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Mpegucnosne

1 NOANOTOBJ/IEH TexHuyeckum komuTeTom no ctaHaaptusauum TK 458 «PaspaboTka, npoussoa-
CTBO M KOHTPO/b KayecTBa SIeKapCTBEHHbIX CPeACTB» Ha OCHOBE COGCTBEHHOrO NnepeBoja Ha PyCCKuii 3blK
aHr1053bI4HON BEpCUN [OKYMEHTa, YKasaHHOro B NyHkTe 4

2 BHECEH TexHuyeckum KomuTeTOoM Mo ctaHgaptudauumm TK 458 «Pa3paboTka, Mpon3BOACTBO U
KOHTPO/b KayecTBa flIeKapCTBEHHbIX CpeAcTB»

3 YTBEPXJEH W BBEJEH B ,EI,EI7ICTBI/IE Mpukazom dPepepasibHOro areHTCTBa Mo TeXHUYECKOMY
perynuposaHuio 1 meTponorum ot 11 Hoabpsa 2015 r. N» 1758-cT

4 HacToAwmii cTaHfapT UAEHTUYEH MexXAyHapoaHoMy aokymeHTy OOCP Tect No409:1998 «W3yue-
HMe TOKCMYHOCTM Y HErpbi3yHOB MpU NepopasibHOM MHOrokpaTHOM BBeAeHun B TeueHue 90 gHeii» (OECD
Test Ne 409:1998 «Repeated Dose 90-day Oral Toxicity Study in Non-Rodents». IDT).

HaumeHoBaHue HacTosiLlero craHfapTa U3MEHEHO OTHOCUTEsSIbHO HaVMEHOBaHWS YKa3aHHOro MeX-
[yHapoAHOro JOKyMeHTa 4718 YBA3KM C HaMMEHOBaHUAMMW, MPUHATBIMU B CYLLECTBYIOLLEM KOMMEKCE CTaH-
fapToB «MeToAbl UCMbITaHWSA N0 BO3AENCTBUIO XMMNYECKO NPOAYKLMM Ha OPraHU3M YesioBeka

5 BBEJEH BIEPBbIE

MpaBuna npuMeHeHUs HacTosLWero craHgapTa ycTaHoBneHol B FOCT P 1.0—2012 (pasgen 8).
MHdopmauns 06 n3sMeHeHUsAX K HacTosWweMy cTaHaapTy nybmkyeTcsa B eXerogHom (Mo COCTOSHUIO Ha
1aHBaps TeKyL,ero roga) MHhopmMaLnoHHOM ykasaTene «HaunoHanbHble cTaHaapThi», a ouLnanbHbli
TEeKCT W3MEHEHUIA U NONPaBOK — B €XeMeCAYHOM MHPOPMaLMOHHOM yKasaTene «HaunmoHasbHble CT aH-
fapTbi». B cnyyaB nepecmoTpa (3amMeHbl) WM OTMeHbl HACTOSLWEro cTaHgapTa cooTBeTCTBYylLee
yBefjomneHve bygeT onybAnKoBaHO B HrmxkalilueM BbIMYCKe eXeMeCA4YHOro MHMOPMaLVOHHONo ykasaTe-
nsa «HauuoHanbHble cTaHgapThi». CooTBeTCTBYLWaa nHdopMmauus, ysegomneHne n TekcTbl pasme-
wakTca Takke B MHOOPMALMOHHON cncTeme o6LLero Nofb3oBaHUs — Ha odmunansHoMm caliTe depe-
pasibHOro areHTCcTBa MO0 TEeXHUYECKOMY PeryimMpoBaHuio U MeTponorum B CeTU VIHTepHeT
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BeepeHve

PykosoacTBa OpraHusaLmm 3KOHOMUYECKOro coTpyfaHuyectsa v passutua (O9CP) no ucnbiTaHnam
XMMUYECKUX BeLLeCcTB Mepuvoavyecks nepecMaTpuBaloTCs B CBeTe Hay4yHOro nporpecca. epBoHavasibHO
pykoBoAcTBO 409 6bI10 yTBEPXAEHO B 1981 r. B nepecMOTPEHHON BepcuM W3MEHEHWUS CAenaHbl C Lenbio
noslyYyeHns AONOTHUTENbHOW MHDOPMALMK O XMBOTHBLIX MOAENNAX, UCMOMNb3YEMbIX B UCCIeA0BaHNN.

MepecmoTpeHHas Bepcusa PykosoacTea 409 B 3HAUMTENbHON CTeNeHy OCHOBbIBaeTCA Ha ntorax KoH-
CyNbTaTUBHOTO coBeLllaHus akcneptoB OECD no ucnbiTaHWsAM NOAOCTPOW M OCTPOI TOKCUYHOCTW, MPOXO-
amswero B Pume B nepuof co 2 no 3 Hos6psA 1995 r. [1].

WccneposaHne NoAOCTPON OpasibHON TOKCUYHOCTW C UCMO/Ib30BAHNEM MOBTOPSAIOLWMXCA 403 MOXeT
npoBOAUTLCS MOC/e TOro, kak OyAeT nosyyeHa nepsuyHas MHAOpMaUMA NO TOKCUYHOCTM B pesyfbTare
nposefeHns 28-A4HEBHOrO UCCeA0BaHNA OCTPON TOKCUYHOCTW WM TOKCUYHOCTU NPV MHOTOKPaTHOM BBefe-
Hun. 90-AHeBHblEe MccnefoBaHnsa obecneynBatoT NONyyYeHne MHopmaumm 0 BO3MOXHBIX puckax Ans 340-
pOBbA. TakMx Kak BbiTEKalolMe M3 MOBTOPSIOLLIEroca BO3AeNCcTBMA B nepuog 6bICTPOro pocta M NosoBoro
cospeBaHus. Mccneposanne 6yaeT obecneumBaTb NOJlyvyeHue MHAOPMALUW MO OCHOBHBLIM TOKCUYECKUM
shpektam, 0603HAUMB OPraHbl-MULLEHN Y BO3MOXHOCTb HAKOMIEHUSA, U MOXET NokasaTb YPOBEHb 3KCNO3M-
LUun. Npu KOTOPOM He HabnogaeTcss No604HbIX 3hPEKTOB 1 KOTOPbIA MOXET 6bITb MCMOMb30BaH B BbibOpe
[103 A1 XPOHUYECKMX UCCNefoBaHUiA 1 AN YCTAHOBEHUS KpuTeprneB 6€30MacHOCTN BO3AEWCTBUS Ha opra-
HW3M YenoBeka.
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HAUMWOHANbHBIAN CTAHAAPT POCCUMCKOWN SGEAQEPALUM

METOAb! UCMLITAHUA MO BO3AENCTBUIO XMMWUUYECKOW MPOLYKLIAN
HA OPTAHU3M YE/IOBEKA

MN3yuyeHne TOKCMUYHOCTU Y HETPbIBYHOB MPW NepopasibHOM
MHOTOKpaTHOM BBeAeHun B TeueHue 90 gHeil

Methods of testing the chemicals of human hazard.
Repeated dose 90-day oral toxicity study in non-rodents

Jata BBefeHus — 2016—07—01

1 O6nacTb NpUMeHeHus

HacTosawmii ctaHgapT ycTaHaB/IMBaeT METO[ aHa/im3a U OLEHKM XapakTepUcTUK TOKCUYHOCTU XUMU-
yeckoro BellecTBa.

HacToawmin ctTaHgapT NPUMEHSAT A8 uaeHTudmrkaumm noboYHbIX 3EKTOB XUMUYECKOTO BO3Aeli-
CTBUS Y HETPbI3YHOB.

HacTtosimii ctaHAapT NPUMEHUM TOJTbKO B CieAyHoLWMX crydasnx:

- Habnogaemble 3ahheKTbl B APYrMX UCCNEA0BaHMAX YKa3biBalOT HA HEOGXOAUMOCTb MX YTOYHEHMS HA
APYruX BUAAX HETPbI3YHOB;

* TOKCUKOKMHETUYECKNE MCCNEeL0BaHNSA YKasblBalOT, YTO UCNO/b30BaHe CneundnyHbIX BUAOB HErpbl-
3yHOB — Hanbonee NoaxofsLmii BbIGop 1abopaTopPHbIX XUBOTHbIX;

- Apyrue cneyuduyeckme npuynHbl, 060CHOBbIBAOLLME UCTO/Ib30BaHNE HETPbI3YHOB.

2 TepMUHBbI 1 onpeaeneHus

B HacToswem cTaHAapTe NpUMEHeHbI cleaylolne TEpMUHbI C COOTBETCTBYIOLLMMW ONpeAeneHnsIMu:

2.1 posa (dose): KonnyecTso BBEAEHHOIO Uccneayemoro sellectsa. flo3a BblpaxaeTcs kak macca (r,
Mr) UK Kak mMacca WUccrefyeMoro BellecTBa Ha eAuHULY OMbITHOTO XWBOTHOTO (Hanpumep, Mr.'Kr), Wan Kak
NOCTOSIHHaA AueTtapHas KOHUeHTpauus (ppm).

2.2 posupoBska (dosage): O6WMIA TepMUH, BKIKOYaKOWMIi B cebst 103y, ee 4acToTy U NMPOLO/MKUTENb-
HOCTb [J03MPOBaHS.

2.3 NOAEL (no-observed-adverse-effect level): A66peBraTypa 418 YPOBHS, HA KOTOPOM He Habto-
[aeTcsa BpegHoro Bo3aelicteusa (no-observed-adverse-effect level) n camblii BbICOKUIA ypOBEHb [403bl, HA KO-
TOPOM He HabNofaeTCA HUKaKNX NOBOYHbLIX SIB/IEHUIA, CBSA3AHHbLIX C NPOBOAVMOIA Tepanuvei.

3 CylHOCTb MeToda

Wccnepyemoe BeLLecTBO BBOAAT EXEAHEBHO NepopasibHO OTAENbHbIMU f03aMU HECKO/IbKUM rpynnam
3KCMEPUMEHTAsIbHBIX XUBOTHbLIX — MO OAHOW OAMHAKOBON f03e Ha Kaxaylo rpynny B TeyeHne 90 gHeid. Ha
NPOTSHKEHUN BCEW NPOAO/IKUTENBHOCTU NMpUeMa 3a XWBOTHbIMW BHUMATE/IbHO HabnAalT Ana obHapyxe-
HUA NPWU3HAKOB TOKCMYHOCTW. MPOBOASAT BCKPbITUE YMEPLUUX WK YMEPLLBIEHHbIX BO BPEMS MCC/eA0BaHNA
XMBOTHbIX. B KOHLe nccnefoBaHnst BCEX BbIKUBLLMX XMBOTHbLIX YMEPLLB/AOT U NPOBOASAT BCKPbITUE.

4 OnucaHve metoaa/noaroToBUTENbHbIX pa60T K NpoBegeHNIO nccrneaoBaHuA

4.1 Bbi6op Buaa nabopaTopHbIX XUBOTHbIX

LLUnpoko ncnonb3yemble BUAbl HETPbI3YHOB — 3TO COBakn, KOTOpPble AO/MKHbI ObITh ONpeAeneHHol no-
pofpl; Hanbosiee 4acTo MCNOML3YIOT nopody Burib. MoXHO MCNOMb30BaTh Takxe Apyrue BUAbl XXUBOTHbLIX,

Hanpumep CBUHeE, Kap/nKoBbIX CBUHE. MpumaTbl HE peKoMeHAYHTCA, ecnn UX UCNoNb3oBaHue He o6oc-
HoBaHO. CnefyeT Ucnonb3oBaTb MOJOAbIX, 340POBbLIX XUBOTHbLIX, U MPU UCMNONL30BAHUN cobak AO03NPOBKY

M3panne opuumnansHoe
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cnefyeT HauMHaTb NPeAnoYTUTENLHO B Bo3pacTe 4—6 Mec, HO He nosaHee 9 mec. Mpv NpoBeaeHUn npej-
BApPWUTE/IbHOTO MCCMIeA0BaHNsl XPOHUYECKO TOKCUYHOCTM nepef A0/ToCPOYHbIM MUCC/efoBaHneM cinegyet
MCMNONb30BaTb OAHU U T€ Xe BUABIYNOPO/bl XUBOTHLIX B 060MX UCCIeA0BaHUSAX.

4.2 Ycnosus cogepxaHua u KOpMieHus

[na nuTaHus MOXHO NPYMEHATb 06bluHble NabopaTopHble ANeTbl C HEOrPaHWYEHHbIM ynoTpebieHn-
eM IMTbEBOW BOAbl. BbiboOp AMETbl MOXET 6biTb CBA3aH C HEOOXOAMMOCTbI NOAMELUUBAHUS UCMbITYEMOTO
BellecTBa. YCMOBUS COAepXaHus B K1eTKe JO/DKHbI OblTb MOAXOAAWMMU AN UCNONAb3yeMbIX BUAO0B. [pea-
NoYTUTENIbHO WUCKYCCTBEHHOE OCBELLEHWEe C nocrefoBaTesibHOCTLIO: 12 4 cBeTa. 12 4 TEeMHOTbI. YCNnoBus
COAEpXaHusi U NUTaHWsA AO0/HKHbI OTBEYaTb YCTAHOB/IEHHbIM TPEOOBaHUSAM A/ BblGpaHHbIX BUAOB, Kak 3TO
npeaycMOTpPeHO ohvLManbHbIM 3aKOHOAATeNbCTBOM M pykoBoAcTBamu [2]—{4].

4.3 NMoAroToBKa NabopaToOpHbIX XUBOTHbIX

Mcnonb3yioT 340p0BbIX MOJIOAbLIX XUBOTHbIX, KOTOPbIE aKKIMMAaTU3MPOBAIUCH K 1a6OPaTOPHbLIM YC0-
BUSIM 1 He NoABepPrasucb UCCNef0BaHNI0 B NPeSblayLinX aKCnepumeHTax. Mpofo/mKnTeNbHOCTb akkauMaTu-
3alMn 3aBUCUT OT BblGPAHHbIX BUAOB M UCTOUYHMKA UX NMPOUCXOXAEHUSI. PeKoMeHAyTCA He MeHee 5 aHeld
NS cobak 1 CBUHel 1 He MeHee [BYX HeAenb — A5 APYrUX BUAOB, NOMYYEHHbIX U3 BHELLUHWUX UCTOYHUKOB.
JKCnepuMeHTasbHble XWBOTHbIE A0/MKHbI ObiTb OXapakTepu3oBaHbl MO BUZY, NopoAe (MHUM), UCTOYHUKY
MPOUCXOXAEHWS, NoNy, BeCy W/nnn Bo3pacTy. XXUBOTHbIE fO/KHbI BbITb CNyYaliHO pasfefieHbl N0 KOHTPOSIb-
HbIM 1 3KCMEPUMEHTasIbHLIM Tpynnam. KneTku fo/mkHbl 6biTb pacnofioXeHsl TakuM 06pas3om, 4To6bl BO3-
MOXHOE B/MSHNE pa3MeLLeHNst KNeToK 6bl10 MUHUMAbHBIM. KaXA0oMy XMBOTHOMY A0/KEH BbITb NPUCBOEH
NAEHTUVKALVOHHBIA HOMeEp.

4.4 Moarotoska [,03

Viccnepyemoe BeLLeCTBO MOXHO BBOAWTbL B MULLEBOI PaLMOH UM B MUTLEBYHD BOAY Yepes Xenynou-
HbIi 30HA4 WM B Kancynax. MeToz nepopasibHOro BBELEHWSI 3aBUCWT OT LENM UCCNEeAoBaHWs, a Takke oT
(P13UKO XMMUYECKMX CBOCTB MCCNeyemMoro BelecTsa.

Mpy HEO6XOAMMOCTU UCCNELyEMOE BELLECTBO PACTBOPSIIOT UK CyCNeHaupyoT B Noaxoasiieii cpege.
Mo BO3MOXHOCTM PEKOMEHAYEeTCs B MepByl0 ouyepedb paccMmaTpuBaTth A/l UCMO/b30BaHUS BOAHbIN pac-
TBOp/CycneH3nto, 3aTeM paccMaTpuBaTb PacTBOP/3MyNbCUI0 B Macne (Hanpumep, B KyKypy3HOM Macrne), a
3aTeM B 3aBMCMMOCTU OT BO3MOXHOCTEW — pacTBOpbl B Apyrux cpegax. [lofxHa 6biTb onpegeneHa cra-
6UNLHOCTL UCC/IelyeMOro BellecTBa B YC/I0BUAX BBeAEHUS.

5 Mpoueaypa
5.1 Ko/iM4ecTBO M MO XUBOTHbIX

CnepyeT ncnonb3oBaTb He MeHee 8 XMBOTHbLIX (4 camkn 1 4 camua) ANs Kaxkoi [03bl nccneayemoro
BellecTBa. Ecnv nnaHupyeTcsa NpoMexyTouyHoe yMepLUB/ieHne, KOIMYECTBO XUBOTHbIX JO/MKHO ObiTb yBe-
IMYEeHO Ha TO KO/MYeCTBO, KOTOpPOEe NJIaHUPYKT YMEPTBUTbL A0 OKOHYaHUA UccnenoBaHus. Yncno XnBOTHbIX
Ha MOMEHT 3aBepLUeHNsA UccnefoBaHus AO/MKHO ObiTb afeKBaTHbIM /15 NOMHOLLEHHON OLEeHKM TOKCUYEeCKOro
feicTBuA. Ha OCHOBaHWU MMEIOWMUXCA CBefeHuii 06 nccnefyeMom BellecTBe WM ero 6/M3KoM aHasore
MOXeT ObITb MPUHATO peLUeHne O BKIIOYEHUN AONOMHUTENBHON TPyNnbl U3 8 XMBOTHLIX (MO 4 KaXAoro nona)
B BWAE KOHTPONS WAV B BUAE [OMNOSHUTENbHON Pynnbl, NoMyyaloLwel HauBbICLWY 403y ANS HabnoaeHns
nocne A03MpOBaHUsA C LEefbl0 BbISIB/IEHUS 06PaTUMOCTV WU NIEPCUCTUPOBAHUSA TOKCUYECKMX 3D eKTOB.
MpofoMKNTENBHOCTb YKa3aHHOro nepuoga HabnlAeHns nocne f03VMPoBaHNA A0/HKHA OblTb YCTAHOBMEHA B
COOTBETCTBUM C HabnwgaembiMu adhdekTamu.

5.2 lo3upoBaHue

He MeHee uyeM TpW YpOBHSI [03bl W OLHOBPEMEHHbI KOHTPONb credyeT UCNONb30BaTh, KPOME Tex
Cny4yaeB, Korga NpoBOASAT NpefesibHblil TecT (CM. 5.3). YPOBHM [03 MOTYT OCHOBbLIBATLCSI HA pesy/bratax
60nee paHHEro MHOTOKPaTHOrO BBEAEHUS UMM Ha UCC/ef0BaHUsX No npeABapuTesibHOMY nogGopy Avana-
30Ha [03 A/19 MHOrOKpaTHOro BBeAeHusi. Mpyu 3TOM AO0/MKHbI GblTb MPUHSATHI BO BHWMaHue nobble cylie-
CTBYIOLLME faHHble N0 TOKCUKOKUHETUKE A1 UCCNELYEMOrO BELLECTBA WAWN CXOLHbIX COeAVNHEHNA. Ecnun HeT
orpaHuyeHuidi No U3NKO-XMMUYECKM CBOWCTBaAM WM GUONorMyeckum adhdpektam nccnesyemoro Belle-
CTBa. CaMble BbICOKME YPOBHU 03 LO/KHbI OblTb BbIGPaHbI C LiE/bio BbI3blBAaTb TOKCUYECKMe 3PDEKTbI, HO

2



FOCT P 56697—2015

He cMepTb UKW Tsaxenble cTpadaHvs. [lomkHa 6biTb BbibpaHa ybbiBalowas nocrnefoBaTenbHOCTb YPOBHEN
[03 C Lenbio 4eMOoHCTpaLmmn obbix f0303aBUCUMbIX 3P(IEKTOB U YPOBHSA, NPU KOTOPOM He Habnwgaetcs
BpefHoro agyhekta (no-observed-adverse-effect level. NOAEL) B kauecTBe caMOro HU3KOro ypoBHS [,03MU-
POBKN. 2—4-KpaTHble MHTepBasibl 3a4acTylo ABAAIOTCA ONTUMasIbHbIMK A71A YyCTaHOBMEeHNS yObiBatoLen no-
cnefoBaTelbHOCTU YPOBHEW A03. 1 A06aBeHne YeTBepTO 3KCNepUMeEHTasIbHOW Tpynnbl YacTo NPeAnoYTU-
TeNbHO A/1 UCMONb30BAaHNS OYEHb LUMPOKMX MHTEpBaNoB (Hanpumep, 6onblue Yyem 6— 10-KpaTHbIX) MeXAay
[031poBKamu.

KoHTponbHas rpynna fos/mkHa ObiTb rpynnoi, He noAsepruieiica BO3AEWCTBUIO, WM KOHTPOJSIbHOWA
rpynnoi, nonyvaroliein HocutTenb/pacTBOpUTEsb, ECAN HOCUTENB/PAcTBOPUTE b UCNOMNBL3YIOT NPU BBEAEHUN
nccnegyemoro BellecTBa. 3a UCKIOYEHWeM BO3AeiCTBMA MUCCNefyeMoro BellecTBa, C XUBOTHbIMW B KOH-
TPO/bHOI rpynne Heob6xoAMMO 06palLaTbCA Tak Xe. Kak U C XXMBOTHbIMU B 3KCMEPUMEHTasIbHbIX rpynnax.
Ecnv ncnonb3yloT HOCUTe b BeLecTBa, KOHTPO/bHasA rpynna Ao/hkKHa nosyyatb HOCUTENb B MakCMMasibHO
BbICOKOM 06beMe, MCNob3yeMoM B MccnefoBaHun. Ecnm nccnegyemoe BeLLeCcTBO BBOAWTCS B pauyMoH U
BbI3blBAET CHWXeHWe noTpebrieHns ¢ nuwei, To nosyvawlas O4UHaKOBbIA pauvoH KOHTPONbHasa rpynna
MOXeT OblTb MonesHa Ana BblABNEHUA 3PEKTOB, CBA3AHHLIX CO CHWXEHMeM notpebneHnsa nuwu, oby-
CMOB/EHHbIM BKYCOBbIMW UM TOKCUKO/TIOTMHECKUMU N3MEHEHVAMMU.

[omkHbl OblTb 060CHOBaHbI Creayrlne BO3MOXHbIe 3adhdeKkTbl pacTBopuTens/cpegbl: BAWSHUE Ha
BCacblBaHWe, pacnpejgeneHve, MeTabonnsm wnu ygepxaHue uccnefyemoro BeLLecTBa, BO3AelicTBMe Ha
XMMUYECKNe CBOICTBa WUCCeAyeMOoro BellecTBa, KOTOpPoe MOXeT U3MEHUTb ero TOKCUKO/IoTnyeckne xapak-
TEPUCTVKN; BO3AENCTBME HA NOTpebeHre NULLM UK BOAbl UK CTaTyC NUTaHuS.

5.3 MpepencHblii TecT

Ecnv vcnbiTaHne npy 0HOM YpPOBHE [03bl, 9KBUBASIEHTHOM He MeHee 1000 Mr/kr Macchl Tena B f€Hb,
UCMONb3ysl NPOLEeAYpbl, ONUCaHHbIe ANt AaHHOTO UCCNef0BaHUs, He NPUBOAUT K BO3HUKHOBEHUIO NOBOUHbIX
3(ppeKTOB, M ECNM OCHOBLIBASACH HA JaHHbIX O CTPYKTYPHO POACTBEHHbIX COEJUHEHUSIX HE CreayeT OXuaaTb
TOKCMYHOCTb, TO MOJIHOE UCCNef0BaHne C UCMO/b30BaHWEM TPEX YPOBHEN 403 MOXHO He NpoBoAnTb. lMpe-
[eNbHbIi TECT HE NPOBOAAT, €C/n AN Nofell NnaHupyeTcs NpuMeHeHre 6oee BbICOKKX 03.

5.4 BBefeHue 103

YKVBOTHbIM AaloT onpegesieHHble [03bl UCCefyeMoro BeLlecTBa exeaHeBHO CeMb AHeli B Heaeno B
TeueHune 90 gHeii. Jllo6oi Apyroi pexum A03npoBaHus, Hanpumep 5 AHeli B Hegeno, HyxaaeTcs B 060CHO-
BaHMW. Korga ucnbiTyemoe BeLLecTBO BBOAAT Yepes Xeny[oUHbIl 30HA, 3TO AO/HKHO ObiTb CAeNaHo 3a OAHO
BBEJlEHMe C MOMOLLbI0 XEeNYA0YHOr0 30HAA WM NOAXOAAWed WHTYOGALMOHHON kaHonu (kateTep, Tpybka).
MakcumarsbHbli 06bEM XWAKOCTU, KOTOPbIA MOXeT 6GbiTb BBEAEH €AMHOBPEMEHHO, 3aBWUCUT OT pasmepa
3KCMEPUMEHTA/IbHOIO XMBOTHOr0. O6bIYHO 06BEM A0/MKEH ObITh KaK MOXHO 60/1ee HU3KUM. 3a UCKIYeHU-
eM pasgpaxatloLWwmnx nam pasbegatolmx (KOPPO3NOHHBIX) BeLLecTB, KOTOPble 06bIYHO NPUBOAAT K YCUIEHWIO
abdhekTa C pOCTOM KOHLEHTpauun, pasimumsa B 06bemMe JO/DKHbl 6biTb MUHVMWU3UPOBAHbI, YTO6bI 0becne-
YNTb MNOCTOSAHHBIA 06BLEM Ha BCEX YPOBHSAX [03.

[nsa BewecTs, BBEEHHbIX Yepes MuLLy WK NUTbEBYIO BOAY, BaXHO, YTOObLI KO/IMYECTBO nccnenyemo-
ro BellecTBa He BAMANO Ha HOPMaslbHOe NUTaHMe WM BOAHbIM 6anaHc. Korga ucnbiTyemMoe BeLLecTBO BBO-
OAT Yepes nuLly, UCNonb3yoT NM60 NOCTOAHHYIO AMeTapHY KOHLeHTpauuio (ppm), 1M60 NOCTOSHHbBIV ypo-
BEHb [103bl B pacyeTe Ha Maccy Tesia XVWBOTHOTO; N1060W ApYroli anbTepHATUBHBIA BapuaHT NCNO/b30BaHNA
[omkeH 6biTb 060CHOBaH. [1N51 BelecTBa, BBOAUMOIO Yepes XenyAouHblli 30HA4 WAu B BUAE Kancyn, o3y
cnefyeT gasaTtb B O4HO W TO Xe BPeMS KaX/Ablli fleHb N KOPPeKTUpOoBaTb C M3MEHEHNEM MaccChl Tena XUBOoT-
Horo. mpu Heo6xogmmocTn. Korga 90-AHEBHOe uccnefoBaHWe UCMONb3YT Kak npeaBapuTesnibHoe nepef
[ONTOCPOYHBIM UCCNEA0BaHNEM XPOHUYECKON TOKCMYHOCTM, B 060MX NCCNeA0BaHNAX UCMONb3YIOT O4NHAKO-
BYIO AMeTy.

6 HabniogeHus

Mepvop HabnwaeHuidi gomkeH 6biTb He MeHe 90 aHell. XXVMBOTHble B caTeNIMTHON (CNYTHUKOBOWA)
rpynne, kotopas npefHasHavyeHa Aas nocneayolmx HabnaAeHNA, AOMKHbI CogepXaTbCs B TEYEHNE COOT-
BETCTBYIOLLEro nepvoga 6e3 NnpMMeHeHns Uccneayemoro npenapata, NepcucTMpoBaHWUA TOKCUYECKUX 3d-
(heKTOB WM BOCCTAHOB/IEHUS MOC/E HUX.

ObLwue KIMHMYeckne HabNoAeHNS NPOBOAAT OAUH pas B [ieHb, XenaTesbHO B OA4HO W TO Xe Bpems,
NpYHYMas BO BHUMaHWe Nepuog nuka oxmaaembix adpekToB nocne BBefeHUs fo3bl. KnmHuueckoe coctos-
HME XMBOTHbIX A0/IXHO GbiTb 3aMKCMPOBAHO B AOKYMEHTaLMW. He MeHee Yem fABa pasa B fieHb, 06bIYHO B
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Hauyane U B KOHLEe [Hsl, BCE XMBOTHbIE JO/MKHbI 6bITb MPOBEPEHbl HA HaNMuMe MPU3HAKOB 3a60/eBaHNs W
cMepTu.

OfuvH pa3 nepej NepebiM J03VMPOBaHWEM (4151 TOFO, YTO6bI 6bIIM BO3MOXHbI BHYTPUTPYNMoBbLle cpaB-
HEHUs) U fanee O4VH pa3 B HELES0 Y BCEX XMBOTHbIX AO/MKHbI ObITb NPOBeAeHb! AeTalbHble KIMHUYecKne
HabnogeHns. ATU HaboAeHUs JO/MKHbI 6bITh NPOBEAeHbl BHe KNeTKW Ha CTaH4apTHON nnowanke u npeg-
MOYTUTENBHO B O4HO W TO Xe Bpemsi. Bce Mepbl JO/MKHbI ObiTb NPeAnpUHATHI ANA MUHMMW3aLUM Bapua-
6WNBHOCTV B NPOBEAEHUN U3MEPEHWIA Y XUBOTHbIX. MPU3HAKM TOKCUYHOCTM AO/KHBI 6bITh TLIATENIbHO 3a-
(puKcMpoBaHbI, BKIOYAs BpPeMs HACTYN/EeHWs Npu3Haka, CTeneHb WM MPOAO/KMTENbHOCTL. HabniogeHus
[OJIXHBI BKIOYATh B CeO6sl, HO He OrpaHWuMBATLCS TOJIBKO CMEAYLM: U3MEHEHUEM KOXHbIX MOKPOBOB,
LepcTu, rnas, cAM3UCTbIX 060/104eK, BblAeNeHMeM cekpeuuii u aKkckpeuuii 1 aBTOHOMHOW AeATeNbHOCThIO,
CNe300TAEeNEHNEM, NUI03PEKLMEli. pasMepoM 3payka, HeoOblYHbIM XapaKTepoM [AbiXxaHusi. VI3MeHeHue B
Noxo4Ke, NosOXeHN Tena n peakuuu Ha obpalleHue, a Takke Hamume KIOHUYECKUX WU TOHUYECKUX 4BU-
XEHUIA. CTepeoTuUnHbIe ABMKEHUs (Hanpyumep, NOBbIWEHHbIN YX0[ 3a LWepcTbio, NOBTOPSIOLLEECs KpYXeHUe)
unu n6oe CTpaHHOe NoBefeHUe Takke JO/MKHbI ObiTb 3aMKCUPOBaHbI.

OdbTanbMoN0rMYecknii OCMOTP C UCMOMb30BaHNEM OhTaslbMOCKONAa AWM MHOTO NoAXoAsALLEero o60py-
[l0BaHWsi fonxeH 6biTb NPOBefeH Nepes BBeAeHUEM UCCNEeAyeMOro BelecTBa U No OKOHYaHWU UCCnenoBa-
HUSI, KenaTeflbHO Y BCEX XMBOTHbIX, UM MUHUMYM Y XMBOTHbIX, MOYYMBLUMX HAMBbLICLIYIO A03Y, U B KOH-
TPO/IbHBIX rpynnax. Ecnn ycTaHoBMeHbl 0dTanbMOIOrMYeckne U3MeHeHus, CBsi3aHHble C NPOBOAMMON Te-
panwueii, Bce XVWBOTHbIE A0/HKHbI GbITb MPOBEPEHBI.

6.1 Macca Tena XWBOTHbIX U ﬂOTpeGl’IEHVIe nMu nnuwn n soabl

Bcex XMBOTHbLIX He06X0MMO B3BelUMBaTh OMH pa3 B Hefdento. MsmepeHust noTpe6bneHns nuwm cne-
LyeT NpoBOAMTb exeHefenbHo. ECnu uccrefyemoe BelecTBO BBOAST C NMUTLEBOI BOAON, noTpebreHue
BO/lbl TAKXKE [O/MKHO 6biThb M3MEPEHO eXxeHefenbHo. MoTpebneHne Bofbl TAKKe W3MEpPsoT Npu BBeAeHUN
nccrelyemoro BeLLecTBa ¢ NULLER Uin Yepes 30H[, BO BPEMS KOTOPbIX NUTbeBasi akTUBHOCTb MOXET U3Me-
HATLCA.

6.2 lemaTonorns n KAnHMYeckas 6MoxmMmmns

O6pasLbl KpoBW GEpyT M3 ONpesesieHHOro MecTa U XpaHsAT B COOTBETCTBYIOLLMX YCNOBUAX, ECNN Xpa-
HeHne Heob6x04MMO. B koHLe nepuoga uccnefosaHns obpasLibl co6upaloT HenocpeACTBEHHO nNepes uan Bo
BpPeMs NpoLesypbl YMEPLLBIEHNS XUBOTHbIX.

lemartosiorus, BKkIOYas reMaTokpuT. KOHLEHTpaumMs reMoraiobrHa, YMcno apuTpounToB, obluee Konm-
4ecTBO NeiikoumnToB, NelikounTapHas gopMyna, KoMyecTBo TPOMOGOLMTOB U Mepa noTeHuuana cBepTbiBa-
eMoCTu (HanpumMep, BPeMs CBEPTbIBaHUSA, NPOTPOMBMHOBOE BPEMS UM TPOMGONIACTUHOBOE BPEMS) L0/1XK-
Hbl 6bITb WUCC/IeA0BaHbl B Hayase uUccnefoBaHus, 3aTeM NN60 exeMecsyHo, NMM6o B cepednHe U B KOHLie
nccnefoBaHus.

WccnepoBaHns KIMHWUYECKO GUOXMMKM, MpeAHAasHauyeHHble /15 UCCNefoBaHNs OCHOBHbIX TOKCUYe-
CKMX 3h(hEKTOB B TKaHAX, OCOOEHHO B MOYKax M MeyveHun, JOMKHbI GbiTb BbINOMHEHbI HAa 06pasuax KpoBw,
MOJSTyYeHHbIX OT BCEX XMBOTHbIX B Hauasie uccnefoBaHus, 3atem nmbo exemecsyHo, M60 B cepefuHe 1 B
KOHUe uccnepoBaHusi. [lomkeH GbiTb UCCNefoBaH BOAHO-COMEBOW GanaHC, YrneBoAHbl 06MeH, tyHKLMK
noyek M nevyeHn. Ha BbIGOP cneunanbHbIX UCCNefoBaHWi ByAyT BUATL CBEAEHUS O MEXaHU3Me AeicTBUSA
nccnegyemoro BeliecTsa. Nepes 3a60poM KPOBYW XMBOTHbIE HE AO/KHbI NMPUHUMATL MULLY B TeYEeHWe COoT-
BETCTBYIOLLLErO A5 K&XA0ro Buaa nepuopa. Npepnaraemble TeCTbl BKIOYAKOT B CE6A U3MEpPeHns KanbLus,
dhocchopa, xnopa, HaTpus, Kanus, rI0KO3bl HaTOoLaK, anaHuH-aMMHoTpaHcepasbl. acnapTaT aMMHOTPaHC-
hepasbl. opunTUHAEKapbokcunasbl. raMma rayTaMmuaTpaHcnenTuaasbl, a3ota MoYeBuHbI, anbbymuHa, kpea-
TUHWHA KPOBU, 06LLero 6unmpy6mnHa 1 obLuero 6eska CbiIBOPOTKU.

O6LWwii aHanu3 Moumn fo/KeH 6bITb NPOBESEH B HaYasle NCCNefoBaHus, 3aTeM B cepefuHe U B KOHLe
nuccnenoBaHusi, C UCMOMNb30BaHMEM CUCTEMbl cbopa MOYM B TeYeHue onpefeseHHoro BpemeHu. O6Luii
aHaiM3 Moum BKIOYaeT B cebs 0O6bEM, OCMOMAPHOCTb WKW YAenbHbli Bec, pH, 6Genok, rnokosy u
KPOBb/K/IETOUYHbIE 3N1EMEHTbI KPOBW. [JONOAHUTENbHbIE NapaMeTpbl MOryT 6bITb NPUMEHEHBI NpK HEObXoan-
MOCTW N8 UCCNEL0BaHNA pacluMpeHust Habnogaembix aheKToB.

[lonoNHUTENBHO A0/MKHBI ObITb PACCMOTPEHbI UCCNIEA0BAHNA MO N3YyHYEeHWI0 MapkepoB o6LLero noepe-
XOEeHWs TkaHell. [lpyrme uccnefoBaHus, KOTOpble MOryT 6biTb HEOGXOAVMbI AN1A afleKBaTHON TOKCUKONOTU-
4ecKoli OLleHKM, BK/IOYaOT B Ce65 aHanv3bl MNULOB, TOPMOHOB, KACMOTHO-LLEN04Moro 6anaHca, meTremo-
rnobuHa n I/IHFI/I6I/IDOBaHI/Ie XONNHaCcTepasbl. ﬂ'OI'IOJ'IHVITeJ'IbHaH KNMHMYeckas 61uoxmMmns MOXeT ObITb npume-
HeHa Mpu Heo6XO0AMMOCTU PacCLUIMPUTL UcCnefoBaHna HabnogaemMblx 3heKToB. JONoNHUTENbHbIE Ucce-
AoBaHuA cneayet NpoBoAUTb A1 XUMUYECKMX BeleCcTB onpeaenieHHbIX KnaccoB OTAE/IbHO B KaXKAOM KOH-
KPETHOM cfyuae.
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TakuMm 06pasom, He06X0AMM TMGKUIA NOAXOA B 3aBUCMMOCTU OT BMAOB XMBOTHbLIX W/WAN OXUAAEMbIX
3(h(heKTOB Yy KaXA0ro coeanHeHuUs.

6.3 MNaTtomopdonornyeckme nccresoBaHus

6.3.1 Aytoncus

Bce XUBOTHblE B UCC/IeA0BaHUM AOMKHbI GbiTb NOABEPXEHbI MOMHONR, AeTaM3NPOBaHHON ayTorncum,
KOTOpasi BK/1lo4YaeT BHMMATE/IbHY NPOBEPKY BHELLIHMX NOKPOBOB Tesla, BCEX OTBEPCTUIA, a TakXe YepernHoi,
rPYAHOI 1 OpIOLWHONM NONMOCTel M UX COAEPXMMOro. MNeyeHb C XEeNUHbIM My3blipeM, MOYKW, HaAMOYEUHUKM,
ANYKK, NPUAATKU ANYKA, SWYHMKM, MaTKa, WMToBUAHAsA Xesnesa (C napaluToBUAHLIMU Xenesamu), TUMYC,
Cesile3eHKN, MO3r 1 cepALe BCEeX XUBOTHbIX (KDOME YMUPAKLUNX XUBOTHBLIX U/WUN XXUBOTHbIX, KOTOPbIE BCKO-
pe 6yayT ymMepLBAeHbl) 4O/DKHbI OblTb OYMLLEHBbI OT MII0OLIX NPUAUMLLMX TKAHeN AO/MKHbIM 06pasoM M Kak
MOXHO CKOpee Mnoc/ie BCKpbITUS,, BO U3bexaHne BbICbIXaHusl, AO/HKHA OblTb B3BELLIEHbI.

Cnepgytowme opraHbl AO/DKHbI OblITb COXpaHeHbl B Hanbonee noaxoAsLiei cpefe kak Ans ux Jonro-
BPEMEHHOIO XpaHeHus, Tak 1 UX NocAenyLwwero rmcTosiorMyeckoro UccnefoBaHns: opraHbl ¢ cepbe3HbIMU
nopaxeHusiMM, Mo3r (NpeacTaBuTesNbHbIE Y4acTku, BK/IKOYas TO/IOBHOM MO3r, Meay/ispHoe BeLlle-
CTBO/BapO/IEB MO3r), CMMHHOWK MO3T (C TPEX YPOBHEN: LWelHoro, cpeaHe-rpyAHOro M NosiCHAYHOro OTAE/N0B),
rmnodus, rnasa, WMTOBUAHASA Xenesa, napawMToBuaHas xenesa, TUMYC, NULLEBOSA, C/IOHHbIE XENe3bl, Xe-
NyAoK, TOHKas KUwka u ToncTas kuwka (Bkawuvas 6nswku MNeilepa). neveHb, XenyHblid My3blpb, MNO4Xesy-
[O4YHas xenesa, NOYKM, HAAMOYEUHWMKM, Cene3eHka, cepaue, Tpaxeu n nerkve, aopTbl, MNOMOBbIE Xefesbl,
mMaTka, Ao6aBOYHble NOJIOBbIe Xese3bl, XEeHCKMe MOJIOYHbIe Xenesbl, npeacTaresibHas Xenesa, Mo4YeBoi
ny3blpb, AMMQaTnyeckme y3nbl (MpegnoyTuTeNbHO OAVMH NMMAATUYECKUi y3en, oxsaTbiBaloWWiA NyTb BBe-
[eHus, a Apyroii — yfasieHHblil OT NyTh BBeAEeHUSs), nepudepuyeckme HepBbl (CeganuiyHblii Unn 6onblie-
6epLoBbIli) NpeanoYTUTEe/IbHO B HEMOCPEACTBEHHOW 6/1M30CTY OT MbIWL, YacTb KOCTHOrO mMo3ra (u/vnm cee-
XWiA acnupat KOCTHOTO M03ra) 1 Koxa. KnvHuyeckme n apyrve pesynbTaTbl MOTYT 03HauyaTb, YTO CyLlecTByeT
HEe06X0AUMOCTb U3YYEHNS AOMOMHUTESIbHBLIX TKaHel. [Jo/MkHbl 6blTb COXpaHeHb! fitobble Apyrue opraHbl, Ko-
TOopble MOryT 6bITb OpraHaMn-MULLEHSIMU UCXOAS U3 M3BECTHbLIX CBOWCTB UCC/IeAyEMOro BeLlecTsa.

6.4 'McTonaTonornyeckne nccnenoBaHns

MosiHoe rMcTonaToNorMyeckoe UCCcnefoBaHNe COXPaHEeHHbIX OPraHoB U TKaHel Jo/MKHO 6biTb NpoBe-
[leHO Y BCEX XMBOTHbIX B KOHTPO/IbHOV rpynne u rpynne NpUMeEHeHUsl HauBbICLIENR [03bl. V3yyeHne [OKHO
6bITb PaCLUMPEHO Ha XUBOTHBLIX BCEX APYTMX TPy, ecnu B rpynne NpUMEHeHUs BbICOKOW f03bl Ha6noaaT-
CSl UI3MEHEHUsI, CBSI3aHHble C BBEAEHUEM WCCNeayemMoro BellecTBa. Bce cepbesHble W3MEHEeHUsT JO/MKHbI
6bITb BCECTOPOHHE W3YYEeHbl.

Korga 1cnonb3ytloT caTenIMTHYIO rpynny, rMcTonaTtosiornyeckne UccnefoBaHus fOMKHbI GbiTb NpoBe-
[EHbl Ha TKaHAX W opraHax, WAEHTU(ULMPOBAHHBIX KakK OpraHbl-MULLIEHN B 3KCNEPUMEHTaIbHbIX Tpynnax.

7 [JaHHble N OTYETHOCTb
7.1 [aHHble

B oTyeTax fO/MKHbI 6bITb NPUBEAEHbI UHAMBUAYASIbHbIE faHHbIe. [JONOHUTENIbHO BCE AaHHbIE [0/IXK-
Hbl 6bITb CYMMapHO NpefcTaBfieHbl B TaG/AUYHON hopMe C ykazaHUeM A/1si KaXAOW MCMbITyemoii rpynnbl
UMCNa XMBOTHBLIX B HAYae UCC/ef0BaHUS, YACA XMUBOTHbIX, NOTMBLLNX BO BPEMSI UCC/MEA0BaHUS, U Ynicna
XUBOTHbIX, YMEPLLB/EHHbIX U3 TyMaHHbIX COOGPAXEHWIi, a TakKe BpeMs CMepTy UM YMEepLLBEHNUS KaXA0-
O XWBOTHOrO, YMCMO HAGMIOAABLIMXCA CUMMTOMOB TOKCUMYECKUX 3(P(PEKTOB, onucaHue HabnioAaBLUNXCS
CUMNTOMOB TOKCUYECKMX 3(DEKTOB, BK/oUas BpEMsi 06HapPYXeHUs!, NPOAOIKUTENIbHOCTb U TSKECTb /I0BbIX
TOKCUYECKUX 3(PEKTOB, YNCIO XMBOTHBIX, Y KOTOPLIX MPOSIBUANCH MOPAXEHUS, TUM MOPAXEHU U NPOLEHT-
HOE COOTHOLLUEHME XNBOTHbIX, Y KOTOPbIX NPOSIBUAICS KaXaplii TUM MOPaKeHNs.

Korga aTo uenecoobpasHo, uic/ieHHble pe3y/bTaThl c/iefyeT OLEeHUBAThL C NOMOLLbLI0 COOTBETCTBYHO-
Lero. o6LENPUHSATOTO CTATUCTUYECKOTO MeToda. CTaTUCTUYECKNE METOAbl U faHHble, KOTOpble HYXXHO Npo-
aHanu3MpoBaTb. CiefyeT paccMaTpyBaTh Kak YacTb NiaHa nccnefoBaHums.

7.2 OTyeT 06 UccnegoBaHumn

Wccnepgyemoe BelecTso:

- ousmyeckme CBOMNCTBA, YNCTOTA U PU3NKO-XMMUYECKME CBOMCTBA:
- NAeHTUUKaLNOHHbIEe faHHble.

PactBopuTens (Npy NpUMeEHeHUN):
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- 060CcHOBaHVe BbIGOpa pacTBOpUTENS, €CIN HE UCMO/b3YI0T BOAY.

NabopaTtopHble XNBOTHbIE:

- UCNOMb30BaHHbIe B UCCNEA0BaHUN BUALI/NVHUY;

* KOIMYECTBO, BO3PACT W MO XMBOTHBIX;

* ICTOYHUK NPOUCXOXAEHUSA, YCIOBUA COAEPXKaHUS, KOPM 1 Ap.;

- MHAMBYAYa/IbHblE MacChl TeNa XUBOTHbLIX B HaYasie nccnefoBaHus.

Ycnosusa nccnefoBaHus:

- 060cHOBaHWe BbIGopa ypoBHEW A03;

* onucaHve NOAroTOBKN UCCeAyeMoro BelecTsa Ana BBeAeHVNA/NPUroToBAEHUS KOPMa, Noslyvyaemble
KOHLeHTpauuu, cTabnnbHOCTb U OAHOPOAHOCTL BBOAVMOW CMecH;

* AeTanu npoueaypsl BBEAEHNSA NCCeAyeMOro BELLeCTBa,;

- gocturaemble Ao3bl (Mr/ Kr Maccbl Tena B AeHb), a Takke KoaduumeHT nepeBoga KOHLEHTpaLuu
nccnegyemoro Bewectsa (ppm) B kopMe/NnUTLEBON BoAe K AOCTUraemoii fo3e, ec/in NprMeHUMO;

mOCOBEHHOCTM KayecTBa KopMa 1 BoAbl.

PesynbTaTth!:

- Macca Tena/M3amMeHeHuss macchl Tena;

* noTpebneHne kopma v BoAbl, €C/IM NPUMEHUMO:

- flaHHble O BbISIB/IEHHOM TOKCMYeCKOM 3adhdhekTe B 3aBUCUMOCTU OT NOMa U YPOBHS A03bl, BKIOYas
CUMMTOMbI UHTOKCUKALUN:

* npupoAa, TAXEeCTb U ANNTENIbHOCTb KIMHNUYECKUX CUMMTOMOB (SBASOTCA 06paTyMbIMU UK HET);

- ohTanbMoIorMyeckoe obcnefoBaHue;

* remMaTtonornyeckme nuccnefoBaHns ¢ COOTBETCTBYIOLMMM 3HAYEHNSAMU B HaYasle nccnefoBaHns;

- KNVHMYeckne uccrefoBaHna GMOXMMUKM C COOTBETCTBYIOLLMMU 3HAYEHUSIMU B Havane uccnenosa-
HUS:

- KOHeYHas Macca Tena, Macca opraHoB 1 BECOBble COOTHOLLEHUS opraH/macca Tena:

* JaHHble BCKPbITUS;

- nogpo6bHoe onucaHne BCexX rmcTonaTosIorMyecknx nccnefoBaHuii;

* JaHHble NOrNOWEHNS NPU HASTMYNK;

- cTaTucTUyeckas obpaboTka pesynbTaToB, B Cilyyae Heo6XxoAVMOCTH.

Ob6cyxaeHne pesybTaTos.

3aknoyeHus.
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