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Mpeavcnosue

Llenn, ocHOBHble MPUHLMMLI 1 NOPALOK NPOBEAEHNS PaboT Mo MEeXrocyfapCTBEHHON cTaHAapTusaumm
yctaHoBneHbl TOCT 1.0—92 «MexrocygapcTBeHHasa cuctema craHgaptusaumn. OCHOBHbIE MOSIOXEHUA» U
FOCT 1.2—2009 «MexrocygapcTBeHHaa cuctema craHgaptusauuun. CraHgapTbl MeXrocyfapCTBEHHbIE,
npaswna M pekoMeHauun Mo MeXrocyfapCTBEeHHOW cTaHgapTu3auun. MNpaBuna pas3paboTku, NPUHATUS,
06HOBNEHUA 1 OTMEHBI»

CBejeHns o cTaHgapTte

1 NOArOTOBJ/IEH ®depepanbHbiM GHMKETHLIM YUYPEXAEHUEM 3[paBOOXpaHeHuss «Poccuiickuii
perncTp noTEeHUMasbHO OMacHbIX XUMWUYECKMX W Guonornyecknx BellecTs» PepepasibHON cayx6bl no
Hafa3opy B cdhepe 3awuTbl NpaB noTpebuTeneil n 6narononyuma yenoseka (PBY3 «Poccuiickuii peructp
NoTeHUManbHO OMacHbIX XUMWYECKUX U Buonormyecknx BelecTB» PocnoTpebHaasopa). PegepasibHbIM
rocyfapCcTBEHHbIM YHUTapHbIM npeanpuaTvem «Bcepoccuiickuii  Hay4YHO-UccnefoBaTesibCkuii  LEHTP
cTaHjapTusauuu, nHopmaLlmm n cepTudrkaLmm cbipbs, Matepmanos u Bewects» (Pryrn «BHNLUCMB»)

2 BHECEH ®epepanbHbiM areHTCTBOM MO TEXHUYECKOMY pery/iMpoBaHuio n MeTposiornm

3 MPUHAT MexrocygapCTBEHHbIM COBETOM MO CTaHgapTu3auuun, MeTposiorMmM u ceptudumkaymm
(npoTokon oT 14 Hos6psa 2013 r. Ne 44-2013)

3a NpUHATME MPOrosI0CoBan:

KpaTtkoe Kop cTtpaHbl no Cokpal,eHHoe HaumeHoBaHue
HaumMeHoBaHune MK HauunoHanbHO OopraHa no
cTpaHbl no MK (MCO 3166)004- cTaHgapTusaumm

(MCO 31661 004 - 97 97
ApmeHus AM MuH3KoHOMUKM Pecny6nukm ApMeHns
Benapycb BY lFocctaHgapT Pecny6nuku Benapycb
Kunprusus KG KblpreisctaHgapt
Poccus RU PoccTtaHgapT
TapxukncTaH TJ TamkukctaHgapT

4 HacToswwmii cTaHgapT MAEHTMYEH MexayHapoaHoMy AokymeHTy OECD Test No 404 «Acute Dermal
Irritation/Corrosion» (O3CP TecT No 404 «OcTpoe pasgpaxeHune/pasbegaHne (KOopposuns) KOXM»).

MepeBopg, ¢ aHrMAcKoro A3blka (en).

CTeneHb COOTBETCTBUA - uaeHTnyHas (IDT)

5 Tlpukasom ®efepasibHOro areHTCTBa MO TEXHUYECKOMY pPeryimpoBaHui0 U mMeTposiorum ot 22
Hos6psA 2013 r. No 793-cT mexrocygapcTBeHHblit ctaHgapt FTOCT 32436—2013 BBedeH B AeiiCcTBUE B
KayecTBe HauuoHanbHOro ctaHaapTta Poccuiickoii ®enepauun ¢ 1 asrycta 2014 r.

6 BBEJEH BIEPBbIE

MHopmaumsi 06 M3MEHEHMAX K HacToslWweMy cTaHgapTy nyb6/MkyeTCcss B €XerogHom
MH(POPMaLMOHHOM yKasaTene «HauuoHanbHble CTaHAapTbl», a TEeKCT M3MEHeHWd U nonpasBoK - B
eXeMeCcs4YHOM WMH(OPMAaLMOHHOM yKasaTene «HauuoHanbHble cTaHAapThbi». B cnyvae nepecmoTpa
(3amMeHbl) MAM  OTMEeHbl HacTOAWEro cTaHjapTa CcoOTBeTCTBYWLWee yBejoMleHWe OyfdeT
ony6/1nkKoBaB B €XKeMEeCAYHOM WHJOPMaLMOHHOM YykasaTene «HaunwoHanbHble CcTaHAapTbI».
CooTBeTCTBYylLWasa nidhopmauns, yBeLoMIeHNe U TEKCTbl pasMellalnTCcs Takke B MHhopMaLMOHHOW
cMcTeme 06LLEero Nosb3oBaHus - Ha ouumanbHOM cailTe defepanbiloro areHTcTBa N0 TEeXHUYEeCKoMy
perynupoBaHuio © MeTponorun B ceTu MIHTepHeT

©CTtaHgapTuHgopm. 2014

B Poccuiickoii ®egepauunm HacTOSWMIA cTaHAAPT He MOXEeT O6blTb MOSIHOCTLI0 WAU  YaCTUYHO
BOCMPOW3BEEH, TUPAXMPOBaH U PacnpoCTpaHEH B kayecTBe OMUMaNbHOTO M3faHus 6e3 paspelueHust
depiepasibHOrO areHTCTBa MO TEXHUYECKOMY Pery/iMpoBaHuio v MeTposiorumn
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BeeaeHve

MeToA MO3BOMSET OLUEHWUTb BCH UMEILLYHCS MHAOopMaluio 06 MCNbITyeMOM BeLecTBe C Lesbio
n3bexarb HEHYXHbIX IKCMEPMMEHTOB Ha MOAOMNbITHbLIX XNBOTHbLIX. PekomeHayeTcs NpoBecTn cb6op M aHanus
BCeli N3BECTHON MHdopmalmmn o6 NCNbITYeMOM BeLecTBe nepes TeM. Kak HauaTb uccaegoBaHue in vivo ans
pasbejalollero/pasgpaxatllero Bo3geicTBua. HepgocTawuwime AaHHble MOryT OblTb NOMyYeHbl B XoA4e
nccnegosanuii. CTpaterna TecTMpoBaHWsA BkIOYaeT NocsefoBaTeflbHOe BbIMOSIHEHNE MOATBEPXAEHHbIX U
pacnpocTpaHeHHbIX — uccnegoBaHuii  in vitro. B gononHeHue, rAe  YMeCTHO, pekoMeHgyeTcs
nocnefosaresibHoe, a He OAHOMOMEHTHOE HaHeceHue TpeX MOBA30K C WCCnedyeMbiM BeL,ecTBOM Ha
XWBOTHOE B NpefBapuTesibHbIX UCMbITAHNUAX in Vivo.

Kak B MHTepecax Hayku, Tak W C Uefbi0 3aluTbl XUBOTHbIX, WUCCMELOBAHUA inN VIVO He [O/KHbI
npeanpuHYMaTbCs A0 TexX Nnop. noka He cobpaHbl, He PacCMOTPEHbI U He B3BeLLeHbl BCe AOCTYMNHbIE AaHHble
0 pasgpaxawlux/pasbeganwmx cBoicTBax BewecTBa. [1ogo6Hble AaHHble BKAYAKT B Cebs yxe
M3BECTHble  WCCNeAO0BaHWA Ha YesoBeke W/WMAM  nabopaTopHbIX  XMBOTHbLIX, WHOpMauUMiD O
pasbefaioliem/pasgpaxatoliemM Bo3AeACTBUM O4HOr0 Uan 6o/1ee CTPYKTYPHO CXOXMX BELLecTB Uan cMmecei
TakMx BELLEeCTB, a Takke MHOPMaLMIO O KACOTHbLIX U LLEeM0YHbIX CBOMCTBAX UCMbITYEMOro BelyecTsa. Bece
3TN CBEfEeHNS OCHOBaHbl Ha NMPOBEPEHHbIX U BEPUULMPOBAHHbIX AAHHBIX, NOMYYEHHbIX B MUCCMe0BaHNAX
in vitro nam ex vivo. AHann3 nHdopmaLuy cnocobCTBYET CHKEHUIO MOTPEBHOCTM B UCCef0BaHMAX in vivo
pasgpaxatoliero/pasbegatoLero (Koppo3noHHOro) BO3AeNCTBUS UCNbITYEMOrO BELLECTBA, YXXe NOAyUUBLINX
[OCTaToO4yHOe OCBelleHne No pesynbraTam ApYrux nccneoBaHuii.
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M EXTOCYAAPCTBEHHUBbBW® CTAHALAPT

METOAbl NCIMbITAHNA MO BOS,EI.EVICTBI/IPO XVIMWYECKOW nPOAYKUMN
HA OPITAHN3M YENOBEKA
McnbiTaHna no oueHke 0CTPOro pasfapaxarnuiero/ pasbegaouiero (KOppo3MOHHOr0)
[NeACTBUA Ha KOXY

Testing of chemicals of health hazard
Acute dermal irritationi'cofrosion

[Jara BeegeHns — 2014—08—01
1 O6nactb NPUMEHEHUS

HacTtoAwuin ctaHpgapT ycTaHaBnuBaeT TpeboBaHUS K BbIMOJIHEHWIO NO3TaMHbIX WUCCNEeA0BaHNiA
pasgpaxatollero/pasbesarmoliero (KOPPO3MOHHOrO) BO3AENCTBMA BewlecTBa Ha koxy. Crpaterus
paspaboTaHa n pekomeHgoBaHa O3C/ 415 NpoBefeHUs UCNbITaHWii B cOOTBETCTBUM ¢ CorslacoBaHHOl Ha
rno6asbHOM YpOBHE CUCTEMOW Knaccucmkauum onacHoCTM U MapKMpoBKM Xumuuyeckoin npoaykumm (GHS).
PekomeHayeTcs pyKOBOACTBOBATLCS CTpaTervei UcnoiTaHus nepen TEM. Kak HavyaTb UCCnefoBaHus in vivo.
HoBble BellecTBa pekoMeHAyeTCs uccnefoBaTb MO3TAMHO C LENbl PasBUTUSA HayyHOW 6Gasbl AaHHbIX O
pasgpaxawwuxdgasbegarolmx (KOppPo3MOHHbIX) CBOWCTBax BelecTBa. [Ns CyLIECTBYHLWMUX BELLECTB,
MHGOPMaLUM O KOTOPbIX HeAOCTATOYHO, CTpaTernto Heob6XOoAUMO WCMOMb30BaTb C LENbH BOCMNOSHEHMWSA
HeJoCTalLWMX AaHHbIX. Mcnonib3oBaHWe pas/iMyHbiX TECTOBbLIX CTpaTeruii Wav npoueayp, kak u npuHaTue
peLUeHNn 06 NCKTHYEHUN psfa U3 HUX U3 MO3TaNHOIO TECTMPOBAHUSA, AO/IKHO ObiTb ONpaBAaHo.

Ecnn HeBO3MOXHO onpeAenuTb CTeNeHb pasapaxeHus/pasbefaHns (KOppo3nu) KOXM NyTeM aHanmsa
[OCTYNHOW MHbopMaLMn B COOTBETCTBUM C MOCNeA0BaTe/IbHOW cTpaTernein TecTupoBaHus LenecoobpasHo
NpoBeCTN UccrefoBaHne in vivo.

2 TepMWHBbI 1 onpeaeneHns

B HacTosLeM cTaHfapTe NPUMEHEHbI cefytoLmne TEPMUHBI C COOTBETCTBYIOLMMY ONpeaeneHnsamMu:

21 pepmanbHoe pasgpaxeHue (Dermal irritation): O6paTuMble MOBPEXAEHUS KOXW, BO3HUKLINE
BC/EICTBME HAHECEeHNS NCNbITYeMOro BellecTsa OAHOKPaTHO Ha 4 u.

2.2 pepmanbHoe pasbegaHue (koppo3sus) (Dermal corrosion): HeobpaTumble noBpexefeHnNs Koxu, a
UMEHHO, Hekpo3, Habniofaemble B anuaepmuce W B AepMe, BO3HUKWMWE BCAeACTBME OfHOKPATHOro
HaHeceHusl NCMbITYeMoro BelecTsa Ha 4 Y. TUNUYHLIM KOPPO3UIHLIM NPOSIB/IEHNEM SIBNSETCA o6pa3oBaHue
A13B. KpOBOTEYEHMe, obpasoBaHne KPOBAHUCTLIX CTPYMbEB; K MOMEHTY OKOHYaHWA uccnefoBaHusa Ha 14-i
[JeHb UBET KOXW cTaHoBUTCA 6nefdHbiM, 06paboTaHHble Y4YacTOK MOMHOCTbI0 JibiICEeT W MOKpbiBAETCA
cTpynbAMK.  [NA  OUEHKW  COMHUTENIbHbIX  MOBPEXAEHW/  TKaHW  peKkoMeHAyeTcs  NpoBecT
rMcTonaTtonormyeckoe nccnefoBaHue.

3 MNpuHLUMN TeCcTOBOro mMeToza in vivo

[o3a UCMbITYEMOrO BeLLeCTBA HAHOCUTCA Ha KOXY MOAOMbITHOTO JXMBOTHOFO OAHOKPATHO,
HeobpaboTaHHas Koxa 6yfeT CNyXuTb ANA cpaBHeHUs (KOHTponsi). CTeneHb pasfpaxeHus/pazbefaHus
(Koppo3umn) MKcUpyeTcsi B ONpeaesieHHble MPOMEXYTKA BPEMEHN 1 3aTeM Nocnef0BaTe/IbHO ONUCbIBaeTCs
C Liefibio BCECTOPOHHEN OLleHKM BO3AeicTBUsS BelecTBa. MNpoLo/MKUTEeNbHOCTb UCCIeA0BaHNS [O/MKHA 6biTh
[OCTaTOYHOW 41151 OLEHKM npoLecca 06paTUMOCTU UM Heo6PaTUMOCTV HabMoAaeMbIX Pe3ynbTaToB.

JKMBOTHBIX, NPOAO/IKNTENIbHO [AEMOHCTPVPYIOLMX BbIPAXEHHOE (DM3MYeckoe HeJoMoraHue wuam
ocTpyto 605b, cnegyeT ymMepTBUTb TyMaHHbIM CNOCOGOM BHE 3aBWCMMOCTM OT 3Tana UCMbITaHWsi, BELEecTBO
OLleHMNBAETCS COOTBETCTBEHHO. KpuTepuu pelleHnsi 06 yMepLUBAEHUN aroHU3UPYHLMX WU HEBLIHOCUMO
CTpajaloLLUX XMBOTHbIX NpUBEAEHbI B [2].

4 OnucaHue TeCTOBOro MeTtoga

4.1 MopgroTtoBka meTtoga in vivo

4.1.1 OT60p BMAA XNBOTHBIX

MpennoyteHne OTAAETCA KPOSMKaM-asibOMHOCaM, WCMOMb3YTCA MOJIOAble  3[0pOBble  0COGWU.
Mcnonb3oBaHve Apyrux BUAOB XMUBOTHbIX fLO/MKHO OblITb 060CHOBAHO.

N3pgaHue ouumanbHoe
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4.1.2 NMoArotoBKa XMUBOTHbLIX

MpnbnunsnTensHO 3a 24 yaca A0 Havyasna UCMbITaHUS LWeCTb JO0/MKHA ObiTh TWAaTelbHO BbICTPUXEHA CO
CMWHHON YacTu Tena XUBOTHOro. LlepcTb cnepyeT ypansTb OCTOPOXHO, YTOGbI He MNOBPEAUTb KOXY
XNBOTHOTO. VcnbITaHWio NoABepraT 0cobu TOMbLKO CO 34,0POBOI HEMOBPEXAEHHON KOXENA.

HekoTopble BUAbl KPOIMKOB B ONpefesieHHoe BpeMs roja UMEIT M/I0THble K0ouYku wepctu. Ha Takve
06nacTu Henb3sA HaknagbiBaTb BELLECTBO.

4.1.3 YcnoBsus cogepxaHua v KOpMieHus

Kaxpgoe >XWBOTHOE [O/MKHO cogepxatbcs OTAefnbHO. Temnepatypa B 3KCNepMMeHTasrlbHOM
NMOMELLEHUN, TAe COAEPXKUTCA MOAOMbITHOE XMBOTHOE, AO/HKHA cocTasnATb (20+3) ®C AN1S KPOSIMKOB.
OTHOCUTENbHAA BMIAXHOCTb MOMELLEeHVUs [Jo/hkHa cocTasnaTh 50-60 %, ee MWHWMalbHbIA YPOBEHb He
[oskeH npesbiwaTh 30 %. MakcMMasbHbIl - 70 %, 3a UCK/TIOYEHMEM C/lyyaeB, Korga npoussoauTcs ybopka.
OcBelleHne WucKyccTBeHHoe: 12 vacoB - cBeT. 12 vacoB - TeMmHoTa. [lnA KOPMIIEHUS MOXeT
1cnosb30BaTbCs 0bOblyHAsA nabopaTopHas AveTa, NUTbeBas BOAA - B HEOTPAHUYEHHOM KOMUYEeCTBe.

4.2 Mpoueaypa ucnoitaHns

4.2.1 HanoxeHne UcnbITyeMoro BeLiocTea

McnbiTyeMoe BELLECTBO AO0/MKHO ObiTb HAMIOXEHO Ha He6O/bLION yyacTok (Mpuban3nTenbHo 6 cMm2)
KOXW W NOKPbITO MapneBoli NOBA3KOM, 3aKpenjeHHON He Bbi3blBAlOWER pasgpaxeHus neHToin. B cnyvae,
ecnn NpPsMOe HaoXeHne HEeBO3MOXHO (Hanpumep, € XMAKOCTAMU WM HEKOTOPbIMW nactamu), BeLlecTBO
Heo6XxoAMMO Mpex/e HaHecTM Ha Maps/ieByl0 NOBA3KY U 3aTeM MPUIoOXUTb K Koxe. MNoBsA3Ka He [o/mKHa
claBnuMBatb, KpenuTcAa NOCPeACTBOM MOAXOAALEro Mmarepuvana Ha MpoTsXeHWn BCero nepuoga
BO3feicTBNA BellecTBa. Ecnn BeLecTBO HaHECEHO Ha MapieByld MOBA3KY, HE06X04MMO NpPOCNeauTb,
4YT06bl OHO 6bII0O paBHOMEPHO pacnpefeneHo W MA0THO KOHTaKTMpPOBasio C Koxeil. Heobxogumo
npeaynpeanTb BO3MOXHOCTb Y XXMBOTHOIO AOTAHYTLCS A0 MOBA3KU U NPOrNOTUTL WM BAOXHYTb BELLECTBO.

Mpy npoBefeHMN UCMbITAHWA XUAKOCTEW, MX 0ObIYHO He pasBogAT. Ecnu vcnbiTbiBaeTcs TBepaoe
BelecTBO (OHO MOXeT OblTb pasMesibY4eHO, MpU BO3MOXHOCTU), €r0 HeOO6XOAMMO YBNAXHUTL HEGONbLUNM
KO/MyecTBOM BOAblI (MpWM  HeobxoAMMOCTM, Apyrum pasbasuTenem), 4Tobbl o0b6ecneunTb HafexHoe
npuneraHue K koxe. Ecnu mcnonb3yetca He BOAHbIA pas3baBuTenb, ero NoTeHuuanbHOe BO3AeliCcTBUE Ha
pasgpaxeHne KoXu AO/HKHO OblTb MUHUMA/IbHBIM.

Mo okoH4aHWM nepuofa Bo3feicTBMsA {06bIYHO 4 Y) OCTaTKM UCMbITYEeMOro BeliecTBa fO/MKHbI ObiTb
yfaneHol BOAOA MAM NOAXOAALWMM pacTBOPUTENEeM, He 3ajeBas Crefbl peakuun Ha pasfgpaxeHve U He
noepexpaas LenocTHOCTb anugepmMuca.

4.2.2 YpoBeHb [03bl

Ha ucnbiTyeMblii yyacToK KoXu (TecT-caiT) HaHocAT 0,5 r TBepAoro BelwecTBa WU MNacTbl, ecnu
UCMbITyemMoe BeLLLeCTBO XUAKOCTb, TO fio3a cocTtasnsaet 0.5 mn.

4.2.3 MpeaBapuTenbHble ncnbiTaHna (nccneposaHue in vivo fepmanbHoro
pasapaxeHusa/pasbefaHusa (KOppPo3nm) KOXW, B KOTOPOM UCMNOJb3YeTCHa O4HO XUBOTHOE)

B cooTBeTcTBMM C nocnefoBaTefibHON cTpaTerneli HacTOATE/IbHO PEeKOMeHAyeTCcs NpPOBOAWTb
npeAsapuTesibHble UCNbITAHUA HA O4HOM XUBOTHOM.

Korga BelecTBo npusHaeTcs pasbefatoium (KOPPO3UOHHBLIM) Ha OCHOBAHWW COBOKYMHOIO aHamsa
pe3ynbTaToB, AasbHERWNX WCNbITAHUA Ha XWBOTHbIX He Tpebyetca. [N 6GOMbLWIMHCTBA BELLECTB,
npefnonoXnUTeNbHO BbI3biBAOLWMX pasbefaHne (KOpPpo3uo), Kak npaBwio, HeT Heob6XoaumocT B
JanbHenwnx ncnbiTaHusax in vivo. OgHako B TeX Cny4yasx, Korga CywecTBYHOT OCHOBaHWA A5 NONyvyeHus
[ONONMHUTENbHBIX AAHHbIX, MOTYT OblTb MPOBEAEHbl WUCMbITAHUS Ha XWBOTHbIX Crefylowum o06pasom: Ha
XWBOTHOE MocsiefoBaTe/IbHO HAHOCATCA A0 Tpex TecToBbIX Npob. MepBas npoba ypanserTcs no UcTeveHun
3 MuHYT. Ecnu He HabnofaeTca 3aMeTHbIX KOXHbIX peakuuii, HaHocuTcs BTopas npoba, koTopas yganseTcs
yepes 1 4. Ecnu HabnwogeHns Ha 3TOM CTagun NOKasbiBAKOT, YTO 3KCMO3ULMIO MOXHO 6e360n1e3HeHHO
npoAvTL A0 4 4acoB, HaHOCUTCA TpeTbsA Mpoba, KoTopas ypdansdeTca 4vepe3 4 uvaca, W peakyuio
BO3JeiCcTBNA oueHnBalT. Ecnu pasbeparowuii (KOppo3nOHHbIA) adhdekT HabnogaeTca Ha Kakoi-nmbo u3
Tpex nocnefoBaTesNbHbIX CTaAWi, IKCMEPUMEHT HEMeANeHHO npekpallaioT. Korga Koppo3voHHbIA adidhekT
He HabnofaeTcs nocne yganeHua nocnegHei npobbl, XMBOTHOE HabnwgaeTcs B TedeHne 14 fgHell, ecnm
KOppo3us He pa3BuBaeTcs Ha 6onee paHHel BpEMeHHOW cTaauu.

B Tex cnywasx, Korga uccrefyemMoe BeLlecTBO MPeAnosioKMTeNIbHO He Bbi3blBaeT pasbefaHue
(koppo3nio), HO MOXeT Bbi3BaTb pasfpaxeHne, Ha XUBOTHOe Ha 4 uvaca [O/KHa OblTb HaHeceHa
ofHOKpaTHas npoba.

4.2.4 NMopaTeepxpaoLWmnii TecT (MccnefoBaHve in Vivo pasgpaxeHns Ha KOXW LONOHUTEbHbIX
XUBOTHbIX)

Ecnn pasbepawowmii  (KOPpPO3MOHHLI) 3ddhekT He HabnwgaeTcs B Havya/lbHOM  WCMbITAHUK,
pasfgpaxeHue WM HeraTMBHas peakuus [OO/KHbl OblTb MOATBEPXAEHbI C UCMOMb30BaHWEM [0 [ABYX
[ONONMHUTESIbHBIX XXUBOTHBIX, MO OAHOMY XWBOTHOMY Ha KaxAyto npoby, ¢ nepuofom akcrnosuunu 4 4. Ecnu
pasgpaxeHvne HabnwgaeTcs B HayalbHOM TecTe, TO MOATBepXAallive TecTbl MOryT ObiTb NPOBEAEHbI

2



FOCT 32436—2013

nocfefoBaTeslbHO WM MNyTeEM OAHOBPEMEHHOrO WCCNEeAOBaHUSA [BYX [OOMOJSIHUTENbHbIX XUBOTHbIX. B
UCK/TIOUYNTENBHOM C/lyyae, Korfja HadasibHblii TeCcT He MPOBOAMTCH, ABa WU TPW XMUBOTHBLIX MOTYT ObITb
o6paboTaHbl OfHOKpaTHO npo6oli, KoTopas ypanseTcs uepe3 4 4. Ecnv npu uccnepoBaHuy ABYX
XMBOTHbIX B 060MX c/ydasix Hab/faeTcs ofHa M Ta Xe peakuusi, HUKaKux AafbHelunx ucnbiTaHuii He
TpebyeTcsa. B nNpoTvBHOM criyyae, TecTupyeTCcs TpeTbe XMBOTHOEe. [ OUEHKN COMHUTENbHbIX peakuuii
MOryT NoTpeboBaTbCA AO0MOJIHUTENbHbIE XUBOTHbIE.

4.3 HabnwopgeHne

4.3.1 Mepuopg HabnwgeHns

MpofomKNTENbLHOCTL Nepuoga HabnwaeHuidi JomkHa OblTb AOCTATOYHONM ANS TOro, Y4To6bl B MOJSHOW
Mepe oueHUTb obpaTumocTb Habnogaemblx acdekToB. OAHAKO 3KCNEPVMEHT AO/MKEH ObiTb MpekpalleH,
€C/IM Y XUBOTHOTO HabsogatTcs NPOAO/HKUTENBbHbIE MNMPU3HAKU TSHXXenolh 60nu unmM HepomoraHusa. Ons
onpegeneHns obpaTMOCTX peakLmii XMBOTHOE AO/MKHO ObITb NoA HabnogeHnem B TeueHve 14 gHei nocne
ypaneHmst npo6bl. Mpu o6HapyXeHun obpaTumMocTu B TeuyeHue 14 pAHeli 3KCNEpPUMEHT [OMKEH O6biTb
npekpavleH.

4.3.2 KnuHnyeckne HabnwageHnsa n knaccmukaumsa KOXHbIX peakuunii

Bce XMBOTHbIE A0/MXHbI 6bITb NPOBEPEHbLI HA MPU3HAKN 3PUTEMBI 1 OTEKA, & Peakumnm - oTMeyaTbCs Ha
60 MuHyTe, a 3aTeM Ha 24.48 n 72 yacax nocsne ygasneHns npobbl. B HayasibHOM TecTe Ha 04HOM XUBOTHOM
TecTupyemas obnacTb Takke npoBepsieTcss cpasy nocne yganeHus npobbl. KoxHble peakuun oueHnBaT 1
KnaccucmumpyoT B COOTBETCTBUM C Tabnuuel «Knaccugukaums KoXxHbIX peakuuii». Ecin obHapyxuBaeTcs
NoBpeXAeHne KOXu, KOTopoe No NPOLIEeCcTBUN 72 YaCOB Hesb3s UAEHTU(ULMPOBATb Kak pasfpaxeHne unm
pasbefaHve (KOppo3uio), A5 onpefesieHMs 06paTMMOCTM [aHHOro adpdekta, BO3MOXHO, MOHafobaTcs
HabnaeHns BMIOTb A0 14 aHeld. MNMoMUMO peakumun pasgpaxeHus AO/MKHbl GbiTb MOSIHOCTbIO OMUCaHbl U
3aperncTpupoBaHbl BCE MeCTHble TOKcuyeckne adhekTbl TakMe, Kak 06e3KMpuBaHue KOXW Wan nobble
cucTemaTnyeckme HebnaronpuaTHble 3ddhekTbl  (Hanmpumep BAWSHWE Ha  KJIMHWYECKME NPU3HaKK
TOKCUYHOCTM U U3MEHEHWe maccbl Tena). [ns NPOSICHEHWS COMHUTENbHbIX Pe3ynbTaTtoB AOJIHKHO
NpVYHUMAaTLCA BO BHUMaHWe ructonaTosiornyeckoe obcnefoBaHme.

Mpagauns KOXHbIX peakuuin HensbexHo cybbekTuBHa. [na obecnevyeHus epuHoo6pasvsa  npu
Knaccuukaumm KoXHbIX peakumnii, cogeicTBusi ucnbiTaTeNbHbIM NabopaTopusiM U TEM. KTO MPOBOAUT U
UHTepnpeTupyeT HabnwaeHus, nepcoHasn, MNPOBOAALWMA WCMbITAHUS, AO/KEH OblTb XOpOWOo 06y4yeH
MNCNOMb3yeMOI cUCTEME OUEHOK (Tabnmuya). Takke MOryT okasaTbCsA MOJIe3HbIMU  WUAMCTPUPOBAHHbIE
noco6us no knaccudmkaLmm pasgpaxKeHust KOXu n apyrux noBpexaeHuii.

Tabnuua Knaccndmkauma KOXHbIX peakuuii

r’|\/€| O6pasoBaHue apuTeMbI 1 oTeka YpoBeHb knaccudmkaLmm
1  OTcyTcTBUE 3pUTEMDI 0
2  Cnabas sputema (efBa 3aMeTHas, pO30BaTblii TOH) 1
3 YMepeHHO-BbIpaxeHHas aputeMa (po30BaTo-KpacHbIli TOH) 2
4 BbipaxeHHas apuTema (KpacHbIii TOH) 3
Pesko-BblpaxeHHan aputema (roBsXbs KpacHoTa) - o6pasoBaHus
5 oxora, npenaTCTBYWOWEro knaccudukaumm apuTembl  (SpKo- 4
KpacHblii TOH)
BO3MOXHbIVi Makcumym 4
1  OrtcyTtcTBME OTEKA 0
2 Cnabbiil oTek (egBa 3aMeTHbI) 1
3 YMepeHHbIli 0Tek (06/1aCTb OTEKA XOPOLLO pas/iMymMma 3a cuyet 5
npUNyxnocTn)
4 BblpaXXeHHbIn 0TeK (MPUMYXA0CTb NPUMEPHO Ha 1 Mm) 3
5 Pe3ko-BblpaXeHHbI oTek (MpunyxnocTb 6onee 1 MM 1 BbIXOA, OTeka 4
3a rpaHuLbl 061acTy aKenosnuum)
B0O3MOXHbIi MakCUMyMm 4

ONA MpOsSiCHEHWSI COMHUTENbHbIX Pe3y/bTaToB MOXET 6biTb MPOBEAEHO TMCTONATO/IorMyeckoe
uccnegoBaHue.

5 [aHHble

5.1 NMpeacTaBneHne pesynbtaTtosB
PesynbTaTbl uccnefoBaHusa [O/MKHbI ObiTb CBEEHbI B TabMLy B TECTOBOM OTYETE 1 COOTBETCTBOBATL
BCEM MyHKTaM, NpuBefeHHbIM B pasjese 6.

3
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5.2 OueHka pe3ynbtatos

KoxHo-pasgpaxatowme peakyum A0/KHbI ObiTb OLLEHEeHbI C YYeTOM MPUPOAbl U TAXECTU NOPaXeHWi, a
TaKke WX 06pPaTMMOCTM WM HeLoCTaTOYHOW o6patumocTu. WHAMBUAyanbHas peakuns He sBAseTcs
abCco/oTHBIM CTaHAAPTOM MPOABMAEHUS pasfpaxalolwmnx CBONCTB BELLEeCTBa, NO3TOMY Takke AO0/MKHbI ObiTb
oueHeHbl 1 apyrve addekTbl OT BO3AENCTBUS TecTupyemoro MaTtepuana. OfHako WHAMBUAYasbHblE
peakunyn OO/KHbI paccMaTpuBaTbCA Kak OMOpHble XapakTepUCTUKU, KOTOpble Heo6XoAMMO YyuuTbliBaTb B
couyeTaHun co BCEMMW APYTMMU HAbNOLEHNAMMN, NOTyYEHHbIMW B JAHHOM UCCe0BaHnm.

O6pPaTUMOCTb  KOXHbIX MOPaXeHWid cnefyeT paccmaTpuBaTb, WCXOAA U3 OLEHKM  peakuun
pasgpaxeHus. Korfa peakumn KOXW Takue, Kak anoneuus, runepkeparos, runepniasvsa u LesyleHue
COXpaHsATCA 40 KOHUA 14-AHEeBHOro cpoka HabnwfeHns, uccnegyemoe BeLecTBo JO/MKHO 6biTb NPU3HAHO
pasgpaxaroLmm.

6 Ortuet

OT4yeT 0 NPOBEAEHNMN UCTbITAHUSA [O/IHKEH COepXaTb C/eAyoLLy0 UHhopMaLmio:

Nornyeckoe o60CHOBaHME MPOBEAEHMS UCMbITAHUA N ViVO - aHann3 COBOKYMHOCTW CYLLECTBYHOLLMX
[aHHbIX, BKIOYasi pesysibTaTbl NOC/1e40BaTENLHOW CTpaTernn NpoBeAeHNst UCMbITAHWS.

-onucaHve 3Ha4YnMbIX faHHbIX NPeABapuTeIbHOTO UccnefoBaHns;

-[aHHble, NONTyYEHHbIE HA KaXO0I CTaAnn cTpaTerun NpoBeAEHNst UCNbITaHUS,

-onucaHve NpoBeAeHHbIX UCTLITAHWIA in vivo, BKIYaA AeTaslbHOe onucaHue npoueayp v pesynbTarthl,
noslydeHHble ANs nccnegyembix | CX0XnX BeLLecTs;

-aHa/In3 COBOKYMHOCTM CYLLECTBYHLLMX AaHHbIX A1 NPOBEAEHUSI UCMbITaHUS in Vivo.

BewecTBo:

-NaeHTUMKAUNOHHBbIE AaHHble (Hanpumep Homep CAS. WUCTOYHMK, CTeneHb YUCTOTbl, WU3BECTHbIE
npumecu, HoMep napTum);

-thnsnyeckoe cocTosiHNe 1 PU3UKO-XMMUYECKME CBOMCTBA (Hanpumep pH. netyyectb, pacTBOPMMOCTb,
YCTONYMBOCTb).

-ec/nn 3T0 CMeCb, TO COCTaB M COOTBETCTBYHOLLEE MPOLLEHTHOE CoAepXKaHne KOMMNOHEHTOB.

PactBoputens:

-NAEeHTUPUKALMOHHbIE faHHbIE, KOHLLEHTpaLMs, Npyu He06X0AMMOCTH, UCNO/b3yEMbI 06bEM;

-o60cHOBaHue Bbibopa pacTBopuTens.

OKCneprvMeHTasbHbIE XUBOTHbIE:

-ncnonb3yemblii BUA / rpynna XuBOTHbIX, B C/ly4yae ec/im 3TO HO KpPO/MKU-asibbuHOChl, 060CHOBaHVe
NCNONb30BaHNUS XXUBOTHbIX;

-KO/IMYECTBO XMBOTHbIX K&XA0ro nona;

-Macca Tesia Kaxaoro XXMBOTHOrO B Hayasie 1 KOHLUEe MUCMbITaHus:

-BO3pacT B Hayasie UCMbITaHus:

-MCTOYHMK XMBOTHbIX, YC/IOBUS COAEPXaHWs, aueta u T.4.

YcnoBus NpoBeAeHNs NCMbITaHUSA:

-TeXHVKa NOAroTOBKM MecTa HaHeCceHMUsl Npoo6bl;

-TeXHMKa NOATOTOBKM M HAHECEHWs MacTbIps;

-TEeXHMKa NOATOTOBKM MCC/IelyeMOro BELLECTBA, €r0 HAHECEHUS 1 yaaeHus.

PesynbTtarthl:

-c60p ¥ 3aHeceHwe B Tabnuuy [AaHHbIX O MNPOSIBIEHUN Y KaXAOr0 XMBOTHOrO pasgpaxarowmx /
pasbeganLwmnx (KOPPO3NOHHbIX) peakunili Ha Kaxaoih oTMeYaeMoil BpEMEHHOW OTMETKE;

-onMcaHne BCeX BbISABIEHHbIX MOPaXKEHWIA;

-onucaHve Npupoabl U CTENEHU BbISIBMIEHHbIX PeakuWil pasfpaxeHus unu pasbefaHus (kopposuu), a
TaKke N6bbIX TMCTONATOI0rMYEeCKNX HabNoAeHNiA:

-onucaHve Apyrux HeraTUBHbIX MECTHbIX (HanpumMep 06e3XnpuBaHME KOXN) U COMATUYECKUX PeaKL Wi,
NMOMMMO KOXHOTO pa3gpaxeHus uim pasbefaHus (Kopposun).

O6cyxaeHne pesynbTaTos.
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MpunoxeHne A
(pexomeHayemoe)

MocnepoBatesnibHasa cTpaTerns NPoOBeAEHNS UCMNbITaHMS MO N3YYEHNIO
pasgpaxarolero nmnu pasbegatowero (KOPPO3MOHHOr0) AEeCTBMSA Ha KOXY

A.1 OCHOBHble NONOXEeHNsA

B nHTepecax Haykum u 61aronoflyuns XMBOTHbIX OYEHb BaXKHO M3beraTb HEHYXXHOro MCMosib30BaHuA
XMBOTHBIX W MUHUMU3NPOBATbL /06bIE UCMbITAHMS, KOTOPbIE MOTYT NPUMBECTW K TSXKEsbIM NOCNeACTBUAM Y
XMBOTHbIX. BCA nHhopmauua o noTeHUMasbHON CNOCOOHOCTMN BellecTBa Bbi3biBaTb pa3befaHve (Koppo3sunio)
UAN pasgpaxeHue KOXu Jo/KHa 6biTb OLeHeHa [0 NMpoBefeHus UchbiTaHusa in vivo. B cBOl ouepefb, yxe
MOFyT CylecTBoBaTb [AOCTaTOYHble OCHOBaHWMA ANS TOro, 4TOo6blI KNaccuuumpoBaTb BeLLEeCTBO Kak
CMOCo6HOEe BbI3biBaTh pasbefaHne (KOppo3nio) unn pasgpaxeHve 6e3 Heob6Xxo4MMOCTVM NPOBOANUTL OMbIThI
Ha nabopaTopHbIX XWBOTHbIX. TakuMm 06pa3oM, WCMONb3ys aHaIn3 COBOKYMHOCTU VMMELMXCA AaHHbIX W
nocnefoBaTesibHYl0 CTpaTernio NPOBeAEeHUs] UCMbITaHWA, MOXHO CHW3UTb HEOb6XOAMMOCTb MPOBeAeHUs
McnbITaHWiA in vivo, 0COGEHHO, eCnn BELEeCTBO, BEPOATHO, BbI3bIBAET TSXKE/bIE peaKLmu.

AHanM3 COBOKYMHOCTU WMMEILNXCA AaHHbIX 0053aTeflbHO peKkoMeHAyeTCsa MpPOBOAWUTb AM1A OLEHKM
CyllecTBYyOLEA MHopMaLMM O KOXHOM pasapaxeHun wunu (pasbefaHun) KOppo3vK, BbI3blBAEMbIX
BELLEeCTBOM, YTOObI onpeAennTb, eCcTb M HEOH6XOAMMOCTb B NPOBEAEHNMN AOMONHUTENbHBIX UCCNeA0BaHWM,
OT/INYHBIX OT KOXHbIX WCMbITAHUIA N ViVO, ANS BbISBNEHUA TakuX NOTeHUMasibHbIX CBOWCTB. Ecim
JanbHeliwne ucnbiTaHns HeobxoAuMbl, pPEeKOMeHAyeTCs MNPUMEHATb Noc/efoBaTeslbHyl0  cTpaTeruio
npoBeAeHNa UCMbITaHWA A8 NOMYYEeHNs 3HAUYMMbIX SKCMEePUMEHTa lbHbIX AaHHbIX. NS BelecTs, KOTopble
paHblle He ucCnefoBa/ICb CcTpaTerMs A[o/mkHa O6biTb  MCNONb3oBaHa Mpu  OMpefenieHun OaHHbIX,
HeobXoAMMbIX ANA  BbIABNEHWA €ero pasbegalolwnx (KOPPO3MOHHbLIX) WM  pasfpaxatolimx CBOWNCTB.
Ctpaterns ucneiTaHuin 6bina paspabotaHa O3CP n nosgHee 6bina NOATBEPXAEHA W pacnpocTpaHeHa B
cucreme Crc.

XoTa nocnegosatefibHas cTpaTerMs He ABMSETCA COCTaBHOM 4YacTbio MeToda, OHa npeacTaBnset
co60il pekomeHAyeMblli NoAxoA ANA OonpefeneHus pasbefalolunx (KOPPO3UMOHHBIX) UM pasgpaxaroLwmnx
CBOICTB BeLllecTBa. Noaxon BkoYaeT B ceba kak Hagnexalyto nabopaTopHyto npakTuky (GLP). Tak u
aTMYeckne npeanocbUIkN AN MPOBEAEHUSA UCMBbITAHUS N VIVO Ha KOXHYK KOPPO3WIO AN pasfpaxeHue.
MeToA npoBefeHNs uccnefoBaHWs SABNSETCA PYKOBOACTBOM A1 NPOBEAEHUS UCMbITAHWUA in Vivo K
COAEPXUT hakTopbl, KOTOPble HEO6XOAMMO YunTbIBaTb [0 Ha4yana UcnblTaHus.

CTtpaterns npegcTtaBnseT c060iA MNoAXon [ANS OUEHKU CYLLeCTBYHOLWMX AaHHbIX O pasbefaroLimx
(KOPPO3MOHHBIX) MAKM pasgpaxarolimx CBOWCTBax Mccnefyemoro BeLlecTBa W COOTBETCTBYHOLWMIA Noaxon
noslyyeHns nogobHbIX AaHHbIX ANS BeLecTB, KOTOpble Heob6X0AVMO [OMOMHWTENbHO WccnefoBaTb Wn
KOTOpble He uccnefoBannchb paHee. Takke B 0CO6bIX criyyasx Ana onpefeneHvs pasbegaHus (Kopposun)
Wn pasfpaxeHns KOXn pekoMeHAyeTcs npoBefeHVe NOATBEPXAEHHbIX U 06LWEeNnpU3HaHHbIX UCTbITaHWUIA in
vitro nnm ex vivo.

A.2 OnucaHne cTpaTermm NnpoBeAeHnsa NCNbITAHWUIA N OLEHKN CYLeCcTBYIOLWNX faHHbIX

Ana onpepeneHns Heob6XxoAWMOCTW NPOBEAEHUSA KOXHOIO MCMbITAHUS in Vivo nepej npoBeAeHVem
nofo6HOro UCMbITAHWUA, Kak 4YacTu NocnefoBaTeNbHOW cTpaTternn, BCA LOCTyNHas MHAOPMaLUs LO/HKHA
6bITb paccMOTpeHa 1 oueHeHa. HecMOTps Ha To, YTO CywecTBeHHas MHopMaumsa MoXeT ObiTb MosyyeHa
npn OUEHKe OAMHOYHbIX MapamMeTpoB (HanpuMMep 3KCTpeMasbHO BbICOKOrO 3HayeHus pH), BcA
cyuiecTBylolas MHopmaumua Ao/mkHa 6biTb paccCMOTPEHa B COBOKYMHOCTU. Bce cyliecTBeHHble AaHHble O
BO3[eNCTBUAX UCCneyemMoro BelecTsa Uiy ero aHasoros JO/MKHbI ObiTb OLLeHEHbI NPY NPUHATUN peLleHus
Ha OCHOBaHWW COBOKYMHOCTWU WMEILMXCA AaHHbIX, a Slormyeckoe 060CHOBaHWE Takoro pelleHus A0/HKHO
6bITb NpeAcTaBneHo. OCHOBHOI ynop A0 NPOBEeAEHNA UCMbITaHWUIA in Vvitro nan ex vivo fomkeH 6biTb caenaH
Ha [aHHble O BO3A4ElNiCTBMM BellecTBa Ha YenoBeka W XMBOTHbIX. KOXHbIX WMCMbITAHUA pasbefaroLmx
(KOPPO3MOHHbIX) CBOICTB in Vivo N0 BO3MOXHOCTU crieayeT usberatb.

CTpaTerns ucnbiTaHuii yunutblBaeT cnegytolme gakropsbl

1. CyuiecTByroLMe AaHHbIE 0 BO3ENCTBMM BELLECTB HA Ye/I0BEKA M XKMBOTHbIX (Wwar 1)

Mpexae BCEro A0/MKHbI ObiTb PACCMOTPEHbI CyLEeCTBYWOLMNE AaHHble O BO3AEeNCTBUM Ha uyenoBeka
(Hampumep KNMHWYECKMe unn NpoeccroHanbHble UCTbITAHUS, UCTOPUM KITMHUYECKNX CyYaeB) U XUBOTHbBIX
(HanpvMep OAMHOYHbIE WU MOBTOPSAKLWMECA WCMNbITAHUA Ha KOXHYK TOKCMYHOCTb), MOCKOMbKY OHW
ob6ecrneunBaloT MHGOPMaLMIO, HEMOCPeACTBEHHO OTHOCSLLYIOCA K BO3[ENCTBMAM Ha koxy. Beujectsa c
M3BECTHbIM pasbegalolwum (KOPPO3MOHHLIM) WAKM  pasjpaxanwum aeiicteuem u Te, ANA  KOTOPbIX
oTCyTCTBME NOAO0BHOrO feicTBUS AOKa3aHO METOAOM in Vivo He UCMbITbIBAKOTCA.

2. B3aumocBs3b CTpyKkTypa-Bo3geiicteme (SAR) (war 2)
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Ecnn  BO3MOXHO, A0/MKHbI OblTb PacCMOTPEHbl pe3ynbTaTbl WCMbITAHWIA BELWECTB CO CXOXel
CTPYKTYpOi. Ecnn cyllecTBYIOT AaHHble O TOM. 4TO NOAO0GHble BelecTBa WM UX CMEeCb OKasblBalT Ha
yenoBeka W KMBOTHbIX pasbefawliee (KOPPO3MOHHOE) WM pasgpaxarwliee [eicTBME, MOXHO
npeanonoXvTb, YTO WUcCnegyemMoe BelecTBO OyAeT Takke okasbiBaTb Nofo6Hoe Bo3geiicTeue. B atux
cnyyasix nNpoBefeHus UCMblITaHWin ANA Takux BelWecTB MOXeT He noTpeboBartbcs. OTpuuatesibHble
pe3ynbTaTbl MCCNEA0BaHMIA BELLECTB CO CXOXeW CTPYKTYpoli WM UX CMecu He npeacTaBnsioT coboi
[OCTaToyHOro fokasaTenbCTBa OTCYTCTBMSA pasbejatoliero (KOppPo3MOHHOIO) WAM  pasgpaxaroLiero
[eiicTBMs BellecTBa B pamkax nocfiefoBatefibHol cTpaternn. MoaTBepXAeHHble WU 06l enpU3HaHHble
nogxofbl SAR [O/MKHbI MCNONML30BaTbCA A1 BbIABAEHUA Kak pasbefatolinx (KOPPO3WOHHBIX), Tak W
pasgpaxaroLmx CBOMCTB.

3. PU3NKO-XMMUYECKMe CBOWCTBA M XMMUYECKast peakunoHHas cnocobHocTb (war 3)

BeulecTBa, nmMelLwme aKkcTpemasbHble 3HavyeHusa pH Ttakue, kak pH s 2 n pH b 11.5. MOryT BbI3blBaTb
CU/bHblE MeCTHble peakuun. Ecnu akcTpemasbHoe 3HadeHne pH siIBNSeTCA OCHOBOW [ANs OTHeceHus
BellecTBa K efKuM pasbearolimM (KOPPO3UOHHBIM) AN KOXW, AO/DKHbI YYMTbIBATLCA €ro KUCIOTHble /
LesIoYHble cBONCTBa (bydepHas eMkocTb). Ecnu xe BydepHas eMKOCTb NoKasbiBaeT, YTO BELECTBO MOXET
He OblTb pasbefarolwum (KOPPO3NOHHbLIM) A5 KOXW, TO AN NOATBEPXAEHUS 3TOr0 HE06X0AMMO NPOBECTU
JanbHedwve  uccnefoBaHWs.  NPeAnoyTUTeNIbHO € WCNO/MIb30BaHMEM  MOATBEPXKAEHHbIX WK
o6Lenpu3HaHHbIX in vitro nam ex vivo tectos (cm war 5 u 6).

4. KoxHasa TOKCUYHOCTb (war 4)

Ecnn pgokasaHo, 4TO BELLECTBO SABASETCA TOKCUYHBIM MpW MOCTYNJIEHUN Yepe3 KOXy, in Vivo
UCMbITAHMS MO W3YYEHWI0 pasbefalolyx (KOPPO3MOHHbIX) W pasgpaxarolmx CBONCTB MOryT ObiTb
HeoCyLeCcTB/MMbI, NMOCKOJIbKY KO/IMYECTBO BelLecTBa, KOTOpoe 06blYHO HAHOCUTCS Ha KOXY, MOXET CU/IbHO
npeBbiaTb TOKCUYHYIO [A03Y W. COOTBETCTBEHHO, NPVMBECTM K CMEPTU WAN TAXKENbIM MOpaXeHUsM
XUBOTHbIX. K TOMY Xe. ecnu WCCnefoBaHWs Ha KOXHYH TOKCUMYHOCTb C MCMO/Ib30BaHWEM KpPOJIMKOB-
anbbyHOCOB yxe Oblan NpoBefeHbl C NpeAesnbHol 4030/ 2000 Mr Ha 1 Kr Maccbl XXUBOTHOTO unu 6onee,
pasbegaHue (Koppo3us) Uan pasgpaxeHne KOXu He Oblin 06HapyXeHbl, AONOHUTE bHbIE UCC/ef0BaHUSA
No M3y4yeHW0 pasbefaHvsa (KOppo3unn) WAuM pasfpaxeHus KOXW MOryT He MNoHafobutbcs. HekoTopble
BbIBO/bl [AO/MKHbI ObITb CAEeNaHbl U MPW OLEHKe OCTPOI KOXHOW TOKCMYHOCTW, BbISABMNEHHOW B NpefblayLLmx
nccnegoBaHusax. Hanpumep, nonyvyeHHas MHgopMaums O KOXHbIX MOPaKEHUAX MOXeT OblTb HEMNOJHON.
TecTbl 1 HabALEHNS MOTM NPOBOAUTLCS Ha BUAAX, OT/INYHBLIX OT KPOJIMKOB, M Takue BUAbl MOTAN CUbHO
0T/IMYaTbCS MO CBOMM YyBCTBUTE/IbHLIM peakuusm. Takke opma nccnegyemoro BellecTBa, HaHECEHHOro
Ha KOXYy XWBOTHOrO, Morfia 6biTb HeNoAXoAsALL e ANA OLEHKN KOXHOMO pasfpaeHns n Kopposumn (Hanpumep
pacTBOp BELLECTB [/ WCNbITAHWIA KOXHON ToKCMYHOCTM). OfHako B Tex Cc/lyyasx, Korga XopoLlo
NOArOTOB/IEHHbIE WCMbITAHWSA Ha KOXHYH TOKCMYHOCTb OblNM MpOBEfEeHbl Ha KPOMukax, oTpuuaTesibHble
pesynbTaTbl MOFyT cuMTaTbCA [AOCTATOYHbIM [AOKa3aTeNbCTBOM TOr0, 4TO BELWECTBO He SABAseTcs
pasbegarowmnm (KOPPO3MOHHbIM) MW Pa3fpaKatowum.

5-6. PesynbTarthl in vitro nam ex vivo ucnbitaHuii (war 5 u 6)

BeluecTBa, nposiBuBLLUME pasbejatolime (KOPPO3MOHHbIE) UK CUMbHbIE pasjpaxalolme cBOiCTBa B
NOATBEPXAEHHBIX U OOLWENPUHATBLIX iN Vitro WM ex Vivo WCNblITaHWAX, NPOBEAEHHbIX ANA OLEHKA 3TUX
crneundunyecknx CBONCTB, HET HEOO6XOAUMOCTM TeCcTUpOBaTb Ha XMBOTHbIX. MOXHO MNPeAnonoXuTb, YTO
Takme BellecTBa GyayT Oka3blBaTb Takoe Xe TAXesioe BO3AeicTBME U NPy UCMbITAHWK in Vivo.

7 - 8. In vivo ncnbiTaHmsa Ha kponvkax (war 7 u 8)

Ecnu Ha ocHOBaHMM aHanusa VMELWUXCSA AaHHbIX NPUHATO pelleHre NPOBOAWUTbL UCMbITaHWA in Vivo,
UCMbITAHUS AO/KHbI HAYMHATLCA C UCCMEefoBaHWA Ha OJHOM XWBOTHOM. Ecnu pesynbTaTbl UCMbITAHWA
nokasblBaloT, YTO BeLLeCTBO Oka3blBaeT pasbejatllee (KOPPO3MOHHOE) AeiCTBME Ha KOXY, AaNbHeilwue
UCMbITAHMS NPOBOAMTLCA He [O/MKHbl. Ecnum B mMcxogHOM TecTe He Habnogalrca pasbegjarolive
(KOPPO3MOHHbIE) CBOWCTBa, OTpULATENbHAA peakuus uaM pasgpaxarolme CBONCTBA [AO/KHbI  ObiTb
NoATBEPXKAEHbI C UCMO/Ib30BAHMEM [BYX AOMOJSIHUTENbHbIX XWBOTHLIX C MEPUOAOM 3KCnosmuuu 4 vaca.
Ecnu pasgpaxatowmin achcpekt HabnogaeTca B ICXOLHOM UCCNeA0BaHNN, TO NOATBEPXAAOWMNA TECT MOXET
NpoBOAMTLCA MOcnefoBaTeNlbHO, UK NyTeM UccnefoBaHns ABYX XUBOTHbIX OAHOBPEMEHHO.



Cxema

FOCT 32436—2013

CTparernsa npoBeAeHNsT NCMbITaHUS N OLEHKN AepMasibHOro
pasgpaxeHna/kopposnn

MNpoBeaeHue pa6oTbl

Vimelowmecs faHHble ANnsa yesoseka
W/ XXNBOTHBIX, KOTOpPblE NoKa3blBakT
BO3,D,eVICTBVIe Ha KOXY Unn Cnnm3nctble

060104KM

WMHpopmaums oTcyTCTBYeT Wn

Hey6e,q|/|Teanaﬂ
—+

MpOBECTM OLEHKY CTPYKTYpa-
aktmBHoCcTU (SAR) gnsa pasbegaHus
(koppo3um)\

pasgpaxeHns KOXu

MporHo3vpoBaTh He yaaeTcs uau
MPOrHO3bl He y6eanTesbHbl U

oTpULATE bHbI

M3mepuTb pH (paccmoTpeTb bydepHyto
CNoCcoGHOCTb, EC/IN 3TO CYLL,ECTBEHHO)

2 <pH <11.5vnnmpH S 2.0 nnn 211.5
Npv HU3KOI WU OTCYTCTBYHOLLEN
6yhepHoit cnocobHocTYM ( ecnu 3To

CyLecTBEHHO)

MonyyeHHbli peaynbTat

BeuwectBO
pasbegatollee
(koppo3wuiiHoe)

Bbi3biBaoLwee
pasgpaxeHve

He pa3sbepatouee
(koppo3uitHoe)n He
BbI3blBAET pasapaxeHune

MporHo3upyeTcs
cepbesHoe
noBpexaeHne Koxu

MporHo3upyeTcs
pasgpaxeHne Koxm

pH S2 nnn S11.5

(npu BbICOKOWA
6ydhepHoli
Crnoco6HOCTH, ecnn 3To
CYLLLECTBEHHO)

3aknoyeHne

HavBbiclwnii oxngaemblii
pesynbTart:
paccMmaTpuBaeTcs Kak
pasbegatoliee
(koppo3uiiHoe).
McnbiTaHne He
TpebyeTcsa

HauBbicLUnii oxugaemblii
pesynbTar;
paccmaTpuBaeTcs Kak
pasgpaxatoulee.
McnbiTaHne He
TpebyeTca

HavBbicLunii oxnaaembiii
pesynbTar:
paccmaTpuBaeTcs Kak He
pasbepawollee (He
KOppO3WiiHOE) UK He
pasgpaxatoliee.
MpoBefeHne NcnbiTaHns
He TpebyeTcs

PaccmatpuBaeTcsi Kak
pasbepaiollee
(koppo3suiiHoe).

He TpebGyeT npoBeseHus
ncnbiTaHNA

PaccmaTpriBaeTcsi kak
pasgpaxatouiee. He
TpebyeT NpoBeseHNsI
UCnbITaHUs

MpepgnonaraeTcsa
pasbejawoLyas
(koppo3wuiiHas)
CNoCco6HOCTb.
MpoBeaeHne ncnbiTaHKs
He TpebyeTcs



FOCT 32436—2013

4.  VccnepoBaTb faHHbIe CUCTEMHOIA
TOKCUYHOCTM NyTEM HaHECEHUS Ha KOXY
(moxeT nposoanTbCA nepes 2 n 3
CTYNeHsIMK)

WNHopmaumsa oTcyTCcTBYeT UK He
aBnseTcs ybeanTenoHow

5. TpoBecTn 060CHOBaHHOE 1 NPU3HAHHOE
UCMbITaHWe Ha KOPPO3MI0 KOXMK in vitro
UM npexHee ex Vvivo

BeuwecTBO He 06n1agaeT KOppPO3WiiHOWA
CNOCOGHOCT b0, MY NPU3HaHHbIE Ha
MeXAyHapoaMM YpPOBHe MeTOofbl
UCNbITaHus in vitro nam npexHee vivo
N9 KOPPO3WKN KOXK elLle
OTCYTCTBYIOT
i

6. [MpoBecTn 060CHOBAHHOE W NPU3HAHHOE
UcnblTaHWe Ha pasfpaxeHue KoXu in
Vitro nnun npexHee ex vivo

BeljecTBo He obnagaeT
pasgpaxatoLeil cnocobHOCTbI0 UK
NPU3HaHHbIE Ha MEXAYHapOLHOM
YPOBHE MeTOfbl UCMbITaHUs in vitro
VNN MpexHee Vivo Ha pasfgpaxeHne
KOXW OTCYTCTBYOT

7. TpoBecTV BHauyase UcnbiTaHue in vivo
Ha KposiMkKax, UCnosb3ysi O4HO
XUBOTHOE

CepbesHoe noBpexaeHue
OTCyTCTBYEeT

BbICOKO TOKCMYHOE

He pasbepatowasn (He
KOppo3uiiHoe)Unun He
pasgpaxatolliee npu
MCMNbITAHUN Ha KPOJsIMKax
npu npegencHoii fose B
2000 mr/kr maccbl Tena
Unn Bbllle

AhhexT pasbesaHus
(koppo3un)

PasgpaxutensHas
peakuus

CunbHoe noBpexaeHue
KOXM

Mocnepyouwmne
UcnbiTaHNs He TpebytoTcs

Pa3sbegatoLlas
(koppo3uiiHas)
CMNoCO6HOCTbL NN
pasgpaxeHue He
npegnonaratTcs.
Mocnepyouwmne
ucnbiTaHNA He TpebytoTea

Mpegnonaraetcs
pasbegatollas
(koppo3uiiHas)
CMOCOBHOCTL in vivo.
Mocnepyouwmne
UcnbiTaHUsA He TpebytoTcs

MpegnonoxnTensHo
pasgpaxatoLias
CMOCOBHOCTDL in Vivo.
Mocnepyouwmne
ucnbiTaHNs He TpebytoTcs

PaccmaTpuBaeTcs Kak
obnagawuee
KOPPO3MIHOIA
CMoCOBHOCTLH.
Mocnepyowmne
UcnbiTaHUa He TpebytoTcs



8.

MpoeecTu noaTeepxaatoliee

ncnbiTaHne ¢ UCNosib3oBaHMe OAHOro
nnn AByX AONOAHUTENIbHbIX XXUBOTHbIX

PasbefaHue (koppo3us)
Unu pasgpaxeHue

OTcyTcTBUE
pasbefaHusa (kopposnu)
Un pasgpaxkeHns

FOCT 32436—2013

PaccmartpuBaeTtcs kak
obnagatwuiee
pasbegatoLeit
(koppOo3uiHo)nMn
pasgpaxatoLlei
CMNOCOGHOCTLIO.
MNocnepyowme
ncnbiTaHns He TpebyloTcs

PaccmatpuBaeTcs Kak He
obnajawuiee
pasbegatoLei
(koppOo3uitHoIA) nnn
pasgpaxatoLleii
CNocobHOCTbHO.
MNocnepywouwme
ucnblTaHus He TpebytoTcA
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