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Mpegucnosne

Llenn, OCHOBHble MNPUHUWMbLI M OCHOBHOIM MNOPAAOK MNPOBeAeHWs paboT MO MeXrocyapCTBEHHOW
ctaHfjaptTusaunn yctaHosnewol B [OCT 1.0-92 «MexrocyfapcrBeHHass cuctema cTraHgapTusauuu.
OcHoBHble nonoxeHus» n NOCT 1.2-2009 «MexrocygapcTBeHHas cuctema ctaHgaptusauun. CraHaapThbl
MEeXrocyfapCTBEHHble, NpaBuna, PekoMeHAauuum M0 MeXrocyfapCTBEHHON cTaHgjapTusauuu. [Npasuna
pa3paboTkun, NPUHATUA, OOGHOBNEHUA Y OTMEHbI»

CBefieHna o cTtaHpapTe

1MNOAITOTOB/MIEH ®epepasibHbiM  6IOMKETHLIM  YUpeXAEHWEeM 34paBooXpaHeHns «Poccuiickuii
perncTtp noTeHUManbHO OMacHbIX XMMUYECKUX W 6Guonoruyeckux BelecTB» PegepasibHON CAyXObl Mo
Haf3opy B cdepe 3awmTbl Npas notpebuteneit n 6narononyyns yenoseka (PBY3 «Poccuiickuii pernctp
NOTEeHUUasIbHO OMacHbIX XUMUYECKUX U Guonornyeckmx BellecTs» PocnotpebHaasopa); PepepanbHbiM
rocyfjapCTBEHHbIM YHUTapHbIM npeanpusatnem «Bcepoccuiickuii  Hay4yHO-UCCnefoBaTeIbCKUA  LLeHTp
cTaHgapTm3auny, nigopmMaummn n ceptudmkaumm cbipbs, Matepuanos u BewecTtB» (Pryrn «BHULICMB»);
TexHnyecknm KoMuTeToM no ctaHgapTusaunm No 339 «be3onacHOCTb Cbipbs, MaTepunanos 1 BeLLEeCTB»

2 BHECEH ®egepasibHbIM areHTCTBOM MO TEXHUYECKOMY perympoBaHuio U MeTposorum

3 NMPUHAT MexrocygapCTBEHHbIM COBETOM MO cTaHAapTu3auun, MeTposormm u cepTudukauun
(npoTokon ot 28 mapTa 2014 r. No 65-)

3a NpuUHATME NpPOorosiocoBasn:

KpaTtkoe HanmeHoBaHMe CTpaHbl Kof cTpaHbl no CokpallleHHoe HaumeHoBaHue
no MK (MCO 3166) 004-97 MK (MCO 3166) 004-97 HaumoHaNbHOrO opraHa no craHgapTu3almm

AsepbarigpxaH A2 AscTaHgapT

ApmMeHus AM MuH3aKoHOMUKM Pecnybnvkn ApMeHns

Benapycb BY locctaHgapt Pecny6nukm Benapycb

KasaxcTtaH KZ lFocctaHgapT Pecnybnvkn KasaxctaH

Knprusumsa KG Kblpreisctangapt

Mongosa MD Mongosa-CtaHgapTt

Poccusa RU PoccraHgapt

TapmKnknctaH T TagxukctaHgapt

TypKMeHucTaH ™ TypkmeHcTaHgapTnapsl

Y36eknctaH uz Y3ctaHgapt

YkpaunHa UA MWH3KOHOMPAa3BUTUA YKpauHbl

4 MpukazoMm PepnepasnbHOro areHTCTBa MO TEXHUMYECKOMY PperyMpoBaHuio u MeTposiorum ot
24 ceHTA6ps 2014 r. No 1210-cT MexrocygapcTBeHHblii ctaHaapT TOCT 32643-2014 BBefeH B AeiicTBue B
kauecTBe HaLMOHanbHOro ctaHgapTa Poccuiickoii Pepepaunmn ¢ 01 noHs 2015 T.

5 HacTosiwunii cTaHgapT WAEHTMYEH MexAayHapogHoMmy paokymeHTy OECD  Test No412:2009
Subacute Inhalation Toxicity: 28-Day Study (O3CP Tect No412:2009 [MMogocTpas MWHransunoHHas
TOKCUYHOCTb: 28-|HEBHOE MCCNefoBaHmne).

MepeBopa c aHrnwuiickoro s3bika (en).

CTteneHb coOTBETCTBUA - naeHTuyHasa (IDT)

6 BBEJEH BMNEPBbIE
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NHopmauma 06 W3MEHEeHUAX K HacTosieMy cTaHgapTy ny6ankyeTcss B eXerofHom
MHOPMaLMOHHOM YyKasaTene «HauuoHanbHble CTaHgapTbl», a TEeKCT W3MEeHeHWi i W nonpaBoK - B
eXeMeCsYHOM WHOpPMaLMOHHOM YyKasaTene «HauuoHanbHble cTaHgapThbi». B cnyyaB nepecMoTpa
(3aMeHbl) MM OTMEeHbl HacTOAWero cTaHjapTa CcooTBeTCTBYylLWee yBejoMmNneHne 6ygeT
onybnnKoBaHO B  E€XeMeCsAYHOM MH(OPMAaLUMOHHOM ykasaTene «HauuoHanbHble CTaHgapTbi».
CooTBeTCTBYyLWasA Hhopmauus, yBeoMeHe ¥ TEKCTbI pasMellalnTCcs Takke B MHDOPMaLVOHHO
cucTeme 06LLEero NoNb3oBaHUs - Ha odhuuManbHOM caliTe dPefepanbHOro areHTCTBa N0 TeXHNYeckomy
perynnpoBaHuio U MeTPONOruv B ceTu VIHTepHeT

© CraugapTtuHdopm. 2015

B Poccuiickoii ®efepauny HaCTOAWMIA CTaHAAPT HO MOXET ObiTb MOMIHOCTBIO WM YACTUYHO
BOCMpPOU3BEAEH, TUPaKMPOBAH M PacnpoCTpaHeH B KadecTBe OQUUMAIBHOIO M3faHus 6e3 paspeLueHust
®depepasibHOrO areHTCTBa Mo TEXHNYECKOMY PeryMpoBaHuio U MeTposiorm
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BeBegeHve

Hactoawwmii ctaHgapT O6bln pas3paboTaH C  Uesbld  KOMMIEKCHOrO  ONMCaHWs  TOKCMYHOCTM
nccnefyemoro BellecTBa nNpu BAbIXaHWW B pe3ynbTare NOBTOPHOrO BO3AENCTBUA B TEYEHUE OrpaHNUYeHHOro
nepuoga BpemeHu (28 gHen).

B uensx noBbIEHUS Ka4yecTBa UCCnefoBaHNa U MUHUMK3ALMUN YuCna MPUBMEYEHHbIX XUBOTHbIX BCA
nverowascs 06 nccnegyeMom BelectBe MHoOpMaumsa Ao/HKHA OblTb pacCMOTpeHa B aKCMepUMeEHTasIbHOW
nabopatopuun A0 Hayana uccnefosaHus. MiHdopmaumsa, kotopas MOXeT NoMOYb Npu Bbibope MoAXoASALMNX
ONA UCNbITAHUA KOHLEHTpauuWii, BKIOYaeT B Ce0S1 TOXKAECTBEHHOCTb, XMMMUYECKYI CTPYKTYpYy U dhu3unko-
XVMUYeckne CBOIMCTBA WCMbITYEMOro npenapara; pe3y/ibTaTbl OMNbITOB Ha TOKCMYHOCTb in Vivo uau in vitro;
npeanonaraeMyto 06n1actb NPUMEHEHUS W BEPOSATHOCTb BO3AENCTBMA Ha YenoBeka; ecnn MMerTcs, To
faHHble (Q)SAR 1 paHHble O TOKCUMYHOCTU CTPYKTYPHO-POACTBEHHbIX NpenapaTtoB, a Takke [AaHHble,
noslyyeHHble B pe3ysibTaTe UCCef0BaHUs OCTPOW TOKCMUYHOCTM NPV MHransuuoHHOM Bo3gelicTeun. Ecnun B
X04e WCCMeAoBaHUA OXuaalTca uaM HabnwaalwTcs NPOSBAEHUS HEWpPOTOKCMYHOCTW, PYKOBOAMTENb
nccnefoBaHUss MOXET TMPUHATb pelleHne O BK/IIOYEHUM COOTBETCTBYIOWMX aHa/in30B, Takux Kak
dyHKUMOHanbHaa HabnwogatensHas 6Gatapes (PHB) M nM3MepeHMe MOTOPHOW aKTMBHOCTW. XOTA, ecnu
onpejeneHne BPeMEHW 3KCMO3WLMW OTHOCUTENIbHO Creundunyecknx OCMOTPOB MOXET ObiTb KPUTWUYHbLIM,
npoBeeHve AONOMHNTENbHbIX MEPONPUATUIA HE [O/MKHO NPenATCTBOBATL LieN1siM 6a3MCHOro nccnefoBaHus.

Cnabble pacTBOpbl UCCneAyeMoro npenapara, o6nafjaiooLwero pasbefalolyM UM pasgpakatoLmm
fecTBrem, MOTYT TECTUPOBATLCA B KOHLEHTPaLUsX, KOTopble NpuBeayT K 3aaHHOMY K/1acCy TOKCUYHOCTM
(2). Mpu BO3AEICTBMM HA XMBOTHbIX 3ITUMW MpenapataMu, LeneBble KOHLEHTpauuu A0/MKHbI ObiTb
[OCTaTOYHO HU3KMMW, YTOObI HE BbI3BaTb BbIPaXEHHYI0 60/b WM ANCTPECC, U [OCTATOYHO BbICOKMMUW ANA
TOro, 4TOGbl PAaCLUMPUTL KPUBYK «KOHLEHTPaUUS-OTK/IMK» [0 YPOBHEW, KOTOpble COOTBETCTBYIOT
HOPMAaTVBHbLIM U Hay4YHbIM LeNsM UccnefoBaHns. JaHHble KOHLEHTPaLn AOMKHbI 6biTb BbIOpaHbl B K&X40M
OTAEeNbHOM  Criyyae, >XenaTeflbHO C  OMOPOA Ha afeKBaTHO BbIMOSIHEHHOE [Ja/lbHOMeTpuyeckoe
nccnegoBaHne, KOTOpoe NO3BOMUT NOMYUUTb MHEPOPMALMIO O KPUTUYHBIX KOHEUYHbIX TOUKaXx, N06bIX noporax
pasfgpaxeHus 1 BpemeHn nposieaeHns (cMm. nyHkT 2.3.1). Heo6xoanmo npuBecTn 060CHOBaHue AN Bblbopa
KOHLeHTpauum.

ArOHN3VPYIOLLME XNBOTHbIE UMW XMBOTHbIE, O4EBUAHO MUCNbITbIBaKOLWME 60/1b N AEMOHCTPUpPYOL e
NPU3HaKy CTpagaHust W UCTOLLEHWS, AO0/KHbl OblTb FYMaHHO YMepLUB/iEeHbl. ArOHWU3NUPYIOLLME XWBOTHbIE
paccMaTpMBaloTCA Kak XWBOTHble, NOrMGLINE BO BPeMsi UCTbITaHus. KpuTepun ANns NpUHATUA pelueHus o6
YMEpLUBAEHNN arOHU3NPYIOLWNX WM HKECTOKO CTpajalolmnx >XMBOTHbIX, a Tawkke PyKOBOACTBO MO
onpefieneHnio NPU3HakoB NMPOrHO3npyemol unn npubnnxatoLLeliica cMepTh N3N0XeHbI B pykoBoacTae [3].
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M E X T OCUY/AAPGCTUBEHH b 7 CTAHAOAPT

METO/bl VCMbITAHVA MO BO3AEACTBUIO XUMUUYECKOW MPOAYKLN
HA OPTAHN3M YE/TIOBEKA

TOKCUMYHOCTbL NoAocTpasa UHranAunoHHas: 28-AHeBHOe nccnegoBaHue

OECD guidelines for the testing of chemicals Subacute Inhalation Toxicity: 28-Day Study
[NaTa BBepeHns — 2015—06—01

1 O6nactb NpUMeHeHus

HacToswwmii ctaHgapT paspaboTaH C Lefblo NoyunTb AaHHble ANA KOMYECTBEHHOWN OLLeHKU PUCKOB
npu nHranaumu. pynnbl rpbi3yHOB, cocToswme n3 5 camuoB 1 5 camok, 6 4 B feHb Ha NpoTshXeHun 28 gHei
nogsepratwT BO3AeNCTBUIO:

a) uccnegyemoro Bellectsa B Tpex Wan 60/1ee YpoBHSX KOHLEHTpauuu,

b) OTMNILTPOBAHHOIO BO3AyXa (HEraTUBHbLINA KOHTPO/Ib);

C) cpefpbl (UccnegoBaHue cpeppl).

Kak npaBnno, XMBOTHbIX MOABEPratoT BO3AEWCTBUIO NATb AHEW B HeLeNo, HO BO3LeiNCcTBre B TeueHue
cemu fHeli B Hefento Takke fonyCcTUMO.

WcnbiTaHuio Bcerga nofeepralT camuoOB U CamMOK, HO €C/M U3BECTHO, 4YTO OAMH non 6onee
BOCMPUMMYMB K leICTBUIO NCCeAyeMOoro BelecTsa, TO CaML0B ¥ CaMOK NOABEpPralT BO3AENCTBUIO PasHbIX
YpPOBHEl KOHUeHTpauuu. Hactoawwmi crtaHAapT No3BONSEeT PYyKOBOAUTENO WCCNefoBaHWs BKIOYaTb B
nuccnegoBaHue  BCroMoraTesibHble  (PeBepcuBHbIe  Tpymnnbl), OGPOHX0aNbBEONSAPHbIA  naBax (BAS),
HeBposiornyecksne TecTbl W [06aBOYHble WCCNeAOBaHWA  (aHanu3bl)  KAVHWYECKOW naTtonorum u
ructonarosiornyeckne uccnefosaHus Ans 6osiee MOMHON XapakTepuCTUKM TOKCMYHOCTU WCCefyemMoro
BellecTsa.

HacToswwmii cTaHgapT No3BoMISeT oxapakTepn3oBaTb BpefHble aPeKTbl, BO3HMKaOLWMe BCeACcTBUE
NOBTOPHOTO €XeAHEeBHOr0 BO3AENCTBMA UCCNefyemMblM BeLecTBOM B TeyeHune 28 pHeid. [aHHble,
noslyyeHHble B pesynbTaTe 28-AHEBHOrO WCCMefoBaHUS MOAOCTPON WHransLMOHHON TOKCUYHOCTW, MOTyT
OblTb MPUMEHEHbI ANA  KOMMYECTBEHHOW OLEHKM pUCKOB (ecnn 3a HUM He cnegyeT 90-AHeBHOe
nuccnefoBaHne CyOXpOHWYECKOW WHFaNsiUMOHHON TOKCMYHOCTM). [aHHble Takke MOryT npejocTaBuTb
MHgopMauuio 0 BblIGOpe KOHUEeHTpauun Ans 6osiee [ONTOCPOYHOrO MCMbITaHWA, Hanpumep, Ana 90-
[HEBHOr0 1ccnefoBaHns Cy6XpPOHNYECKON NHraNALNOHHOW TOKCUYHOCTN.

HacTtoswwmin  cTaHfapT nO MPOBEAEHVI0  WCMblTaHWii  He npegHasHauyeH AN UCMbITaHWA
HaHomaTepuanos. TEPMVHbI, UCNOMb30BaHHbIE B HACTOALLEM CTaHAapTe, MOXHO HaiTK B JOKyMeHTe (2).

2 OnuncaHne metoga
2.1 )KNBOTHbIE

2.1.1 Bbl6bop BNAOB

B kauyecTBe NOAOMbITHbIX CnefyeT UCMNOMb30BaTb MOMOAbIX 3[40POBbIX MOSIOBO3PEbIX FPbI3yHOB U3
06bIYHO MPUMEHSIEMBIX /1a60PATOPHbIX NIMHWIA. [peAnoYTUTENIbHO WCNOMb30BaTh Kpbic. Vcnonb3oBaHue
Apyrux BngoB Heobxoanmo 060cHOBaTb.

2.1.2 NoaroToBKa

CaMKn [O/MKHbl OblTb HepoXaslWMKU U HebepeMeHHbIMU. Ha fAeHb oTbopa Ana 3KcnepumeHTa
XUBOTHbIE [O/MKHbI ObITb B BO3pacTe OT CeMu A0 [AeBATU Hefenb. [lnana3oH kKonebaHuWs maccbl Tena
XUBOTHbIX A1 KaXA0ro nona He fosbkeH npesbiwatb + 20 % cpedHeil mMacchbl Tena BCEX XXMBOTHbIX,
NPUMEHSIeEMbIX B UCCef0BaHUN, OTAENbHO KaxXoro nona. XXuBOTHbIX OTOGMpalOT B ClyvyaiHOM nopsgke u
MapKupyroT, 4TO MO3BONAET UAEHTURULMPOBATL KaXA0E M3 HUX. U COAepXaT B KNeTkax B TeyeHue natu
[AHeR fo Havyana ncnbiTaHna 4na agantaumm K nabopaTopHbIM YC/IOBUAM.

M3gaHue ohuunanbHoe
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2.1.3 Ycnosua cofepxaHua n KopmaeHus

JKMBOTHbIX cnegyeT noMeyaTb MHAMBUAYasIbHbIMWA  MAEHTUMKATOPaMKU, €CAU  BO3MOXHO,
NOAKOXHbIMU MasikaMu-OTBeTYMKaMu, 4YTobObl 06/s1erunTb npouecc HabnwaeHus u unsbexarb NyTaHuLbl.
Temnepatypa B MOMELLEHUN C 3SKCNEPUMEHTaslIbHbIMU XXWBOTHLIMWU A0/MKHA cocTaenate (22 + 3) °C.
OTHOCUTENbHAA BAAXHOCTb [AO/MKHa BapbupoBaTbea Mexay 30 % u 70 %, HO 3TO MOXeT ObITb
HeOCTUXMMO, eCnn B Ka4yecTBe pacTBOpUTENS UCNONb3yoT Bogy. [epes v nocne BO3AeNCTBUS XUBOTHbIX,
KaK npaBwnao, cnegyeTt cogepxaTb B KIeTKax rpynnamy O4HOr0O nosia U OA4HOM KOHUEHTpauuu, HO 4YUCIo
XWBOTHbIX B KIE€TKE He [O0/DKHO 3aTpyfHATb HabMlAeHWs 3a  KaXAbiM  XKMBOTHbIM - U AOJDKHO
MUH/MW3NPOBAaTb BEPOSATHOCTb MNOTEPb OT KaHHMGanusmMa u 60pbbbl. Ecnn XMBOTHble MoABeprarTcs
BO3AENCTBUIO TO/IbKO 4Yepe3 HOC. MM MOXeT noTpe6oBaThCA MNPUBBLIKHYTb K AblXaTeflbHOW Tpyo6Ke.
[bixaTenbHble TPyOGKM He [O/MKHbI BbI3bIBaTb Y XWUBOTHbIX (PU3NYECKWIA UM TemnepaTypHblii CTpecc Wam
npuBOAMTL K NoTepe NoABWMXHOCTM. Ecnn gaHHble MoKasbiBaloT, YTO NOAOOHbIE M3MEHEHUS He ABAAKTCSA
3HauUMMbIMK, TO ajanTauust K JAblxaTeflbHbIM Tpy6Kkam He SBAAeTCS Heob6xoAuMMON. YXMBOTHbIX,
noJBepramLwmnxca BO3AENCTBMIO aspo30/sieM Yepe3 BCe Teno, crefgyeT cojepxaTb WHAMBUAyanbHO Ha
NPOTSXEHUN nepuoja 3KCNo3uuuu, YTobbl ybepeub MX OT MPOHWKHOBEHUS TECTUPYEMOro aspo30/s yepes
LWepCcTKy NapTHEpOB Mo kieTke. MoryT NMpUMeHsTb TPagULMOHHbIE M NPOBEpPEHHbIe 1TabopaTopHble AMETHI,
3a UCK/IYeHVeM nepuoja 3KCno3uuum UCMbITyeMOro npenapara, BO BPeEMSA KOTOPOro [ANA >XMBOTHOIO
Heo6xoAMMO obecneyvBaTb HEOTPaHUYEHHOE KO/IMYEeCTBO NUTbLEBOW BoAbl. OCBeLLeHWE [AO0/MKHO 6bITb
NCKYCCTBEHHbIM B pexume 12 4 npu cBeTe/12 4y B TEMHOTE.

2.2 lHranaunoHHaa kamepa

Mpupoga nccnegyemoro npenapata v npegmeT uccnefoBaHUs A0/MKHbI O6bITb YUYTEHbl Npy Bblibope
WHTanAunoHHOW kamepbl. MNpeanoyTuTensHON Mofenbio BO3AEeNCTBUS SBNSETCA BO3AeicTBME yepe3 HOC
(OaHHbIi TepMUH 0603HaYaeT BO3AENCTBME «TOMbKO Yepe3 rofioBy», «TO/IbKO Yepe3 HOC», «TOJIbKO yepes
MOPAOYUKY»). DKCMO3ULNA «TOMbKO Yepe3 HOC», Kak npaBwio, npegnoytutenbHa MNpW uccniefoBaHusax
XUAKUX UK TBEpAbIX aspo3osieil, a Takke A5 Napos, KOTOpble MOryT KOHAEHCUPOBaTbLCA U 06pa3oBbIBaTh
asposonb. CneuuanbHble UeNn uccnefoBaHUss MOryT ObiTb AOCTOBEpPHel [AOCTUTHYTbl Mpu  MoAenun
BO3[eNCTBNA «4yepe3 Bce Teso», HO NMPUMEHEeHWe Takoi MoAenun AO0/MKHO 6biTb 060CHOBAHO B OTYeTe 06
nccrnegosanun. Ytobbl obecneunTb atMocepHyl CTabwuibHOCTb MPW  NPUMEHEeHWW Kamepbl ANA
BO3JeCTBMA «4yepe3 BCe Teno», O6LWMIA 06bEM MWCMbITYEMbIX XWBOTHbIX HE AO/KEH npeBbllwaTb 5 %
obbema Kamepbl. MeToauka BO3[ENCTBUIA «TONIBKO 4Yepe3 HOC» W «4yepe3 BCe Teo», a Tawkke Uux
NoNOXUTeNbHbIE N OTpUL@TENbHbIE OCOGEHHOCTU OTPaXeEHbI B OKYMeEHTe [2].

2.3 iccnepoBaHne TOKCUYHOCTHU

2.3.1 MNpepgenbHble KOHUEeHTpaLunm

B oTnvumMe OT wuccnefoBaHMin OCTPOA TOKCMYHOCTWU, B UCCMef0BaHWAX 28-AHEBHOI NOAOCTPOiA
WHTaNALNOHHON TOKCMYHOCTU YPOBEHb NpefesibHbIX KOHLEeHTpaunii He 3agaH. MakcuManbHO TecTupyemas
KOHLEHTpaUWs f0/KHA YYNTbIBATb:

1) MakcMMasibHO AOCTUraeMyto KOHLEHTpaumio;

2) npu BO3OEWCTBMM HaA YenoBeka YPOBEHb, MpPU KOTOpPbIM pasBopaynBaeTcsi Hambonee
HebnaronpusATHbIW cueHapuii;

3) He06X04UMOCTb NOAAEPXKMBATL COOTBETCTBYHOLWNIA 06BbEM KMCNOPOAA; Wnnn

4) coobpaXeHuns1 0 3aLUNTEe XNBOTHbIX.

B oOTCcyTCTBUM pfaHHbIX O MpefefibHbIX  KOHUEHTpauusix, MOXHO MpMMeHSATb npeaesibHble
KOHLeHTpauun Ana OCTPOW TOKCUYHOCTW B COOTBETCTBMM C COrnacoBaHHON Ha rno6asbHOM YpOBHE
CUCTEMbI Knaccudukaumm u MapkupoBKM xumuudeckux Bewects OOH (T.e. BNAOTb A0 MaKCMMaslbHOWA
KOHLeHTpauun 5 mr/n gnsa asposonei, 20 mr/n gns napos 1 20,000 ppm 415 rasos); CM. AOKYMeHT [2]. Ecnn
npu TECTUPOBAHUU ra30B WM BbICOKO NIETYUUX UCCedyeMbiX npenapaToB (HanpuMmep, XaponoHuxaroLme
cpeacTsa) BO3HMKIA HEOOXOAMMOCTb NPEBbICUTb MNpefefibHble  KOHUeHTpauuwn, cneayet npuBecTu
o6ocHoBaHue. [lpedenbHas KOHLUEHTpauWs [O0/HKHA Bbi3blBaTb SBHYH WHTOKCMKaLMIO, He NpuBOAs K
Ype3MepHOMY CTPECCY Y XMBOTHbIX U HE B/IMAS HA NPOAO/MKUTENIbHOCTb UX XWU3HK [3].

2.3.2 NccneposaHue no onpefenedunio 0o3s

Mpexae 4eM MPUCTYNUTb K OCHOBHOMY WCCNef0BaHWUiO, MOXET BO3HUKHYTb HeobXxo4uMMOCTb B
onpefeneHnn AgmanasoHa KOHUeHTpauuin gna wuccneposaHus. OnpefeneHve fuanasoHa KOHLUeHTpauuii
aBnseTca 6onee MNOAHbIM ANA  UCCNEAO0BaHUA, HEeXenu BusyanbHOe usyyeHme, NOTOMY UYTO OHO He
orpaHn4eHo OTOOPOM KOHUEeHTpauuii. ViHdopmauns, nonydyeHHas B pesynbTaTe onpegesnieHvs gvanasoHa
KOHLeHTpauuii Ana uccnefoBaHWsl, MOXeT MOMOYb NPOBECTV OCHOBHOE uccefoBaHue 6osee ycneLlHo.
OnpepgerneHne avanasoHa KOHUEHTpauuii ons ucc/iefoBaHWs MOXET, Hanpumep, Aatb MHopmauuio o6
aHaNMTUYeCKux MeTodax, 06 M3MEepPeHUn 4YacTul, 06 OOHApPYXEHUW MEexXaHW3MOB WHTOKCUKaLMKW, AaHHble

2
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K/IMHUYECKOW MaToNorMmM 1 rMcTonaTosiorny, pacyeTsl, KakuMu MoryT 6biTb KoHUeHTpaumun NOAEL (ypoBeHb
OTCYTCTBUSI HAG/MIO4aeMOro BpeAHOro BO34ENCTBUS MOc/e BBEAEHWA BeLecTBa, MakCMMasibHOW A03bl, He
BbI3bIBaKOLLEN 06HAPYXMBAEMOro BPeLHOr0 BO3AENCTBMA Ha 340poBbe) 1 MTC (MMHMMaNbHast TOKCcUYeckas
KOHLUEeHTpauus) B OCHOBHOM wuccnegoBaHun. PykoBoguTenb uccnefoBaHus Mo onpedesieHvio AuanasoHa
KOHUEHTpaUMii MOXeT MNPMMEHATb A/  YCTAHOBJIEHUS TMopora pasfpaxeHus AblXaTesibHbiX NyTei
(Hampumep, C NOMOLLbI TMCTONATONOMMU AbIXaTe bHbIX NyTei, TeCTUPOBaHWUS NIETOYHON (DYHKLMOHANBLHOW
npo6bl NN BPOHX0AIbBEO/IAPHONO flaBaxa), HauBbIOLWEN KOHLEHTpauun, KoTopas He Bbi3biBaeT cTpecca y
XWBOTHbIX W UW3MEHEHWSI MNapamMeTpoB, KOTOpble Haubosiee MOSIHO XapakTepuayrwT TOKCUYHOCTb
uccnenyemoro BeliecTsa.

OnpepgenexHve [fuana3oHa KOHLEHTpauuii MOXeT COCToATb W3 Of4HOro unu 6Gonee  ypoBHeW
KOHUeHTpauun. He 6onee Tpex camuoB M Tpex caMoK cregyeT nojBepraTb BO34ENCTBUIO Ka3[oro ypoBHS
KOHUeHTpaumn. OnpegeneHne pguanasoHa KOHUEHTpauuili [OO/HKHO A/INTbCA HE MEeHee MSTU, HO, Kak
npaeuno, He 6onee 14 pHeli. O6ocHOBaHMe BblGOpa KOHLEHTpauuM A/ OCHOBHOMO WCCNefoBaHus
Heo6Xxo4uMO O0Tpa3uTb B OTYeTe MO OCHOBHOMY WccnefoBaHuio. Llenb OCHOBHOTO uccrnefoBaHus -
BbISIB/IEHNE 3aBUCUMOCTM «KOHLEHTpaLWA-0TBET», 6a3upytoLleiicss Ha OCHOBE Hanbosiee YyBCTBUTESIbHbIX
nokasatenei. Hu3kmMii ypoBEHb KOHUEHTpauuM B wuaeane He [O/DKEH BbI3blBaTb Habnogaemoro
ToKcuuyeckoro adppekta, Toraa Kak BbICOKUA YPOBEHb KOHLLEHTPaLMM A0/IKEH BbI3blBaTbh SBHYH TOKCUYHOCTb,
He NpMBOASA K YUpE3MEPHOMY CTPECCY Y XMBOTHbIX U HE BAUSIA HA NPOAO/HKUTENBHOCTb MX XU3HK (3).

Mpn BbIGOPE YPOBHSA KOHLEHTpauuu Ans onpejeneHvs avana3oHa KOHLUEeHTpauuil BCA umetowascs
MHhopMauus, BKIOYas AaHHbIe O 3aBUCUMOCTU akTUBHOCTY npenaparta OT CTPYKTYpbl BellecTBa W faHHble
No CXOAHbIM XMMMUKaTaM, AO/DKHbI ObITb yuTeHbl (CM. pasgen 1). OnpegeneHne gvanasoHa KOHLEHTpauuii
MOXeT HO,qTBep)l(,anb/OI'IDOBepraTb TO, Kakue nokKasatenun sSAB/AKTCA Hanbonee 4YyBCTBUTE/IbHbIMMU,
Hanpvmep, MHIMbMpoBaHNe XONIMHACTEpPa3bl AN opraHodocdaTtoB, ob6pa3oBaHe MeTareMorsiobrvHa nyTem
9PUTPOLMTOTOKCMYECKUX areHToB, TupeouaHble ropmoHbl (T3 T4) p[ans  TUPEOTOKCMHOB.  6enok,
naktatgermgporeHasa (LDH), wau HeilTpochmiibl B GPOHX0a/IbBEO/ISIPHOM NaBaxe AN 6e3BpeaHbIX MN10X0
pacTBOPUMBIX YaCTUL, UM a3p030Jieil C NIerOYHO-pa3gpaxarllunm AelicTBUEM.

2.3.3 OcHOoBHOE uccneposaHune

OcHOBHOE MUccrefoBaHue MOAO0CTPOlM TOKCMYHOCTM, Kak npaBuio, COCTOMT U3 Tpex YpOBHel
KOHUEeHTpauun, a Takke, nNpyv Heo6xoauMmocTW, M3 napannesibHo NPOBOAMMOrO HeraTMBHOIO KOHTPO/S
(BO3AyLlIHOro) n/mnn nccnegoBaHus cpedbl (CM. NYHKT 2.3.4). Bce umetowmecs gaHHble cnegyet npuMeHsTb
ANna BblbOpa Hajnexallero YpOBHSA 3KCMO3ULMW, BKIOYas pe3ysibTaTbl CUCTEMHbLIX TOKCUMKOMIOMMYECKUX
nuccnegoBaHuii, meTabonuMama M KAHETUKU (BHUMaHWe HeobXoauMo yaenuTb TOMy, 4TOObl M3bexarb
YPOBHEl BbICOKMX KOHLEHTpauuii, KOTopble YyCWAMBAKOT KUHeTuyeckue npoueccol). Kaxgaa wucnbiryemas
rpynna coctout n3 10 rpbI3yHOB (5 camuyoB n 5 camok), KOTOpbIX NoABeprarT BO3LENCTBUIO
TECTMPYEMOro BelecTBa €XefHEeBHO Ha MNPOTSHXKEHWW LeCcTU 4acoB, MATb [AHE B Hefeno B TeyeHue
yeTblpex Hefenb (06LWias NPOAOIKUTENbHOCTL UccnefoBanus - 28 fHeit). XXKMBOTHbIX MOTyT nogseprartb
BO3/e/CTBMI0 TaKkKe ceMb AHel B Hefento (HanpumMep, Npu TECTUPOBAaHWW BAbIXaeMblX hapMaLeBTUYeCcKnX
npofykToB). Ecnun n3BecTHo, 4To oAWH non 6o/iee YyBCTBUTENEH K BO3AENCTBUIO TECTUPYEMOrO BeLLecTBa,
XMBOTHbIE pa3HbIX NOIOB MOryT NOABepratbCA BO3AENCTBUIO Pas3nUuHbIX YPOBHEN KOHLEHTpauuii ¢ Lenbio
ONTUMW3UPOBATb 3aBUCUMOCTb «KOHLEHTpauusa-oTBeT». [Ecnu BO34ENCTBUIO  «TOMIbKO 4Yepe3  HOC»
noAsepratwT [PbI3yHOB [APYrMX BULOB, MOMWMO KpbIC, TO MOXHO OTpPerynmpoBaTb MakCUMaslibHYI0
NPOAO/IXUTENbHOCTL BO3AENCTBMA AN MUHUMU3ALUKM AMCTPecca, XapakTepHoro Ana AaHHoro suaa. Ecnu
NPOAO/MKNTENBHOCTb 3KCMNO3ULMM COCTaBNSeT MeHee LEeCTU 4acoB B fAEHb, WAW. NpU Heo6Xo4MMOCTH,
NPUMEHSAIOT A0NrOCPOoYHOe (Hanpumep. 22 4 B AeHb) Ucc/lefoBaHne C BO3AENCTBMEM «yepe3 Bce Teno»,
cnepyeTt npuBecT 060CHOBaHWe (CM. JOKYMeHT [2]). Bo Bpems 3Kcno3uuuu pekomeHAyeTcs ronogaHuve
XWBOTHbIX, €CNN TO/IbKO 3KCMO3ULMA He MNpeBbillaeT WecTu yacoB. Bo Bpems BO3AelCTBUA «yepe3 Bce
Teno» XWBOTHbIM MOXHO flaBaTb BOAY.

BblbpaHHble LieneBble KOHLEHTpauun AO0/MKHbI MAEHTUULMPOBaTL OpraHbl-MULIEHN W NOKa3blBaTb
4eTKyH0 3aBUCUMOCTb «KOHLLEHTpaLmMsa-0TBET»:

-BbICOKMIA YpPOBEHb KOHLEHTpauuu A0S/DKEH Bbi3blBaTb TOKCUYeCKUiA 3hdekT, HO He MNpuUBOAWUTH K
3aTAXKHbIM NPU3HaKaM WHTOKCUKALMN UKW NeTasIbHOCTW, YTO MOXET NPensTCTBOBaTb NPaBU/IbHOW OLLEHKE;

-cpefHwnii(e) ypoBeHb(YpOBHM) KOHLEHTPaLMN A0MKEH 6biTb MEXAY HW3KAM W BbICOKUM YPOBHAMMU
KOHLeHTpauun Ans rpajaumm Tokcuyecknx acpcekros.

-HU3KWNI YPOBEHb KOHLEHTpaLWW AO/IKEH Bbi3biBaTb cnabble achdekTbl WM BoOOLE He Bbi3biBaTb
NPU3HAKOB MHTOKCUKALUN.

2.3.4 BcnomoraTenbHoe (peBepcuBHOE) nccriegoBaHne

BcnomoratenbHoe (peBepcUBHOE) UccefoBaHWe MOXHO TMNPUMEHNATb ANs  HabnogeHns  3a
06paTMMOCTbIO, CTOMKOCTBIO WM OTAASIEHHBIMU MNPOSIBIEHUAMU MHTOKCUKAUMU NOC/e 3KCNeprMeHTa B
TeueHMe COOTBETCTBYIOLLETO BPEMEHU, HO He 6onee 14 aHeli. BcnomorartesibHble (PEBEPCUBHLIE) TPYNMbl
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COCTOAT M3 MNATM CcCaMUOB W MNATM  CaMoK, MNOABepraemMbiXx BO34EWCTBUO  OJHOBPEMEHHO C
9KCMEPUMEHTA/IbHBIMW  XXMBOTHBIMW B OCHOBHOM MCC/leoBaHuKW. BcrnomoraTesibHble (PeBEpPCUBHbLIE)
UCnbITyeMble Tpynnbl cnefyeT noasepratb BO3AEWCTBUIO UCCNEAyeMOro BelecTBa C MakKCUMasbHbIM
YPOBHEM KOHLEHTpaLWu, Npy Heo6Xo4MMOCTW crieflyeT NMPOBECTU napasnesbHblii BO3AYLIHbIA KOHTPOSb
W/ KOHTPOSIb Cpefbl.

2.3.5 KOHTpPOJ/IbHbIE XNBOTHbIE

YXVBOTHbIE B NapannesnbHo rpynne fO/HKHbI COAEePXaTbCs B YCNOBUAX, UAEHTUYHbIX TEM, B KOTOPbIX
COlEePXaTCA XMBOTHble B 3KCMEPUMEHTaNbHOW rpynne, 3a WCKIYEeHWeM TOro, 4TO OHM MoABeprawTcs
BO3feCTBNIO (DULTPOBAHHOIO BO3fdyxa, a He wuccnegyemoro Beljectsa. Ecnnm sBogy wam fpyryto
cybCcTaHLMI0 NPUYMEHAIOT B Mpolecce reHepauuy uccnepyemoil aTmMocdepsl, B McciefoBaHue cnegyet
BK/MOUYWTL TPYNMNy MO KOHTPOJIO cpeAbl, BMECTO [Pynnbl MO HeraTvBHOMY (BO3AyLWHOMY) KOHTposnt. [lo
BO3MOXHOCTW B KayecTBe cpefpl ciefyeT UCnosb3oBaTb Bogy. Ecnv B kayecTse cpefibl UCNO/b3YOT BOAY,
KOHTPOJIbHbIX XVMBOTHbIX C/iedyeT nofABepratb BO34ENCTBMIO BO34yXa NpU TakoM Xe YPOBHE OTHOCUTE/IbHOW
B/TQXHOCTW, 4YTO W B uccnegyemblx rpynnax. Bbibop nogxogswieit cpefbl JO/MKEH onupaTbCs Ha
COOTBETCTBYIOLMM 06pa3oM MoslyyeHHble NpeA-ucnbiTaTeNbHble WM PEeTPOCNeKTUBHblIE AaHHble. Ecnu
TOKCMYHOCTb cpefibl He 06l en3BecTHa, PYKOBOAWUTENlb WCC/efOBaHNSA MOXET TMPUHATb pelleHne o
NPUMEHEHNN HEeraTUBHOTO (BO3AYLIHOIO) KOHTPOA M KOHTPONA CpeAbl, HO 3TO KpaiiHe HexenaTtenbHo. Ecnmn
peTpoCneKkTUBHbIE [aHHble MOoKa3blBalOT, 4YTO cpeAa HEeTOKCWYHa, TO B HeraTWBHbIX (BO3AYLUHbIX)
KOHTPO/IbHbIX Tpynnax HeT HeobxoAuMMOoCTU U cnedyeT MNPUMeEHATb TOMbKO KOHTPOSb cpeAbl. Ecnu
npeABapuTenbHOe WCCnefoBaHWe TecTUPYeMOoro BeLlecTBa, BBEAEHHOTO B cpefdy, He BbisiBAAeT
TOKCMYHOCTU, TO W3 3TOrO CrefdyeT, YTo cpefa B TeCTUPYeMON KOHLEeHTpauuu HeTOKCMYHa U Heo6XxoAnMMOo
BbINOJIHEHNE KOHTPONA cpeabl.

2.4 YcnoBus NpoBeAeHNs uccnefoBaHuns

2.4.1 BBejeHVe KOHLEeHTpauuii

YKvBOTHBIX NofBeprarT BO3AENCTBUIO MCCnefyeMoro BellecTsa B BUAe rasa, napos, aspo3ons v
ux cmecu. Mccnepyemoe husmueckoe COCTOSIHUE 3aBUCUT OT YU3UKO-XMMUYECKMX CBOMCTB TECTUPYEMOrO
npenaparta, BblOPaHHOW KOHLUEeHTpauun wwnm dusnyeckoli ¢opMbl, KOTopble Hambonee BepOSTHO
NpUCYTCTBYIOT BO BPeMsl MPUMEHEHUSI KCCNefyemoro npenaparta. 3epHUCTbIi MaTepuan Ans AOCTUXKEHUA
Tpebyemoro rpaHy/10MeTpMYeckoro cocTaBa MOXeT O6biTb NOABEPrHYT MexaHuyeckum obpaboTkam.
[anbHelilwne npaBuna cogepxarcs B fOKymeHTe [2].

2.4.2 TpaHynomMeTpuyeckuini coctaB

Pa3mepbl yacTuy, Ao/MXHbI 6bITb ONpeAesnieHbl ANS BCeX alapo3ofiell U ANa napos, KOTOpble MOryT
KOHAeHcupoBaTbCcsi B (hopMmy aspo3ons. YTo6bl obecneunTb BO3AEWCTBME Ha BCe BaXHble 06nactu
AblXaTenbHbIX MyTel, pekomeHAyeTcs MNPUMEHATb a’apo30/lb C MacCOBbIM CPeAHUM a3apoAMHaMUYECKUM
anametpom (MMAD) B gmana3oHe oT 1 Ao 3 MKM C reoMeTpMyeckuM CTaHAapTHbIM OTK/OHEHVWEM 0f B
AunanasoHe ot 1,5 o 3.0 [3].

CnepyeT NpuoXuTb JO/KHbIE YCUIMS, 4To6bl CO6NIOCTU YKasaHHOe TpeboBaHue; B Ciyyae, ecin aTo
HEBO3MOXHO, HeoOX0AMMO MNpefocTaBUTb IKCNEPTHYH OLEHKY. Hanpumep, mMeTannnyeckue yactuubl B
BO3fyXe MOryT 6bITb MeHbLUEro pasmepa, Yem ctaHAapTHble, 3apsXXeHHble YacTuLbl 1 BOJIOKHA Takke MOoryT
npeBsbIWaTh pasMep CTaHAAPTHbLIX.

2.4.3 MpurotosBneHne nccreyemoro BelecTsa B cpeje

Kak npaBwno, TecTupyemblii npenapaT cnefyeT WcnbiTbiBaTb 6€3 npuMeHeHus cpefpl. Cpepgy
HeobXo4MMO NPUMEHATb AN CO3[aHWSA COOTBETCTBYIOWEH KOHLEeHTpauuu wuccregyemoro Belectsa U
pa3vepa uactuy, npu 3TOM npegnouyTeHne oTpaeTca Boge. Ecnu uccnefgyemblii npenapart pacTBOPEH B
cpefie, ero cTabuibHOCTb [JO/KHA 6bITb YCTAHOB/IEHA.

2.5 KOHTpOb yCN0OBWiA 3KCNOo3nuun

2.5.1 Bo3gylHble NOTOKM B Kamepe

MoTokn BO3AyXxa, MPOXOAdliMe Yepe3 kamepy, B KOTOPONM OCYLeCTBAS€TCA WUCMbiTaHue, cnepyet
TWaTenbHO NPOBEPSATb, NOCTOAHHO U3MEPSTb N (DUKCUPOBATb HE pexe YeMm OfMH pa3 B Yac Ha NpOTSXKEeHUU
BCEr0 BPEMeHM 3KCrno3uumn. KOHTPOsb 3a KOHUeHTpauueli TecTupyemoii atmocdepbl (MM TemnepaTypHoi
CTabuNbHOCTN) B peXxuMme peaslbHOr0 BPEMEHW ABNAETCSA UHTErpasibHbiM U3MEPEeHNeM BCeX ANHAMUYECKNX
napameTpoB UK obecneumBaeT KOCBEHHble CMOCOGbI [/ KOHTPOAA 3a BCEMU pefieBaHTHbIMU
OVHAMUYECKUMWU  WHTaNAUMOHHBIMU  napaMeTpamu. EcinM  KOHUEHTpauuio  KOHTPONMPYKOT B pexume
peasibHOro BPpEMEHU, YacTOTa U3MEPEHUI NOTOKOB BO3AyXa MOXET OblTb MOHWXKEHA A0 OLHOT0 M3MEepeHUs B
3Kkcnosnuuio B geHb. Ocoboe BHMMaHWe cnegyeT yaenatb TOMy, YTO6bl n3bexarb BO3BPATHOIO AblXaHUs B
Kamepe C BO3eliCTBMEM «TOJ/IbKO Yepe3 HOC». KOHUeHTpauua kucnopoga Ao/HKHa cocTaBNAaTb He MeHee 19
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%, a KOHLEHTpaLMs YI/IeKUC/I0ro rasa He J0/KHA NpeBblwaTth 1%. ECAu ecTb NpUUMHLI Nonarath, YTO 3TUM
HOpPMaM Heslb3sl YAOBMETBOPUTL, KOHLEHTpaLUM KUC/IOPoAa M YrAeKCoro rasa cregyet 3amepsitb. Ecim
U3MepeHUsl B NepBblii AeHb 3KCMO3ULMU NOKAXYT, YTO KOHLEHTPALWU HaxoAsTcs Ha [JO/MKHOM YpOBHE, B
JaIbHelWmnX N3MepeHnsix HE06X04UMOCTM HET.

2.5.2 Temnepartypa 1 OTHOCUTENbHAaA BNaXHOCTb B Kamepe

Temnepatypa B kKaMepe Jo/mkHa cocTaBnaTh (22 + 3) °C. OTHOCUTENbHYI0 BNaXKHOCTb BAbIXaTe/bHO
30He XMBOTHbIX MpKU BO3AENCTBUSIX «4epe3 HOC» U «yepe3 Bce Teso», ciefyeT NpoBepsATb NMOCTOSIHHO M
chvKeupoBaTb Kaxkblli Yac B TeYeHWe BCEero BPEeMEHW 3KCMO3WULMWU, eCnn 3TO BO3MOXHO. OTHOCWTeNbHas
BNIXKHOCTb f0/DKHA npeanoytutesibHo coctaenAaTb oT 30 % Ao 70 %. HO B onpefeneHHblX cnyvasx
(Hanpumep, Npu TeCTMpPOBaHUK Npenapata Ha BOAHOIN OCHOBE) 3TOT YPOBEHb MOXET ObITb HEMPUMEHUM UK
He n3MmepsieM BCMe/CTBME B3aMMOBIVAHUA UCCIEAyEeMOro npenapara n Metofa uccnefoBaHus.

2.5.3 Viccnepyemoe BeLW,ecTBO - HOMUHa/IbHaa KOHUEeHTpauuns

Mo BO3MOXHOCTM cnefyeT HabnwoaaTe 1 UKCUPOBaTb HOMUHA/IbHYIO KOHLEHTPaLMIo Npu aKCno3nyum
B Kk/neTke. HOMUWHasibHasA KOHUEHTpauus - 3TO Macca CreHepupoBaHHOrO WCMbITYEMOro BeLllecTsa,
pasbasnieHHas O06WMM O06BLEMOM BO3fyxa, MNPOXOAALLEro 4epes WHTaIALMOHHYI0 CUCTEMY Kamepbl.
HOMWHasIbHYI0 KOHLUEHTpauuio He NPUMEHST MPpU OMUCaHUM 3SKCMO3ULMU Ha XWUBOTHbIX, HO CpaBHeHue
HOMWHa/IBHON U DaKTUYeCKol KOHLEeHTpauuii nossonseTt cyautb 06 3EeKTUBHOCTM reHepupoBaHus
KOHLeHTpaLuumn B UCNbITaTe/IbHOM CUCTEME 1 BOBPEMS BbISIBUTH MMEIOLMECH Npobriemsbl.

2.5.4 iccnepyemoe BeL,ecTBO - pakTuyeckas KoHUeHTpauus

dakTnyeckas KOHUEHTpauuss - 3TO KOHLEHTpauus wuccregyemoro npenapata B 30HE AblXaHWA
XUBOTHbIX B WHrafsiLMOHHON Kamepe. 3HauyeHue (DakTUYeCKON KOHLEHTpauuM MOXHO OLEHUTb MPAMbIM
MeTofoM (Hanpumep, MeTO4OM HenocpefCTBEHHOro Bblbopa, aAcopOLUMOHHBIM MeToLOM WM MeToAoM
XMWYECKON peakTMBHOCTW, W MoCAefylowWwum aHaaM3om) WM NpsaMbiMi - MeTogamu, Hanpumep,
rpaBUMETPUYECKNiA kanenbHblii aHanu3. NpYMeHeHe rpaBUMEeTPUYECKOro aHanusa AonycTMMO TOMIbKO AN
OiHOKOMMOHEHTHbIX MOPOLUKOOO6PAa3HbIX BELLECTB B adp030/IbHOW ynakoBKe WAW ANA XUOKAX asapo3onei ¢
HW3KOI NeTyyecTbio U AO/KHO ObiTb MOAKPENNIEHO NpPeBapUTENIbHO MOYYEHHbIMU COOTBETCTBYHOLLMMM
cneuynanbHbIMKW  XapakTepuctukamy — uccrefyemoro  npenapara. KoHueHTpauuio  aspo3ons  cC
MHOFOKOMMOHEHTHbIM MOPOLIKOM MOXHO Takxe ofnpefenutb C MOMOLbI0 MeToda rpaBYMeTPUYecKoro
aHanusa. B aTom cnyyae noTpebyloTcs AaHHble aHanusa, NoATBepxAalolime, 4YTO COCTaB a3apo30/s-
BEllecTBa CXO0X C COCTaBOM WCXOA4HOro wmatepuana. Ecnn nopgobHol  uHoOpmauum HeT. MOoXeT
noTpeboBaTbCsi NOBTOPHbIA aHanU3 uccnegyeMoro BelecTBa (Kak npaBuio, B BO3AYLUHOM COCTOSIHUM) B
onpejesnieHHble BPeMEHHble VHTepBasbl B TeyeHne BCero uccnefoBaHus. [na aspo3osneil, KoTopble mMoryT
ucnapsaTbCa WAM cyb6nummpoBaTtbCs, crefyeT ykasaTb, 4TO Bce dpasbl cpefpl 6blavM  uccnegoBaHbl
BblGpPaHHbIM METOA0M.

Heob6xoAMMO MO BO3MOXHOCTU MPUMEHATb OAUH W TOT Xe npenapar Ans TeCcTUpOBaHWS;
uccnegyemblii obpasel, LO/HKEH XPaHUTbCS B YCOBWAX, KOTOPble MO3BO/AT COXPaHATb €ro CTeneHb
4yncTOThbl, OAHOPOAHOCTb W CTabunbHOCTb. [lepes HavasoM uccnefoBaHUs Heo6XxoAMMO pacnonaraTb
onucaHMem npenaparta, BK/IlOYas €ro CTeneHb YUCTOTbl W, €C/M 3TO TEeXHWYECKM BO3MOXHO, €ro
0603HaYeHne M KONMYECTBO BbISB/IEHHbIX B HEM NpPUMMeEcCel W 3arpAsHSAWMX BelecTB. Takne cBefeHus
MOXHO Harns4HO NokasaTb C MOMOLLbIO CIeAYIOLNX, HO He OrpaHNyMBasCb UMU. AaHHbIX; BPEMSA yAepXaHus
N OTHOCUTE/IbHAsA BesMYMHa Nuka, MONEKynsapHas macca, nosyyeHHas MeTofoM Macc-CneKkTpockonuu unm
razoxpomatorpadmu, unu Apyrme nogcuetbl. XoTA onpejAesieHMe TecToBbiXx 00pasuoB He BXOAUT B
0653aHHOCTM UCnbiTaTenbHOW nabopaTopun, BO3MOXHO, LenecoobpasHo NOATBEPANTb CMOHCOPCKME
XapakTepucTvKK, No KpaiiHei mepe, B orpaHMYeHHOM BuAe (Hanpumep, UBeT, hm3nyeckan npuposa u T.4.).

BosgeiicTeylollyto atmocdepy cnegyeT nogfepxmeaTb B HEM3MEHHOM COCTOSIHAM, HACKOJSIbKO 3TO
BO3MOXHO. [pnMbop [ANA KOHTPOAA B peasibHOM BpPeMeHW, Takoli kak (DOTOMETPUYECKUI CcueTymk
a3po30/IbHbIX YacTul, A8 asapo3ofiell uam obwwuii rmapokapbOHHbIA aHanusaTop ANS Napos, MOryT
NPUMEeHATb 415 nokKasaTens cTabunbHOCTWU YC/IOBMIA aKcno3muun. PakTUYecKylo KOHLEeHTpauuilo B Kamepe
cnepyeT U3MepsiTb He MeHee Tpex pas B KaXAblil feHb 3KCNO3ULMM Ha KaXAoM YpoBHe 3akcrnosvumun. Ecnm
3TO HEBO3MOXHO BCMEACTBME OrPaHNYEHHbIX BO3AYLLUHbIX NOTOKOB WKW HWU3KOW KOHLEHTpauum, 3a Bce Bpems
nepvofa akcnosvuuu fonyckaetcs oT6op ofHol npobbl. Kak npaswno, 3ToT o6pasel, cnepyet 6paTb B
TeyeHne BCero nepuofa akcrnosmumn. O6pasubl KOHUEHTpauun A8 Kaxgol Kamepbl He  A0/DKHbI
OTKNOHATLCA OT CpeAHel KoHueHTpauun 6onee Yem Ha £ 10 % Ansa rasoB u napos ¢ 20 % ANS XUOKNX U
TBEpAbIX aspo3osieli. Bpema ANs AOCTUXEHUA PaBHOBECHOrO COCTOSIHAA U nepexofa kK pacnagy (t*;) HyXHO
nsmMeputb U1 3admkcMposatb. [lepuof BO3AeNCTBAA OxBaTbiBaeT BPeEMS reHepauuu nccnefyemoro
Bellectsa. lMpu 3TOM yuuTbiBAlOT BPeEMS, HeobxoAuMoe [ANA LOCTUXEHUSA PaBHOBECHOIO COCTOSHUA B
kamepe (b5 1 nepexofa K pacnagy. VIHCTpyKLuA no pacyeTy (1%) coaepxuTca B JOKyMeHTe (2).

[Ona cnoxXHbiX CMeceil M3 rasoB/mapoB WM aspo30/ieli Kaxgas asa MOXeT AEeMOHCTpMpoBaTb
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pa3Hoe noBefeHne B UHraNSALMOHHON kamepe. o 3To npuunHe 418 Kaxaow asbl (ras/nap nan aspososib)
cnefyeTt Bbi6paTb MO MeHblUell Mepe OAHY WHAMKATOPHYK Cy6CTaHuMio (aHanuT), Kak npaBuio, OCHOBHYHO
aKTUBHYI B NekapcTBEeHHON chopme nccnegyemoro npenaparta. Korga TecTupyembliii npenapaT sBnsieTcs
cMecblo (Hampvmep, MO COCTaBy), aHa/MTUYeckas KOHLUEeHTpauus Ao/xHa OblTb onucaHa Ans obuiero
cocTaBa W He TOMbKO [719 aKTUBHOIrO WHIPefueHTa WM KOMMOHeHTa (BeliecTsa, onpefensemoro npu
aHanuse). JonosHuTenbHas nHopmaumsa o pakTUYeCKon KOHLEHTpaUM COAEePXNTCA B flOKYMeHTe [2].

2,55 Wccnepgyemoe BewecTBO - rpaHy/ioOMeTpuyeckuii cocTas

['paHynioMeTpMUYECKMii cocTaB aspo30sieil cneayeT onpeAensiTb He pexe pasa B HeAe/N AN Kaxaoro
YPOBHS KOHLEHTpauuy nytem nNPUMEHEHMs KackafHOro wumnaktopa WauM ajibTepHATUMBHOrO npuobopa,
HanpumMmep, aspoguHamuyeckoro cnektpometpa (APS). Ecnu  ypactcs nokasaTb paBHO3HAYHOCTb
pe3ynbTaToB, MNOJIyYEeHHbIX KackagHbIM WMMaKTOPOM W anbTepHaTWBHbIM MpubopoM, TO AonyckaeTcs
npMMeHeHne asibTepHaTUBHOIO Nnpubopa B nccnefoBaHnu.

BTopoe ycTpoiicTBO, Takoe Kak rpaBuMeTpuyeckuii punbTp unn umnuHmxep/obpasoBaTesnb rasoBbIixX
ny3blpbkOB, cfedyeT MNPYMEHATb napasfieflbHo OCHOBHOMY WHCTPYMEHTY ANS  MNOATBEPXAEHWSA
3(hpeKTMBHOCTN ero paboTbl. MaccoBasi KOHLEHTpauusi, nosiyyeHHas rpaHy/loMeTpUYEecKM aHasin3om,
[O/DKHA ObITb B pa3yMHbIX Npejesiax MacCcoBOW KOHLEHTpaummn, Noy4YeHHol B pe3ysibTaTe aHaim3a paboTsbl
unbTpoB (CM. fokymMeHT (2]). Ecnm ypaetcs nokasaTb paBHO3HAYHOCTb pe3ynbTaToB A8 BCeX
KOHUEHTpauuii, TecTUpyeMblX Ha paHHEM 3Tane uccfefoBaHusl, NpoBefeHVWe  fanbHemnwwmnx
noATBEPXAAKLWMX W3MEPEHUI MOXHO u3bexarb. M3 coobpaxeHuinl 3aboTbl O XXMBOTHbIX WU3MEPEHUs
cnefyeT NpoBOAWTbL TakMM 06pa3oM, YTOObI MUHMMKU3MPOBATL NOJyYyeHWe HeybeauTesNbHbIX AaHHbIX, YTO
MOXeT NPMBECTN K MOBTOPHOMY MCC/ef0BaHuIo.

OnpepgenexHve pasMepoB 4YacTul, cnefyeT BbIMOMHATL A1 NapoB, ec/in ecTb nobas BEpPOATHOCTb,
4YTO KOHAEHcauus napoB BefeT Kk o6pa3oBaHMi0 aspo30/s WKW ecnv YacTuubl 06HapyxeHbl B aTMocdepe
napoB C NOTEHUUaIOM CMeLlaHHbIX das.

3 HabntoneHua

KnvHunyeckne HabGNAeHUs 3a XMWBOTHbIMK CreAyeT NPOBOAWUTL [O. BO BPEMsS UM nocne nepuoaa
akcnosuuun. Bonee yacTtble HabnwAeHNA MOryT NnoTpeboBaTbCs B 3aBUCUMOCTU OT Peakuun XUBOTHbLIX BO
BpEMS 3KCNo3vuuu. Ecnn HaGMloAeHMs 32 XMBOTHLIMW 3aTpyAHEHbl M3-3a NPUMEHEHUs OAepPXMBaKLLUX
Tpy6OK, NI0OXOr0 OCBELLEHNA B KaMepax 418 BO3A4ENCTBMA Yepes BCe Tes10 UM Henpo3payHoi aTMocdepsl,
XMBOTHbIX CieayeT TwaTelbHO ocMaTpuBaTh nocne akcno3uuyun. HabnaeHna HakaHyHe 3KCno3uummn moryT
3auKCMpoBaTh PEBEPCUBHOCTL WK 060CTPEHUE TOKCUYECKUX 3(h(heKToB.

Bce HaGnwoAeHNs (OUKCUPYIOT OTAEbHO MO KaX4oMy XMBOTHOMY. Korga XMBOTHbIX YMEPLLB/AOT U3
rYMaHHbIX COOBpaXeHWid WM HaxogAaT MepTBbIMU, BPEMS CMepTu cnefyeT 3aduKCMpoBaTb Kak MOXHO
TOYHee.

Ha6noaeHna B kKneTke A0/KHbI (OUKCUPOBATb M3MEHEHUSI Ha KOXE W LWepCTu, rnasax W CAU3UCTbIX
060/104Kax, B AbIXaTe/IbHOW, KDOBEHOCHOW U B HEPBHOI CUCTEMaX, a Takke COMATOMOTOPHOI aKTUBHOCTU K
B nosefeHuU. o BO3MOXHOCTM cfiefyeT OTMeuaTb pasinyvMs Mexay JioKaslbHbIMU U OCTaBLUMMUCS
cUCTeMHbIMK apdhekTaMun. BHUMaHWe cnefyeT HanpaBuTb Ha HaG/OAEHUA 32 TPEMOPOM, KOHBY/IbCUSIMU,
C/IOHOOTAENEHNEM, AMapeeii, anaTtueil, CHOM U KOMOIA. VI3MepeHue pekTanbHOW TeMnepaTtypbl No3BoOsSEeT
yAOCTOBEPUTLCS B ped)/IeKTOPHOM 6paAunHo3 Wan  runo/rmnepTepmMun, CBsi3aHHOW C  BO3fencTBMEM
BelwecTBa WM 06e3[BWKEHHOCTbIO. [JONONHWUTENbHbIE HA6MAEHWs, Hanpumep, 3a  KUHETUKOM,
OGUOMOHUTOPUHIOM, JIEFOUYHLIMU (DYHKLUMAMU, peTeHumeid cnabo pacTBOPUMbIX MaTepuasioB, KOTopble
Hakan/IMBalTCA B IETOYHbIX TKaHSIX, 3a NOBeAEeHUYECKUMY N3MEHEHUSIMU, MOTYT GbiTb BK/HOYEHbI B NPOTOKO/
uccnefoBaHus.

3.1 Macca Tena

Maccy Tena Kaxaoro XWBO/Oro cnefyeT 3adMKCUpOBaTh He33a[0/ro 40 NepBoro AHS 3KCMOo3uLvu
(neHb 0) u 3aTeM JABaxabl B Hegeno (Hanpumep, MO NATHULAM U NOHEAeNbHUKaM, C LEfblo
NPOAEMOHCTPUPOBATL BOCCTAHOB/IEHNE 32 CY660TY M BOCKPECEHLE, KOrAa IKCMO3NLMIO He NPOBOAAT, UK B
TaKoil BPEMEeHHO WHTepBas, KOTOPbIiA NO3BONAET OLUEHUTb CUCTEMHYH TOKCUYHOCTb), @ Takke Ha MOMEHT
CMEPTU UKW yMepLyBieHns. Eciv Bo3aeiicTBUS HEeT B TEUYEeHWe MepBbiX ABYX Hefeslb, Maccy Tesia MOXHO
B3BElUMBATb E©XEHEeAeNbHO Ha MNPOTSHXEeHUM OCTaBLIerocs Cpoka UcCiefoBaHusl. BcrnomoraTesfbHbIX
(pEBEPCUBHBIX) XMBOTHBLIX (E€C/IM NPUMEHSIOT) CcreayeT NpoAo/XaTh B3BELWBATb EXEHefeslbHO Ha
NPOTSHKEHUM BOCCTAHOBUTE/ILHOTO Mnepuoga. [0 OKOHYaHWKM WCCMEfOBaHUS BCEX XXMBOTHLIX creayet
B3BECUTb HE3a[0/ro A0 YMEPLUBMEHUS, ANA O06BLEKTUBHOINO BbIUMCMEHMS COOTHOLIEHUS MacChbl opraHa K
macce Tena.



FOCT 32643—2014

3.2 MoTtpebneHne nuuinm 1 BOAbI

O6beM NOTPe6ISAEMON NULK creayeT N3MEpPsSITb eXeHeAeNbHO. Takke MOXET OblTb M3MEPEH 06bEM
noTpebnsemoit Boabl.

4 KnuHmnydeckasa nartosiorms

OnpepenexHne KIMHMYECKUX NaTOMOrMin [O/MKHO ObiTb BbIMOSIHEHO A8 BCEX XMBOTHbIX, B TOM yucne
XUBOTHbIX B KOHTPOJIbHbIX W BCMOMOratefibHbIX (PEeBEepPCMBHbLIX) [Pynnax, Korga OHW YMepLUB/IEeHbI.
BpeMeHHOW vHTepBan mexay OKOHYaHMeM BO34elcTBUS U CO60POM KpPOBWM [AO/MKEH ObiTb 3adiMKCUMPOBAH,
0COBEHHO Kora BOCCTAHOB/IEHME OPraHOB-MULLEHWA NPOUCXOAUT BbICTPO. B3AaTne npob nocne oKoHYaHus
3KCNO3MLMKN yKasaHo A7 napaMeTpoB C KOPOTKMM Nepuvogom nonypacnaga nnasmbl (Hanpumep. COHb,
CHE u MetHb).

B Tabnuue 1 npuBefeHbl napaMeTpbl KIMHUYECKOW NaTonoriu, nccnefoBaHie KoTopblxX, Kak npasuso,
TpebyeTcsi BO BCEX TOKCUMYECKMX MUCMbITAHMAX. AHaM3 MOYM B OGLLENPUHATON NpakTvke He fABNseTcs
0653aTeNlbHbIM, HO OH MOXEeT ObiTb BbIMO/IHEH, €CNK 3TO OyAeT Mofie3HbIM B LEenax npegnonaraemMoin nam
HabnlogaemMoi TOKCMYHOCTU. PyKoBoauTeNb UccnefoBaHnsa MOXET BblOpaTh A/ OLEHKU AONONHUTE bHbIE
napameTpbl, 4To6bl 6osiee NOSIHO OxapakTepu3oBaTb TOKCMYHOCTb UCC/efyeMoro BelecTsa (Hanpumep,
Xonuctepasa. NUNUAbI, TOPMOHbI, KUCOTHO-LLENIOYHON 6anaHc, MeTremarniobvH wnu Tenbla XaiHua,
KpeaTvHKMHa3a. MWeNonAHO/3PUTPOMAHOE COOTHOLUEHME, TPOMOHWHbLI. Tasbl B apTepUasibHOW KpoBW,
nakraTgerngporeHasa, copobuTgermgporeHasa. raytamar  gerugporeHasa v raMMa  raytamun
TpaHcnenTuaasa).

Ta6nuyal- MapameTpbl CTaHAAPTHON KAMHUYECKON NaToNorm

FemaTtonorus
MopgcueT aputpounToB MopgcyeT obuiero konnyecTsa neiikounTos
KoHueHTpauus remorno6rHa MogcueT anddhepeHUpoBaHHbIX 1EKOLNTOB
CpefHuii apuTpoLMTapHbIii reMorno6uH MogcyeT TpOMGBOLUTOB
CpefiHee reMaTOKpUTHOE 41C/0 MoTeHunan ceepTbiBaHNA (BbIGpaTh O4HO):
KoHUeHTpauus cpefHero apuTpoymMTapHoro MpoTpom6GrpoBaHHOE Bpemsi
remorno6uHa Bpems HenonHoro Tpom6onnacTuHa
PeTunkynouuTsl
KnunHnyeckas 6noxumms
Inokosa* AnaHnHamunHoTpaHcepasa
O6LwWwunii xonecTepuH AcnapTart-amvHoTpaHcdepasa
Tpurnuuepuabl LWenouHan docharasa
A30T MOYEBWHbI KPOBU Kanwuii
o6wWwuit 6unpybmH Hatpuii
KpeaTuHuH Kanbuwnii
o6wuit 6enok ®occhop
AnbO6YMUH Xnopug
FnobynuH
AHanus mouun (dakynbTaTUBHO)
3HewWwHwnin Bug, (LBET 1 MYTHOCTb) 26wwuii 6enok
Naoca 'noko3a
/aenbHbI BEC NN OCMOTUYECKoe AaBrieHne (poBb/KNETKN KPOBHU
H

* Tak Kak nepuofg AJUTENbHOTO TFONOAAHUS MOXET MNPUBECTU K W3MEHEHWID B W3MEPEHUSX [/OKO3bl Y
3KCNEPUMEHTaIbHBIX XMUBOTHBIX MO CPaBHEHWIO C XMBOTHBIMU KOHTPOJ/IbHOIW rpynnbl, PyKOBOAUTENb WUCCNEeA0BaHUS
[O/DKEH onpefenuTb, Lenecoob6pasHo Ny NoABEpraTb XUBOTHbIX ronogy. Ecnu wucnonb3yetcs ronogaHve, ee
WMTENBHOCTb AO0/KHA 6bITb Hagnexauweli gns WCnosb3yeMbiX BULOB: ANA KPbiC 3TO MOXeT OblTb 16 4. (HOYHOe
ofnofaHue). lMccnefoBaHue [OKO3HOTO TOMOAAHUS MOXET OblTb BbINOMHEHO MNOCNE HOYHOW ronojaHus Ha
rPOTSKEHUN MoOcnefHell 3KCNO3ULMOHHOW Heaenu, Wan nocfie HOYHOro ronofaHvs nepeg BCKpbITUEM (B nocrnefHeM
;lyyae BMecTe € APYrMMU KNNHUYECKMMU NAaTONOrMYecKUMn napameTpamu).

Ecnu ecTb Npu3Haku, YTO HWXHWI AbIXaTeNbHblI TpakT (Hanpumep, anbBeO/bl) ABAAETCA NEPBUYUYHLIM
oyaromM AenoHUMpPOBAHWSA W COXPaHEeHWs, TO OGPOHXOaNbBeONsipHbI naBax (BAL) MoxeT 6biTh
npeAnoyYTMTENIbHBIM MeTOA40M Bbi6Oopa nmapamMeTpoB KOIMYECTBEHHOTO aHanns3a, rmnoTeTMYeckn OCHOBAHHbIX
Ha «f03a-aphekT» M chOKYCMPOBAHHbIX HA anbBeoNNTe, NyIbMOHANbHOM BOCNaneHun n gocdonnnuaax.
3T0 no3BonseT CcOOTBETCTBYWLW MM 06pa3om wuccnefoBaTb aNbBeoNiApHble MNOBPEXAEHWUS, Bbl3BaHHble
N3MeHeHVeM A03bl U Nepuoja Bo3fgeicTBMA npenapaTta. 370 AONyCKaeT U3MEHEHUA A03MPOBOK U BblAepXek
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ONA Hajnexallero nMepeHus anbBeoNApHbIX NoBpexaeHunid. ®nwoung BAL moxeT 6bITb NpoaHasnM3vpoBaH
Ha npegvmer ob6bwero u audpepeHUMpoBaHHOIO nogcyeta nelikouwTosB, obuwero 6enka wu
naktatgerngporeHasbl. [pyrue napameTpbl, KOTOpble MOryT 6biTb Y4TEHbl, YKa3blBalOT Ha /IM30COMHbIE
nospexgeHus, ochonunugbl, rbpossbl 1 pasgpaxeHve nan annerpuyeckoe BocnaseHne, Kotopble mMoryTt
BK/MOYaTb B cebA onpefeneHns NpoBOCNAUTENbHOTO LUWTOKMMesa/xeMokuHeaa. W3mepeHuns BAL, kak
npaswi0, AONOMHAT AaHHble rOCTONATON0MMYeCcKNX UCCNefoBaHnii, HO He 3ameHsAT ux. PykoBOACTBO No
NpOBeAEHNI0 JIEFOYHOTO laBaxa MOXHO HalTu B fOKyMeHTe [2].

5 3Haummble natonorvn n macca opraHoB

Bce akcnepuMeHTasibHbIe XUBOTHbIE, BK/IKOYasA TeX, KOTopble MornbnvM BO BpeMS nccrefoBaHus win
OblIN U3BATHI M3 UCCNef0BaHWUS MO COO6pPaXeHUsAM 3ab0Tbl O XMUBOTHbLIX, AO/MKHbI OblTb NOABEPrHYThI
NosIHOMY 06eCKpOB/IMBaHMIO (EC/M BbINMOMIHMMO) ¥ MOMIHOMY BCKPbITMIO. [15 KaXA0ro XWBOTHOro crnegyet
3achmkcupoBatb BpeEMS MexAy OKOHYaHMeM MocnefHell 3Kcno3uumm wu oro ymepuisnexHvem. Ecnn
HEBO3MOXHO NPOBECTU BCKPbITUE cpa3y nocsie o6Hapy>XXeHUs NornbLIEero XX1BOTHOTO, €ro cieiyeT ox1agutb
(He 3aMOpO3uTb) Npu TemnepaTtype AOCTATOYHO HWU3KOI, YTOObI MMHMMM3NPOBATL pacnaj TkaHel. BckpbiTre
cnefyeT NpoBOAMTbL Kak MOXHO CKOpee, Kak npaBwuio, B TeYeHUWEe O[HOro-ABYX AHeli. Bce 3HauvMble
naTosiormyeckne WU3MeHeHuss HeobXxoAuMO 3adMKCMpoBaTb MO KaXAOMYy XWMBOTHOMY, ob6paijas ocoboe
BHMMaHNE Ha U3MEeHEeHUA B AblXaTesIbHbIX NyTAX.

B Tabnuue 2 npuBefeHbl OpraHbl M TKaHW, KOTOpble cfedyeT COXpaHuTb B COOTBETCTBYHLLEN
nuTaTesibHON cpefe BO BPeMS MOJIHOTO BCKPbITMA A1 TMCTONATO/I0rMYeckoro ncecnegosanus. CoxpaHeHve
(YNOMSsiHyTbIX) OpraHoB U TKaHel 1 M6biX APYrMX OPraHoB OCYLLECTB/SIETCA MO PELUEHUd PyKOBOAMTENS
uccnegoBaHus. OpraHbl, HaUMEHOBAHUS KOTOPbIX BblAENEHbI XWPHbIM LWPUATOM, cneayeT WUCCeYb U
B3BECUTb BO BJ/IAXXHOM COCTOAHUN KaK MOXHO CKOpee nocsie BCKpbITUA, yTo6bl M36EXaTb BbICbIXaHUS.
LMTOBMAHYIO Xenesy 1 anuananMuchl cnefyeT B3BeLWBaTh TO/IbKO N0 HEO6X0AMMOCTH, TaK Kak uccevyeHve
apTehakTtoB MOTyT 3aTpyAHUTb T[MCTOMaTO/IOTMYeckoe uccrefoBaHne. TkaHW W OpraHbl  crnepgyet
3agoukcuposBatb B 10 %-m pacTBope hopmanuHa Wau ApYyroro COOTBETCTBYHOLLErO domkcaTopa Kak MOXHO
CKOpee nocfie BCKPbITUS,, HO HE MeHee uyem 3a 24-48 4 00 UCCeveHus, B 3aBMCMMOCTU OT NPUMEHSEMOro
oukcatopa.

Tabnu paz2 - OpFaHbI N TKaHWN, COXpaHEeHHble BO BPEMA MOJIHOIO BCKPbITUA

HagnouyeyHuku
KOCTHbI MO3r (M/nnn cBexnBe acnuparbl)
Mo3r (Bk/toYas 4acTu rosIoBHOrO MO3ra, MO3XEe4oK U

CeMeHHble My3bIpbkn
CNUHHOM MO3T (LWeHbIA, cpegHe-rpyAHON,
NOSACHWUYHbIIA)

npoAoaroBathiii MO3r/BaposimeB MOCT) CeneseHka
nasa (cetyaTtka, 3puTenbHbIi HEPB) U BEKM Xenypok
Ceppue CeMeHHUNKHN
Mouku Tumyc

lopTaHb (3 ypoBHs. 1ypoBeHb Bk/IlOYaeT B cebn
OCHOBaHWe HaAropTaHHKKa)

MeyeHb

Nerkoe (Bce A0NM Ha OfHOM YpPOBHe, BK/OYas rnaBHble
6poHXM)

NumdpaTnyeckme y3nbl OT BOPOT /Ierknx, 0CO6EHHO AN
nccneayemMbix BeLEeCTB C N10X0 PacTBOPUMbIMU
yactuyamu. ins 6onee ncyepnbiBaioLLero
nccneaoBaHnsa u/vnu nccnepoBaHnii c
MMMYHO10rM4eckum oKycoM, AOMNOSTHUTENbHbIE
nuMmdatnyeckme y3nbl MOryT 6blTb PACCMOTPEHBI,
Hanpumep, oT MeAnacTUHasIbHbIX,
3aTbIIOYHbIX/NOAYENOCTHBIX U/UN CNYXOBbIX 30H
HocornotouHble TkaHu (He MeHee 4 ypoBHeli; 1 ypoBeHb
BK/1IOYAET HOCOI/IOTOYHbIM KaHan U Has3anbHO
accouumpoBaHHble MM oungHble TkaHu (HANT)
Muuwesopn

O6oHsTeNbHAA NyKOBULLA

ANYHNKN

WntoBnaHas xenesa

Tpaxes (He MeHee 2 ypoBHeil, Bkoyas 1
NPOAOILHYI0 CEKLMIO Yepes Kiib 1 1 nonepeyHyto
ceKumo)

(MoueBolii ny3bipb]

Martka

Bce o6WwupHbIe noBpexaeHns

Nerkvue cnepyeT wu3Bneub 6e3 MNOBPEXAEHUIA,

B3BECUTb WU 3aCbI/IKCI/IpOBaTb COOTBETCTBYHOLWNM

dmkcaTopom nog fasneHvem B 20-30 cm BOAbl, YTOObI 06ecneynTb COXPaAHHOCTb JIETOYHOW CTPYKTYpbI.
Cpesbl NeroYHbIX TKaHeh A0MKHblI ObiTb COGPaHbl AN1S BCEX A0/el Ha OAHOM YPOBHe, BK/IOYas NaBHble
6POHXM, HO ecnu bl BbINOMHEH NIEFOYHbINA NaBax, A0S, B KOTOPOW He OGbin Mpou3BefeH naBax, [O/HKHa
6bITb pacceyeHa Ha TPy YPOBHSA (HecepuiiHble cpesbl).

8



FOCT 32643—2014

CnepyeT wuccnefoBaTb He MeHee 4YeTblpex YpPOBHEW HOCOr/IOTOYHbIX TKaHel, ofHa K3 KOTOPbIX
OO/MKHA BKAOYaTb B €06 HOCOMNMOTOYHbIA KaHan [5]-9]. Ans agekBaTHOro o6cnefoBaHMs CKBAMO3HOM
KOCTW, MPOMEXYTOUHOTO (HEe-PEeCHUYHOrO [AblXaTeNbHOro), AblXaTeNbHOro (PeCHWYHOro [AbiXaTeflbHoro) |
06GOHATENBHOTO 3NUTENWUS, a Takke JApeHaxHoW numdaTtnyeckoin TkaHnm (HANT (9]. (10]). Cnegyet
nuccnenoBatb TPU YPOBHA TOpTaHW, OAWMH M3 3TMX YPOBHEW [AO/MKEH BKIOYaTb B Ce6S OCHOBaHue
HagropTaHHuka [12]. CnepyeT uccnefoBaTb He MeHee [BYX YPOBHeli Tpaxeuw, BKA4Yasi NPoAosibHOe
ceyeHune yepes kunb 6udypkaLmm rnaBHoro 6poHxa u 04HOro NONepeyvHoro cpesa.

6 N'ncTonartonorus

rMcTonaTtosiormyeckas oleHka BCEX OPraHOB W TKaHel, Mepeync/ieHHbIX B Tabnuue 2, AokHa ObiTb
BbINOJIHEHA B KOHTPOJILHOI TPYynne 1 B rpynne ¢ BbICOKOM KOHLeHTpauueid, a Takke B OTHOLUEHWUU XUBOTHbIX,
KoTopble NorM6nuM unu GbiNY YMEpLUB/IEHbI B Xofe WccnefoBaHus. Ocoboe BHMMaHue crefyeT yaenstb
AblXxaTesibHbIM - NyTSIM, OpraHam-MULEeHAM U MakKpOCKOMWUECKUM MoBpexAeHusiM. OpraHbl W TKaHu,
MopaXeHHble B rpynne C BbICOKOW KOHLUEHTpauuei, A0/MKHblI 6biTb MCCMefoBaHbl BO BCEX rpynnax.
PykoBoAWTeNb UCCNEA0BaHUSI MOXET MPUHATL PELUeHNe O MPOBEAEHUM TUCTOMNATOJ/IONMYECKUX aHann3oB
ONS [ONOIHUTE/BbHLIX TPYNN C LUEeMbio NokasaTb 3aBUCUMOCTb «KOHLEHTpauus-oTBeT». ECM NpuMeHsioT
BCMOMOraTe IbHyt0 (PeBEPCUBHYHIO) Tpynny, rMCTONAToI0rMYeckuii aHanms 4oKeH 6biTh BbINMOHEH AJ1s BCEX
NOPaXeHHbIX TKAHE 1 OpraHoB B KCNEepPUMEHTasIbHbIX rpynnax. ECAu B rpynne ¢ BbICOKOM KOHUEeHTpauuei
Ha6nofaeTcs ypeaMepHasi paHHAs CMepTHOCTb WAW Apyrue TPYAHOCTU, YTO AUCKPEAUTUPYET 3HAYMMOCTb
JaHHbIX, cregywolas 6osiee HU3Kas KOHLEHTpauusi JoSXHa ObiTb MOABEPrHyTa IMCTOMATONOTMYECKOMY
aHanusy. [lpu 3TOM criefyeT NoMNbITaTbCA COMNOCTaBUThL [aHHble MaKpPOCKOMUUECKUX HaGMIoAeHW ¢
MWKPOCKOMMYECKUMU JaHHbIMU.

7 JaHHble nccnefoBaHnAa U OTHeT
7.1 flaHHble nccneposaHuA

HeobxoaMMo Hannume uHopmMauum o macce Tena, NnoTpebaeHny MUK, KAUHUYECKON naTtosoruu,
o6lueil naTtonorumM, Macce OpraHoB W TMCTONATONIOTUM NS KaXAO0r0 >XMBOTHOFO. [laHHble KIMHUYECKMX
HabnogeHnid cnegyeT MOABITOXUTL B Tabnuvue, oTpaxalowel YMCAO0 XKMBOTHbIX B KaxAON MOAOMbITHOM
rpynne, YMc/o XMBOTHbLIX CO CMeuuuyeckumy npu3Hakamy MHTOKCUMKaLUM, YACI00 XUBOTHBIX, HAAEHHbIX
MepTBbIMU B XO4€ WCCMef0BaHNsA, UM YMEPLLB/IEHHbIX MO TYMaHHbIM MpUYMHaM, BpeMsi CMEPTU Kaxaoro
XXWBOTHOTO, ONUCaHWe N AUHAMUKY NOSIBIEHUSI NMPU3HAKOB TOKCUUYHOCTU U X 06paTUMOCTb, a Takke faHHble
BCKpbITUS. Bce pesynbTaTbl, KOMUYECTBEHHblE U NO6GOYHbIE, cnedyeT oOueHuBaTb C  MOMOLLbIO
COOTBETCTBYIOLLEr0 METOAA CTAaTUCTMYECKOro aHanm3a. Bece obuenprHATbie cTaTUCTUYECKMe MeToAbl MOTyT
6bITb MPUMEHEHbI U CTATUCTUYECKME METOAbI CNeayeT BbibpaTe BO BPEMS M/1IaHUPOBAHUSA UCC/e0BaHuUs.

7.2 OTyeT 06 nccnegoBaHum

OTueT 06 UccnefoBaHNM JOMKEH COAEPXATb CNeayoLyo NHopMaLmio:

MoAonbITHbIE XWBOTHBIE U UX MPUMEHEHME:

-onucaHve YCnoBuUii CoAepXaHus B KNeTke, BKIUailee B Ce6S: YMCNO (MM M3MEHEHUA 4uCna)
XUBOTHbIX B KNeTke, marepvasl, U3 KOTOPOro caenaHbl NOACTUAKA ANA XWBOTHbIX, Temnepatypa BHeLUHel
cpeabl U OTHOCUTENIbHasA BTIAXXHOCTb, CBETOBOW nepnoa n onncaHne NUTaHus;

-NpYMeHsieMble BUAbI/IMHAN 1 060CHOBaHWe AN NPUMEHEHUS APYTUX BUAOB, KPOME KpbIC. VICTOUHMK
N peTpocnekTUBHbIe AaHHble MOryT ObiTb NpefoCTaBfieHbl, €Ca OHW MOJlyYeHbl Ha XMBOTHbLIX, KOTOPble
nofseprasncb CXoAHbIM 3KCNO3ULMKN, YCIOBUAM COAEPXaHUA U NpefHaMepPeHHOMY rolofaHuio;

-41Cno, BO3PACT W NOM XNBOTHBbIX:

- MeTog oTbopa:

-onucaHve npegucnbiTaTeNbHbIX YCNOBUIA COAEPXaHMS, BKIOYasA NUTaHWe, KapaHTUH 1 nevyeHne npu
3aboneBaHuu:

Wccnepgyemoe BelecTso:

-h3nyeckne CBOICTBA, YMCTOTA W. €C/IM HeobXxoAumo, (M3NKo-XMMUYecKne CBOCTBa (Bkto4as
n3omMepusaumnio);

-naeHTUUKaLMOHHbIEe faHHble 1 HoMep CAS. ecnn N3BeCTHO.

Cpepa:

-060CHOBaHVe 4715 NMPUMEHEeHNs cpefbl U 060CHOBaHWe ANsA Bblbopa cpefpbl (ECM NPUMEHSNOCH
MHoe, YeM Boja):

-CTaTucTuyeckue unuM conyTcTBylOLLIME [AaHHble, nNoATBepXjawlwue, 4YTO cpefa He B/AUAET Ha
pe3ynbTaTtbl UCCeA0BaHNs.

WHransunoHHas Kkamepa:

-noApo6HOe onMcaHne VHransLMoHHON KaMepbl, BKIoYas 06beM v guarpammy;
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-NOCTaBLMK N onucaHne 060pyA0BaHUS, UCMONb30BAHHOIO B 3KCMO3MLMM HA XMBOTHbIX, @ Takxe B
co3faHuun razoobpasHoli cpefpbl;

-obopyfoBaHve AN M3MepeHWs TemnepaTypbl, BAAXHOCTW, rpaHy/IOMeTpUMYeckoro coctaBa W
aKTyasibHOW KOHLeHTpauuu,

-MCTOYHUK BO3AyXa U CUCTEMbI, NPUMEHAEMOMN 419 KOHANLVOHNPOBAHUS;

-MeTodpbl, NpUMeHseMble [A78 KannbpoBku 060pyAoBaHUs € Lenbilo 06ecneynTb [OMOTeHHYHo
nCnbITyemyro atmocgepy;

-nepenagbl gaBnexHus (NONOXUTEIbHOE NN OTpULaTeTbHOE).

-0TBEPCTMA ANA IKCNO3nuMn B Kamepe (TONbKO «4yepe3 HOC»); pasMelleHue XMBOTHbIX B Kamepe
(BO3geiicTBNE «yepe3 BCe Teno»);

-cTabunnbHOCTL uccnegyemoi atmocdepsl;

-pacnonoxeHne faTynkoB TemnepaTypbl U BMaXHOCTW 1 0TOOP MCCNeAyeMOoro Bo3ayxa B kamepe;

-o6cnefoBaHve NogaBaemMoro'm3BekaeMoro Bo3ayxa,

-CKOPOCTb MOTOKOB BO34yXa, CKOPOCTb NOTOKa BO3AyXaYOTBepCTus AN IKCMo3uuun (TONbKO «yepes3
HOC») UM Harpyska XUBOTHbIX/KNETKY (415 BO3LEeNCTBMSA «4yepes3 BCe Teno»);

-BpeMs, pekoMeHayemoe AN AOCTMXKEHUS paBHOBECUSA B UHTANALMOHHOW kamepe (t3);

-41CI0 U3MEHeHn obbemMa B vac;

-n3mepuTesnbHble YCTpoiicTBa (eCcnu NpuMeHsn).

[laHHble 06 akcnosunuuy;

-060CcHOBaHVe BbIGOpa LieN1eBoi KOHLEHTpaL M B OCHOBHOM MCCef0BaHWY;

-HOMUHaNbHblE KOHLUEeHTpauun (obwas macca wuccnegyemoro npenapaTa, CreHepuMpoBaHHOMO B
WHTaNAUMOHHOW KaMepe, pasfenieHHasi Ha 06beM BO3ayxa, NPOXOAALLEr0o Yepes kamepy);

-hakTUyeckne KOoHLEeHTpauum TecTupyemoro npenaparta, cobpaHHble M3 30Hbl AblIXaHWUSA XWBOTHbIX;
ANa vccnefyemMbiX CMecei, KOTopblli NpoAyuUMpYIOT reTeporeHHble usnyeckne opmbl (rasbl. napsl,
aspo3osm), kaxaasa hopMa MoxXeT 6bITb NpoaHann3MpoBaHa OTAeNbHO;

-BCe BO3AYLUHble KOHLEHTpauun A0/KHbl ObiTb yKasaHbl B OoT4eTe B efAuHMUax maccbl (Mr/n. mr/m3.
W T.4.), 4TO NpeAnoyYTUTENIbHEE, HEXeNN ykasaHue Mx B efuHuuax obbema (Npomwuane, YacTb Ha MApPA,.,
nT.a.);

-rpaHy/loOMeTpUYecKnin  coctaB, CpefHUA aspognHamuyeckuin  guametp Maccel (MMAD) nu
CTaHAapTHble reoMeTpuyeckue oTknoHeHusa (l1g). BkAwYas MeToAbl WX Kanbkynauuu. CnegyeT Takke
npefocTaBnTb OTYeT 06 aHanmse MHANBUAYASIbHBIX Pa3mMepoB HacTuL,.

YcnoBus npoBefeHns uccneoBaHns:

-nogpo6Hoe onucaHve nNpPUroTOB/IEHNA WUCCNEefyeMOoro BellecTBa, BK/IOYaA onucaHue JobbIX
npoueayp, MPUMEHSEeMbIX AN YMEHbLUEHWA pasMepoB 4acTul, — TBepAblX martepuanos wu Ans
NpUroToB/IEHNS PACTBOPOB MCC/IeAyEMOr0 BeLLecTBa;

-onucaHve (NpegnoyTUTENbHO BKAKOYalllee auarpammbl) 060pyf0BaHUSA, MNPUMEHSEMOro Ans
co3faHusa TecTMpyemoii atMocepbl U BO3AENCTBUSI HA XXMBOTHbIX TECTUPYEMOI aTMocHepsl.

-onvicaHne 060pyAoBaHUs, NMPUMEHAEMOro ANA KOHTPOMA TemnepaTypbl W BAaXKHOCTM, a Takke
BO3/YLUHbIX MOTOKOB B kamepe (T.e. 415 pa3paboTkn KannbpoBOUHbIX KPUBLIX);

-noapo6Hble cBeaeHus 06 obopypoBaHuK, NpumeHsieMoM Ans cbopa o6pasLoB ANA yCTaHOBNEHUS
KOHLleHTpauun B KeTke, 1 rpaHyioMeTpuyeckuii CocTas YacTul,

-noapo6Hble  cBefeHuss 06  MPYMEHSIeMOM  XUMWKO-aHa/IMTUYeCKOM  MeToAe U MpoBepke
[ocToBepHOCTM MeTofa (BkIo4Yad 3 eKTMBHOCTL BOCCTAHOBMEHUS TecTMpyemoro npenapara u3
nuTaTesibHON cpeabl, B KOTOPYH Gblv NOMeLLeHbl 06pasubl);

-MeTof, cnyyaiiHoro otbopa npu pacnpefeneHnn XNBOTHbIX B 3KCMEPUMEHTA/IbHYIO U KOHTPOJIbHYIO
rpynny;

-[eTann 0 KayecTse NULLM 1 BOAbl (BKOYAA TUM/MCTOUYHUK ANETbI, NICTOYHWUK BOAbI);

-060CHOBaHWe ans Bbibopa uccnenyemoii KoHLeHTpaLmu.

PesynbTaTthl;

-cBefleHve B TabnvLy faHHbIX 0 TeMnepaType B kKaMepe, yPOBHE BMIAXHOCTU U BO3AYLLUHOM MOTOKE;

-cBefleHve B TabavLy AaHHbIX 0 HOMWHA/IbHOM N hakTUYeCKol KOHLLEHTpaummn B Kamepe;

-cBefleHre B Tabnmuy faHHbIX O pasmepe YacTul, BKIoYas cobpaHHble cBefeHNA 06 aHaNuTUYecknx
o6pasuax, pacnpejgesieHme pasmepos yacTtuy, nogcyetel MMAL M Ig;

-cBefleHne B Tabnvuy faHHbIX O peakuun 1 ypoBHE KOHLEHTpauuu A8 KaxAoro XWBOTHOro (T.e.
NPU3HaKy TOKCMYECKOro OTPaB/IEHUSI Y XMBOTHOTO, BK/IKOYAA aroHWI0, NMpUpoAy, CTeneHb TSXEeCTW, Bpems
NOsIB/IEHNS U NPOAO/IKUTENBHOCTb 3(PEKTOB);

-cBefleHve B TabvLy faHHbIX 0 Macce Tena Kaxaoro XWBOTHOrO;

-cBefleHne B TabnuLly AaHHbIX 0 NOTPEBGeHNN NULLW;

-cBefieHve B TabmLy faHHbIX KIMHUYECKOW naTonorum;

-AaHHble BCKPbITUSA U rMCToNaTonornyeckne fjaHHble AN KaXAoro XX1BOTHOrO, eC/iM UMEKTCS;

10
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-cBefleHne B Tabnuuy Apyrux n3MepeHHblx napamMeTpos;

O6cyxaeHne u nHTepnpeTauns pesynbTaTos:

-0co60e BHMMaHWe Heob6Xx0AVMO YAEeNUTb OMUCAHUI0 METOLO0B, MPUMEHSAEMbIX ANS YA0BNETBOPEHUS
TpeboBaHNAM HacTOSILLero craHjapTa, Hanpumep, NpegesibHO LONYCTUMble KOHUEHTpauuu wan pasmep
yacTu;

-NPUroAHOCTb YacTuL, ANS BAbIXaHUS, MPYHMMAas BO BHWMaHWe o6LlMe AaHHble, A0/MKHa ObiTb
agpecHoil, 0cobeHHOo ecnn TpeboBaHNS K pasMmepaM YacTul, He BbIMOJIHEHbI;

-nocnefoBaTe/lbHOCTb METOA0B, MPUMEHSEMbIX AN1A OnpefeneHUs HOMWHaNbHON U hakTU4ecKo
KOHLEeHTpauun, a TakkKe 3aBUCHMOCTb (PaKTUUECKON KOHLEeHTpauum OT HOMUHaNbHOW, [O/KHa ObiTb
BK/IIOYEHA B 06LLYI0 OLIEHKY 1ccnefoBaHus;

-BEPOATHAA MpuUYMHA CMEPTM U AOMUHMPYIOWMIA MexaHW3M [AelCTBUI (OkasblBaloLWnii CUCTEMHOoe
JelicTBUe WM NnokasibHOe BANSHWE Ha OpraHn3M) AO/KHbI ObITb a4peCHbIMU:

-ecnn 6bl1a HEO6XOAMMOCTb B TYMaHHOM YMEPLLUBEHUN XWBOTHOTO, WCMbITbIBAKOWEro 607b Un
NPOAB/AKLIEr0o MPU3HaKM CTpajaHus W gucTpecca, cnefyeT nNpuUBecTW OObACHEHUS B COOTBETCTBUM C
[oKyMeHToMm [3].

-BbISIB/IEHNE OPraHoOB-MULLEHE;

-onpepenenne NOAEL n LOAEL.
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