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MNpepucnosue

Llenn, ocHoBHble NMpUHLMMbI 1 06LMe NpasBwuia NPoBeAeHNs paboT NO MeXrocyapCTBEHHON CTaHAapTu-
3aumn yctaHoBsieHbl TOCT 1.0 «MexrocyfapcTBeHHas cuctema craHgaptusauun. OCHOBHbIE MOJIOXEHUS» U
FOCT 1.2 «<MexrocyaapcTBeHHas cuctema ctaHgapTusanmn. CtaHaapTbl MeXrocyaapCcTBeHHble, npasuia v peko-
MeHZauuy no MexrocyAapcTBeHHON cTaHgapTusaumn. Mpasuna paspaboTku, NPUHATASA, 0OHOBMIEHUST N OTMEHbI»

CBepeHusa o cTaHgapTe

1 NOArOTOBJ/IEH ®eaepanbHbIM rOCYyAapCTBEHHLIM YHUTApPHbIM Npeanpustuem «Bcepoccuiickuii
Hayu4HO-M1ccneoBaTebCkNii LeHTP cTaHjapTusaummn, nHdopmaunm n ceptugmkannm coipbs, Mmatepmanos v
BelecTs» (Pryrn «BHNLICMB»), TexHnyeckum kommuteToMm no ctaHgaptusaunm TK 339 «be3onacHoCTb Cbl-
pbsi, MaTepuanoB 1 BelecTB» Ha OCHOBE COBCTBEHHOro nepeBoja Ha PYCCKUIA 3blK @HTN0A3bIYHON BEPCUM
[JOKYMEHTa, YKasaHHOro B MyHKTe b

2 BHECEH ®egepanbHbiM areHTCTBOM M0 TEXHUYECKOMY PerysiMpoBaHuio U METPOsIornmn

3 MPUHAT MexrocygapCTBEHHbIM COBETOM MO CTaHgapTuM3auuu, MeTposorun un ceptudumkauuu
(npotokon ot 30 mas 2014 r. No 67-I1)

3a NpuHATME NPOrosI0CoBasIN:

KpaTtkoe HaviMeHoBaHWe CTpaHbl Kos cTpaHbl no MK CokpallieHHoe HaMMeHoBaHne HaLWoHaIbHOro opraHa
no MK(MCO 3166) 004-97 <ACO 3166) 004-97 no cTaHgapTU3aummn
AsepbaiigxaH AZ AsctaHgapT
ApmMeHuns AM MwuH3akoHOMUKN Pecny6nuku Apmexus
Benapycb BY lFocctaHgapt Pecnybnukn Benapycb
KasaxcTtaH Kz loccTaHpapT Pecny6nukn KasaxctaH
Kuprususa KG KbipreisctaHgapt
Mongosa MD Monposa-CtaHgapTt
Poccus RU Poccrangapt
TagKukmctaH TJ TagxukctaHgapt
TypkmeHus ™ FnaBroccnyx6a «TypKkMeHCTaHaapTAapbl»
Y36ekucrtaH Uz Y3ctaHgapTt
YkpaviHa UA MWH3KOHOMPAa3BUTUA YKPanHbI

4 Tpuka3om PefepanbHOro areHTcTBa No TEXHUYECKOMY peryimpoBaHuio U MeTposiornmn oT 3 oKTabps
2014 r. Ne 1269-cT MexrocyfapcTBeHHblli ctaHgapT TOCT 32636—2014 BBefeH B AeiCTBME B KaYecTBe Ha-
LunoHanbHoro ctaHgapTa Poccuiickoli ®egepauum ¢ 1 nioHs 2015 .

5 HacTtoswmii ctaHaapT AEHTUYEH MexayHapogHomy aokymeHTy OECD. Test No. 413:2009 «Cy6xpo-
HUYyeckas MHransyMoHHas TOKCMYHOCTb: 90-gHeBHOe uccnegoBaHue» («Subchronic Inhalation Toxicity:
90-Day Study», IDT).

HanmeHoBaHue HacTosLlero ctaHjapTa U3MEeHEHO OTHOCUTE/IbHO HauMeHOBaHUSA yKa3aHHOro mMexnay-
HapoAHOro AoKyMeHTa Ans npusefeHus B cootsetcTeme ¢ FOCT 1.5 (nogpasgen 3.6)

6 BBEJEH BINEPBbIE

7 NMEPEN3OAHVE. Maii 2019 r.
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WNHbopmaLuus o BBefeHUN B AeicTBME (NpekpalleHun AeiicTBMA) HaCcTosAWero ctaHgapra u usme-
HEHWUI K HEMY Ha TEPPUTOPUMN yKa3aHHbIX Bbille rocyaapcTB Ny6aMKyeTCs B ykasaTensixX HauuoHasIbHbIX
CTaHAapToB, U3gaBaeMbiX B 3TUX rOCyAapcTBax, a Takke B CeTu VIHTepHeT Ha cailTax COOTBETCTBYIO-
LLMX HaLMOHa/IbHbIX OPraHoB NO cTaHgapTu3auuu.

B cnyyae nepecmoTpa, U3MEHEHMSA WAN OTMEHbl HacToslW ero cTaHjapTa COOTBETCTBylOL as
nHdopmauua 6yaet onybnmkosaHa Ha opULMaIBHOM NHTEpPHeT-caliTe MexrocyfapCTBEHHOro coseTa
no ctaHgapTusaynun, MeTponornuu n ceptTudukaLmm B katanore «MexrocyfapcTBeHHble CTaHgapTbl»

CtamgapTuHdopm. opopmnerne. 2015. 2019

B Poccuiickoii ®efepaluy HaCTOALWMIA CTaHAAPT HE MOXET 6biTh MOMHOCTLIO UK
YacTMYHO BOCMPOU3BEEH, TUPaXKMPOBaH 1 pacnpocTpaHeH B KayecTse ouLmanbHOro
u3gaHna 6e3 paspelleHuss defepasibHOr0 areHTCTBa Mo TEXHUYECKOMY perynpoBaHuto
1 MEeTpooriun
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BeBepeHune

[aHHoe nepecMoTpeHHoe PykoBOACTBO No ucnbiTaHuio 413 (TI 413) 66110 pa3paboTaHo Ans TOro, YTo-
6bl MOIHOCTHIO OXapaKkTepm3oBaTb TOKCMYHOCTb UCCeAYEMOro npenapaTa npu MHransuMoHHOM NOCTYNIeHNN
B TeUYeHne cyOXpOHNYECKOro BO3AeiCTBMSA NPOAOMIKMTENbHOCTLI0 90 AHeld, a Takke o6ecneynTb HageXHbIMK
JaHHBLIMW 7151 KONIMYECTBEHHbIX OLLEHOK pUCKa BfbIXaHus.

[lo npoBefeHnA nccnefoBaHus B LiesIAX NOBbIWEHUS kKayecTBa UCCe0BaHNa U MUHUMU3auMm UCnosb-
3yeMbIX XUBOTHbIX UCMblTaTeNbHOM NabopaTopum fo/mkHa ObiTb pacCMOTpeHa BCA AOCTYNHas MHopmMaums
06 nccnegyemom npenapate. ViHhopmauwusa, kotopas NMOMOXeT B BblGope NOAXOAALMX KOHLEHTpaumWin mc-
NblITAHUSA. MOXET BK/IOYaTb UAEHTUYHOCTb, XMMUYECKYIO CTPYKTYPY U PU3MKO-XMMUYECKMEe CBOWCTBa Mccne-
Ayemoro npenapara; pesynbTaTbl A6bIX in Vitro uax in vivo ncnbiTaHnii TOKCUYHOCTY; Npegnonaraemoe(bie)
1cnonb3oBaHne(s) N BEpOSTHOE BO3AeENCTBME Ha YesoBeka; AOCTYMHble AaHHble (Q)SAR u TOKcukonoruye-
CKMe AaHHble CTPYKTYPHO POACTBEHHbIX BELLECTB; a Takke AaHHble, MOoMyYeHHbIe U3 APYTrUX UccnefoBaHuni
NOBTOPHOrO BO3AeicTBusA. Ecnn B xode uccnefoBaHns OXuiaeTcs WM HabnogaeTcs HelpOTOKCUYHOCTD,
pyKkoBOAMTENb WCCMeA0BaHNA MOXEeT BblopaTb BK/IOUYEHVWE MOAXOAALUMX OLEHOK, Takux Kak pyHKLMOHamb-
Has HabnwgaTtenbHan 6atapes (PHB) 1 usmepeHne gBuraTenbHON aKTUBHOCTU. XOTA onpefesieHne BpeMeHN
BO3[eCTBMA MO OTHOLUEHWIO K KOHKPETHbIM WCCNefoBaHNAM MOXET ObiTb KPUTUUECKUM, BbINOSIHEHUE 3TUX
[ONONHUTENBbHBIX MEPONPUATUIA He AO0/MKHO HapyLlwaTb OCHOBHOW NiaH nccnefoBaHus.

PacTBOpbl arpeccuBHbIX UM pasgpaxarlmx uccnegyemMbix npenaparoB MOryT 6biTb UCMbITaHbl Npu
KOHLEHTpauusax, KoTopble AaayT Xenaemy cTeneHb TOKCMYHocTu (cm. GD 39 [3]). Mpu BO3AeCTBUM ITUX
npenapaToB Ha XWBOTHbIX LefeBble KOHLEeHTpauun AO/MKHbI ObiTb AOCTATOYHO HWU3KUMMW, YTOObI HEe BbI3BaTb
3ameTHoli 60 u gucTpecca, HO AO0CTATOYHbIMU, YTOObI MPOANTL KPUBYH «KOHLEHTpauus — OTBET» A0
YPOBHE, KOTOpble AOCTUTaloT PEryIATOPHON M HaYUYHOW Lenn UcnbiTaHUs. 3TN KOHLLEHTpaLMU JO0/MKHbI OblTh
BblOpaHbl B UHAMBUAYATbHOM NOPAAKe, NPeAnoYTUTENBHO HA OCHOBE afiekBaTHO pa3paboTaHHOro ucciepno-
BaHWA Mo onpejeneHunio gvanasoHa 03, KoTopoe faeT MHopMaL o OTHOCUTENIbHO KPUTUYECKON KOHEYHOWA
TOUKM, N06Oro nopora pasfpaxeHus n BpeMeHn HacTynneHns. OcHoBaHue A1 Bblbopa KOHLEHTpaLUn JOXK-
HO 6bITb NPefoCTaBNEHO.

Ymuparouime XUBOTHbIE WU XUBOTHbIe, SBHO WCMbITbiBawOWMe 601b WM NoKasbiBatoLne MpU3HaKu
TAXENOoro U NPooMKUTENBHOIO AUCTpecca, A0/MKHbI ObITb T'YMaHHO YMepLLB/EHbI. YMUPAOLWMX XUBOTHbIX
YUUTBIBAKOT TakUM Xe 06pa3oM, YTO M XMBOTHbLIX, KOTOPble YMUPAIOT BO BpeMs WCMbiTaHusA. Kputepun ans
NPVHATUA pelleHns 06 yMepLLBAEHUN YMUPAKOLWNX UK TAXENO CTpajalowwmxX XMBOTHbIX U pekomeHgauum
no pacnosHaBaHWio NPOrHO3MpPYyeEMON nan npubanxaroLeiica cMepT paccMaTpMBaloTCs B PyKOBOAALLEM [0-
KymeHTe O3CP 0 rymMaHHbIX KOHEeYHbIX TouKax [4].
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M E XX I OCVY A4 APU CTUBEHH bl 7 CTAHAOAPT

METOZbl NCMNbITAHUSA MO BO3LAENCTBUNIO XUMUUECKON MPOAYKLNMN
HA OPTAHN3M YEJTOBEKA

Cyb6XxpoHMyeckasi MHransaLMoHHast TOKCUYHOCTb:
90-aHeBHOE nccnegoBaHune

Methods of testing the chemicals of human hazard.
Subchronic inhalation toxicity: 90-Day study

fata BBegeHns — 2015—06—01

1 O6nacTb NpUMEHeHUs

[laHHoe nepecMoTpeHHoe PykoBOACTBO No ucnbiTaHuio 413 (TI 413) 66110 pa3paboTaHo A1 Toro, YTo-
6bl MNOTHOCTLIO OXapakTepn3oBaTb TOKCUYHOCTb UCCNEAYyEMOro npenapaTa npu UHrassMoHHOM NOCTYN/IEHNN
B TeYeHne CyOXPOHNYECKOro BO3AeicTBMA NpogomxuTenbHoCTbo 90 AHeld, a Takke obecneunTb HagexXHbIMK
OaHHbIMW ONA KO/IMYECTBEHHbIX OLLEHOK pucka BAbIxaHusA. pynnbl n3 10 camuyoB 1 10 camMoK rpbi3yHOB Mofa-
BepratoTcsa 6 4 B AeHb B TeyeHue 90 gHelt (13 Hepn) Bo3aelicTBUIO: @) nccnedyemMoro npenaparta npu Tpex unm
60nee ypoBHAX KOHLEHTpauumn, 6) oTnnbTPOBAHHOIO BO3AyXa (HeraTuBHbIA KOHTPOb) WKWK C) pacTBOPK-
Tensa (KOHTPosb pacTBopuTens). XXMBOTHbIE, Kak MpaBn/o, NOABEPralTca BO3AENCTBUIO 5 AHEl B Hegento, Ho
Takke JONYCTUMO BO3feiicTBME B TeueHne 7 aHeli B Heaento. CaMLoB U CaMOK UCTbITbIBAKOT NOCTOAHHO, €C/Nn
M3BECTHO, YTO OAVH Nosn 6onee NoABEPXEH BO3AEVCTBUIO AaHHOIO Mccneayemoro npenapara, To ocobu moryT
noasepraTbCsi BO3AEWCTBMIO NPU Pa3/iyHbIX YPOBHAX KOHLEHTpauun. 3TO PYKOBOACTBO NO3BONSAET PYKOBO-
ANTeno nccnefoBaHns BKIOUYATL BCroMoraTesibHble (DEBEPCUBHbIE) FPYMMbl MPOMEXYTOUHbIX YMEPLLBAEHWIA,
6poHxoanbBeonspHoro nasaxa (BAJT), HEBPONOrMYECKUX UCMbITAHWUIA, & Takke AONOMHUTENbHbIX OLEHOK Ku-
HVMYeCKOl NaToNorMn 1 rMcToNaToIOrMYEeCcKNX OLEHOK /18 TOro, YTo6bI /lyylle oxapakTepn3oBaTb TOKCUYHOCTb
ncecnegyemoro npenapara.

PykoBogactBo O3CP nepuoguueckyu nepecmatpuvBalT C yYeTOM [AOCTUXKEHWIA Hay4YHO-TEXHUYECKOro
nporpecca, CoOobpaKeHnii 3alnTbl XXMBOTHBIX N U3MEHEeHN HOpMaTUBHbIX TpeboBaHuii. VicxogHoe PykoBog-
cTBO 413 (TG 413) N0 MCMbITAHNIO CyOXPOHMYECKOTO BAbIXaHNs 6b110 NpuHATO B 1981 rogy [2]. TG 413 6bi10
nepecMoTPEHO C YYETOM COCTOSIHWUSA HayKu U ANS COGM0AEHUS AeACTBYIOWMUX N OXUAAEMbIX HOPMATUBHbIX
TpeboBaHuii.

WccnepnoBaHnsa Cy6XpOHNYECKOW UHTANIALMOHHON TOKCUYHOCTM B OCHOBHOM MCMOb3YIOT A5 NONYyYEHNA
PerynsTopHbIX KOHLEHTpaLuuii 415 OLEHKMN pucka paboTHMKA B YCIOBUAX CNeunanbHOCTU. Takke OHU UCMOMb-
3YIOTCA A1 OLLEHKU XWU/bS YesloBeKa, TPAHCMNOPTHOrO U 3KOJIOMMYECKOro puUckoB. DTO PYKOBOACTBO AaeT Xa-
pakTepucTuKy BpeAHbIM adheKkTam, KoTopble NPOAB/IATCA NOC/ie NOBTOPHOIO eXeAHEeBHOro NHraALNOHHO-
ro Bo3felncTena nccnegyemoro npenapata B tedeHve 90 gHeli (npubnmsnTtensHo 10 % npofoKMTebHOCTH
XU3HK KpbIC). [laHHble, NOJTyUYeHHbIe U3 uccnefoBaHnin Cy6XpOHNYECKON UHTaNALNOHHOW TOKCUYHOCTH, MOTYT
OblTb UCMOMb30BaHbl AN KONMYECTBEHHbIX OLEHOK pucka v AN Bbibopa KOHUEeHTpauui Ans XPOHUYECKNX
uccnenosanuii. flaHHoe PyKoBOACTBO NO MUCMbITAHWIO CneuuanbHbiM 06pas3om He npefHasHavyeHo Ans TecTu-
poBaHus HaHomaTtepuanoB. OnpegeneHns, NCnosib3yemble B paMkax faHHOro PyKoBOACTBa MO UCMbITAHUIO,
MOXHO HaliTu B PykoBogacTtee 39 [3].

N3paHue odbuymanbHoe
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2 OnucaHne meToga
2.1 )KNBOTHbIE

2.1.1 Bbibop BUAOB

CnepyeT Ucnonb3oBaTh 340P0OBbIX MOMOAbBIX NOOBO3PE/bIX IPbI3yHOB Havbonee 4acTo NCMob3yeMblX
nabopaTopHbIX NMHKWIA. MpeanoYTUTENIbHO UCMNO/b30BaTh KpbIC. MOryT 6bITh UCMO/b30BaHbI APYre BUAbl, HO
UX NpUMeHeHne TpebyeT 060CHOBaHUS.

2.1.2 NoAarotoBka

CaMKn [OMKHbI 6bITb HEPOXABLUNMU N HebepeMeHHbIMU. Ha feHb oT6opa ANA 3KCNepuMeHTa XUBOT-
Hble JO/KHbI O6bITb B BO3pacTe OT 7 A0 9 Hel. [lnana3oH konebaHns Macchl Tena XMBOTHbIX A1 KaX[oro nona
He fo/hkeH npesbiwatb + 20 % OT cpefHeil macchl Tena BCEeX XMBOTHbIX, 3a4eiCTBOBaHHbIX B UccnenoBa-
HUW. OTAENBHO KaXAoro nona. XXMBOTHbIE OTGUPAIOTCS B CNyYaiHOM NOPAAKe M MapKMPYTCS, YTO NO3BOAUT
NAEHTUMLMPOBATL KaXA0€e U3 HUX. Y COAEepXaTcs B KneTkax B TeyeHve 5 AHel fo Havyana vcnbiTaHus ons
aganTtauuy Kk 1abopaTopHbIM YCNIOBUAM.

2.1.3 Ycnosus cofepxaHus 1 KopmaeHus

KMBOTHBIX cnegyeT nomeyatb UHAMBUAYasbHbIMU MAEeHTUMKaTopaMu, ecnm BO3MOXHO, NOAKOXHbIMU
MasikaMu-0TBETUMKaMW. YTOOblI 061erynTb Npouecc HabraeHNs n n3bexaTb NyTaHuubl. Temnepatypa B no-
MeLLLEHUMN C IKCNEPUMEHTASIbHBIMU XUBOTHLIMY A0O/DKHA COCTaBATb (22 + 3) °C. OTHOCUTENbHAA BNaXHOCTb
[omxHa BapbupoBaTbe Mexay 30 % un 70 %. HO 3TO MOXET 6biTb HEAOCTMXMUMO, €CNU BOAA UCMOMb3yeT-
cA B KauecTBe pactesoputens. lNepeg n nocne BO3AEWCTBUA XWMBOTHbIX, KaK NpaBwio, crnedyet cogepxartb
B K/fieTKax rpynnamu ofHoro rnosa u ofHON KOHLEHTPALMM, HO KOSIMYECTBO XUBOTHBLIX HA KNETKY He AO/HKHO
3aTpyAHATb HAGMOAEeHNS 3a KaXAbIM XUBOTHLIM B K/1ETKE U [LO/HKHO MUHMMU3UPOBaTL BEPOSITHOCTb MOTEPb
OT KaHHu6anm3ma 1 60pbbbl. ECNn XUBOTHbIE NOABEPraloTCs BO3AENCTBMIO TONbKO Yepe3 HOC, UM MOXeT
noTpe6oBaTbCA MPUBBLIKHYTL K OrpaHuuuBatoLleli Tpybke. OrpaHuymBatoLie TpyOKU He LO/IKHbI Bbi3biBaTb
Y XWUBOTHbIX (DU3MYECKMI MM TeMnepaTypHbIii cTpecc uan NpuBoAMTbL K NoTepe noABwxHocTM. Cpeactsa
MEeXaHWYeCKOoro yaepXnBaHnss MOryT MOB/MATL Ha hmanmonornyeckne 06bekTbl UCCeLOBaHNS, KaK. Hanpu-
Mep. Temnepartypa Tena (runeptepmusi) Wuam MUHYTHbIA 06bEM NEeroyHoli BeHTunsAumMn. Ecnm gaHHble no-
KasblBaloT. YTO NMOA06HbIE U3MEHEHNSA He ABMAIOTCA 3HAYMMbIMM, TO afganTauns K orpaHnunBaroWwum Tpyokam
He ABNsieTcs Heo6XxoAMMON. XXMBOTHbIX, MOABEprarLLMxca BO34ECTBMIO a3p030/eM Yepes Bce Teno, cnegyet
cofepxaTb UHAMBMAYANIbHO Ha MPOTSHKEHUM nepuofa 3KCMo3uuumn, Ytobbl ybepeub UX OT MPOHWKHOBEHUS
TeCTMPYEeMOro aspo30/1s Yepes WepcTKy NapTHepoOB Mo k1eTke. MoryT cnonb30BaTbCA TPAAULNOHHBIE Y NPO-
BepeHHble nabopaTtopHble AMeTbl, 3a UCKIYEeHVEM nepuoga 3KCNo3uuMU MCNbITbiIBAEMOro npenapara, BO
BPEMS KOTOPOro A/191 XXMBOTHOTO HEO6XO0AMMO 06EeCNEeUNTb HEOTPaHNYEHHOE KONMMYECTBO NMTbEBOIN BOAbl. OcC-
BelLleHNe [0MKHO 6bITb NCKYCCTBEHHLIM B pexume 12 4 npu cBeTe/12 4 B TEMHOTE.

2.2 NHransfunoHHble Kamepbl

Mpupoaa uccnegyemoro npenapata U npegMeT UcciefoBaHUs A0/MKHbI ObITb YUTEHbI NPW Bbibope MHra-
NAUMOHHONM Kamepsbl. MNpeanovTUTeNbHON MOAenbio BO3AECTBUS ABISETCS BO3AENCTBUE Yepes HOC (OaHHbI
TEPMVH BK/HOYAET BO3AENCTBME «TOJIbKO YEPE3 rOfI0BY», «TOJIbKO Yepe3 HOC», «TOMbKO YEPE3 MOPAOUKY»). DKC-
No3nLMA «TOMBKO Yepes HOC», Kak MPaBuio, NPeAnoYTUTENIbHA NPU UCCNeA0BaHNSAX XUAKUX U TBEPAbIX a3po-
30/1€ii. a TaKkKe N5 1apoB, KOTOpble MOTYT KOHAEHCMPOBATLCSA M 06pa3oBbIBaTb a3p030/b. CneunanbHble Lenm
nccnefoBaHust MoryT GbITb OCTOBEPHEE AOCTUTHYTHI NMPU MOZeNn BO3AEeNCTBUSI «Yepes BCE TeN0», HO Npume-
HeHue Takoi MOAENMN AO/KHO ObITb 060CHOBAHO B 0TYeTe 06 UccnefoBaHMU. YTo6bl 06ecneunTs aTMOCHEPHYHO
CTabunbHOCTb NPU MCNOML30BaHMN Kamepbl 419 BO3AEWCTBUS «4epes BCe Teso», 06N «06beMs» NCNbITyEMbIX
XMBOTHbIX He A0/DKEH npeBbiwath 5 % oT o6bema kamepbl. MeToavka BO3AEeNCTBUM «TONbKO Yepes HOC» U «ye-
pes3 Bce Teno», a Takxe UX NoNoXUTeNbHbIE U OTpULaTe IbHbIE 0COOEHHOCTY OTpaxeHbl B GD 39 [3).

2.3 NiccnepoBaHne TOKCUYHOCTU

2.3.1 lMpepenbHble KOHUEHTPaLUUn

B oTnune oT nuccnepoBaHuii 0CTPOI TOKCUYHOCTH, B UCCNIeA0BaHUSAX CYOXPOHNYECKO NHFaNALVOHHOM
TOKCMYHOCTU ONpefenieHHoro npefena KoHUeHTpauuii He cywecTByeT. MakcumasnbHO TecTupyemas KOHLeH-
Tpaumsa foMmKHA yunTbiBaTh: 1) MaKCUMasibHO AOCTVXKMMYIO KOHLLEHTpaLmMio. 2) Npy BO34eNCTBUN Ha YefoBeka
YPOBEHb, NPV KOTOPOM pa3BopaynBaeTcs Hanbonee HebNaronpusATHLIN cleHapuii, 3) He06XxoAMMOCTb Nnoaaep-
XUBaTb COOTBETCTBYIOLMIA 06BEM KUCopoga u/nunm 4) coobpaxeHns o 3aLuTe XXUBOTHbIX. B 0TCYyTCTBME AaHHbIX
0 npefenbHbIX KOHLEHTPauMaxX MOXHO MCMONb30BaTh NpefesbHble KOHLEeHTpauun Ans OCTPOA TOKCUYHOCTH
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CornacoBaHHOW Ha rno6anbHOM YPOBHE CUCTEMbI Knaccuchmkauum  MapkmpoBKk/A Xxumuyeckux sellects OOH
(To ecTb BNIOTb 10 MaKCMMasibHOW KOHUEHTpauuu 5 Mr/n ana asposoneit, 20 mr/n agns napos n 20,000 ppm
ana rasos): cM. GD 39 (3). Ecim npu TecTMpoBaHnmn rasos UK BbICOKONETYUNX UCCnedyeMbix npenapartos (Ha-
npvMep. XaponoHmxatLine cpefcTsa) BO3HMKNA HEOOXOAMMOCTb NPEBbLICUTL 3TN NpefesibHble KOHLEHTpa-
Luuun. cnefyet npusectu obocHoBaHve. MNpefenbHas KOHLEHTpaLMs f0/MKHA Bbi3blBaTb SAIBHYI0 MHTOKCUKaLNIO,
He NpuBOAA K Ype3MepHOMY CTPECCY Y XMBOTHbBIX Y HE BMSA HA NPOAO/IKUTENBHOCTL NX XN3HW (4).

2.3.2 ViccnepoBaHne no onpejesieHnto ananasoHa 403

Mpexae yem NPUCTYNUTL K OCHOBHOMY UCCNEA0BAHNI0, MOXET BO3HWKHYTb HEe06X04MMOCTb B onpege-
NIeHUn grnanasoHa KoHUeHTpauuid gns uccnegosanunsa. OnpefenieHvie gnanasoHa KOHUEeHTpauui ana nccne-
[oBaHuA aBnseTcs 60nee NONHbIM, HEXeNN BU3yaslbHOE U3yYeHne, MOTOMY YTO OHO HE OrpaHMyeHo 0T6opoM
KOHUeHTpauuii. MHdopmaums, nonyyeHHaa B pesynbTate onpefeneHns gnanasoHa KOHUEeHTpauui gns wvc-
cnefoBaHNA. MOXET MOMOYb NMPOBECTV OCHOBHOE McCnefoBaHve 6osnee ycnewHo. OnpefeneHve gnana3oHa
KOHLeHTpauunii Ana uccnefoBaHUs MOXET, Hanpumep, faTb UHOpMauMio 06 aHanUTMYecknx meTogax, 06
n3MepeHnn yactul, 06 o6HapyXXeHUN MeXaHM3MOB WMHTOKCUMKALMW, AaHHble KIUHWYECKOW naTtonoruM wu rv-
CTONAaTOo/IONMN. pacyeTbl, KakumMu MoryT 6biTb koHUueHTpauun NOAEL (ypoBeHb OTCYTCTBMA Habniogaemoro
BpPEeLHOro BO3AEWCTBUS NOCNe BBEAEHWS BELLECTBa, ABMSETCA MaKCMMasibHOM 0301, He Bbi3biBatoLei 06-
Hapy»XvBaemoro BpegHoro Bo3geincTena Ha 340poBbe) 1 MTC (MMHMManbHasa ToKkcuyeckas KOHUeHTpauus) B
OCHOBHOM MccnegosaHnn. PykoBogutenb UccnefoBaHnsa no onpegeneHnto guanasoHa KOHUeHTpauuin MoxeT
MCMoNb30BaTh /1 YCTAHOB/IEHNA NOPOra pasfpaXeHns AbiXxaTe bHbIX NyTei (Hanpumep, ¢ MOMOLLbI TUCTO-
naTonoruy ApixatenbHblX NyTei, TeCTUpOBaHWe NerovyHoi yHKUMOHaNbLHON Npo6bl UM GPOHX0anbBEONSp-
HbI NaBax) HaVBbICLLYHO KOHLEHTPaLWIo, KOTopas He Bbi3blBaeT CTpecca y XMBOTHbIX U U3MEHeHVA napame-
TPOB. KOTOPblE Hanbosiee NOMHO XapakTepu3yT TOKCUYHOCTb UCCNeAyeMOro BellecTsa.

OnpegeneHve ananasoHa KOHLEHTpaLuuii MOXeT COCTOSITb U3 OAHOr0 Unn 6osiee ypoBHeR KOHLEeHTpa-
umn. He 6onee Tpex camLOB U Tpex camok criegyeT noaseprarb BO3AEWCTBUIO KaXXA0ro YPOBHSA KOHLEHTpa-
umu. OnpepeneHne fuanasoHa KOHLEHTPaLUW OMKHO ANNTLCA He MeHee 5 AHeil. Ho. kak npaBuno, He 6onee
14 pHeil. O60cHOBaHMe BblibOpa KOHLEHTpauun Ans OCHOBHOMO MCCNefoBaHUs HEOOXOAUMO OTPasuTb B OT-
yeTe MO OCHOBHOMY MCC/efoBaHui0. Lienb OCHOBHOroO nccnegoBaHnsa — yCTaHOB/EHNE 3aBUCUMMOCTU «(KOH-
LeHTpaLmMsa — OTBET», 6a3UpyLNiics Ha OCHOBE Hanbosee YyBCTBUTE/bHbIX NoKasaTenei. Hu3knii ypoBeHb
KOHLieHTpauun B ngeane He JO/KEH Bbi3blBaTb Hab/mogaemMoro Tokcuyeckoro adpcpekTa, Torga kak BbICOKUIA
YPOBEHb KOHLEHTpaLuuu AO/HKEH Bbi3blBaTb ABHYK TOKCUYHOCTb, HE MPUBOAA K Ype3MEpPHOMY CTPECCY Y Xu-
BOTHBIX U HE BNVAS HA NPOAO/MHKUTENTbHOCTb UX XWU3HN [4].

Mpy BbIGOPE YPOBHS KOHLEHTpauuu Ans onpejeneHns guana3oHa KOHLEeHTpauuii BCA MMeloLancs nH-
dopmauusa. BkYasa faHHble 0 3aBUCUMOCTH akTVBHOCTW npenaparta OT CTPYKTypbl BELeCTBa W faHHble no
CXO4HbIM XMMUKaTaM, AO/KHA ObITb yuTeHa (cM. O6nactb npumMeHeHust). OnpegeneHve gnanasoHa KOHLEeH-
Tpauuii MoxeT noaTeepxaaTb/onpoBepratb TO. Kakue nokasaTeny ABAATCA Hanbonee YyBCTBUTENbHLIMY,
Hanpvmep MHrM6upoBaHWe XONMHAcTepasbl 48 opraHodocdaros, o6pa3oBaHne MeTaremorniobuHa nytem
3PUTPOLUTOTOKCUUYECKUX areHToB, TUPeouaHble TopMoHbl (T3. T4) AnA TMPEOTOKCMHOB. 6enok. LDH nnn Heii-
Tpodhunbl B 6pOHX0aNbBEOIAPHOM NaBaxe A1A 6e3BpefHbIX N10XOPacTBOPUMBIX YaCTUL, UM a3po3osieit ¢
NIeroyYHo-pasgpaxatoLymm geincTemnem.

2.3.3 OcHOBHOEe unccnegosaHune

OCHOBHOE MccnefoBaHe CybXpOHUYECKO TOKCUYHOCTMW, Kak NMpaBuio, BKIOYAET TPU YPOBHA KOHLEH-
Tpauumn. a Takke 04HOBPEMEHHO HeraTuBHbIA KOHTPO/b (BO34YX) W/WIN KOHTPO/Ib PacTBOpMTENs Npu HeobXxoau-
mocTn. CnefyeT UCMofb3oBaTb BCE UMEKOLMECH AaHHble, YTOObl CNOCO6GCTBOBATL BbIOOPY COOTBETCTBYHOLLMX
YPOBHEV BO3AeCTBUSA, BKIOYas pesynbTaTbl CUCTEMHbIX UCCNe0BaHN TOKCUYHOCTH, MeTaboIn3m 1 KWHETUKY
(ocoboe BHUMaHWe crnefyeT yAenuTb TOMy, Y4TOObl n3bexaTb BbICOKUX YPOBHEN KOHLeHTpauuu, KoTopble Ha-
CbILLAOT KMHEeTUYeckne npouecchl). Kaxpgas skcnepumeHTasibHasa rpynna BkIOYaeT rpbidyHoB u3 10 camuos
1 10 camok, KoTopble noggepraTca BO3AeiCTBUIO 1cciedyeMoro npenaparta B TedeHve 6 4 B AeHb 5 AHel B
Hezenio Ha ocHoBe nepuoga B 13 Hep (o6Lwias NPOAC/MHKMTENBHOCTL NCCNeoBaHNsA He MeHblue 90 fHeit). XKun-
BOTHble MOTYT NOABEpraTbCs BO3AENCTBUIO Takke 7 fHEl B Heento (Hanpyumep, Npy TECTUPOBAHWUN BAbIXAEMbIX
dhapmaueBTUYECKNX NPOAYKTOB). ECNn N3BECTHO, YTO OAUH Non 6onee YyBCTBUTENEH K BO3AENCTBUIO TECTUPY-
eMOro BelLecTBa, XVWBOTHbIe pasHbiX Nosoe MOryT MoABepratbCs BO3AENCTBUIO Pa3/IMUHbIX YPOBHEW KOHLEeH-
TpauwWii ¢ Lenbio ONTUMKU3NPOBATL 3aBUCMMOCTb «KOHLEHTpaLUusa — OTBeT». Ecnv BO3AeCTBUIO «TOMbKO Yepes
HOC» nojBepraTcs Apyrue Bufpl rpbi3yHOB, NOMUMO KpbIC. TO MOXHO OTPerynnpoBaTb MakCUMasibHYo Npogos-
XUTENBbHOCTb BO3AENCTBUA C Lefbio MUHUMN3NPOBAaTb AUCTPECC, XapakTepHbIi ANna fgaHHoro Buga. B cnyuae,
€CNn NPOLO/MKMTENBHOCTb 3KCMO3MLUM COCTaBNsAeT MeHee 6 y/AeHb Uan nNpu He06XOAMMOCTU MCMOMb3YyeTCs
JonrocpoyHoe (Hanpumep. 22 y/geHb) uccnefoBaHne ¢ BO3AelCTBUEM «Yepes Bce Tenox», cnegyet npuse-
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cTn o6ocHosaHue (cM. GD 39 [3]). Bo Bpems 3Kcnosnuum pekomMeHAyeTcs ronofaHne XMBOTHbIX, €C/IN TOSIbKO
3KCMo3MuMsA He npeBsbllaeT 6 4. Bo Bpems BO3AeliCTBMS «yepes BCe Te0» XNBOTHbIM MOXHO faBaTb BOAy.

BblbpaHHble LeneBble KOHLEeHTpauun 4oMKHblI MAEHTUNLMPOBATL OpraHbl-MULLEHN W MOKa3blBaTb YeT-
KYH 3aBUCUMOCTb «KOHLIEHTpaLusi — OTBET»!

- BbICOKMIA ypOBEHb KOHLEHTPALMUN AO/KEH BbI3biBaTb TOKCUYECKUIA 3DDEKT, HO HE NPUBOANTL K 3aTAX-
HbIM MPU3HaKaM WHTOKCUKaLMKU AN NeTabHOCTU, YTO MOXET NPEenAaTCTBOBATb NPaBWU/IbHON OLLEHKe.

- CpepHuii(e) ypoeeHb(HW1) KOHLeHTpaumn f0MKHbI BbITb MEeXAY HU3KAM W BbICOKMM YPOBHSAMU KOHLLEH-
Tpauuu gnsa rpagaummn ToKCu4eckux atpdexkTos.

- Hu3kuii ypoBeHb KOHLEHTpaLuy AO/MKEH Bbi3biBaTb ciabble adhekTsl nav BoobLie He Bbi3biBaTb NPU-
3HaKOB UHTOKCHKaLMK.

2.3.4 TIpoMeXyTOUYHble yMepLBIeHUs

Ecnu 3annaHmpoBaHbl NPOMEXYTOUHblE YMEPLUBIEHUS, KOMMYECTBO XUBOTHbIX MPU KaxXaoMm BO3feii-
CTBUM [O/KHO 6bITb YBE/IMYEHO HA KONMYECTBO, KOTOPOE A0/MKHO 6bITh YMEPLLBIEHO A0 3aBepLUEHNs uccne-
[0oBaHVA. Jna NpYMeHeHNs NPOMEXYTOUHbIX YMepLLYBAEHWI f0/MKHO 6biTb NpegocTaBneHo 060CHOBaHNe,
a TakXe OHUW A0J/DKHbI 6bITb MPaBWU/IbHO YUYTEHbl B CTATUCTUYECKMX aHanm3ax.

2.3.5 BcnomoraTefibHoOe (peBepcuMBHOE) uccnepoBaHue

BcnomoraTtenbHoe (peBepCUMBHOE) UCCef0BaHNe MOXeT UCMOo/b30BaTbCA ANA HabnwgeHns 3a obpa-
TUMOCTbI0. CTOMKOCTbIO UN OTAANIEHHBIMU MPOSIBIEHUAMM WHTOKCUKALMWM NOCAe 3KCMeprMeHTa B TeyeHue
COOTBETCTBYIOLLEr0 BPEMeHU, HO He 6onee 14 gHeli. BcnomorartenbHble (PEBEPCUBHbLIE) FPYMMbl COCTOAT U3
10 camuoB 1 10 caMok, nofBepraembix BO3Ae/iCTBMI0 O4HOBPEMEHHO C 3KCNEPUMEHTaIbHBIMU XUBOTHLIMU B
OCHOBHOM uccnegoBaHun. pynnbl BCoMoratesibHOro (PeBepCrBHOIO) NccnefoBaHns AO/MKHbI NogBepraTbes
BO3eiCTBMIO UccnedyemMoro npenapara ¢ MakcvMasibHbIM YPOBHEM KOHLEHTpauuu, n npyu Heo6xoaMMocTu
cnefyeTt NPOBOAWUTL OAHOBPEMEHHbIV KOHTPO/Ib BO3AyXa Wunmn cpeasbl.

2.3.6 KOHTpPO/IbHbIE XNBOTHbIE

YXvBOTHbIE B NapannencHoli HeraTMBHOW (BO3AYLUHON) rpynne fO/MKHbI COAepXaTbCs B YCN0BUAX, UAEH-
TUYHBIX TEM. B KOTOPbIX COAEPXaTCA XUBOTHblE B SKCMEPUMEHTA/IbHOW rpynne, 3a UCK/IYEHNEM TOro, Y4To
OHW MofBepralTcs Bo3feiicTBMI0 OTMNLTPOBAHHOIO BO3AyXa, a He uccnegyemoro seljectsa. Ecnm sBoga
unu gpyrasa cybcTaHuma ncnonb3yeTcs B npolecce reHepauun nccnegyemoii atmocdepsbl, B UccnegoBaHve
cnefyeT BKIOYUTL TPYNMy NO KOHTPOJIO Cpefbl BMECTO Ipynrbl MO HeraTuBHOMY (BO3AYLIHOMY) KOHTpOS0. 10
BO3MOXHOCTU B KayecTBe cpefbl ciefyeT Ucnonb3osartb Bofdy. Ecnv B kauecTBe cpefibl UCNob3yeTcs Boa,
KOHTPO/IbHBIX XVBOTHbIX CredyeT noABepraTb BO3AENCTBUIO BO3AyXa NPV TakoM e YpPOBHE OTHOCUTENbHOM
B/TQXKHOCTK, YTO U B UCCNefyemblx rpynnax. Beibop noaxogsiiein cpefpbl AOMKEH ONMPaTbCA Ha COOTBETCTBY-
IOLWUM 06pa3oM MonyYeHHble NpoAbicrblTaTe/lbHble UM PeTPOCNeKTUBHbIE AaHHble. ECM TOKCMYHOCTL cpe-
[bl He 06Llen3BecTHa, PykoBoAMTE b UCCeA0BaHNA MOXET pellnTb NPYMEHNTb U HeraTVBHbIA (BO3AYLHbIN)
KOHTPO/b, ¥ KOHTPO/b CPpefibl, HO 3TO KpaliHe HexenaTtesbHOo. Ecin peTpocnekTBHbIE faHHble NOKa3blBaloT,
4TO cpefia HETOKCUYHA, TO B HEraTUBHbIX (BO3AYLUHbIX) KOHTPO/IbHLIX Fpynnax HeT HeobxoauMoCTy U cnegyet
NPUMEHSATbL TO/ILKO KOHTPO/b cpefbl. Ecnv npegsaputensHoe nuccnefosaHe TeCTUPYEMOro BelllecTsa, BBe-
[EHHOTO B Cpefly, He BbIB/SieT TOKCMYHOCTU, TO M3 3TOFO CrefyeT, 4To cpefa B TeCTUPYEMOI KOHLeHTpauum
HETOKCMYHA U HEO6XOAMMO BbINOSIHEHWNE KOHTPONA cpefbl.

2.4 YcnoBsua npoBefeHnsa nccneposaHnsa

2.4.1 BBefeHue KOHLUeHTpaLuui

YXvBOTHbIE NOABEpPralTCa BO3AENCTBUIO NCCeAyeMOro BeLLecTsa B BUAe rasa, napos, aapo3ons Uim ux
cmecu. Vccnepyemoe usnyeckoe COCTOSHME 3aBUCUT OT OM3NKO-XMMUYECKMX CBOCTB TECTMPYEMOro npe-
napara. BblGpaHHOI KOHLeHTpaumu n/vunu dusmyeckoli Gopmbl, KOTOPble Hanbosiee BEPOSITHO NPUCYTCTBYIOT
BO BPeMs MCMNo/b30BaHNA Uccnesyemoro npenapata. 3epHUCTbIN MaTepuan MoOXeT 6biTb NMOABEPTHYT MeXxa-
HUYyeckMm npoueccam, YTobbl 406UTLCA Tpebyemoro rpaHy/IoMeTpuyeckoro coctasa. flaneHeliluve npasuna
copepxatcsa B GD 39 [3].

2.4.2 TpaHynoMeTpuyeckuii coctaB

Pasmepbl yacTuy, JOMKHbI BbITb ONpeferneHbl A1 BCeX aspo30/eil u AN1s NapoBs, KOTOPble MOTYT KOHAEH-
cupoBatbCs B hopMy aspo3oss. YTobbl 06ecneuntb BO3AENCTBME HA BCE BakHble 06/1acTU AbIXaTe bHbIX NyTel,
pekoMeHAyeTCcs UCMonb30BaHne aspo30/1a C MacCOBbIM CpeAHUM aspoanHamMuyeckum guameTtpom (MMAD) B gua-
nasoHe oT 140 3 MKM C reoMeTpuyeckuM CTaH4apTHbIM OTK/IOHEHVEM (a) B AnanasoHe ot 1.5 ao 3.0 (4J. Cnepyet
NPUAOXNUTL AO/MKHbIE YCUns, YTobbl COBNIOCTY YKa3aHHOe TpeboBaHue; B Cllyyae, ecnv 3T0 HeBO3MOXHO, HE06XO-
[VMMO NpefoCcTaBUTb 3KCMEPTHYIO OLEHKY. Hanprumep, MeTannyeckve YacTulbl B BO3AyXe MOMyT 6biTb MEHbLLLENO
pasmepa, 4eM CTaHAapTHbIE, a Takke 3apsKeHHble YacTuLibl 1 BO/IOKHA MOTYT NpeBbillaTb pasmep CTaHAapTHbIX.
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2.4.3 TlpuroToB/sieHne uccregyemMoro sewecrsa B cpege

B ngeane Tectupyemsblii npenapar cneayeTt UCNbITbiBaTb 6€3 MCnosib3oBaHus cpedbl. Cpesy Heobxo-
AVMO UCMonb30BaTh A1 CO34aHNs COOTBETCTBYIOLLEN KOHLEeHTpauuy nccrefyemMoro BellecTsa v pasMepa
yacTuy, nNpu 3TOM npegnoyteHve otaaeTcs Bode. Ecnu mnccnepyemblii npenapaTt pacTBOpeH B cpefe, ero
CTabunbHOCTb A0/MKHA ObITb yCTaHOBMEHA.

2.5 KOHTpOnb ycnoBuii akcnosuyun

2.5.1 Bo3gyLHble NOTOKN B KaMepe

MoTok BO34yxa, NPOXOAALLMI Yepe3 kamepy BO3AENCTBUSA, [O/MKEH TWaTeIbHO KOHTPO/IMPOBATLCS, He-
NpepbIBHO U3MEPATLCA W PErMCTPMPOBATLCA, MO KpaliHell Mepe exevyacHO B TeUYeHWe KaxAoro BO3AenCTBuS.
MOHWTOPUHT B peaslbHOM BPeMEHU KOHLEHTPaLUN cpefbl UCNbITaHna (M1 BpeMeHHol cTabunbHOCTK) npea-
cTaBnseT co6oii NonHoe n3mepeHne BCex AMHaMUYecKknx napameTpoB 1 NpefocTaBnseT KOCBEHHbIe CpefcTBa
KOHTPO/S BCEX COOTBETCTBYIOLUMNX AVMHAMUYECKUX MapaMeTpoB UHranaunvi. Ecnvm koHueHTpaumsa namepsieTcs
B pexume peaslbHOro BPEMEHU, YyacToTa M3MepeHWs BO3AYLLHbIX NOTOKOB MOXeT ObiTb CBedeHa K OfHOMY
eVHUYHOMY M3MepeHNIo BO3AeiCTBUS B AeHb. Ocoboe BHUMaHWe crefyeT yaenutb, 4Tobbl n3bexaTb BO3-
BpAaTHOrO AblXaHWs B Kamepax TOJIbko Yepes3 Hoc. KoHueHTpauusa kucnopoga Ao/mkHa 6biTb He MeHee 19 %,
a KOHLeHTpaums Yrnekncnoro rasa He Aos/mkHa npesbiwatb 1%. Ecnm ecTb 0OCHOBaHWUS nonaratb, YTO faHHas
HOpMa He MOXeT ObITb CO60AeHa, KOHLEHTpaLuy Kncnopoga 1 yrneknucaoro rasa Ao/mKHbl 6biTb U3MEpPEHbI.
Ecnv usmepeHus B nepsblii AeHb BO3AENCTBMA MOKa3bIBAKOT, UTO KOHLEHTpaLus 3TMX ra3oB Ha Haganexaiiem
YPOBHe, HVKakue AONOMHUTE/IbHbIE N3MepeHns He TpebytoTcs.

2.5.2 Temnepatypa 1 OTHOCUTE/IbHAA BIAXHOCTb B kKaMmepe

TemnepaTypa B Kamepe fAo/KHa cocTaBnsThb (22 + 3) *C. OTHOCUTENIbHYHO B/TQXHOCTb B AblXaTeslbHOW
30HE XMNBOTHbIX NPU BO3AEACTBUSX N «HEpe3 HOC», U «4epes3 BCe Teso» credyeT NPoBepPsATb NOCTOSAHHO U K-
CMpOBaTb KaXAbli Yac B TeYEHWe BCEro BPEMEHW 3KCMO3ULMKU, eCin 3TO BO3MOXHO. OTHOCUTE/IbHasA BRax-
HOCTb AOJ/DKHa npeanoyvTuTensHO coctasnaTh 30 % — 70 %, HO B onpefeneHHbIX cayyasx (Hanpumep, npu
TEeCTMPOBaHUW nNpenaparta Ha BOAHON OCHOBE) AAHHbIN YPOBEHb MOXET 6bITb HEMPUMEHUM UM HE U3MEpPSieM
BC/Ie/ICTBME B3aVMOB/IMSIHNA MCCeQyeMOro npenapara n MeToga UccnefoBaHus.

2.5.3 Viccnepgyemoe BellecTBo: HOMUHaNbHAA KOHLEeHTpauus

Mo BO3MOXHOCTW cnefyeT Habnwaatb U UKCUPOBATH HOMVHAJIBHYHO KOHLEHTPALUIO NpyY 3KCNO3ULMK
B KneTke. HoMWHasIbHas KOHLEeHTpauus — 370 Macca CreHepupoBaHHOrO WCMbITbIBAEMOrO BellecTBa, pas-
6aBneHHas o6LMM 06 bEMOM BO3ayXa, MPOXOAALLEro Yepes UHTaNSALMOHHYI0 CUCTEMY Kamepbl. HoMuHanbHas
KOHLeHTpaunsa He WCnosb3yeTcs Npu ONUCAaHUM 3KCMO3ULMM Ha XWBOTHBIX, HO CpaBHEHWE HOMVHAa/IbHON K
hakTU4ecKkoi KOHUEeHTpaunii No3BONT CyanTb 06 3¢pheKTUBHOCTM reHepaTopa B UCMbITATE/IbHON cucteme u
No3BOSIMT BOBPEMS BbISIBUTb MPOOG/IEMbI B HEM.

2.5.4 Nccnepgyemoe BelecTBO: hakTuyeckass KOHLeHTpauns

dakTnyeckas KOHUEeHTpaums — 3T0 KOHLeHTpauus nccnegyemoro npenaparta B 30HE AblXaHWS XUBOT-
HbIX B MHFaNSALMOHHON kamepe. PakTMyeckme KOHLEeHTpauum MoryT 6biTb NOyYeHbl cneynanbHbIMU MeToaa-
MW (Hanpumep, MeToL0M HeNocpeACcTBEHHOro Bbibopa, afCcopOLMOHHBIM METOAOM UV METOAOM XMMUYECKOW
peakTMBHOCTM U NOCNeAyOWUM aHa/IM30M) UK HecneumanbHbiMY METOAaMm1, HanpuMmep rpaBnMeTpuyeckuii
KanenbHbI aHanun3. Micnonb3oBaHne rpaBUMETPUYECKOro aHanusa A0onyCcTUMO TONbKO A5 OAHOKOMMOHEHT-
HbIX MOPOLLKOOBPAa3HbIX BELLEeCTB B a3p030/1bHON YNakoBKe WK 418 XUAKAX adp030/1eil C HU3KOW 1eTyvecTbio
N [O/MKHO 6bITb NOAKPENAEeHO NpefBapuTesibHO NOJSIyYEeHHbIMU COOTBETCTBYHOLWMUMN CneunanbHbIMU Xapak-
TepucTukamu nccnegyemoro npenapata. KoHueHTpaumio aapo3oas ¢ MHOFOKOMMNOHEHTHOMO MOPOLLKA MOXHO
Takxe onpegennTb C NOMOLLbI0O MeToAa rpaBMMETPMYECKOro aHanusa. B atom cnyyae notpebyloTcs AaHHble
aHanusa, noATesepxjaroLive, 4To COCTaB a3p0o30/1si-BeLlecTBa CX0X C COCTaBOM UCXOHOro matepuana. Eciu
nofo6Has nHpopmaLus He UMeeTcs, MOXET NOTPeboBaTbLCA MOBTOPHbLIN aHann3 nccnegyemoro BellecTsa
(B ngeane, B BO3AYLWIHOM COCTOSIHUMN) B ONpefe/ieHHble BPEMEHHbIE NHTEPBasibl B TEYEHWE BCEro nccneno-
BaHuWs. N5 a3po3o/eil, KOTopble MOryT UCNapsTbCs UK Cy6NMMUPOBATLCS, CnefyeT ykasaTtb, YTo Bce hasbl
cpefbl 6611y nccnefoBaHbl BbIGpaHHbIM METOAOM.

Heo6xo4MMO NO BO3MOXHOCTW WUCNO/Mb30BaTh OAVH U TOT Xe npenapar A/ TeCTUpoBaHuA: uccnegye-
MblIli 06paseLl, JO/MKEH XPAHUTLCA B YCIOBUSAX, KOTOPbIE MO3BOJIAT COXPaHUTL €ro CTeneHb YNCTOTbl, OAHOPOL-
HOCTb ¥ cTabunbHOCTb. [epeq Havyanom uccnegoBaHna HEOOXOAUMMO pacnonaraTb onMcaHUMeM npenapata,
BK/IlOYAsA ero CTeneHb YMCTOTbl W. €C/IN 3TO TEXHUYECKN BO3MOXHO, ero 0603HavyeHue u KOJIMYecTBO BbisiB-
NIEHHbIX B HEM NpMMeceli 1 3arpAsHSAWMX BelecTB. Takme CBeLEeHUS MOXHO HarnsigHo nokasatb ¢ NOMO-
b0 CMeAyioLmX, HO He OrpaHNYnBasACh UMU. JaHHbIX: BpeMS yaepXaHust U OTHOCUTEIbHAs BEMUYMHA MUKa,
MOJIeKy/IipHas macca, noslydeHHas MeTo[oM MaccC-CNeKTPOCKONWM Wau razoxpomarorpaduv, uam gpyrue
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noacyeTbl. XOTs onpeAefieHHO TeCTOBbIX 06pas3LoB He BXOAMT B 0653aHHOCTM UCMbITaTENIbHOW nabopaTopuu,
BO3MOXHO, Liesiecoobpa3Ho NoATBEPANTL CMOHCOPCKME XapaKTePUCTUKK, MO KpaiHel Mepe B OrpaHNyYeHHOM
BuAe (Hanpumep, UBeT, hmanyeckas npupoga v T. a.).

BosgeiicTytoLyto atmocdepy cnegyeT noaaepXunBate B HEM3MEHHOM COCTOSIHMMW, HACKO/IbKO 3TO BO3-
MOXHO. Mprn6op ANA KOHTPONSA B peaslbHOM BPeMeHW, Takoi Kak (DOTOMETPUYECKNIA CYETUMK NS adp030/b-
HbIX YacTuL, AN asposoneli uav obLnin rmApoKkapbOoHHbIA aHanu3aTop A4S NapoB, MOXeT UCMO/b30BaTbCA
NS nokasaTtens cTabunbHOCTY YCNOBUIA 3KCNO3NLMU. DakTUUECKYH KOHLEHTpaLMIo B kamepe cnegyeT nsme-
pATb HE MeHee Tpex pa3 B KaXAblii AeHb 3KCNO3MLMMN Ha KaXA0M YPOBHE 3KCMo3nuumn. Ecavm aTo HEBO3MOXHO
BC/IEICTBME OrpaHNYeHHbIX BO3AYLUHbIX NOTOKOB WWN HWU3KOA KOHLEHTpaumu, 3a Bce BPeMs nepuopa aKcno-
3uummn gonyckaeTtcs oT6op ofHoi nNpobbl. B ngeane atoT obpasel, cneayeT 6path B TeUEHMWe BCEro nepuoga
akcno3uuun. Obpasubl KOHLEeHTpauun Ansa Kasgoi kamepbl He AO/MKHbI OTKTOHATLCA OT CpeAHel KOHUeHTpa-
ummn 6onee yem Ha ¢ 10 % Ana rasos v napos uam * 20 % ANS XUAKUX U TBepAbIX aspo3oneli. Bpema ans
[OCTVXEHNSA PaBHOBECHOMO COCTOAHMA M nepexofa k pacnagy (f 95) HyxHo nameputb 1 3adukcuposaTb. [Me-
pvog BO3AeiCTBUS OXBaTbiBaeT BpeMsi reHepauun nccnegyemoro selectsa. MNpu aTom yuuTbiBaeTcs Bpems,
HeobxoANnMoe 717 AOCTUXKEHUSI paBHOBECHOTO cOoCcTOSIHUSA B kamepe (f95) u nepexoga k pacnagy. VIHCTpykuus
no pacuety 195 cogepxutca B GD 39 (3).

[na cnoxHbix cmeceil 13 rasoB/napoB ¥ aspo3onei kaxgas gasa MOXeT AeMOHCTPMPOBaTb pa3Hoe
noBefeHve B MHransAuMoHHON kamepe. o aToi npuyuHe AnsA kakaol dpasbl (ras/nap wav aspos3osb) cregyet
BbIGpaTh N0 MEHbLUEN Mepe 0fHY VMHAMKATOPHYI0 Cy6CTaHLM0 (aHanuUT), Kak MpaBusio, OCHOBHYHO aKTUBHYO B
nekapcTBEHHO hopme nccnegyemoro npenapara. Korga tectvpyeMblii npenapart ABAsSieTCA cMecbio (Hanpu-
Mep. Mo CoCTaBy), aHa/IMTUYECKas KOHLUEeHTpaumsa Ao/mKHa ObiTb onvcaHa Ansa obLiero coctasa U He TONbKO
AN aKTUBHOIO MHrpejueHTa Uan KOMMNoHeHTa (BelecTsa, onpeAensemMoro npu aHanuse). flononHutensHas
nHdopMauus 0 pakTMYeCKoi KOHLeHTpauum cogepxutca B GD 39 [3].

2.5.5 WNccnepgyemoe BewecTBO: rpaHy/loMeTpMyecknini cocTas

[paHynomeTpuyecknii coctas aspo3osieil cnefyeT onpefenaTb He pexe Yem pa3 B Hefeno AN Kax-
[10T0 YPOBHA KOHLEHTpauun nyTeM MCMosib30BaHNsA KackafHOro uMnakTopa uav anbTepHaTVBHOrO npmbopa,
Hanpumep aspoanmHamuyeckoro cnekrpomeTpa (APS). Ecnm yaacTtcs nokasaTb PaBHO3HAYHOCTb pe3y/ibTaTos,
NOJlyYeHHbIX KackafHbIM UMMNAKTOPOM W anbTepHaTUBHLIM NPUGOPOM, TO AOMNYCKAETCA UCMO/b30BaHMe aflb-
TepHaT!BHOro npubopa B UccnegoBaHum.

BTopoB yCTPOICTBO, Takoe Kak rpaBumeTpuyeckuii unbTp uam umnuHaxep/o6pasosatesib ra3oBbiX ny-
3bIPbKOB. CrieAyeT UCNOo/b30BaTh NapasiesnibHo OCHOBHOMY UHCTPYMEHTY AN NOATBEPXAEHUA 3 EKTUBHO-
CTv ero pa6oTbl. MaccoBas KOHLEHTpaums, NoayyeHHas rpaHy/1I0MeTPUYECKUM aHann3oMm, A0/HKHA HAX04NTb-
CA B pasyMHbIX Npejenax MaccoBOW KOHUeHTpauun, Nosly4eHHOW B pe3ynbTaTe aHanusa paboTbl (OUIbLTPOB
(cm. GD 39 [3]). Ecnm yaacTcsi nokasaTb paBHO3HAYHOCTb Pe3y/bTaToB A/151 BCEX KOHLEHTpaLuuiA, TeCTUPYeMbIX
Ha paHHeM 3aTane uccnefoBaHusA, NPOBeAEHUS fanbHenX NOATBEPXAAILLMX N3MEPEHUIA MOXHO nM3bexaTb.
M3 coobpaxeHunin 3a60Tbl 0 XMBOTHbIX U3MEPEHNA criedyeT NPOBOAUTL TakuM 06pa3om, YTOObI MUHUMU3NPO-
BaTb MoJlyYeHVe HeybeanTeNbHbIX AaHHbIX, YTO MOXEeT NPUBECTU K MOBTOPHOMY MCC/ef0BaHuIo.

OnpegeneHne pasMepoB YacTuy, credyeT BbIMOMHUTL A1 NapoB, eC/in ecTb Nto6as BepOoATHOCTb, YTO
KOHAeHcauus napos BeAeT K 06pa3oBaHNio aapo30/1a UM ecn YyacTulbl 06HapyXeHbl B aTMocdepe napos
C MOTEHLUMaNoM CMeLlaHHbIX thas.

3 Ha6nwgeHns

KnuHnyeckne HabnogeHnsa 3a XWBOTHbIMU cnefyeT NPOBOAWUTL A0, BO BPEMS U MOCne nepuoga aKcno-
3uumn. bonee yacTtble HabnAeHWA MOTyT NOTpe6oBaTbCA B 3aBUCMMOCTU OT peakuun XVWBOTHLIX BO BPeMms
akcnosvuun. Ecnn HabnwaeHnsa 3a XUBOTHbIMU 3aTpyAHEHbI 13-3a UCMO/b30BaHUS CAEPXMBAIOLWNX TPYOOK,
N/I0OXOro OCBELLEHNA B Kamepax A5 BO34eNCTBNA Yepes Bce Tesl0 UK Henpo3payHoli aTMocdepbl, XKMBOTHbIX
cnefyert TwiaTenbHO OCMaTpUBaTh NOcae IKCnosnummn. Habngerns HakaHyHe akcnosuuumn moryT 3admkcupo-
BaTb PEBEPCUBHOCTb MM 060CTPEHME TOKCUYECKNX ah(heKToB.

Bce HabnogeHnsa ukcupyroTca oTAeNbHO N0 KaxAoMy XUBOTHOMY. Korga XWBOTHbIX YMEPLUBAOT U3
ryMaHHbIX COOBPaXEeHN NN Haxo4AT MePTBbIMU, BPEMS CMEPTU criedyeT 3adMKCUpoBaTh Kak MOXHO TOUHEe.

HabntwogeHns B kneTke fO/MKHbI (DUKCMPOBATb U3MEHEHNS Ha KOXe W LIepCTH, riasax u CAn3ncTbix 060-
IoYKax. a Takke B AblXxaTeslbHoM 1 KPOBEHOCHOW cUCTeMax, U3MEHEHWs1 B HEPBHOW cucTeMe, a Takke comaro-
MOTOPHOI akTUBHOCTW 1 B NoBeAeHnn. Mo BO3MOXHOCTY cnefyeT oTMeyaTb pasinuna Mexgy nokanbHbIMU 1
OCTaBLUMMUCA cUCTEMHbIMU achchekTamn. BHMMaHue cnegyeTt HanpaBuTb Ha HaGNIOAEHNS 32 TPEMOPOM, KOH-
BY/IbCUSIMU. C/TIOHOOTAENEHNEM, Anapeeii, anatueld, CHOM M KOMON. Vi3mepeHue pekTanbHOW Temneparypbl
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No3BO/IUT YAOCTOBEPUTLCS B PECHIEKTOPHOM 6PaMNHO3 WU rno/rMnopTePMUN, CBSI3AHHOM C BO3AENCTBUEM
BelecTBa UM 06e3aBMKEHHOCTbI0. [JoNofIHUTENbHbIE HAGNIAEHUS, HanpuMep 3a KUHEeTUKol, GUOMOHUTO-
PVHIOM. NIErOYHbIMU (PYHKLUSIMU, peTeHuueli cnabo pacTBOPMMbIX MaTepuasnoB, KOTOpPble HakanausatTcs
B JIEFOYHbIX TKaHSX, 3a NOBEeAEHYECKMN N3MEHEHUSIMU, MOTYT ObITh BK/THOUEHLI B NPOTOKOJ UCC/Ief0BaHMS.

3.1 Macceol Tena

NHAUBMAYaNbHbIE MACChl XMBOTHOTO AO/KHbI GbiTh 3anucaHbl He3afonro 40 NepBoro Bo3AeicTBUS
(0 peHb), B fanbHelilem ABax bl eXeHefelbHO (HanpumMep, no NATHULAM U MoHeAeNbHUKaM, uyTobbl npoje-
MOHCTPMPOBaTb BOCCTAHOB/IEHME B TEYEHUE BbIXOAHbIX NPV OTCYTCTBUM BO3LENCTBUSA WM B BPEMEHHOM WH-
Tepeasie. NO3BOMAIOWEM OLEHNUTL CUCTEMATUYECKYI0 TOKCUUHOCTL) M B MOMEHT CMEPTU WU 3BTaHasuu. Mpu
OTCYTCTBUM 3h(hpeKTa B TEYeHMe NMepBbLIX 4 HeA, ANs OCTaBLUelcsa YacTu UCCMeoBaHUs Maccy Tena MOXHO
U3MepsiTb eXeHeAeNbHO. BecnomoraTenbHbiX (PEeBEPCHBHBIX) XUBOTHLIX (MPY MCMOMb30BaHUU) CrledyeT npo-
[0/MKaTh B3BELLMBATL €XeHele/lbHO B TeueHne neproga BoccTaHoB/eHus. MNpu 3aBeplueHnn uccnegoBaqus
BCE XMBOTHbIE A0/MKHbI ObITh B3BELLUEHbI HE3a/10/T0 A0 YMEepLLB/eHUsl, YTo6bl 06ecneynTs 06bEeKTUBHbIE pac-
CUMTaHHbIE COOTHOLLUEHWS OpraHa K macce Tena.

3.2 NoTpebneHne NULLM N BOAbI

O6beM NoTpebassemMoli MUK cneayeT UIMepPsITb exeHeaensHo. Takke 06bem NOTPe6IAeMOR BOA4bI MO-
XeT 6bITb U3MEPEH.

4 KnuHun4yeckasa natosiorusi

OnpegeneHvie KMMHUYECKUX NaToNOrnin 4O/MKHO ObITb BbIMOSIHEHO ANA BCEX XMUBOTHbIX, BKIOYAA XU-
BOTHbIX B KOHTPOJ/IbHbIX M BCNOMOraTe/ibHbIX (PEBEPCUBHBIX) rpynnax, Korga oHn ymeplysieHbl. BpemeHHo
VHTepBan Mexay OKOHYaHNeM BO34elCTBUSA 1 COOPOM KPOBY AO/IKEH ObITb 3adMKCUPOBaH, 0CO6EHHO Korga
BOCCTaHOB/IEHNE OPraHOB-MULLIEHUIA MPONCXoAMT 6bICTPO. B3ATMe Npob nocne oKOHYaHUS 3KCNO3MLUK yKa-
3aHO A/19 Tex NnapamMeTpoB C KOPOTKMM NeprvoAoM nosypacnaga nnasmbl (Hanpumep. COHb. CHE, MetHb).

B Tabnuue 1 npuBefeHbl napamMeTpbl KIMHUYECKON naTonorum, uccnefoBaHne KoTopblX, Kak npasuso,
TpebyeTcs BO BCEX TOKCMYECKMX MCMbITAHWAX. AHaIM3 Moyn B O6LLENPUHATON MpakTuke He ABNseTcs 06s-
3aTe/IbHbIM, HO OH MOXET ObITb BbINOIHEH, €C/IN 3TO MOXET ObITb NONE3HbIM B LieNsAX npegnonaraemon nim
Habnaaemoli TOKCMYHOCTM. PyKOBOAUTE/b UCCNEe0BaHNA MOXET BblopaTb A/1 OLEHKN AONOSHUTENbHbIE
napameTpbl, YTOObI 60/1€€ MOMHO OXapakTepu3osBaTb TOKCUYHOCTbL UCCNeAyeMOro BelecTsa (Hanpumep, xo-
nmcTepasa. MMnugbl, rOPMOHbI, KNUCMOTHO-LWEeI04HolM 6anaHc, MeTremMar/iobuH nnu Tenblua XaiHua, KpeaTuH-
KMHa3a. MUenonamno/3apuTpomaHoe COOTHOLLEHME, TPOMOHUHbI, Tasbl B apTeprasibHON KpoBW, NakTataernapo-
reHasa, copoutgerngporeHasa. riayramar gerujporeHasa u ramma rnyramun TpaHcnentugasa).

Ta6nuya 1— MNapameTpbl B CTAHAAPTHOM KIMHWYECKOW naTtonorum

Mapametp ViccneposaHne
Femartonorua

MoacyeT a3puTpOLMTOB MopcyeT obLiero konnyecTsa nekounTos
KoHueHTpaunus remornobuHa MopacueT andepeHLMPOBaHHbIX TENKOLNTOB
CpepHuii apuTpounTapHbIii reMorno6uH MopacueTt TpomM6OLMTOB
CpegHee remaToKpUTHOE YMCO MoTeHuunan ceepTbiBaHUA (BblI6paTb 04HO):
KoHueHTpauua cpefHero aputpoyutTapHoro remornobnHa  MpoTpom6uposaHHoe BpeMs
PeTukynounTsl Bpems HenonHoro Tpomb6onnacTuHa

KnnHuyeckas 6uoxnmmsa

Inioko3a” AnaHuHamuHoTpaHcepasa
O6LwWwuii xonecTepuH AcnapTaTt-amvHoTpaHcepasa
Tpurnuuepugbl LenouHas cocartasa

A30T MOYEBMHbI KPOBYU Kanwii

O6wuii 6uUnNnpy6uH HaTtpwii

KpeaTuHuH Kanbuwii

O6wuii 6enok doccop

AnbBYyMUH Xnopug,

rnobynuH
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OkoH4YaHue Tabnumubl 1
MapameTp Viccnegosaue

AHanns moun (pakynbTaTMBHO)

BHewHuii Bug (4BET 1 MYTHOCTb) O6wuii 6enok
Macca Inokosa

YAenbHblii BEC UK OCMOTUYECKOE AaBMeHne Kpoeb/kneTku kpoBu
pH

* Tak Kak nepuog AIMTENbHOrO rof0AaHns MOXeT NPUBECTU K U3MEHEHMNIO B U3MEPEHUSIX TTH0KO3bl Y 3KCNEPUMEH-
TasIbHbIX XUBOTHbIX MO CPABHEHWIO C XMWBOTHBIMU KOHTPO/IbHOI rPynMbl, PYKOBOAWUTENb UCCNELOBAHUSA JOMKEH ONpe-
[ennTb. LenecoobpasHo N1 noasepraTb XUBOTHbIX rofiody. Ecnu ncnonb3yeTtcs ronogaHue, ero 4anTenbHOCTb JO/MKHA
6bITb HagNexalleli 419 NCNOoMb3yEMbIX BUAOB: A5 KPbIC 3TO MOXET 6bITb 16 4 (HOUYHOE ronogaxue). MiccnegoBaHune
T7II0KO3HOTO FON1I04AaHUSI MOXET GbiTh BbINO/IHEHO NOC/IE HOYHOIO FOI04AHUsSI HA NPOTSHXKEHUW MOCNeHeR 3KCNO3ULMOH-
HOVi HeZleNu UK Nocne HOYHOTO roflofaHus nepes BCKPbITUEM (B MOCNELHEM Cly4aB BMECTE C APYTMMU KTUHUYECKUMM
naTonorMyeckuMmn napameTpamu).

Ecnu ecTb Npu3Haku, YTO HWXHWIA AblXaTefbHblI TPakT (Hanpumep, anbBeosibl) ABNSETCA NEPBUYHbLIM
o4yarom AienoHMPOBaHNA 1 COXPaHeHNs, TO 6POHX0abBEO/IAPHLIA NaBax (BAL) MoxeT ObITb NpeanoyTuTe lb-
HbIM METOZOM Bbl6opa napaMeTpoB KOIMYECTBEHHOTO aHanu3a, rmnoTeTUYEeCcKkM OCHOBAHHbIX Ha «f03a — 3g-
dhekT» 1 chOKYCMPOBaHHbIX Ha albBEONNTE, MY/IbMOHA/IbLHOM BOCNasneHn 1 chocchonunuaax. ATo Nno3sonseT
COOTBETCTBYIOLWMM 06pa3oM unccnefoBaTb afbBEO/IAPHbIE NOBPEXAEHNS, Bbi3BaHHblE U3MEHEeHVEeM [03bl U1
nepuoga Bo3aeicTBuS npenapara. 310 fonyckaeT U3MEHEHMUS A03UPOBOK 1 BbIAEPXEK ANS HAANEXALLEro 13-
MepeHus anbBeoNAPHbIX NoBpexaeHuin. dnaong BAL MoxeT 6biTb NpoaHaIM3npoBaH Ha npegmeT obLiero un
AndhchepeHuMpoBaHHOro nofcyerta feinkoynTos, obLero 6enka v nakratgerngporeHassl. pyrue napameTpsi,
KOTOpble MOTyT 6bITb YUYTEHbI, YKa3blBalOT Ha /IM30COMMbIE NOBpexAeHuns, dochonunuabl, nbpossl 1 pas-
ApaXeHune nnu annerpuyeckoe BocnaseHve, KOTopble MOTYT BK/IHOYATb ONpefeneHns nNpoBOCnanTelbHOro
LUMTOKMHEe3a/xeMoknHesa. Miamepenuns BAL. kak npasunio, JOMNOMHAIOT faHHble TMCTONATo/I0rMyecknx nuccne-
[0BaHWI. HO He 3aMeHSII0T VX. PyKOBOACTBO N0 NPOBELEHMWI0 IEFOYHOrO NaBaxa MOXHO Haitn B GD 39 [3).

4.1 OdTanbMon0rnyecknini ocMoTp

[Nsi BCeX XUBOTHbIX 10 BBEEHUSI UCC/IelyeMOoro BeLecTBa 1 ANs BCEX rpynn, NoABEpriinxcs BbICOKOI
KOHLEHTpALMN 1 KOHTPO/IbHOW NPU 3aBEPLUEHUN UCMbITAHUS, AO/MKHBI NMPOBOAUTLCSA OTabMOMOrMYeCK/e
nccnefoBaHnsa rNasHoro AHa, pedypakunoHHOl cpefibl, PagyXKn, KOHbIOHKTUBbI, UCMOMb3ys ohTanbMOCKon
WU aHaNorMyHoe yCTPOoicTBO. Mpu 06HAPYXEHUN M3MEHEHMIA B r/1a3ax BCE XMBOTHbIE APYTUX FPYNN AO/KHbI
6bITb 06CN1E0BAHbI, BK/IHOUAsi BCNOMOraTe/lbHYy0 (PeBEPCUBHYH) rpynny.

5 Makpockonuyeckasa natosiorMs u macca opraHos

Bce akcnepumeHTasbHbIE XUBOTHbIE, BK/IOYAA TEX. KOTOpble MOrMGAM BO BPEMSI UCC/ef0BaHUs Um
6bIIN U3BATHLI U3 UCCNIEA0BAHNS MO COOBPAXEHNSIM 3a60Tbl O XMUBOTHbIX, JO/HKHbI 6bITh NOABEPrHYThI NOJHO-
My 06EeCKpOBMBAHMIO (ECMU BbINOHUMO) 1 MOTHOMY BCKPbITUIO. 151 K&XA0T0 XUBOTHOTO CefyeT 3aduKcu-
poBaTb BPEMs MeXAy OKOHYAHWEM MOC/IEfHEel IKCMOo3nULMM 1 ero ymepLyBieHuem. Ecim HEBO3MOXHO Mpo-
BECTM BCKPbITUE cpa3y Nnoc/ie 0GHApYXeHWsi NOrMBLLEro XMBOTHOTO, ero ciefdyeT ox1aAnTb (He 3aMOpo3UThb)
npu Temnepatype JO0CTaTOYHO HU3KOM, YTOGLI MUHUMU3MPOBATL pacnag TkaHeli. BCkpbIiTe cnefyeT npoBecTu
Kak MOXHO CKopee, KaK MpaBw/o, B TeYeHUe OAHOTo-ABYX AHell. Bce 3HaUMMble NaToNOrMyeckme N3MeHeHwst
HEeo6X0AMMO 3a(pUKCUPOBATL MO KAXAOMY XMBOTHOMY, 06pallas 0co60e BHUMaHUe Ha U3MEeHEHUs B fblxa-
TEsbHbIX NYTAX.

B Tabnuue 2 npuBefeHbl OpraHbl U TKaHW, KOTOpble ClieAyeT COXPaHNUTb B COOTBETCTBYIOLLEN nuTaTesb-
HOIl cpefie BO BpPeMsi MOJIHOTO BCKPLITUA /1S TMCTONATO/IONMYeckoro uccnefoBaHus. CoxpaHeHue (ynomsHy-
TbIX) OpPraHoB 1 TKaHeli 1 No6GbIX APYTUX OPraHoB OCYLLECTB/ISIETCA MO pPeLleHnio pyKoBOAMTENSE UCCefoBa-
HUsA. OpraHbl, Ha3BaHUsi KOTOPbIX BblAe/eHbl XUPHbIM LIPUGTOM, CriesyeT UCCedb W B3BECUTb BO BIXKHOM
COCTOSIHUM KaK MOXHO CKOpee Moc/e BCKPbITUS, UTOObI M36exaTb BbiCbiXxaHus. LLIUTOBUAHYIO Xenesy u anu-
AnanMMunChl crnefyeT B3BelUMBaTh TO/IbKO N0 HEOGXOAMMOCTM, Tak Kak ucceveHne apTeakToB MOXET 3aTpya-
HUTb FMCTOMATO/IOTMYECKOE MCCe0BaHve. TKaHu 1 opraHbl cnefyeT 3agukcupoBath B 10%-HOM pacTBope
thopmanmHa unu Apyroro COOTBETCTBYIOLLErO (hukcaTopa Kak MOXHO CKOpee Moc/ie BCKPbITUSl, HO HE MeHee
yem 3a 24—48 Y 10 UCCEUEHNS], B 3aBUCHMOCTM OT UCMOJIb3yeMoro gukcatopa.
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Ta6nuya 2 — OpraHbl U TKAHU, KOHCEPBUPYEMbIE B XO€ MAKPOCKOMUYECKO ayToncum

HagnoueuHuku

AopTa

KOCTHbIA MO3r (M[UNK CBEXUiA NYHKTAT)

Mosr (Bkntouas pasfesibl r0O/I0BHOrO MO3ra, MO3XeuoK U
KOCTHbI/A MO3r/MOCT)

Cnenas Kuwwka

Toncrtasa Kuwka

[lBeHafuaTunepcTHas Kuka

[Mpupatkn snuka]l

[Fna3a (ceTuyatka, 3pUTenbHbI HEPB) 1 BEKU]

Befpo n koneHHasa valleyka

XKenuHblit ny3bipb (Npy HaM4uMK)

[FapaepoBbl xenesbl]

Ceppue

MoaB3foLWHas KuLka

ToHKas Kulika

Moukn

[CnesHble xenesbl (4ONONHUTENbHbI rNasHoit)]

lopTaHb (3 ypOBHS, BK/lOYAsi OCHOBY HaAropTaHHUKA)
MeyeHb

Jlerkoe (BCe [0NM OfJHOrO YPOBHS, BK/KOYas rNaBHble
6pOHXM)

JlnmdpaTnyeckne ysnbl U3 061acTvi KOPHA NENToro. cneuym-
anbHO AN NA0X0 PacTBOPUMON 4YacTulbl UCMbITYEMOrO
maTepuana. Ana 6onee noapo6HbIX HabnwaeHwid ninnn
nccnefoBaHuii ¢ MMMYHOMOrM4yeckum HOKycoM MoryT
6bITb PACCMOTPEHbl [OMOMHUTENbHbIE NUMdaTUyYeckne
y3/bl, HaNnpumep W3 MeAnacTUHaNbHbIX, LepBuKanbHbIX/
noAYeNtoCTHbLIX N/MN cnyxoBbix o6nacTei
NumcpaTtnyeckmne y3nbl (Nneprdepuyeckre 0T BXOAHbIX BOPOT)
MonouHas xenesa (KeHckas)

Mebiwuya (6eapo)

HocornotouHble TkaHu [He MeHee 4 ypoBHeli; 1 ypoBeHb
ANSA BKAOYEHWS HOCOT/IOTOYHOTO KaHana M HasanbHO-
accoummpoBaHHoi numdongHoi Tkanu (HAMT)]

Muwesop,

[O6oHATenbHas nykosmual

ANYHNKN

MopaxenypgouHas xenesa

MapawutoBnaHble xenesbl

Mepudpepryecknini HepB (cepanuiHblii nnn 6onbebep-
LLOBbIi. NpeAnoYTUTENbHO B/IM3KMIA K MblLULLE)

rwnoduna

MpepacTaTensbHas xenesa

Mpsmas kuwka

CtoHHbIE Xenesbl

CeMeHHble My3blpbku

Koxa

CnWHHOM MO3r (LepBuUKanbHbIl, cepeAnHo-TopakanbHbli
N NOSICHNYHbI)

CeneseHka

pyanHa

Xenypok

3y6bl

Anykn

306Han xenesa

WntoBnaHas xenesa

[A3bIK]

Tpaxesi (He MeHee 2 ypoBHeli, BkAuUasa 1 NpofosbHYto
CeKLMio, MPoXoasLLyto Yepes Knib, U 1 nonepeyHyio cek-
Lynto)

[MoueTouHuK]

[MouencnyckaTenbHblil kaHan]

MoueBolii ny3blpb

Martka

OpraHbl-MULLEHN

Bce makpockonuyeckne noBpexaeHns n Macchbl

INerkne cnepyeT n3Bneyb 6e3 NOBPEXAEHWUIA, B3BECUTb 1 3adMKCUpOBaTb COOTBETCTBYIOLWUM DUKCATO-
pom nog gasnenneMm B 20—30 CM BOfpl, 4TOGbI 06ecneynTb COXPaHHOCTb /IErOYHON CTPYKTYpbI [5]. Cpesbl
NIeroYHbIX TKaHen AO/MKHbI 6biTb COBpaHbl 415 BCEX A0Meli Ha OAHOM YpPOBHE, BK/OYas rnaBHble 6POHXM, HO
ecnu 6bin BbINOSIHEH NErOYHbI NaBax, A0S, B KOTOPOI He 6bl1 NPOU3BeAEeH NaBax, A0/MKHA ObITb pacceveHa
Ha TPV YPOBHSA (HecepuiiHble cpesbl).

CnepnyeT uccnefoBatb He MEHee YeTbIpeX YPOBHEW HOCOTIOTOUHbIX TKaHel, 0f4Ha U3 KOTOPbIX AO/MKHA BKITHO-
YaTb HOCOT/I0TOYHbIN KaHan, [6], [7]. [8]. [9]. [10], ansA agekBaTHOro o6Cnef0BaHNs CKBAMO3HOM KOCTY, MPOMEXYTOU-
HOTO (HEPECHUYHOTrO AblXaTe/lbHOro), AblXaTeIbHOro (PECHUYHOTO AbIXaTeNlbHOro) ¥ 06OHATENBHOMO ANUTeNns, a
TaKke ApeHaxHoli numdaTuyeckoin Tkawm (HAMT; [10], [11]). CneayeT nccnefoBaTth TPW YPOBHS TOPTaHW, OAWH 13
3TUX YPOBHEW [OMKEH BKIOYATL OCHOBaHMe HagropTaHHuka [13]. CnegyeT uccnefoBath He MeHee ABYX YPOBHel
Tpaxew, BK/OYas NPOLObHOE CeYeHne Yepes Kb 6udpypkaLymn rnaBHoro 6poHxa u 0gHOro NonepeyHoro cpesa.

6 uctonartonorus

IucTonarTonormyeckas oLeHka BCeX OpraHoB U TKaHel, nepeyncrieHHbIx B Tabnuue 2, go/mkHa 6biTb Bbl-
NoSIHEHa A8 KOHTPO/IbHOM Tpynnbl U rPyNMbl BbICOKON KOHLEHTPaLMN U ANA BCEX XMBOTHbIX, KOTOPbIE yMVpatoT
UM yMEepLLBNAIOTCA BO BpeMs nccnefosaHuss. Ocoboe BHUMaHWe cnefyeT 06paTuTb Ha AbIxaTesbHbli NyTb, Op-
raHbl-MULLEHN 1 MaKPOCKONMYeckne nopaxeHusi. OpraHbl U TKaHW, KOTOPbIE UMEOT NMOPaXeHNs B rpynne ¢ BbICO-
KOV KOHLEeHTpauveid, Ao/MKHbI GbiTb 06CNefoBaHbl BO BCEX rpynnax. PykoBogutenb UccnefoBaHns MOXeT npea-
MOYeCTb BbINO/IHEHNE TMCTONATONOINMYECKMX OLLEHOK A5 AOMOMHUTENbHBIX Py, 4To6bl NPOAEMOHCTPUPOBaThL
YeTKW OTKAMK KOHLUEeHTpauun. Korga mcnonb3yeTcsi BCnomoratesnbHas (peBepcuBHas) rpynna, Ao/mkHa ObiTb
BbINOJ/THEHA FMCTOMNATONOrMYecKas oLeHKa A1a BCEX TKaHel 1 OpraHoB, NAEeHTUMMLMPOBaHHbIX MO adhchekTam
B 06paboTaHHbIX rpynnax. Ecan B rpynne cunbHOro BO3AENCTBUSA NMPOUCXOAAT U3BbITOUHbIE PaHHKe CMepTy Unn
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Apyrue npo6/ieMbl, KOTOPbIE KOMMNPOMETUPYIOT 3HAYMMOCTb AaHHbIX, Cneayouas 601ee HU3Kast KOHUEHTpaums
[oMXHa 6bITb 06CNef0BaHa ryctoniatoniornyecxn. CneayeT NonbITaTbCsl COOTHECTU MakKpoCKonuyeckue Habome-
HUSI C MUKPOCKOMMYECKAMI pesyfibTaTamm.

7 [aHHble nccnegoBaHuii u oTyeT

7.1 flaHHble nccnepoBaHni

HeOﬁXO,D,VIMO obecneunTb Vchbopmau,mo 0 Macce Tena, n0Tpe6neva| nmun, KIMHNYECKOl NaTonorunu,
06L|J,e|7| naTosiorMu, Macce opraHoBs v rucTonatosIornn ANA Kax[0ro XvMBOTHOrO. [aHHble KINHNUYECKNX Habnto-
,CI,EHI/IVI cnegyet NOAbITOXUTb B Ta6nmu,e, OTpa)KalOLLl,eVI KO/IMYEeCTBO XNBOTHbLIX B Ka)K,CI,OI7I ﬂO,ﬂ,OﬂbITHOVI rpynne,
KO/INY4eCTBO XUBOTHbIX CO CI'IeLI,VId)VIHeCKVIMVI NPU3HakKaMym MHTOKCUKaunun, KOiM4eCTBO XUBOTHbIX, HaVIAEHHbIX
MepTBbIMN B X04e uUccnenoBaHna nnm ymepLlBiaeHHbIX N0 ryMaHHbIM NMpuinHam, BpeMA CMEepPTU KaXKaoro Xu-
BOTHOro. onmcaHme U ANHaMuUKy noAaBfieHUA NMPU3HaAKOB TOKCUYHOCTU U UX O6paTVIMOCTb, a TakKxke AOaHHble
BCKPbITUA. Bce pe3ynbTartbl, KONMMUYECTBEHHbIE U no6ouYHble, cnepnyet oueHmBaTtb Npy nomMoLin COOTBETCTBYHO-
Lero metofa ctaTmcTMyeckoro aHanusa. Bece o6u_|,enp|/|H;|Tb|e cTaTuctnyeckne Metoabl MoryTt 6bITb UCMNO/bL30-
BaHbl. N CTaTUCTUYECKME MeToabl cneayeTt Bbl6paTb BO BpeMsA niaHMpoBaHNA UccnenoBaHnA.

7.2 OTuyeT 06 uccnegoBaHun

OT4YeT 06 NCNbITAHNY JO/MKEH BKIOYATb CneayoLLyo nHhopmaumio:

JKCneprMeHTasIbHbIe XUBOTHbIE 1 YCNOBUSA WX COAEPXaHWs

- OnucaHune ycnosuii B KeTke, B TOM YnCe: KONNYecTBO (M1 U3MEHeHVe B KOIMYECTBE) XNBOTHbIX B
KneTke, NoAcTunawLwwmii MaTepuasn, Temneparypa okpyxatLlieidi cpefibl 1 OTHOCUTENbHAsA BNAXHOCTb, DOTO-
nepuog. a Takke naeHTudukaumsa gueTol.

- Wcnonb3yemble BuApbl/lUTaMmM 1 060CHOBaHWE 419 UCMO/b30BAHUA BUAOB, OT/IMYHBIX OT KpbiCc. MoryT
6bITb NpefcTaBieHbl UCTOYHUK U UCTOPUYECKME faHHble, eC/IM OHW OTHOCATCH K XXMBOTHbIM, NOABEPrLLIMMCS
BO3,eCTBMIO NPV aHaNOMMYHbIX YC/TOBUSAX BO3AENCTBUSA, COAEPXaHNA 1 ANeTbl.

- KonnuectBo, BO3PaCT ¥ NOM XMBOTHBIX.

- MeTopg paHgomusaLmu.

- OnucaHne Kakux-mbo npeaBapuTesnibHbIX UCNbITaHW KOHAULMOHUPOBAHUS, BKIOYAA ANeTy, KapaH-
TUH 1 nevyeHne 3aboneBaHuii.

Wccnepyemoe BelwecTtso

- ®usnyeckas NpMpoaa, YMCTOTa M NpU HEOBXOAMMOCTH PU3NKO-XUMUYECKME CBOICTBA (B TOM uucne
nsomMepu3auus).

- NpeHTndukaums gaHHbIX U perncTpauvoHHbI HOMep XuMuyeckol pedhepatuBHoi cnyxobl (CAS),
€C/N OH V3BECTEH.

Cpepa

- O6ocHoBaHVe MCNOb30BaHNS PacTBOPUTENS U 060CHOBaHNE BbiIGopa pacTBopuTens (eC/im 3TO He BOAA).

- WcTopuyeckre v conyTCTBYyOLLMNE faHHble, CBUAETENbCTBYIOLME O TOM. YTO pacTBOpUTENb He BAMSieT
Ha pe3ynbTaTbl NCCNef0BaHUSA.

MHransumoHHan kamepa

- Moapo6Hoe onucaHve UHraNAaUVOHHOW kaMepsbl, BKoYasa 06beM 1 guarpammy.

- WcTouHrk n onvcaHme o6opyfoBaHUs, UCNONb3yeMOro 418 BO3AEWCTBUSA Ha XMBOTHbIX, @ Takke 06-
pasoBaHve cpefbl.

- O6opygoBaHve ANA U3MepeHus TemnepaTypbl, BNaXHOCTW, pa3Mepa YacTul, a Takke akTuyeckoi
KOHL,eHTpaumu.

- WcTouHwnk BO3gyxa u cuctema, ncnonblyemas Ans KOHAULMOHNPOBAHUS.

- MeTogpbl, ncnonb3yembie Ana KannbpoBku 060pya0BaHNSA, YTOObI 06ecneynTb FOMOTeHHY0 cpefy uc-
NbITaHUS.

- Mepenag gaBneHuns (NONOXUTE bHBIA NN OTPULLATENbHbIN).

- KaHanbl Bo3aeicTBYs Ha kamepy (TOSTbKO «4epe3 HOC»): pacnosioXeHNE XMBOTHBIX B kKamepe («Ha BCe Tesno»).

- CTabunbHOCTb Cpefbl UCTbITAHUA.

- PacnonoxeHune gatunkos TemnepaTypbl U BNaXHOCTU 1 0T60pa Npob cpeApbl UCMbITaHNS B Kamepe.

- O6paboTka nogaBaembiMYn3eneyeHHbIM BO3AYXOM.

- Pacxofbl BO34YyLWHOrO NOTOKa, pacxof BO3AYyLWHOro NoToka/kaHan BO3AelCTBUA (TONMbKO «4epes3 HOC»)
WA Harpy3ka XMBOTHOro/kamepa («Ha BCe Teno»).

- Bpemsi fo paBHOBecusi B MHransunoHHoli kamepe (f 95).

10



FOCT 32636—2014

- KonmuyecTBo n3meHeHMih o6bemMa B yac.

- VMiamepuTtenbHble ycTpoiicTea (€Cnu NpuMeHUMBI).

[JaHHble no BO3AencTemio

- O60ocHOBaHWe BblGOpa LieNIeBoii KOHLEHTPALMM B OCHOBHOM MCC/eA0BaHUN.

- HomuHanbHble KoHueHTpauun (06was Macca ucciegyeMoro npenapara, 06pasyemoro B MHransiuyoH-
HOli Kamepe, AefleHHas Ha 06beM BO3Ayxa, NPOXOAALMIA Yepes kKamepy).

- dakTMyeckas KOHUeHTpauusa uccnegyemoro npenapara, 0ToOO6paHHOro M3 30Hbl AbIXaHWUA XUBOTHbIX;
ANa uccnepyeMbix CMeceli, KOTopble NPOM3BOAAT reTeporeHHsle huanyeckne hopmbl (rasbl, napbl, aapo3o-
Nn). Kaxkgas 13 KOTOPbIX MOXET 6blTb NpOaHaIM3poBaHa OTAEbHO.

- Bce koHueHTpauuun B BO3ayxe fO/MKHbI 6bITb NpeAcTaBfeHbl B eguHuLax maccel (Mr/n. Mr/M3n T. 4.). a
He B eAnHuuax obvema (ppm. ppb 1 T. 4.).

- Pacnpegenenue yactuy no pasmepam, MaccoBblli cpefHuin aspognHamudeckuii gnametp (MCAL),
a TaKke reomeTpuyeckoe ctaHgapTHoe OTkK/oHeHue (lg). Bkawvas MeTofpl UX pacuyeta. ViHamBuAayanbHble
aHanusbl pasmepa YyacTul, AO/MKHbI 6bITb NPeACTaBEHbI.

Ycnosusa ucnbiTaHuii

- NoapobHasa nHopmaLlmsa 0 NPUroToBAEHNM UCCNefyeMoro npenaparta, BKYas nHopmauuio o nto-
ObIX Npoueaypax, UCNob3yeMbIX A5 YMEHbLIEHNS pasmepa YacTul, TBepAbIX Martepuanos uUan gns npuro-
TOB/IEHMS pacTBOpa UccnedyemMoro npenapara.

- Onucaxue (npegnouTuTeNbHO, BKAOYaa Anarpammy) ob6opyfoBaHus, UCNOMb3YEMOro ANA co3faHns
cpefibl UCMbITAHNA 1 418 BO3AEWCTBUS HA XUBOTHbIX B CPefe UCMbITaHWS.

- MoapobHasn nHopmaymsa 06 o6opyf0BaHMK, UCNOb3YEMOM AR KOHTPONSA TeMnepaTtypbl B Kamepe,
B/TAXXHOCTM 1 MOTOKA BO34yXa B Kamepe (Hanpumep, pasBuTve KannbpoBOYHOW KPUBOIA).

- MoppobHan nHopmauma 06 obopyaoBaHUK, UCNoNb3yeMoM Ana cbopa obpasyos AN onpegeneHus
KOHLieHTpauun B kKamepe 1 pacrnpegeneHns 4actul, no pasmepam.

- NoagpobHasa uHopmaumsa 06 UCNob3yeMOM XMMUKO-aHaIMTUYECKOM MeToe W Banujauvum Metoa
(Bkntoyasn achpdhekTMBHOCTb BOCCTAHOBMEHWSA UCCeAyeMOro npenapara u3 cpefbl otéopa).

- MeTofa paHAoMMU3aLMN NMPU HA3HAYEHWUW XMNBOTHBIX K 9KCMEPUMEHTA/IbHOW U KOHTPOJIbHOM rpynnam.

- NoapobHasa nHopmalmsa o kayecTse NPOAYKTOB NUTaHWSA 1 BoAbl (B TOM Yucie TUN AMETbI/MCTOYHUK.
WNCTOYHUK BOABbI).

- Ob6ocHOBaHVe Bbi6opa KOHLEeHTpauuii ncnbiTaHus.

PesynbTarsl

- CsefieHvie B Tabnuuy AaHHbIX O TemnepaType B kamMepe, YPOBHE BNaXHOCTN M BO3AYLUHOM MOTOKe.

- CsefieHvie B TabnuLy AaHHbIX O HOMUHANBHON 1 PakTUUEeCKON KOHLeHTpauun B kamope.

- CBefeHune B Tabnuly AaHHbIX O pasMepe YyacTul, BKI4Yas cobpaHHble cBeAeHUss 06 aHaNUTUYeCKnX
obpasuax, pacnpegeneHue pasmepos yacTtuy, nogcyetsl MMAL u 1y.

- CsefieHvie B TabnuLy JaHHbIX O peakumMn N YpoBHE KOHLEHTpaLun ANA KaXK40ro XUBOTHOTO (TO ecTb
NPV3HaKN TOKCUYECKOTO OTPaB/EHNS Y XWBOTHOTO, BK/OYAs arOHWMIO, Npupody, CTeNeHb TAXEeCTU, Bpems no-
ABMIEHUA N NPOAO/MHKUTENBHOCTL 3D(EKTOB).

- CsefieHvie B TabnuLy AaHHbIX O Macce Tena Kaxgoro X1BOTHOTO.

- CBefeHue B Tabnnuy AaHHbIX 0 NOTPE6GAeHNN NULLN.

- CsefieHvie B TabnuLy AaHHbIX KAVHUYECKOW naTonorum.

- [aHHble BCKPbITMA ¥ rMCTONaToNorMyeckne AaHHble AN KaXA0ro XMBOTHOIO, eC/N NMetoTes.

O6CecyxaeHne n uHTepnpeTauus pesynbLTaTtos

- Ocoboe BHMMaHVe Heo6Xx0AMMO YAEeNUTb ONUCaHUI0 METOAOB, MCMNONb3YeMbIX A9 Y0BNEeTBOPEHNS Tpe-
60BaHMAM HacTosALero PykoBoACTBa, HanpuMep npegenbHO AoNyCTUMbIE KOHLEHTPaLUK Uamn pasmep yactu,

- MpurogHoCTb YacTul, ANS BAbIXaHUSA, NPYHUMan BO BHMMaHVe oblive AaHHble, Ao/HKHA ObITb agpec-
HOWi. 0ocob6eHHO ecnu TpeboBaHUs K pasMepam YacTul, He BbIMOSTHEHbI.

- MocnepoBateNbHOCTb METOAOB, NCNONb3YyEMbIX A5 ONpeAeneHns HOMUHaNbHOMN 1 (DaKTUYECKOI KOH-
LeHTpaLun. a Takke 3aBUCMMOCTb (DAKTUYECKOWN KOHLEHTpaLUMn 0T HOMUHANbHOW fO/MKHA 6biTh BK/IOYEHA B
06LLYI0 OLeHKY nccnefoBaHus.

- BeposTHas npuynHa cMepTy M AOMVHUPYOLLUIA MEXaHN3M AeACTBUI (OKa3biBaloLWUA cUCTEMHOE Aeii-
CTBME UNN NTOKasIbHOE BANSIHWE Ha OpraHn3Mm) A0/KHbI OblTb agpecHbIMU.

- Ecnn 6bina Heo6xoA4MMOCTb B TyMaHHOM YMEPLLB/IEHUN XMBOTHOTO, UCMbITbIBAIOLLIErO 60/1b UK NPOSABASALO-
LLIero NpW3Hakn CTpagaHns v AMCTpecca, TO HYXKHO NPMBECTHN 06BACHEHNS B COOTBETCTBUM C oKymeHToM O3CP [4].

- BbisiBNeHWe opraHoB-MULLEHEA.

- OnpepenexHve NOAEL n LOAEL.
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