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Mpepucnosune

Llenn, ocHOBHble NpVHLMNbLI 1 06LMe npasuaa nNposBefeHnss paboT N0 MEeXrocyAapCTBEHHOW cTaHaap-
Tnsauuu yctanosneHbl FOCT 1.0 «MexrocygapcreeHHas cuctema ctaHgaptusaumn. OCHOBHbIE MOIOKEHUA»
n FOCT 1.2 «MexrocygapcrsBeHHas cuctema crtaHgaptusaumn. CtaHaapTbl MeXrocygapcTBeHHbIe, npasuna
N peKkoMeHJauun No MeXrocyfapCTBEeHHON cTaHjapTusauumn. MNpaeuna paspaboTkn, NPUHATUA, 06HOBNEHNSA
N OTMEHbI»

CeefleHusi o cTaHgapTe

1 MOArOTOB/IEH ®epepanbHbIM GHOMKETHLIM YUpeXAeHWeM 34paBooxpaHeHns «Poccuiickuii pe-
TMCTP NOTEHLMANbHO OMACHBIX XMMUYECKMX 1 Bronornyecknx selects» degepanbHoli cnyxobl Mo Haa3opy B
chepe 3awmThl NpaB noTpebuTeneli n bnarononyuns yenoseka (PBY3 «Poccuiickmini permnctp noteHumManbHo
OonacHbIX XMMUYECKMX U Buonornyeckmx sellects» PocnoTpebHaasopa), PefepasnbHbiM rocyapcTBEHHbIM
YHUTapHbIM NpeanpuaTMeM «Bcepoccuiickuii Hay4yHo-MccneAoBaTenbCkuii LeHTp cTaHAapTu3auuv, uHdop-
mMaumm n ceptudukauun cbipbs, matepuanos u Bewects» (Pryr «BHULCMB») Ha ocHOBe COH6CTBEHHOIO
nepeBoAa Ha PYCCKWt A3bIK aHr10513bIYHOWN BEPCUM [OKYMEHTA, YKa3aHHOro B NyHKTe 5

2 BHECEH ®epepanbHbiM areHTCTBOM MO TEXHNUYECKOMY PerympoBaHunio U METPOorum

3 MPUHAT MexrocygapCcTBeHHbIM COBETOM MO0 cTaHgapTu3auuu, MeTponornv u ceptudukauun
(npoTokon oT 14 Hoa6ps 2013 1. No 44)

3a NpuUHATHME NporosiocoBasin:

KpaTtkoe HaumeHoBaHue CTpaHbl Kog cTpaHsl CokpalleHHoe HavMeHOBaHMe HalMOoHaNbHOro opraHa
noMK(MCO 3166)004-97 no MK (MCO 3166)004-97 no craHgapTusaymmn
ApmeHus AM MunHakoHOMUKN Pecny6ankn ApmeHuns
Benapycob BY FoccTtaHpgapT Pecny6nunkn benapychb
Kuprusunsa KG KeiprelactangapTt
Poccusa RU PoccTtaHpgapt
TagXukucraH TJ TagxukctangapTt

4 TMpurkasom PefepasibHOrO areHTCTBa No TeXHUYEeCKOMY PeryimpoBaHuio U MeTposiorMmn ot 22 Hos16ps
2013 r. Ne 793-cT MexrocygapcTBeHHblli ctaHgapT TOCT 32436—2013 BBefeH B AelicTBME B kayecTBe Ha-
LuunoHansbHoro ctaHgapTa Poccuiickoli depepauum ¢ 1 asrycta 2014 r.

5 Hacrtosawwmi ctaHgapT naeHTnyeH mMexgyHapogHomy gokymeHTy OECD. Test Ne 404:2002 «OcTpoB
pasgpaxenve/pasbesaHne (Kopposus) koxu» («Acute Dermal Irritation/Corrosion». IDT)

HanmeHoBaHMe HacCTOSILLEr0 CTaHAapTa M3MEHEHO OTHOCWUTE/IbHO HaMMEHOBaHMUS yKaszaHHOro Mexay-
HapoAHOro AokymMeHTa Ansa npusefeHus B cootsetcTeme ¢ FOCT 1.5 (nogpasgen 3.6)

6 BBEJEH BIMEPBbIE

7 NMEPEN3OAHWE. Anpens 2019 .
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WNHbopmaLuus o BBefeHUN B AeicTBME (NpekpalleHun AeiicTBMA) HaCcTosAW ero ctaHgapra u usme-
HEHWUI K HeMY Ha TEPPUTOPUM yKasaHHbIX Bbille rocyAapcTB Ny6anMKyeTCs B ykasaTensxX HauuoHasIbHbIX
CTaHAapTOoB, N3aBaembiX B aTUX rocyfapcreax, a Takxxe BceTu VIHTepHeT Ha cailTax COOTBEeTCTBY-
IOLLMX HaLMOHa bHbIX OPraHoB MO cTaHgapTusaunu.

B cnyyae nepecmoTpa, M3MEHEHUS UM OTMEHbl HACTOSAL ero cTaHgapTa COOTBETCTBYHO W as WH-
chopmauua 6ygeT onybnmkosaHa Ha ouUnanbHOM MHTEpPHeT-caiTe MexrocyaapcTBEHHOro coseTa o
cTaHgapTusauum, MeTponornun n ceptTudmnkaLmm B katanore «MexrocygapcTBeHHble cTaH4apThbl»

© CrtaHgapTuHopMm. opopmneHme. 2014, 2019

B Poccuiickoii ®eaepalun HaCTOSALLMIA CTaHAAPT He MOXET 6blTb MOMHOCTLIO UK
YyacTMYHO BOCMPOU3BEMEH, TUPaXMPOBAH M pacnpocTpaHeH B KauyecTBe OguLMasbHOIo

n3gaHna 6e3 paspeweHns qJe,qepaanoro areHTcTea no TexHn4eCKomy perynmposaHuio n
mMeTposornn
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BeepeHne

MeTog Mo3BONSIET OLEHUTL BCHO MMEILLYOCA MH(OpMaLMio 06 MUCMbITYEMOM BeLLecTBe C Lefbio 13-
6exaTb HEHYXHbIX 3KCMEePVMEHTOB Ha MOAOMbITHbIX XMWBOTHLIX. PekoMeHAyeTcs NPoOBecTU c60p M aHanus
BCeli M3BECTHOI MHhopMaLmm 06 UCMBITYEMOM BELLECTBE Nepes TEM. Kak HayaTb MccriegoBaHue in vivo ans
pasbegatouiero/pasgpaxaroliero Bo3geiictems. Hegocrawuwme aaHHble MOryT 6GbiTb MOMy4YeHbl B Xofe Wc-
cnepfoBaHuii. CTpaternsa TecTpoBaHUsi BKIOYAET Noc/efoBaTelbHOe BbIMOSIHEHWE MOATBEPXAEHHBIX U pac-
NPOCTPaHEHHbIX UCCNef0BaHMIA in vitro. B fononHeHne, rae YMecTHO, peKOMeHAYeTCs nocriejoBaTesibHOe, a
He 0JHOMOMEHTHOE HaHeceHWe Tpex NOBSI30K C UCC/lieAyeMbIM BELLEeCTBOM Ha XMBOTHOE B NpeaBapuTesbHbIX
ncnbiTaHusX in vivo.

Kak B MHTepecax Hayku, Tak M C Lefbl 3aluTbl XMBOTHbLIX UCCNELOBAHUSA in ViVO He AO/KHbI npej-
NPUHUMATLCS L0 Tex Mop, Noka He cobpaHbl, HE PacCMOTPEHbLI U He B3BELUEHbl BCE AOCTYMNHblE AaHHbIE O
pasgpaxatowux/pasbeatoLinx cBolicTBax BellecTsa. Mo406HbIe faHHbIe BKIOYAKT B ce65 yxe U3BECTHbIe
uccnefoBaHUs Ha YenoBeke W/Unu nabopaTopHbIX XMBOTHLIX, MH)OpMaLMO O pasbefarliemdasgpaxaro-
LeM BO3AeiCTBMM OAHOr0 MM 6onee CTPYKTYPHO CXOXWX BELLECTB WM CMecei TakMx BewecTB, a Takke
MHOPMAaLMI0 O KUCOTHBIX U LLETOYHBIX CBOMCTBAX MCMbITYEMOro BellecTBa. Bce 3T cBefeHNs OCHOBaHbI
Ha NPOBEPEHHbIX 1 BEPU(ULUPOBAHHbIX AAaHHbIX, MOMYYEHHbIX B UCC/I@A0BAHUSX in Vitro nimn ex vivo. AHanus
NHhopmaLum cnoco6CTBYET CHKEHUI0 NOTPEGHOCTM B UCCNefoBaHMAX in Vivo pasgpaxatouiero/pasbenaro-
wero (KOPPO3MOHHOT0) BO3AENCTBUA UCMbITYEMOrO BELLECTBA, YXXEe MOMYUMBLUUX JOCTAaTOYHOE OCBELLEHUE NO
pe3ynbTaTam ApYyrnx UCcnefoBaHUiA.
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M E X TFTOCUY 4APGC CTUBETHH®BbB W CTAHAAPT

METOAb! NCMbITAHUSA MO BO3AENCTBUIO XUMWUYECKOW MPOAYKLINN
HA OPITAHN3M YE/TOBEKA

McnbiTaHMs MO OueHKe OCTPOro pasgpaxatuiero/pasbegatow,ero (Koppo3nOHHOTO)
[elcTBUSA Ha KOXY

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

fata eBefeHns — 2014—08—01

1 O6nacTb NPUMEHeHUs

Hacrosiwumii ctaHfapT ycTaHaBnvMBaeT TpeboBaHNA K BbINMOMHEHMIO NO3TaNHbLIX UCCNef0oBaHNA pasgpa-
xatolero/pasbealoLero (KOppo3nMOHHOIo) BO3AeNCcTBMA BellecTBa Ha koxy. CTpaTerns paspaboTtaHa u pe-
KomeHgosaHa O3C/, ansa NpoBefeHNs UCMbITaHWA B COOTBETCTBIUM ¢ COrnacoBaHHOM Ha ro6anbHOM ypoBHe
CUCTEMOI KnaccuchmkaLuy onacHOCTU U MapKMpOBKM xumuyeckoi npopykuum (GHS). PekomeHpyeTcs py-
KOBOACTBOBATLCA CTpaTerveli ucnbiTaHUs nepej TeM. Kak HavyaTb MccnefoBaHus in vivo. HoBble BelyecTBa
pekomeHayeTcs UccneAoBaTh MO3TANHO C LeNblo PasBUTUA HayyHOU 6a3bl faHHbIX O pasApaxaroLmx/passb-
efjalLLnx (KOPPO3UOHHBIX) CBOCTBax BelyecTBa. [14 CyL,eCTBYOLMX BELLeCTB, MHDOPMaLMU O KOTOPbIX He-
[OCTaToOYHO. cTpaTernio He06XoA4UMO NCMONBL30BaTb C Lie/1bi0 BOCMO/THEHUA HeA0CTaloLWMNX AaHHbIX. Vcnonb-
30BaHVe pas/INyHbIX TECTOBbIX CTPATernii UAn npoueayp, kak u NPUHATUE pelleHunii 06 UCKIYeHnn psaga us
HUX 13 NO3TANHOro TECTUPOBAHUSA, AOMKHO ObITb ONpasAaHo.

Ecnv HeBO3MOXHO onpefennTb CTeneHb pasfpaxeHus/pasbefiaHns (Koppo3nmn) KOXu nyTem aHannsa
[OCTYNHOW MHbopMaLum B COOTBETCTBUM C NOCnefoBaTe/lbHON cTpaTerneil TeCTupoBaHus, LenecoobpasHo
NpoBeCTU nccnefoBaHue in vivo.

2 TepMuHblI N onpeaeneHus

B HacTosleM cTaHAapTe NPUMEHEHbI cneayowme TEPMUHBI C COOTBETCTBYOLUMK OnpeaeneHnaMu:

2.1 pepmanbHoe pasgpaxeHue (dermal irritation): O6paTUMble MNOBPEXAEHWUS KOXW, BO3HUKLLME
BC/MefCTBME HAaHECEHUS UCMbITYEMOro BellecTBa OAHOKPATHO Ha 4 u.

2.2 pepmanbHoe pasbegaHue (koppo3usa) (dermal corrosion): HeobpaTvMble NOBPEXAEHUSA KOXM, a
UMEHHO, HeKpo3, Habngaemble B aNUAepMuce v B fepMe, BO3HUKLLNE BCIeACTBME OAHOKPATHOIO HaHeCceHus
MCMbITYEMOro BelecTBa Ha 4 4. TUMWYHLIM KOPPO3WIiHBIM NPOSBAEHWEM SiBASEeTCs obpa3oBaHue 53B. KpO-
BOTEYEHMEe. 06pa3oBaHne KPOBSHUCTbIX CTPYMbEB: K MOMEHTY OKOHYaHWUA UccnefoBaHnsa Ha 14-i feHb uBet
KOXMW CTaHOBWUTCS 6n1efAHbIM, 06paboTaHHbI y4acToK MOMHOCTLIO /bICEET U MOKPbIBAETCA CTpynbsamMu. [ns
OLEHKN COMHUTE/bHbIX NOBPEXAEHNI TKaHU peKOMeHAYeTCS MPOBECTM FMCTONATON0rMYecKoe ncecnegoBaHue.

3 MpuHUKUN TecToBOro metoga in vivo

[03a MCNbITYEMOrO BELecTBa HAHOCUTCSA Ha KOXY MOAOMNbITHOMO XWBOTHOTO OAHOKPATHO, Heo6pa6o-
TaHHas koxa GyAeT CNyXuTb NS cpaBHeHust (KOHTpons). CTeneHb pasgpaxeHus/pasbefaHns (Kopposum)
thukcmpyeTcs B onpegeneHHble NPOMEXYTKM BPEMEHW U 3aTeM NOC/IeA0BaTeNIbHO OMUCHIBAETCS C Liefblo BCe-

N3paHue oduynansHoe
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CTOPOHHEe OLUEeHKM Bo3aelicTBrs BellecTBa. Mpogo/MKMTENBHOCTL CCNIEA0BaHNS AO/MKHA 6bITh 4OCTATOUHO
[Nsi OLEHKM Npoliecca 06paTMOCTW UM HEO6PATUMOCTU HAGMIOAAEMbIX PE3Y/bTATOB.

YKMBOTHBIX, MPOAO/IKUTENIBHO [AEMOHCTPUPYIOLWUX BbIPAXEHHOE (hM3MYeckoe HegomMoraHwe uunm
ocTpyto 60/1b, crieayeT yMepTBUTL TYMaHHbIM CNOCO60M BHE 3aBMCMMOCTU OT 3Tana UCMbITaHUs, BELecTBo
OLeHMBAETCs COOTBETCTBEHHO. KpuTepuu pellueHusi 06 yMepLLBAEHUU aroHU3MUPYOLWMX WM HEeBbIHOCUMO
CTPaAAIoLLMX XMBOTHBIX NPUBEAEHbI B [2].

4 OnucaHue TeCTOBOrO mMeToaa

4.1 MoproToBka MeToga in vivo

4.1.1 OT60p BMAA XUBOTHbIX

MpepgnouyteHne oTgaeTca KpOl'IVIKaM-a]'Ib6VIHOCElM. Ncnosb3yrTCA MOsi0oAble 340p0OBbIE ocobu. Mcnonb-
30BaHue Apyrux BnAoB XUBOTHbLIX A0/1)KHO 6bITb 060CHOBAHO.

4.1.2 TloArotoBKa XMBOTHbIX

MpnbnunsnTenbHO 3a 24 yaca A0 Havyana UCMbITaHNs WepcTb J0/MKHA ObiTh TWATENbHO BbICTPKEHA CO
CMVHHON YacTu Tena XuBOTHOro. LepcTb cnegyeT yaanaTb OCTOPOXHO, YTOObI HE MOBPEeAUTb KOXY XNBOTHO-
ro. VicnbiTaHnio nogsepratT 0Co6U TONbKO CO 3[40POBOW HEMOBPEXAEHHON KOXeN.

HekoTopble BUAbI KPO/IMKOB B OMNpefesieHHoe BPeMs rofa MMeroT M/IOTHbIe KI0YKM LepcTu. Ha Takue
061acTN Henb3A HaknagblBaTb BELWECTBO.

4.1.3 YCnoBusa cogepxaHusa n KopmaeHus

Kaxxoe X1BOTHOE [0/KHO cofiepXaTbCs OTAeNbHO. Temnepartypa B 3KCepuMeHTa/lbHOM MOMELLEHUN,
rae coepXxuTcsa MnoAonbITHOE XUBOTHOE, Ao/xHa cocTtaenaTb {20 + 3) 9C ana kponukoB. OTHOCUTENbHasA
B/TQXHOCTb NOMELLEHNS A0/MKHa cocTaBnAaTb 50—60 %, ee MUHVMasbHbIA YPOBEHb HE AO/KEH MpeBbiwaTth
30 %. MakcumanbHblii — 70 %. 3a UCK/IIOYEHNEM C/lyYyaeB, Korga npoussoanTcs yoopka. OcBeLLeHne Nckyc-
cTBeHHoe: 12 yacoB — cBeT. 12 yacoB — TeMHoTa. [J/19 KOPMNIEHUS MOXET MUCMOMb30BaTLCA 00bl4HAA 1abo-
patopHas gueta, nNuTbeBas BOA4a — B HEOrPaHNMYEeHHOM KOJInYecTBe.

4.2 Tlpoueaypa ncnbliTaHua

4.2.1 HanoxeHne uUcnblTyeMoro Beliecrsa

McnbiTyemoe BeLwecTBO JO/MKHO ObITb HAUTOXEHO Ha HE6OMbLLION YHacToK (MPUBAN3NTENbHO 6 CM2) KOXN
1 NOKPbITO MapneBoVi MOBA3KON, 3aKpenIeHHON He Bbi3biBaloLel pasgpakeHns neHToi. B cnyyae ecnm nps-
MO€e HasloXeHNe HEBO3MOXHO (Hanpumep, C XUAKOCTAMU WUAN HEKOTOPbIMU nacTamu), BeLecTBO Heobxoau-
MO npexje HaHecTU Ha Map/ieByl MOBA3KY W 3aTeM NPUIOXUTb K koxe. MoBA3ka He [o/KHA cAaBnunBaTh,
KpenuTcsa nocpeAcTBOM NOAXOASLLEro marepuana Ha MpoTsXKEHWU BCEero nepuoga BO3[EeilCTBUS BellecTBa.
Ecnv BellecTBO HaHECEHO Ha MapneBylo NOBA3KY, HEOBXOAUMO NPOCAeAUTb, YTOBbl OHO 6bII0 paBHOMEPHO
pacnpefeneHo 1 NI0THO KOHTakTMpoBano ¢ Koxen. HeobxoanmMo npeAynpefnTb BO3MOXHOCTb Y XNBOTHOrO
[OTAHYTHCA [0 MOBA3KW Y NPOrNOTUTL WU BAOXHYTb BELLECTBO.

Mpu NpoBeAeHUN UCNbITaHW XUAKOCTER MX 06bIYHO He pa3BoaAaT. Ecnn ncnbiTbiBaeTCA TBEpAOe Belle-
CTBO (OHO MOXEeT 6bITb pasmesib4eHO — NPK BO3MOXHOCTU), ero Heo6X0ANMO YBNaXHUTb HEGONbLINM KOMU-
4eCTBOM BOAbl (NpY HEOBXOAMMOCTM — APYrUM pasbaButenieM), YUToObl 06ecneunTb HagexXHoe npuaeraHme K
koxe. Ecnu ncnonb3yeTcst He BOAHbLIN pa3baBuTeNb, ero NOTEHLMabHOE BO3AeNCcTBME Ha pasfpaxeHne Koxu
[O/MKHO 6bITb MUHUMATbHbIM.

Mo okoH4yaHun nepuoga Bo3geincTBms (06bIYHO 4 4) OCTaTKM UCMbITYEMOrO BeliecTBa AO0/MKHbI 6biTb
yfaneHbl BOAOK WK NOAXOAALMM pacTBOpUTENEM, He 3ajeBas Crefbl peakuun Ha pasfpakeHve n He no-
Bpexaas LenoCTHOCTb anuaepmuca.

4.2.2 YpoBeHb [,03bl

Ha McnbITyeMblil y4acToK KOXK (TecT-caiiT) HaHocsT 0.5 1 TBEpAOro BeLecTBa Uav NacTbl, €C/U UCTbITY-
eMoe BELLECTBO XUAKOCTb, TO fo3a cocTaBnsieT 0,5 mi.

4.2.3 TpepgBapuTenbHble UCMbITAHUA (MCCNefoBaHME in Vivo JepManbHOro pasgpaxeHusa/passb-
enaHusa (KOppo3umn) KOXM, B KOTOPOM MCMOJb3YETCA OAHO XUBOTHOE)

B cooTBeTCTBMM C nocfiegoBaTesibHON cTpaTterneil HacTosTelbHO pekoMeHAyeTcs NpoBOAWTbL NpeaBsa-
puTenbHblEe UCMbITAHUA Ha OAHOM XMBOTHOM.

2



FOCT 32436—2013

Korpa BelyecTBO Npu3HaeTcs pasbejatolmm (KOPPO3UOHHbLIM) HA OCHOBaHWM COBOKYMHOMO aHanun3a pe-
3yNbTaToOB. AaNbHERLLINX UCMbITAHWIA Ha XNBOTHBIX He TpebyeTcs. Ana 60NbLUNHCTBA BELLLEeCTB, NPeAnonoxXu-
Te/IbHO BbI3bIBAKOLWMX pasbefaHne (KOppo3uio), Kak NpaBuio, HeT He06X0AMMOCTU B AasibHENLINX UCTbITaHW-
AX in vivo. OfHaKo B TeX C/yvasix, Korga CyLlecTBylOT OCHOBaHWA ANS NOYUYEHUSt LONONHUTENbHbIX AaHHbIX,
MOryT ObITb NPOBEAEHbl UCMbITAHUA Ha XMBOTHbLIX CreaylolmMM 06pa3oM: Ha XUBOTHOe nocnefoBaTe/lbHO
HaHoCATCA [0 Tpex TecToBbIX NPo6. MepBas npoba yaanseTcs no uctedeHnn 3 MuHyT. Ecnn He HabnogaeTcs
3aMeTHbIX KOXHbIX peakuuii, HaHOCUTCA BTOopas npoba, koTopas yaansertca yepes 1 4. Ecnv HabnogeHns Ha
3TOW CTaAMN NOKa3bIBAIOT, YTO IKCMNO3ULMID MOXHO 6€360/1€3HEHHO NPOAINTL A0 4 YacoB, HAHOCUTCS TPeTbA
npoba, koTopas yaansetcsa yepes 4 yaca, 1 peakuuio BO3AeNCTBUA oueHunBatoT. Ecnn pasbegatowmii (koppo-
3UOHHbI) 3hPEKT HabNOAAETCS HA KaKO-TMG0 13 TpeX MocnefoBaTeslbHbIX CTaAnii, 3KCNEPUMEHT HeMepa-
NIeHHO npekpaLyatT. Korga KOppo3MOHHBIA adthekT He HabnogaeTcs nocne yganeHns nocnegHein npo6el,
XWBOTHOE HabnofaeTcs B TeueHne 14 AHei, ecnv KOppos3us He pa3BuBaeTcs Ha 6onee paHHel BPeMeHHO
cTaguu.

B Tex cnyuasix, Korga uccnegyemoe BeLLecTBO NPeanosoXMTeNbHO He Bbi3blBaeT pasbefaHue (Koppo-
31110). HO MOXET BbI3BaTb pasfpaxeHne, Ha XMBOTHOE Ha 4 yaca fo/mKHa OblTb HAHEeCeHa OfHOKpaTHas npoba.

424 MoaTBepXAaLWMiA TecT (MccnefoBaHme in Vivo pasfpaKeHUsa Ha KOXW AOMONHUTENbHbIX
XMNBOTHbIX)

Ecnn pasbegatowmii (KOppo3voHHbIN) adhekT He HabnogaeTcs B HA4YaNbHOM WCMbITAHUW, pasgpaxe-
HVWe WU HeraTMBHAA peakuus AO0/MKHbI ObiTb NOATBEPXAEHbI C UCNONb30BaHNEM A0 ABYX LOMOMHUTENbHbIX
XWBOTHbIX, MO OAHOMY XVWBOTHOMY Ha KaxkAyt npoby, ¢ nepvoAom 3aKcrnosmuum 4 4. Ecnu pasgpaxeHune Ha-
6104aeTca B HAYa/IbHOM TecTe, TO NoATBepXatoLiMe TecTbl MOryT 6bITb NPOBEAEHbI NOCeA0BaTENbHO UK
nyTem OAHOBPEMEHHOr0 UCCNe0BaHNSA ABYX AONOTHUTE/bHbIX XUBOTHbIX. B UckItounTeNnLHOM cryyae, Korga
HayasibHbIA TECT He NPOBOAMUTCS, ABa UMW TPU XMBOTHLIX MOTYT 6bITb 06paboTaHbl 04HOKPaTHOI Npo6oli, Ko-
Topas ygansietca yepes 4 4. Ecnm npu uccnefoBaHny LBYX XMBOTHbIX B 060MX Crydasx HabnogaeTcs ogHa
1 Ta Xe peakuuns, HUKakmx fanbHeimnx ncnbiTaHnii He TpebyeTcs. B NpoTuBHOM cyyae TecTupyeTtcs TpeTbe
XUBOTHOE. [1N11 OLLeHKN COMHUTE/bHbIX peakuuii MoryT notpebosaTbCs AOMNONHUTENbHbIE XUBOTHbIE.

4.3 HabnwopgeHne

4.3.1 Mepuopg HabnwaeHUs

MpoAo/MKMTENBHOCTL Neproda HabnwaeHuid AoMkHa GbiTb AOCTATOYHOW ANA TOro, YTOGLI B MOJIHOW
Mepe OLEeHUTb 06paTUMOCTb Habnwgaembix achekToB. OAHAKO 3KCNEPUMEHT [LO/MKEH ObiTb NpekpalleH,
€C/IN Y XVMBOTHOrO HabgalnTca NPOAO/MKUTENBbHBIE MPU3HAKN TSXenoin 601 unv HegomoraHus. nsa onpe-
AeneHus 0bpaTMOCTM peakLuuii XXMBOTHOE AO/MKHO BbiTh MNOA HabMAEHNEM B TedeHune 14 gHeld nocne ypa-
neHnsa npobbl. Mpu obHapyXeHnn 06paTUMOCTX B TedeHne 14 aHeli 3KCNePVIMEHT AO/HKEH ObiTb MpeKpaLLeH.

4.3.2 KnuHnyeckne Ha6NOAEHNS N KNacCUUKaLUSa KOXHbIX peakLuii

Bce XMBOTHbIEe JO/MKHbI 6bITb NPOBEPEHbI HA MPU3HAKW 3PUTEMbI N OTeKa, a peakuum — oTMeyaTbCsi Ha
60-1 MWHYTe, a 3aTeM Ha 24. 48 n 72-M Yacy nocne yganeHusi npobbl. B Ha4anbHOM TecTe Ha O4HOM XWBOT-
HOM TecTupyemas 061acTb Takke NpoBepseTca cpasy nocne yaaneHns npobbl. KoxHble peakumy oueHnBaroT
N KnaccumumpytoT B COOTBETCTBUMN C Tabnuuei «Knaccudukaumsi KoxHbIX peakuuii». Ecnm oGHapyxumBa-
eTca NoBpEeXAeHWe KOXM, KOTOpoe MO NPOLIecTBUM 72 4acoB Henb3st NAEHTUMLMPOBATb Kak pasgpaxeHue
unu pasbegaHve (KOpposuio), ANA onpeaeneHus 06patumMocTy gaHHoro aducpekta, BO3MOXHO, NOHAA06ATCA
Ha6n4eHna BNAoTb Ao 14 aHeld. MoMUMO peakumn pasgpaeHns Ao/MKHbI 6biTb NOMHOCTLIO OMNKCaHbl U 3a-
perncTpupoBaHbl BCe MECTHblE TOKCUYECKUE 3PheKTbl — Takne, Kak 06e3xXMpUBaAHNE KOXW UKW Nto6GbIE Cu-
cTemMaTnyeckne HebnaronpuaTHble ahekTbl (HanpUmep, BANSHWE Ha KUHUYECKME MPU3HAKN TOKCUYHOCTU U
M3MeHeHve Maccbl Tena). a5 NPosiCHEHNS COMHUTE/TbHbIX PE3y/IbTaToB A0/HKHO NPUHMMATLCS BO BHUMaHWe
rmctonaronormyeckoe o6cnenoBaHue.

pagaumnst KOXHbIX peakumii Hen36exHo cy6bekTUBHa. [ o6ecneyeHnst egmuHoobpasnsa npu knaccudu-
KaLun KOXHbIX peakuuii, coaeicTBus ncnbltatenibHbiM 1a60paTopuam U TeM, KTO MPOBOAUT U UHTEpPNPeTUpy-
eT HabnaeHUs, NepcoHan, NPOBOASALLMI CNbITAHUSA, [O/MKEH GbITb XOPOLWO 06yYeH UCnosib3yemoli cucteme
OLEeHOoK (Tabnuua). Takke MOryT okasaTbCsl MOSE3HbIMU WUAAKCTPUPOBaAHHbIE NOCO6GMA NO Knaccudmkauum
pasapaxeHus KOXu 1 gpyrux noBpexaeHuii.
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Ta6nuya — Knaccudmkaums KOXHbIX peakuuii
N+ nin O6pa3oBaHue 3puUTeMbl U oTeka YpoBeHb knaccud nkaymm
1 OTCyTCTBME 3pUTEMBI 0
2 Cnabas aputema (eaBa 3aMeTHasi, po30BaTblil TOH) 1
3 YMepeHHO BbipaXeHHas apuTema (po30BaTo-KpacHbIi TOH) 2
4 BbipaxeHHas apuTema (KpacHbIi TOH) 3
Pe3ko BblpaxeHHas aputema (roBsXbs KpacHoTa) — o6pa3oBaHus
5 oXora, NPenaTCTBYIOWEro Knaccuumkaumm aputembl (SpKO-KpacHbIi 4
TOH)
BO3MOXHbIA Makcumym 4
1 OTcyTCTBUE OTEKA 0
2 Cnabblii oTek (efjBa 3aMeTHbIIA) 1
. YMepeHHbIl oTek (0651acTb OTeKa XOPOLLO pas/imumma 3a cuyeT npu- ,
nyxnocTu)
4 BblpaxeHHblil 0TeK (MpMNyXa10CTb NPUMEPHO Ha 1 MM) 3

Pe3Ko BblpaxeHHbI oTek (NpunyxnocTb 6o1ee 1 MM 1 BbIXOA OTeka
3a rpaHupbl 06/1aCTW 3KCNO3nLUK)

BO3MOXHbIii MaKcMumyMm 4

[na nposiCHEHUA COMHUTE/bHbLIX Pe3y/ibTaToB MOXeT ObiTb NPOBEAEHO rMCcTONaToorMyeckoe nccneno-
BaHue.

5 [aHHble

5.1 MNpejacTaBneHne pesynbLTaToB

PesynbTathl uccnefoBaHNs AO/MKHbI ObITb CBeAeHbl B Tabnuly B TECTOBOM OTYETE U COOTBETCTBOBATH
BCEM MyHKTaM, NpvBeAEeHHbIM B pa3gene 6.

5.2 OueHka pe3ynbTaTtoB

KoXHO-pasapaxatoLime peakuum fo/MKHbI GbiTb OLEHEHbI C YYeTOM NPUPOAbI U TSHKECTU NOPaKEHWIA, a
Takxke UX 06paTMOCTU UNIN HeLOCTATOUHOWM 06paTUMOCTU. MHAMBMAYabHAS peakuus He IBNsieTCs abCcoioT-
HbIM CTAHAAPTOM NPOSIB/IEHNSI pa3fpaXatolyxX CBOWCTB BELLECTBA, MO3TOMY TakXe AO0/DKHbI ObiTb OLEHEHbI
u apyrue achpekTsl 0T BO3AelicTBUS TeCTUpyeMoro MmaTepuana. OgHaKo UHAVBUAYAbHbIE PeaKLUK LOMKHbI
paccmaTpuBaThCs Kak OMOPHbIE XapaKTepUCTUKU, KOTOpble HEOGXOAMMO YUMTbIBATb B COYETAHUM CO BCEMMU
APYTYMU Ha6MAEHVSIMA, NOMYYeHHbIMUA B JAHHOM UCC/e0BaHUN.

O6paTUMOCTb KOXHbIX NOPaXKEHU cneayeT paccmMaTpuBaTh, UCXOAS U3 OLEHKM PeakLuu pasgpaxeHus.
Koraa peakuuy KOXu, Takue Kak afioneuusi, runepkeparos, rmnepniasus 1 WenyleHne, COXpaHsaTCs A0 KOH-
ua 14-gHeBHOrO Cpoka HabG/oAeHUs!, uccrneayemMoe BELecTBO A0/KHO ObiTb MPU3HAHO pasApaxaioLym.

6 OTuer

OTYeT 0 NPOBEAEHNMN UCTILITAHWUS AO/KEH COAEPXaTb CEeAYIOLLY0 NH(opMaLuLo.

Jlornueckoe 060CHOBaHWE MPOBEAEHUSI UCTbITAHUS N ViVO — aHasn3 COBOKYMHOCTU CYLLECTBYHOLLMX
[aHHbIX, BKloUas pesynbTaTthl NOc/nefoBaTebHO CTpaTeru NpoBeAeHUs UCMbITaHWS:

- OnucaHue 3HaUMMBbIX AaHHbIX NPeABapUTEIbHOTO UCC/e0BaHuU:

- AaHHble, NoflyuyeHHble Ha KXo cTagum cTpaTer npoBeaeHus UCnbITaHus;
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* OonucaHve NPoBeAeHHbIX UCMbITaHW in vivo, BK/IOYasa AeTasbHoe onucaHue npoueayp 1 pesynbTatbl,
noslyYeHHble AN UCCrefyeMbIX/CX0XNX BELLECTB;

- @aHasIn3 COBOKYMHOCTMN CYLLECTBYIOLMX faHHbIX 415 NMPOBEAEeHNA UCNbITaHUS in Vivo.

BeuecTtBo;

- naeHTUdUKaunoHHble gaHHble (Hanpumep, Homep CAS. UCTOYHUK, CTEMNEHb YNCTOTbI, U3BECTHbIE NPU-
MecCu. HoMep napTuu).

- hnsmyeckoe cocTosiHne 1 PU3NKO-XMMUYeckme cBoiicTBa (Hanpumep. pH. neTyyecTb, pacCTBOPUMOCTb,
YCTOAYMBOCTb),

- €C/IN 3TO CMEeCb, TO COCTaB ¥ COOTBETCTBYIOLLEE MPOLIEHTHOE cofepXKaHne KOMMOHEHTOB.

PacTtBopuTtens;

- nAaeHTunKaLnoHHbIE AaHHble, KOHLEHTpaums, Npu Heo6XxoAMMOCTH, UCMNOMb3YeMbll 06bEM,

- obocHoBaHWe Bblbopa pacTBOpUTENS.

OKCnepuMeHTasbHble XWUBOTHbIE:

- “cnonb3yemblii BUA/rpyNna XWBOTHBIX, B C/lyYae ecv 3TOo He KpOnvKu-anbbuHOCkl, 060CHOBaHMe M1c-
MOJIb30BaHNA XUBOTHbIX;

- KOJINYECTBO XWBOTHbIX KaXA0ro nona:

- Macca Tesia Kaxoro XMBOTHOro B Havase 1 KOHLe UCMbITaHus;

- BO3PacT B Havasie UCMbITaHus:

- UCTOYHMK XXMBOTHbIX, YCNIOBUSI COAEpXaHus, aveTta u T. 4.

Ycnosusa npoBefeHnsa UCMbITaHWA:

- TeXHUKa NOAroTOBKW MecTa HaHeceHWs Npobbl:

- TeXHUKa NOArOTOBKN U HAHECEHWs NNacTbips;

- TeXHUKa NoAroToBKU UCC/IefyeMOro BeLLeCcTBa, ero HaHeCeHUs 1 yaaneHus.

Pe3ynbTarbl:

- cbop v 3aHeceHue B TabAMLy AaHHbIX O MPOSIBNIEHUN Y K&XA0r0 XUBOTHOMO pasgpaxarownx/pasvena-
OLLMX (KOPPO3MOHHbBIX) peakunii Ha Kaxk4oi 0TMe4yaeMoii BpEMEHHO 0TMETKe;

- onucaHue BCeX BbISIB/IEHHbIX NOPaXeHWi;

- onucaHve Npupofabl U CTEMEHW BbISIBMEHHbIX peakuuii pasgpaxeHust uam pasvegaHus (kopposuu), a
Takke 06bIX TMCTONATONOrMYECKMX HabnoaeHWi;

- onucaHve Apyrux HeratuBHbIX MECTHbIX (Hanpumep, 06e3xXnpuBaHne KOXn) 1 COMaTUYECKUX PeakLmii,
NMOMMMO KOXHOTO pasfpaxeHus unn pasbefaHuns (kopposun).

O6eyxaeHe pesynbTaTos.
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MpunoxeHne A
(pekomeHayemoe)

MocnepoBaTenbHas cTpaTerns NpoBeeHNst UCNbITAHUSA NO U3YUYEHUID pasapaxatoLero
n/ivnn pasvepgatowiero (KOPPO3IMOHHOIO) AENCTBUA HA KOXY

A.1 OCHOBHble NONOXEHNSA

B nHTepecax Hayku v 61arononyuns XuBOTHbIX OYE€Hb BaXXHO n36eratb HEHYXXHOTO WCMO/b30BAHUA XWBOTHBIX U
MUHUMWU3UPOBATb Nt06ble NCMbITaHUS, KOTOPbIE MOTYT MPUBECTU K TSXKE/bIM NOCNeACTBUAM Y XUBOTHbIX. BcA MHdopma-
Lua 0 NoTeHUManbHOM Cnoco6HOCTM BellecTBa Bbi3biBaTb pasbefaHne (KOppo3unio) NNn pasgpaxeHune Koxu Ao/mkKHa ObiTb
oLieHeHa 0 NpoBeAeHNs UCMbITaHWs in vivo. B CBOI oyepefb, YXXe MOryT CyLecTBOBaTb J0CTATOYHbIE OCHOBaHWUA A5
TOro, YTo6bl KnaccuuuMpoBaTb BELLECTBO Kak CMOCO6HOE Bbi3blBaTb pasbefaHune (KOppo3nio) unu pasgpaxeHune 6es
Heo6X04MMOCTY NPOBOANTL OMbIThbl HA 1A60PATOPHBIX XUBOTHbLIX. TakuM 06pa3om, NCNOb3ys aHanAn3 COBOKYMHOCTU ume-
OLLMXCS AAaHHBIX W NOC/efAoBaTeNbHYI0 CTpaTernio NpoBeAeHNA NCMbITaHWA, MOXHO CHU3UTb HE06X04UMOCTb NPOBeAEeHNs
ncnbiTaHWii in vivo, 0CO6EHHO ecnn BelecTBO, BEPOATHO, Bbi3blBAET TSXE/ble peakuuu.

AHanM3 COBOKYMHOCTU MMEKLWMUXCA AaHHbIX 06513aTe/lbHO peKkoMeHAyeTcs NpPoBOAUTb AJ1 OLEHKN CyL|ecTBYlO-
e nHpopmaLmm 0 KOXHOM pasgpaxeHun nnn (pasbefaHnn) KOppo3nm, Bbi3blBAEMbIX BELLECTBOM, YTOOLI ONpeAenuThb,
€CTb /I HEO6X04MMOCTb B MPOBEAEHUN AONO/HUTENbHBIX UCCNEA0BaHWIA, OTANYHBIX OT KOXHbIX UCMbITAHWIA in Vivo, ans
BbISIBIEHUS TaknX NOTEHUManbHbIX CBOMCTB. ECnu fanbHelilune ucnbiTaHUs HeOoBXOANMbI, peKOMeHAyeTCs NMPUMEHATb
nocnejgosaTesibHyl0 cTpaTernio NpoBeAeHNsa UCNbITaHuii AN NOMYYEHUS 3HAUYUMbIX IKCNEPUMEHTaNbHbIX AaHHbIX. NS
BeLecTB, KOTOPblE paHblle He MCCNefoBanuCh, CTpaTerust Ao/mkHa 6biTb UCNONb30BaHa NPy onpeAeneHnn AaHHbIX, He-
06X0UMBbIX ANS BbIABNEHUA €ro pasbefalolnx (KOPPO3NOHHBIX) UK pasgpaxatlynx CBONCTB. CTpaTerns ucnbiTaHuii
6blna paspaboraHa O3CP n no3gHee 6bina NnofTBEPXAEHA U pacnpocTpaHeHa B cucteme CIC.

XoTsa nocnefosartesibHas cTpaTerns He siBNSeTCA COCTABHOW 4acTblo MeTofa, OHa npeAcTaBnsieT CO60l pekoMeH-
AyeMblii noaxopd AN onpefeneHns pasbeganownx (KOPPO3MOHHBLIX) UM pasjpaxalowmnx CBOWCTB BewecTsa. Mogxon
BKNOYaeT B cebs Kak Hagnexally nabopatopHyt npaktuky (GLP). Tak n aTuyeckue npeAnocbiiki 415 NPOBeAeHus
MCMbITAHUSA iN VIVO Ha KOXHYI0 KOPPO3Wio nnn pasgpaxeHve. MeTof npoBefeHns nccinefoBaHns ABNseTCa PyKOBOACTBOM
AN NPOBEAEHUS UCMbITAHWSA iN VIVO N COAEPXUT hakTopbl, KOTOPble HEOOX0AMMO Y4UTbIBATL 0 HAYana UcnbiTaHns.

CTpaTerua npefcraBnset co6oii nogxof ANS OLEHKW CyLLeCTBYILWNX AaHHbIX O pasbefalownx (KOpPO3NOHHbIX)
VN pasgpaxaroLnx CBocTBax Nccneayemoro BelecTsa  COOTBETCTBYOLWMIA NOAXOA NONYyYEHUS NOA06HbIX AaHHbIX AN5
BeLecTB, KOTOPble HEOGXO4MMO AONONHUTENBHO UCCNe0BaTb NN KOTOPbIE HE NCCNeAoBanuch paHee. Takke B 0CO6bIX
cnyyasx Ans onpefeneHns pasbefaHns (KOpposun) UAn pasfpaxeHns KoXun pekomeHayeTcs npoBefeHne noATBepxaeH-
HbIX 1 06LWEeNPU3HAHHbIX UCMbITAHWI in Vitro unun ex vivo.

A.2 OnucaHue cTpaTerny NpoBeeHNst UCNbITAHUI U OLEHKU CYLLEeCTBYOLWUX faHHbIX

[ns onpegenerHnsa Heo6Xxo4MMOCTU NPOBEAEHUS KOXHOIO UCMAbITAHMA in Vivo nepej npoBefeHnem nofo6Horo mc-
NbITAHUS KaK YacTu nocriefoBaTeNibHOV cTpaTernn Best AOCTynHas MHopmaumus fomxHa 6biTb pacCMOTPEHa U OLeHeHa.
HecmoTpsa Ha TO UTO CyliecTBeHHas MHGOpPMaLua MOXeT 6biTb MOSlyYyeHa Npu OLEHKe OAUHOYHbIX NapameTpoB (Hanpw-
Mep. 3KCTpeMasibHO BbICOKOrO 3HaueHusi pH), Bca cyliecTsyowas nHopmaumsa fo/mxHa 6biTb pacCMOTPeHa B COBOKYM-
HOCTW. Bce cyllecTBeHHble aHHble 0 BO3JeiiCTBUAX NccnegyemMoro BewecTsa Uim ero aHasoros Jo/KHbl 6bITb OLeHeHbI
npvi NPUHATUMN peLlleHns Ha OCHOBAHMMN COBOKYMHOCTU MMEIOLMXCA AaHHbIX, @ NorMyeckoe 060CHOBaHMe Takoro peleHuns
[OMKHO 6bITb NpeacTaBneHo. OCHOBHOW ynop A0 MpOBeAeHWsA UCMbITaHWiA in vitro uan ex vivo gomxeH 6biTb caenaH
Ha [laHHble O BO3[eliCTBUM BellecTBa Ha YesioBeka W XMBOTHbIX. KOXHbIX UCAbITaHUI pasbejaiolimx (KOPPO3NOHHbIX)
CBOWCTB OT Vivo N0 BO3MOXHOCTU cieflyeT nsberatb.

CTpaTerns ucnbiTaHuii yuutbiBaeT cnegytouime akropsbl:

1. CyuwecTByloLMe AaHHblE O BO34ECTBUM BELLECTB HA YeNloBeKa 1 XMBOTHbIX (war 1)

Mpexae BCero foMkHbl 6bITb PACCMOTPEHbI CyLLECTBYIOLLME fJaHHble O BO3AEeCTBUM Ha YenoBeka (Hanpumep, kiu-
HUYeckne unm NnpoeccnoHanbHble NCMbITaHUSA, UICTOPUUN KITMHUYECKUX ClyYaeB) N XKUBOTHbIX (Hanpumep, OANHOYHbIE Un
NOBTOPSAIOLMNECS UCMbITAHUA HA KOXHYIO TOKCUYHOCTb), NOCKONbKY OHW o6ecneymBaloT MHOPMALMIO, HENOCPEACTBEHHO
OTHOCSILLYIOCA K BO3AEWCTBUAM Ha KOXy. BelyecTBa ¢ M3BECTHbIM pa3befatolimm (KOPPO3MOHHBIM) MW pasgpaxatoLum
AeicTBMeM 1 Te. 419 KOTOPbIX OTCYTCTBME NMOAOOHOrO AeiicTBMA AoKa3aHO METOLOM OT VivO, He WUCMbITbIBAOTCS.

2. B3ammocBA3b CTpPyKTypa—Bo3gelicteue (SAR) (war 2)

Ecnu BO3MOXHO, AO/MKHbI ObITb PACCMOTPEHbI pe3ynibTaTbl UCMbITAHWA BELLECTB CO CXOXel CTpyKTypoi. Ecnu cy-
LLeCTBYIOT fAaHHbIE O TOM. YTO NOAO0GHbIE BelecTBa UM NX CMeCb OKa3blBaloT Ha YesloBeka M XMBOTHbIX pasbegalollee
(KOppPO3MOHHOE) NN pasfpaxalliee JeAcTBUe, MOXHO NPeAnoNoXuUTb, YTO UcCnedyemMoe BeLecTBO byAeT Takke oka-
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3blBaTb NOA0GHOE BO3AelcTBUE. B 3TUX Ciyyasx NpoBeAEeHUs UCNbITaHWI 418 Takux BelecTB MOXeT He noTpe6oBaTtbes.
OTpuuaTtenbHble pesynbTaTbl UCCNEf0BaHNA BelecTB CO CXOXei CTPYKTYpOi MM UX CMecu He npefcTaBnaoT coboii
[0CTaTOYHOrO foka3aTenbCTBa OTCYTCTBMA pasbegatollero (Koppo3nMoHHOTO) NN pasgpaxaloLero AeicTena BelecTsa B
pamMkax nocnegoBaTesnbHoli cTpaternun. MoATBepXAeHHble UK obLienpusHaHHbie noaxoabl SAR [O/MKHBI UCMONb30BaTb-
CA ANA BbIABMEHNA KaK pa3beAarolnx (KOPPO3NOHHBIX), Tak 1 pasfpaxaroLinx CBONWCTB.

3. ®U3MKO-XMMUYecKMne CBOWCTBA U XMMUYeckasi peakyMoHHas cnoco6HOCTb (war 3)

BelecTBa, umetolne akcTpemanbHble 3HadeHnsa pH. Takue, kak pH S2 1 pH r 11.5. MOryT Bbi3blBaTb CU/IbHbIE
MeCTHble peakunun. Ecnu akcTpemanbHoe 3HauyeHne pH ABSeTCcs OCHOBOW A1 OTHECEHWS BellecTBa K eKUM pasbegato-
MM (KOPPO3NOHHBIM) AN KOXM, AO/KHBI YUNTbIBATHCS €r0 KACMOTHbIE. LeoYHble cBoiicTBa (bydhepHas emkocTb). Ecnun
xe bydepHas eMKOCTb NokasbiBaeT, YTO BeLeCcTBO MOXEeT He 6biTb pasbeAalownM (KOPPO3NOHHBLIM) AN KOXWU, TO ANA
noATBEPXAEHUS 3TOr0 HeO6X0AMMO NPOBECTW fasbHelilune nccnefoBaHus, NPenoyYTUTENIbHO C UCMONb30BaHNEM MOA-
TBEPXAEHHbIX NN 06LLEeNPU3HAHHbIX iN Vitro unn ex vivo TectoB (cM. war 5 u 6).

4. KoxHasi TOKCUYHOCTb (war 4)

Ecnun gokasaHo, 4TO BeLLecTBO ABNAETCA TOKCUUYHbIM NPU NOCTYNIEHUN Yepes KOXy, in ViVo UCMbITaHUst NO nU3yye-
HUIO pasbegatolnx (KOPPO3NOHHbBIX) U pa3dpaxaroLnx CBONCTB MOTYyT 6bITb HEOCYLLLECTBUMbI, MOCKO/IbKY KONIMYECTBO Be-
LecTBa. KOTopoe 06bIYHO HAHOCUTCS Ha KOXY, MOXET CU/IbHO NpeBbllaTh TOKCUYHYIO 03y U. COOTBETCTBEHHO, NMPUBECTMN
K CMepPTU NN TXENbIM NOPaXeHNSAM XUBOTHbIX. K TOMY Xe ecnin nccnefoBaHns Ha KOXHYH TOKCMYHOCTb C UCNONb30Ba-
H/eM KpPOJINKOB-afib6UHOCOB yXe Obl/iv NPOBeAeHbl C NpeAenbHo 030 2000 Mr Ha 1 Kr Maccbl XVWBOTHOro nnu 6onee,
1 pasbefaHve (Koppo3ns) UK pasfpaxeHne Koxu He b1 06HaPYXeHbl, 4ONOTHUTE bHbIE UCCNEf0BaHNSA N0 U3YYEHUI0
pasbefaHus (Koppo3un) Unun pasgpaxeHns Ko MOryT He NoHaf06uTbeA. HekoTopble BbIBOAbI A0/KHbI ObITb CAeNaHbl 1
npy OLLeHKe OCTPOIi KOXHO TOKCUYHOCTH, BbISBMIEHHOW B NpeablAyLinx uccnefoBaHusix. Hanpumep, nonyyeHHas nHdop-
MaLmMsa 0 KOXHbIX NOPaXeHNAX MOXeT 6bITb HEMONHONK. TecTbl M HabNAEHUA MOrM NPOBOANTLCS Ha BUAAX, OT/IMYHbIX OT
KPO/INKOB, W Takne BWbl MOT/IN CU/IbHO OT/IMYATLCA NO CBOMM YyBCTBUTENbHBIM peakuusamM. Takke hopma nccnegyemoro
BellecTBa, HAHECEHHOTO Ha KOXY XWBOTHOrO, Mornia 6biTb HENoAXOAALLEN 415 OLeHKN KOXHOTO pasgpaxeHns 1 Kopposun
(Hanpumep, pacTBOp BELLECTB A/15 UCMbITaHWI KOXHOM TOKCUYHOCTM). OAHAKO B TeX Cayyasx, Korja XopoLuo noAroToBieH-
Hble UCMbITAHUA HA KOXHYI0 TOKCUYHOCTb GblNN NPOBEAEHbI Ha KPOsMkax, oTpuuaTenbHble pesysibTaTbl MOryT cUMTaTbes
[0CTaTOYHbIM A0OKa3aTeslbCTBOM TOr0, YTO BELLECTBO He ABMAEeTCA pasbefalolnM (KOPPO3NOHHBIM) MW pasgpaxaroLum.

5—6. PesynbTarhbl in VHro unum ex vivo ncnbitannii (war 5 un 6)

BelyecTBa, nposiBMBLIKE pasbegatolime (KOPPO3WOHHbLIE) WK CUMbHbIE pasfpaxaloline cBoiicTBa B MOATBEPX-
[AEHHbIX 1 06WeNPUHATLIX iN VItro nan ex vivo UCnbITaHWsAX, NPOBeAEHHbIX AN OLEHKN 3TUX cneunduryecknx cBOWCTB,
HeT Heob6X0AMMOCTH TECTUPOBATL HA XUBOTHbLIX. MOXHO NPeAnonoXuTb, YTO Takme BelecTBa 6yyT okasbiBaTb Takoe Xe
TsKenoe BO3AelicTBME U NPN UCMbITAHUK in Vivo.

7—8. In vivo ucnbiTaHus Ha kponukax (war 7 n 8)

Ecnn Ha 0CHOBaHWM aHann3a UMeLWMUXCs AaHHbIX NPUHATO pelleHne NPOBOAUTL UCMbITAHUS in Vivo, UCMbITaHUA
[O/MKHbI HAYMHATHLCS C UCCNEef0BaHNSA Ha OAHOM XMBOTHOM. Ecnu pesynbTaTtbl WCMbITAHWS NOKa3biBaOT, YTO BELLECTBO
okasblBaeT pa3begatoliee (KOPPO3MOHHOE) fileiiCTBME Ha KOXY, Aa/IbHeLIne UCNbITaHUA NPOBOAUTLCA He A0/MKHbI. Ecnu B
MCXOAHOM TecTe He HabnogaloTcs pasbejaouine (KOPPO3MOHHbIE) CBOWCTBA, OTpULaTelbHas peakuus unu pasgpaxaro-
LMe CBONCTBA [O/KHbI ObiTb NOATBEPXAEHbBI C MCNO/Ib30BAHNEM ABYX AOMNO/NHUTE/bHbIX XXUBOTHBLIX C NEPUOLOM 3KCMNO3M-
uumn 4 yaca. Ecnu pasgpaxatowmii apdekt HabnogaeTcs B UCXOAHOM UCCeA0BaHUW, TO NOATBEPXKAAIOLLNA TECT MOXET
NpoBOAMTLCS NOCNeAoBaTeNbHO MW NyTeM UCCNef0BaHNA 4BYX XUBOTHbIX OAHOBPEMEHHO.
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Cxema

CTpaTeFVIFI npoeegeHNAa ncnblTaHnUAa N OUEeHKN AepMasibHOro paS,ﬂ,pa)KeHVlﬂ/KOpp03VIVI

MpoBeseHue pa6oTbl

Nmetowmecs faHHble NS yenoBeka
n/vnu XNBOTHbIX, KOTOPblE NokKasblBa-
10T BO3JEWCTBUE Ha KOXY WU CAn3u-
cTble 060/104KMN

NHhopmaLms oTcyTCTBYeT unm
Hey6eauTenbHas

MpoBECTN OLEHKY CTPYKTYpbl aKTWB-
HocTu (SAR) gna pasbegaHus (Kkoppo-
3UM). pasgpaxeHNs KOXu

MporHo3upoBatb He ypaeTcs WM
NPOrHo3bl He y6eauTeNbHbl UK O T -
puyatenbHbl

M3meputb pH (paccmoTpeTb 6Gydhep-
HYl0 CMOCOBHOCTb, €ecnn 3To cylle-
CTBEHHO)

2 <pH < 115w pH £ 2.0 nnn 211.5
npu HW3KON WAN OTCYTCTBYH L e
6ychepHoii cnoco6HocTM (ecnm 3To

CyLW,ecTBEHHO)

MonyyeHHblii pesynbTaTt

BelwjecTBo pasbegatllee
(KOppo3nOoHHOE)

Bbi3blBatowee pasgpaxeHve

He pasbegatouee (KOPPO3UOH-
HO€) 1 He BbI3blBaeT pasgpa-
XeHne

MporHo3npyeTcst cepbesHoe
NoBpPEXAeHUEe KOXU

MporHosupyeTcsi
pasapaxeHne Koxu

pH £2 wnn £ 11.5

(npu BbicoXxoii 6ydepHoi
Cnoco6HOCTH, ecnu 3To cylle-
CTBEHHO)

3aknoyeHne

HamBbICLLN 0Xnpaemblii pesynb-
TaT; paccMmaTpuBaeTcs Kak pasbe-
fatoliee (KOPpPoO3MOHHOe). McnbiTa-
HWe He TpebyeTcs

HauBbICLLNI 0Xupaemblii pesynb-
TaT; paccMaTpuBaeTcs kak pasgpa-
xawouiee.

McnbiTaHne He TpebyeTtca

HauBbICLLNl oXupaemblli pesynb-
TaT; paccMaTpuBaeTcs Kak Hepasb-
efatoulee (HEKOPPO3NOHHOE) UK
Hepasgpaxatouiee. NposeaeHne
ncnblTaHns

He TpebyeTtcs

PaccmatpuBaeTcs kak pasbegarn-
ee (KOPPO3MOHHOE).

He TpebGyeT npoBeAeHUs ucnbiTa-
HUS

PaccmartpuBaeTcs kak pasgpaxa-
lowee. He TpebyeT npoBegeHus
ucnbiTaHNs

MpepnonaraeTcsa pasbegatowas
(KOppO3NOHHas) CNOCOGHOCTb.
MpoBegeHne ncnbiTaHna

He TpebyeTcs



WccnepoBaTb AaHHble CUCTEMHON TOK-
CUYHOCTM NYTEM HAHECEHWUS Ha KOXYy
(MoxeT npoBoauTbCs Nepes 2 n 3 cTy-
neHsMu)

WNHdopmayms oTcyTCTBYeT WAn He
AaBnsieTcs ybeantenbHomn
J

MpoBecT! 060CHOBAHHOE U MPU3HAH-
HOE uCMbITAHWE Ha KOPPO3WI0 KOXW
in vitro unn npexHee ex vivo

Bew,ecTtBo He 06/1agaeT KOPPO3NOH-
HOW cNOCOBHOCTbLIO, UK NPU3HAHHbIE
Ha MeXJyHapoAHOM ypOBHEe MeTOAbl
ncnblTaHna in vitro M npexHee vivo
019 KOPPO3MK KOXM elle OTCYTCTBY -
0T

MpoBecT 060CHOBAHHOE W MpPU3HAaH-
HOe uCnblTaHne Ha pasgpaxeHune Koxm
in vitro unu npexHee ex vivo

BeujecTso He 06najaeT pasgpaxato-
el cnoco6HOCTbI0 UMW NPU3HaHHbLIE
Ha Mex/JyHapoJHOM ypoBHE MeTo/bl
ncnbiTaHWA in Vitro UK NnpexHee vivo
Ha pasfjpaxeHne KOXW OTCYTCTBY-
0T

MpoBecTn BHayane ucnbiTaHue in vivo
Ha KpoJsinkax, Ucnosb3ya O4HO XUBOT-
Hoe

Cepbe3Hoe NoBpeXAeHNe 0TCyTCTBYeT
\

BbicOKOTOKCUYHOE

Hepasbepatowas (Hekoppo-
3M0HHOE) WU He pasjpaxato-
lee npu UCMbITAHUN Ha KpPO-
nvkax npu npefenbHoi fose
B 2000 MT/Kr maccbl Tena wau
BbllLE

Opbhekt pasbepaHus (koppo-
3un)

PasapaxuTensHas peakuusi

CunbHOe NoBpexaeHne Koxmu
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Mocnepylowne UcnbiTaHUA He Tpe-
6ytoTcsa

Pasbepatouian (koppo3voHHasn)
CNOCOGHOCTb WK pasfpaxeHne He
npegnonaralTcs.

Mocnepylowme uncnbiTaHNs He Tpe-
6ytoTcA

Mpegnonaraetcs pasbegatowian
(koppo3noHHasa) Ccnoco6HOCTb in
vivo.

Mocnegytolme UCNbITaHUSA He Tpe-
6ytoTcs

MpeanonoxuTensHo  pasgpaxato-
Wwas cnocobHocTb in vivo. Mocneay-
ol me ucnbiTaHns He TpebytoTcs

PaccmatpuBaeTcsi kak o6napato-
Liee KOPPO3WOHHOM CNOCOBHOCTLIO.
Mocnepylowme ncnbiTaHNs He Tpe-
6ytoTcA
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10

MpoBecTn nofTBepxaalwoliee UCMbiTa-
HUE C MCMOJ/Ib30BAHWEM OAHOTO WU
LBYX [ONONHUTENbHbBIX XUBOTHbIX

Pa3bepgaHve (koppo3us)
Unu pasgpaxeHvie

OTCyTCTBME pazbefaHus
(koppo3mun) nnn pasgpaxeHns

PaccmatpuBaeTcs kak o6nagato-
uwee pasbeganouieil (KOppo3nOH-
HOI) unn pasgpaxatolleii cnocob-
HOCTbIO.

Mocnepgyowme ncnbiTaHNs He
TpebytoTcs

PaccmatpuBaeTcs kak He o6naja-

oujee pasbegatoueii (Koppo3noH-

HOI) unu pasgpaxatolleii cnoco6-

HOCTbI0. MMocneayowme ncnbiTaHs
He TpebytoTcsA
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