUAM UX CMECU He NpefcTaBnstoT coboi
[ O0CTaTOMHOro JoKkasaTeNibCTBa OTCYTCTBUS pasbefalollero (KOppo3WOHHOT0) UNKN pasapaxatoLero AeicTBUA BellecTBa B
pamkax nocnefioBartensHoi cTpateruun. MNoaTBepXaeHHBIE UNU obLwenpusHaHHble noaxoasl SAR A0MKHBI UCNONB30BaTL-
CA 4151 BbISIBNIEHMS KaK pa3befalolmX (KOPPO3UOHHbBIX), TakK U pasgpaxatoLux CBONCTB.

3. dU3MKO-XUMMUYECKUE CBOMCTBA U XMUMHUYECKAA peakyMoHHas cnocobHocTb (war 3)

BelyectBa, umetowyme aKkcTpemarbHble 3HadeHua pH, Takue, kak pH < 2 n pH 2 11,5, MOryT BbI3bIBaTb CUNBHLIE
MECTHble peakuumn. Ecnu akcTpemanbHoe 3HadyeHne pH SBnaeTcs 0CHOBOW ANSA OTHECEHUA BeLeCTBa K €KUM pasbegato-
MM (KOPPO3UOHHLIM) A5 KOXKW, AOMPKHBI YYUTHIBATLCA €r0 KUCNOTHblE/LLenoYHble cBOUCTBa (BydepHan eMkocTb). Ecnu
xe BycdepHas eMKOCTb MOKa3bLIBAET, YTO BELLECTBO MOXET He ObiTb pasbefalolmm (KOPPO3UOHHBIM) ANA KOXW, TO AN
MoATBEPXKEHUS 3TOr0 HeOOXOAMMO NPOBECTU AanbHellwne NCCneaoBaHns, NPeAnoYTUTENBHO C UCNONB3OBaHUEM MOA-
TBEPXKIAEHHBIX UK 06LLenpu3HaHHbIX in vitro Unu ex vivo TecTos (CM. Wwar 5 n 6).

4., KoxxHasi TOKCMYHOCTb (Luar 4)

Ecnu gokasaHo, 4TO BELECTBO ABNSETCA TOKCUYHBIM NPU NOCTYMNEHUN Yepe3 KOXY, /N VIVO UCNblITaHNS No usyde-
HUWIO pasbefatoLLmx (KOPPO3IUOHHLIX) U pasgpaxaroLmux CBONCTB MOryT BbITb HEOCYLLECTBUMBI, NOCKOMNBKY KONUYECTBO Be-
LecTBa, KOTopoe 0BLIMHO HAHOCUTCS Ha KOXY, MOXET CUNBbHO NPEeBbLILIATL TOKCUYHYIO A03Y U, COOTBETCTBEHHO, NPUBECTU
K CMepPTUN UNU TAXENLIM MOPadKEHUSAM XNBOTHBIX. K TOMY Xe ecnn nccnefoBaHna Ha KOXXHY TOKCUMHOCTb C UCNONb3oBa-
HWEeM Kpornukos-arnbBUHOCOB yxe 6binu NnposeaeHsbl ¢ NpeaensHoi ao3oi 2000 Mr Ha 1 Kr Macchl XUBOTHOrO Unu Gonee,
U pasbefaHue (Koppo3us) Unu pasgpaxeHne KoXu He 6binn obHapyXeHbl, ONONHUTENBHBIE UCCNEAOBAHUA NO U3YYEHUIO
pasbefaHuns (Koppo3nn) Unu pasgpakeHUs KOXU MOryT He NOHaao6uTees. HekoTopble BLIBOALI A0MKHLI BbITe cAenaHbl 1
Py OLieHKe OCTPOMN KOXHOK TOKCUMHOCTH, BBISBMEHHOW B NpeablAyLmMX uccrnegoaHnax. Hanpumep, nonyveHHas uHdop-
MaLMsA O KOXHBIX NOPaKEHUAX MOXET OblTb HENONHOW. TecTbl U HabMOAEHNSA MO NPOBOAUTLCA Ha BUAaX, OTANYHBLIX OT
KPOMNWUKOB, U Takue BUAbI MOIMM CUMBHO OTIIMYATLCA NO CBOUM HyBCTBUTENBHBLIM peakuuam. Takoke popMa uccnegyemMoro
BelllecTBa, HAaHECEHHOrO Ha KOXY XUBOTHOrO, Morfa 6bITb HENOAXOAALLEH AMNA OLEHKU KOXHOro pasfpaxeHns U Koppo3um
(Hanpumep, pacTBOP BELLECTB 418 UCMBITAHNA KOXHON TOKCUYHOCTH). OHAKO B TeX Cny4asx, Korfa XopoLLUo NOAroTOBMEeH-
Hble UCMbITaHWS Ha KOXHYIO TOKCMYHOCTE Bbinu NpoBedeHbl Ha KponuKkax, oTpuyaTenbHble pesynbraThl MOTYT cHUTaTbes
[0CTaTOMHBIM JOKa3aTenbLCTBOM TOro, YTO BELLECTBO He SBNAETCA pasbefalowuM (KOPPO3UOHHBIM) UMK pasfpaxaloLnMm.

5—6. Pesynerarthl in vitro unu ex vivo ucnbiTaHuin (war 5 n 6)

Belyecta, nposBuBLIME pasbefaroliue (KOPPO3MOHHBIE) MMM CUTbHBIE pasgpaxalolme CBOWCTBa B NOATBEPX-
JOeHHbIX U OBLLENPUHATLIX in Vitro unu ex vivo UCMbITaHUAX, NPOBedEHHbIX ANSA OLEHKW STUX cneuuduyeckux CBOMNCTB,
HET HeoBXOo4UMOCTU TECTUPOBATL Ha XMBOTHbLIX. MOXHO NpeAnonoXuTb, YTO Takne BellecTBa OyAyT okasbiBaTb Takoe Xe
TAXKeNnoe Bo3feicTBIE W NPU UCTIBITAHWUM in ViVo.

7—8. In vivo vcnblTaHusa Ha kponukax (Wwar 7 u 8)

Ecnu Ha ocHoBaHWW aHanuaa UMeloWUXCA faHHbIX NPUHATO pelleHne NPOBOAUTE UCNBITaHWUA in vivo, NCNbITaHWA
LOIMKHbBI HAYUHATLCA C UCCNefoBaHNA Ha OAHOM XUBOTHOM. ECRM pesynbraTthl UCTBITAHWSA NOKa3LIBAIOT, YTO BELLECTBO
OKa3blBaeT pasbeaatoLee (KOPPO3MOHHOE) JENCTBUE Ha KOXY, AanbHelllne UcnbITaHSA NPOBOAUTLCA He JOoMmKHbLl. Ecnu B
MCX04HOM TecTe He HabniogaroTes pasbefatolne (KOppo3noHHbIE) CBOMCTBa, oTpuLaTenbHasa peakUusa unu pasgpaxato-
LMe cBOWCTBA fJOMXHbl BbITe MOATBEPXAEHLI C UCMIONBb30OBaHWEM ABYX 4OMOMHUTENBHBIX XKUBOTHBIX C MEPUOLOM SKCNO3u-
uun 4 vaca. Ecnu pasgpaxatomii acodpekT HabrogaeTea B UCXO4HOM UCCneaoBaHin, TO NOATBEPXKAAIOLWNA TeCT MOXeT
NpoBOAMTLECA NocrefoBaTeNbHO UK NyTeM UCCnefoBaHna ABYX XUBOTHBIX O4HOBPEMEHHO.
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Cxema

CTpaTerus npoBeAeHNs UCMbITAHUS U OLIEHKU AePMarbHOro pasapaxeHus/Kopposnumn

[poBeneHne paboThl

MMetoliuecs daHHble ANs 4enoBeka
W/Mnn XUBOTHBLIX, KOTOpLIE MOKa3bIBa-
0T BO3JEACTBUE Ha KOXY UMK CNN3u-
cTble 060M04KN

UHgpopmayus omcymemeyem unu
HeybedumenbHas

!

MpoBecTn OLIEHKY CTPYKTYpbl aKTuB-
HocTu (SAR) Ans pasbegaHus (Koppo-
3UK), pasgpaxeHns Koxu

lpoeaHosuposamb He ydaemca unu
npo2Ho3bl He ybedumenbHb! unu om-
puyamerbHbl

!

NamepnTe pH (paccmoTpeTb Gydep-
HYl0 CMocobHOCTb, ecrnu 3To Ccylle-
CTBEHHO)

2<pH<11.5unu pH < 20unu z211.5
npu Huskol unu omcymcmeyiouiel
bychepHoll cnocobHocmu (ecnu smo
CYUWeCMeeHHo)

’

MMony4eHHbIN pesynsrat

BeuecTBo pasbegatowiee
(KOppO3MOHHOE)

Bhi3biBatoLLee pasfpaxeHue

He pasbepatoLee (KOppo3UOH-
HO€) U He BhbI3bIBaeT pasfpa-
XKeHune

MporHo3npyeTcs cepbesHoe
noBpexaeHne Koxu

MporHoaupyeTcs
pasgpaxeHne KoXu

pH<2unm<11.5

(npw BeICOKOW BydhepHoit
CNocoBHOCTK, ecnin aTo cylie-
CTBEHHO)

3akntodeHune

HawusblCLWiA oXuAaaemblil pesynb-
TaT, paccMaTpuBaeTCa Kak pasbe-
Aatouee (koppo3noHHoe). UcnbiTa-
Hue He TpebyeTca

HawusblCLWWiA oXuaaemelil pesynb-
TaT, paccMaTpuBaeTcs Kak pasfpa-
xatowee.

UcnbiTaHue He TpebyeTca

HawuBbicLunii oXugaemelil pesynb-
TaT, paccMaTpuBaeTcs Kak Hepasb-
efatoLlee (HEKOPPO3UOHHOE) UK
Hepasgpaxatowiee. lMposeaeHne
ucnblTaHus

He TpebyeTcaA

PaccmaTtpuBaeTcs kak pasbegato-
Wwee (KOppO3MOHHOe).

He TpebyeT npoBeAeHMs UCNbITa-
HUS

PaccmaTpuBaeTcs Kak pasgpaxa-
towee. He TpebyeTt npoBeaeHuUst
UCNbITaHUS

MNpepnonaraetcs pasbegatoilas
(Koppo3nOHHas) cNocoBHOCTb.
MpoBegeHne UCNbITaHUA

He TpebyeTcs



WNcenepoBaTb faHHbIe CUCTEMHOW TOK-
CUYHOCTW NYTEM HAHECEHWS Ha KOXy
(MOXeT npoBoAUTLCA nepes 2 u 3 cTy-
neHsMu)

UHgbopmauus omecymemeyem unu He
fsensemces y6edumenpHoll

l

MpoBecT o6oCHOBaHHOE W MpU3HaH-
HOe MCMBITaHWE Ha KOpPO3WKO KOXU
in vitro unu npexHee ex vivo

Beuwjecmeo He obnadaem KOppO3UOH-
Holl cnoco6HOCMbIO, Unu NpU3HaHHbIe
Ha MexdyHapodHoM yposHe Memodb!
ucneimarus in vitro unu npexHee vivo
0N KOppPO3UU KOXU ewe omecymemesy-
rom

l

MpoBecTn obocHoBaHHOE M MpU3HaH-
HOE UcnblTaHWe Ha pa3fipaKeHne KoXu
in vitro unu npexHee ex vivo

Beuwjecmeo He obnadaem pasdpaxaro-
well crrocobHOCMbIO UNU MPU3HaHHbIe
Ha Mex0yHapoOHOM yposHe memoOdbl
ucrnibimarus in vitro unu npexHee vivo
Ha pasdpaxeHue KOXu omcymcmey-
om

!

lMpoBecTn BHavare ucnbiTaHue in vivo
Ha Kpomnukax, UCnomnb3ysi OAHO XUBOT-
Hoe

Cepbe3Hoe NoBpeXeHUe OTCYTCTBYET

!

BbicokoToKCcU4YHOE

Hepasvepawlan  (HeKoppo-
3MOHHOE) UMK He pasfpaxato-
Lee Npu UCMBLITAHWM Ha Kpo-
nvKax npu npeaenbHoi fose
B 2000 Mmr/kr Macchl Tena wunm
BbiLLe

O pekT pasbegaHus (Koppo-
3uun)

PasgpaxuTtenbHasa peakuus

CunbHoe noBpexageHne KoOXu

FOCT 32436—2013

MocnegymoLne UCMbITaHUA He Tpe-
Bytotea

Pasbegatowas (koppo3noHHas)
CNOCOBHOCTL UMKN pasfpaxeHue He
npeanonararTcs.

Mocnepytowune ucnbITaHUA He Tpe-
BytoTca

Mpennonaraetcs
(Koppo3noHHas)
vivo.
Mocneaytolwme UcnbITaHUSA He Tpe-
OytoTcA

pasbegatoLyasn
cnocobHocTe in

MpepnonoxutensHo  pasgpaxaro-
Lwasa cnocobHocTk in vivo. MNocnepy-
IoLMe UCMbITaHUA He TpebytoTca

PaccmatpuBaetca kak o6nagato-
Wee KOPPO3UOHHOW CNOCOGHOCTLIO.
Mocnepytolne nucnbiTaHUA He Tpe-
Bytotcs
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I'IposeCTm nogTreepxgatrwiee ucnbita-
HUe C UCnonb3oBaHNEM OAHOro Wnu
ABYX OONONMHUTENBHBIX XXUBOTHbBIX
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PasbegaHue (koppo3aus)
Unu pasppaxeHune

OTcyTcTBME pasbefaHna
(Koppo3un) Unu pasgpaxeHus

PaccmatpuBaeTtca kak obnagato-
Lee pasbegaroLleit (Koppo3nMoH-
HOW) unun pasgpaxatoLyeit cnocob-
HOCTbIO.

MocnepytoLne UcnbITaHUsA He
Tpebytotea

PaccmatpuBaeTcs kak He obnaga-
tolee pasbegaroLein (Koppo3noH-
HOW) unmn pasgpaxatoweit cnocob-
HocTbto. [Nocneaytolime nenelTaHus
He TpebytoTca
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