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B Poccuiickoii ®egepauun HacTosWwmii cTaHAapT HE MOXET 6biTb MOMIHOCTbIO WU/M YaCTUYHO BOCNPOU3-
BEAEH. TMPAXNPOBAH U pacnpocTpaHeH B kauecTBe ouLManbHOro usganus 6es paspelwerus degepanbHo-
O areHTCTBa No TEXHWYECKOMY PEry/iMpoBaHuio N MEeTPosioruun
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NHopmauns 06 U3MEHEHUsX K HACTOSLWEMY CTaHAapTy Ny6nkyeTCs B eXerofHoMm MHdopmaum-
OHHOM yKasaTene «HauyuoHanbHble CTaHAAPTbI», & TEKCT U3MEHEHWA 1 NONpPaBoK — B €XEMECSAUYHOM WH-
hopmMaLMoHHOM yKaszaTene «HaunoHanbHble CTaHAapThi». B ciyyae nepecMoTpa (3amMeHbl) WU OTMeHbI
HacTosLEero cTaHgapTa cCooTBeTCTBYyLee yBefjoMeHne 6yfeT ony6/MKOBaHO B eXXeMeCcA4HOM NHAOop-
MaluMoOHHOM yKazaTene «HaunoHanbHble cTaHgapThi». COOTBETCTBYWAas UHopMaLus, yBeaoMaeHne
M TEeKCTbl pa3MelalnTCca Takke B UHPOPMALNOHHON cucTeme 06Wero nosib3oBaHus — Ha ohuunansHoOM
caiiTe ®efepasbHOro areHcTBa N0 TEeXHWYECKOMY PEryIMPOBaHNIO U METPOIOrUN B ceTU IHTepHeT
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BeepeHue

CobntogeHne nonoxeHuih ctaHgapTos cepun ISO 10993 «OueHka 6MONOrMYECKOro AeicTBuA mMean-
LIMHCKUX M3[enunit» no3Bo/MT 06ecneynTb CUCTEMHbIN MOAXOA K UCCnefoBaHMI0 6M0M0rMYeckoro AeicTeus
MeANLWNHCKUX N3aenunii.

Llenbto aTux ctaHAapToB He ABASeTCA 6e3yc/ioBHOE 3akpenseHne egnHoo6pasHbIX MeTOA0B Uccneno-
BaHWA 1 UCMbITAHWIA 3a rpynnaMmy OLHOPOAHbIX MEeAULUHCKUX U3AeNnii B COOTBETCTBMU C NPUHATOW knaccu-
hukayven nx no Buay n ANMTENbHOCTU KOHTaKTa C OpraHM3Mom yenoseka. Mo3TOMy naaHUpoBaHue u Npo-
BefleHne nccnefoBaHuin u UcnbiTaHWi JOMKHbI OCYLLECTBNATL CNeunanucTbl, UMelLWw e COOTBETCTBYIOLLYIO
NOArOTOBKY M OMbIT B 06/1aCTV CAHUTAPHO-XMMMNYECKOW, TOKCUKOMOTMYEeCKo U B1oornyeckoil oLeHok meau-
LUHCKNX N3eNunii.

CraHgapTbl cepumn ISO 10993 aBNATCA PYKOBOAAWMMN OKYMEHTaAMW AN NPOrHO3UPOBAHUA U uccne-
[oBaHMA 6MON0TMYEeCcKoro AeicTBUSA MeAULMHCKUX U3ennii Ha cTaann BeiGopa MaTepuanos, NnpejHasHauveH-
HbIX A5 WX U3rOTOB/IEHUSA, @ TakxKe A5 UccnefoBaHuii roTOBbIX U3aeNnid.

B ceputo ISO 10993 BXx0oAAT cnegyowme yactn nog obwmm HasBaHmem «OueHka 6M0N0rnyeckoro ge-
CTBUSA MEAULMHCKNX U3AENNA»:

YacTb 1 — OueHka u nccnefoBaHus:

YacTtb 2 — TpeboBaHusa K 06paL,eHunio C XXMBOTHbIMU;

YacTtb 3 — MccnenoBaHna reHOTOKCUYHOCTUW. KaHLLePOreHHOCTHN U TOKCMYEeCKOro AelicTBMA Ha penpoayk-
TUBHYI0 (DYHKLMIO:

Yactb 4 — WccneposaHue nsgenuii, B3aMMogelicTBYIOLLNX C KPOBbIO:

YacTb 5 — WccneposaHne Ha LMTOTOKCUMYHOCTb: MeTO/Ab! in Vitro;

YacTb 6 — ViccnenoBaHme MeCTHOrO AeNCTBMA Nocne umnaaHTauuu;

YacTtb 7 — OcTaTtouHoe cofepxaHue aTUNeHoKCUaa nocse crepuansaynu.

YacTb 9 — OCHOBHbIEe NMPUHUKUNLI UAEHTUDUKALUN N KOTMYECTBEHHOTO ONpeAeeHnsa noTeHynanbHbIX
NPoOAYyKTOB Aerpagauunu;

Yactb 10 — lVccnefoBaHue pasfpaxalroLliero u CEHCMonnnsnpytowero gelicTens;

YacTb 11 — MccnegoBaHne 06LWETOKCMYECKOrO AelicTBUS;

YacTb 12 — lMpurotoBaeHne npob n ctaHfapTHble 06pasLbl;

YacTb 13 — NpeHTudurkaums n KonumyecTBeHHoe onpefeneHne NpoAykToB Aerpajaunun nonmMepHbIX
MeANLMNHCKUX N3aennis;

YacTb 14 — lVpgeHTudmkaLus 1 KONMYeCTBEHHOe onpejeneHue NpoAyKTOB gerpajauuv usgenuin s
Kepamuku.

YacTb 15 — WNpeHTudmMKauusa u KoAn4yecTBeHHOe onpejesieHve NpoAyKTOB ferpajauuv usgenuin us
MeTasifioB 1 Cn/iaBoB:

YacTtb 16 — MogenvpoBaHue nuccnefoBaHne TOKCUKOKMHETUKA NPOAYKTOB Aerpagaunmn v BbiMbiBaHUA;

YacTb 17 — YcTaHOB/IEHVE MOPOrOBbIX 3HAYEHWUI ANA BbIMbIBA€MbIX BELLECTB;

YacTb 18 — WccnepgoBaHme XMMUYECKUX CBOWCTB MaTepuasos:

Yactb 19 — VccnegoBanne hU3NKO-XMMUYECKNX, MOPONorMyecknx n Tonorpauyecknx cBoiicTs ma-
Tepuanos;

YacTtb 20 — MpuHLUMNbLI U METOAbI NCCeA0BaHNA UMMYHOTOKCUYECKOTO AeNCTBUA MeULUHCKUX N3aeNNii.

CucteMHass TOKCMYHOCTb ABNAETCA MOTEHUMaNbHbIM HebnaronpusATHbIM 3P EKTOM WCNO/b30BaAHNSA
MeAuLMHCKUX n3genuii. AddekTbl 0606WEeHHOTo XxapakTepa, a Takke KOHKPEeTHbIX OpraHoB W CUCTEM MOTYT
nosiBNATLCA B pe3ynbTate abcopbuumn, pacnpegeneHns n metabonusma BelecTs, BbIMbIBAEMbIX U3 U3[enns
UKW ero MaTepuanos, B yyacTkax OpraHu3ma, ¢ KOTOpbIMW OHU HE HaxoAATca B NpAMOM (HenocpeaCcTBEHHOM)
KOHTakTe. HacToswuii cTaHgapT paccmarpvBaeT OLeHKy 06061 eHHOW CUCTEMHON TOKCUMYHOCTU, HO He TOK-
CUYHOCTU KOHKPETHOrO opraHa-mMmuLlleHn uin CUCTEMbl OPraHoOB, HECMOTPS Ha TO. YTO TakoBasi MOXeT pa3BUTb-
cs B pe3yfbTaTe cuctematnyeckoin abcopbumm n pacnpegeneHns TOKCMUYECKUX BELLeCTB.

B cBA3M C LWIMPOKMM CNEKTPOM MEeAULMHCKAX U3Aenuii, nx MatepuanoB 1 npejHasHayeHHOro MCnosb3o-
BaHWSA HaCTOALWMI cTaHAapT He ABNAETCS CTPOrMM npegnucaHveM. HecMoTps Ha TO. YTO OH paccmaTpuBa-
eT KOHKpeTHble MeTOA0/10TnYeCcKne acnekTbl, KOTOPble HYXHO y4YnTbiBaTb NPW NAAHUPOBAHUN UCCNef0BaHunii
CMCTEMHOIW TOKCUYHOCTM, MPUeM/IeMbIi NaH UccnefoBaHWin [O/MKEH 6biTb BbipaboTaH OTAENIbHO C y4eToM
XapaKTepucTuk matepuanos U3fenunsa n ero npeanosiaraemoro KAMHNYeckoro npuMeHeHus.

[pyrne anemeHTbl HAcCTOALWLero cTaHgapTa HOCAT HOPMaTUBHbLIN XapakTep, BK/Yasa acnekTbl COOTBET-
CTBUSA HOpMaM Hajnexatlieli nabopaTopHOli MPakTUKMN N CBEAEHNSA, OTpaxaeMble B OTYETHOCTH.
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HecmoTps Ha TO, YTO HEKOTOpPble UCCMEeA0BaHUSA CUCTEMHON TOKCUYHOCTU (Hanpumep, AOArOCpoYHas
UMNNaHTauus uan nccnefoBaHnsa KOXHON TOKCUYHOCTM) MOTYT GbiTb paccumTaHbl Ha U3yYeHue Kak CUCTeM-
HbIX. TaK U MECTHbIX, KAHL,ePOreHHbIX UM penpofyKTUBHbIX 3 (EKTOB, HACTOAWMNIA cTaHAAPT KOHLEHTPUPY-
eTCcsl TONIbKO Ha acnekTax TakMx uccnefoBaHuil, npegHasHaYeHHbIX /15 OLLEeHKU CUCTeMHbIX adhdpekToB. Nc-
cnefoBaHWsA, NpegHasHauveHHble 418 OLEeHKN APYTUX TOKCUKONOTMYECKUX KOHEUYHbIX TOUeK, paccMaTpuBalTCcs
B ISO 10993-3, ISO 10993-6, ISO 10993-10 1 ISO 10993-20.

MuporeHHOCTb (CM. NpunoxeHune F) npefctaenseT cob6oli AONOMHUTENbHbIA CUCTEMHbI adhdeKT, KOTO-
pblii UCTOPMYECKU paccmaTpuBaeTCcs B HacTosAleM cTaHAapTe. Tem He MeHee, NpeAnpuUHMMAlOTCA Wwaru Ans
co3fjaHNs OTAENbHOro CTaHjapTa, NOCBALEHHOrO NMPOreHHOCTH.

TOKCUKOOTNA He SIBNAETCA TOYHOW HayKoii. PesynbTart 11060ro oTAeNbHOro aHanmsa He [O/KeH cTaHo-
BUTbCA €MHCTBEHHbIM OCHOBAHMEM onpefjesieHns 6e30nNacHOCTH U3fenus nNpu ero npegHasHavyeHHOM Npu-
MEHEHUN.

\
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M E X T OCUY 4O APTCTODBETHHDbB 1 C TAHOAPT

VM3OENNA MEAVLIWHCKUE.
OLLEHKA BMONOIMMYECKOTO JENCTBUSA MEOULUWHCKUX N3AENNIA
YacTtb 11
NccnepoBaHna 06 OTOKCMUYCCKOTO AeiicTBUA

Medical dev»ces. Biological evaluation of medical devices. Part 11. Tests for systemic toxicify

[ata BBegeHna —2013—01—01

1 O6nacTtb NpUMeHeHUs

HacToswwmii cTaHpapT ycTaHaBaMBaeT Tpe6oBaHUs 1 faeT peKkoOMeHauuu no npouegypam, Heo6xoau-
MbIM [/151 OLeHKM MOTEeHLNaNbHOIo 06LeTOKCUYECKOro 4eACTBUS XMMUYECKUX KOMMNOHEHTOB, MUTPUPYIOLLNX B
OpraHu3M 13 MeguULUHCKUX U3AeNuii.

HacToswuii cTaHgapT pacnpocTpaHseTcsl Ha OLEeHKY KOHEYHOro MpoAyKTa U KOMMOHEHTOB €r0 BbIMbl-
BaHus. MiccnefoBaHns 3KCTPAKTOB U3 U3AENNs AU NPOAYKTOB BbIMbIBAHUS CiedyeT NPOBOAUTL C UCMOMb30-
BaHWEeM MOfe/bHOli cpeabl, KoTopas o6ecneynBaeT MakCMMasibHY 3KCTpakLuio NPOAYKTOB BbIMbIBaHWUA NS
fanbHelilero 6M0I0TMYECKOr0 UCCEA0BAHUS.

2 HopmaTuBHbIEe CCbIJIKU

B HacTosilem cTaHAapTe UCMO/b30BaHbl HOPMAaTUBHbIE CChISIKM Ha criefylolme cTaHfapThbl:

ISO 10993-1 Biological evaluation of medical devices — Part 1. Evaluation and testing (OueHka 6uo-
nlormyeckoro AelicTBNA MefuLMHCKUX n3genuii. Yacte 1. OueHka n uccnefoBaHmns)

ISO 10993-2 Biological evaluation of medical devices — Part 2: Animal welfare requirements (OueHka
61010rNMUeckoro fJeicTBns MeaAnLUHCKUX n3genuii. Yactb 2. TpeboBaHns K o6paLyeHnto ¢ XUBOTHbIMMK)

ISO 10993-12 Biological evaluation of medical devices — Part 12: Sample preparation and reference
materials (OueHka 6MONOrMYECcKOro AencTBnA MeauLMHCKUX usgenunin. Yacte 12. MNpurotosneHne npot u
cTaHfapTHble 06pasLbl)

3 TepMUHbI 1 onpeaeneHus

B HacToAweMm cTaHaapTe npyuMeHeHbl TepMuHbl No ISO 10993-1. a Takxe cnegyrolime TeEPMUHbI C COOT-
BETCTBYIOLWMUMY ONpeAeneHnAMn:

3.1 po3a: KonnyecTtso BBOAMMOI uccnenyemoii npo6sbl (T.e. macca, 06beM), Bbipaxaemoe Ha efuHuLy
Macchl Tefna unu naowagn NnoBepxHoCTH.

3.2 fo3a-aphekT: B3anmMooTHOLWEHNE MeX Ay A03MPOBKOI U MaclwTabamu onpegeneHHoro 6uonoruye-
cKoro appekTa B opraHn3me oTAesibHO 0co6u nnn B BbIGOPKe rpynnbl.

3.3 403a-0TBET: B3anMOOTHOLLEHME MeEXAY [O03MPOBKONM 1 CNEKTPOM ahDeKTOB, CBA3aHHbIX C BO3JeiCcTBMEM.

MpumevyaHune — CylecTByeT Ba TWNA OTHOLLEHWIi fo3a — OTBeT. MepBbIM TUMNOM SIBNSETCS peakuus 0cobu
Ha ManasoH [03. BTopbIM TUMNOM SIBMISIETCA pacnpeenieHne peakuuii rpynmnbl 0cobeli Ha AuanasoH A03.

3.4 BbIMblBaeMOe BeLecTBO: XMMUYECKOE BelecTBo, yaansemoe U3 U3genus uau marepuana no-
CPeACcTBOM BOAbl WU APYTUX XNUAKOCTENH, CBA3AHHbIX C MPUMEHEHUEM U3AENUS.

M3paHue ouymansHoe
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MpumedaHue — lNpuMepaMmn BbIMbIBAEMbIX BELLECTB ABMSIOTCS A06aBKM, OCTATKM CTEPUIU3YIOLLETO areHTa,
ocTaTk1 NPOAYKTOB 06pa6oTKX, NPOAYKTLI Aerpagauuin, pacTBOPUTENH, NNAaCTUMKATOPbI, CMA304HbLIE BELECTBA, KaTaiu-
3aTOpbl. CTAGM/IN3ATOPbI, AHTUOKCWUAAHTbI, KPACUTENN, HAMOHATENN 1 MOHOMEPbI.

3.5 onpegensiouwasn gosa: NMpuMeHeHe O4HONR rPynnbl, NOyYaloLw el COOTBETCTBYIOWYI0 403y UCMbl-
Tyemoro o6pasya Ansa onpeAeneHus Hamums UM oTCYTCTBUS TOKCMUECKOW OMacHOCTH.

3.6 XpoHMUeckas cucTeMHas TOKCUUYHOCTb: He6naronpusaTHbIi 3dhdheKT, BO3HMUKAIOL WA Nocie MHOTo-
KPaTHOro UM NOCTOSIHHOTO BBEAEHUS UCccieayeMoil npobbl B TeueHne 60/blieil YacTu NPoLoIKUTENIbHOCTH
KU3HU.

MpumeyvaHune — VccnefoBaHUs XPOHUYECKOW TOKCUYHOCTW 06bIYHO ANATCSA OT 6 A0 12 mec.

3.7 ocTpasa cuctemHas TOKCMUYHOCTb: HebnaronpusaTHbIn adhdhekT, BO3HMKaOW M B Nlo60e BpeMs no-
c/e BBEAEHNA OQHOKPATHON UM MHOTOKPATHbIX [03 UCCaeAyeMoit Npobbl B TeueHne 24 4.

3.8 nogocTpas cucTteMHas TOKCMYHOCTb: HebnaronpusaTHbil adhhekT, BO3HMKaKOWMA nocne exe-
[HEBHOTO BBefleHUs O4HOKPaTHO MM MHOTOKpPaTHbIX 403 Ucciefyemoii npo6bl B nepuof oT 24 4 A0 28 cyT.

MpumeuvaHne — HebnaronpuaTHbln adhdhekT, BO3HMUKAIOWMIA B YKa3aHHbIA Nepuos BPEMEHU, MOXET Takxe
6bITb OMKCAH Kak NCC/ef0BaHNEe CUCTEMHOW TOKCUYHOCTY KPaTKOCPOYHOro NOBTOPSIOLLErocs BBeAeHs. Bbibop nHTepBa-
10B BpeMeHu OT 14 A0 28 cyT COOTBETCTBYET TPEGOBAHNAM GOJBLUIMHCTBA MEXAYHAPOAHbIX HOPMATUBHbIX PYKOBOACTB U

cuMTaeTcs pasymMHbIM NOAX0AOM. VccnenoBaHusi NOAOCTPOW TOKCUYHOCTY NPU BHYTPUBEHHbLIX BBEAEHWSAX NPOBOAATCS B
nepuog 6ones 24 4. HO meHee 14 cyT.

3.9 cy6XxpoHMYocKas cucTemMHas TOKCUMYHOCTb: HebnaronpuaTHbli 3pheKT, BO3HMKAKOWMIA nocne
eXefJHeBHOro BBeAEeHUA OAHOKPATHOM UM MHOTOKpaTHbIX 403 nccnegyemolt Npo6bl B TeYEHUE YacTu obuei
NPOAO/HKUTENBHOCTN XMN3HN (06bI4HO 90 cyT. HO He 60nee 10 % NPOAO/HKUTENBHOCTN XU3HN).

MpumMmeuaHne — WccnenoBaHus Cy6XPOHUYECKON TOKCUYHOCTU 06bIYHO AnsTest 90 CyT AN TPbI3YHOB, HO He
npesbilwatoT 10 % NPOAOIKNUTENBHOCTN XU3HU Y XMNBOTHbIX APYrUX BUIOB.

3.10 XpoHuYeckas cuCTeMHas TOKCMYHOCTbL: He6naronpusaTHbIl apekT, BO3HMKAOWMI nocne no-
BTOPHOTO W/IM NOCTOSIHHOIO BBEAEHUSI UCCeAyemMoli Npobbl B TeueHne 60/blueil YacTu NpPoA0/IKUTEIbHOCTM
KU3HU.

MpumeyvaHune — VccnegoBaHns XPOHUYECKOW TOKCUYHOCTW 0BbIYHO ANATCA OT 6 A0 12 mec.

3.11 nccnepyemslit o6pasey: Matepuan, nsgenve, 4acTb U3Ae/INs, KOMNOHEHT, IKCTPAKT WK ero nop-
uus. nogsepraemMbie 6UOMOTMYECKOMY UM XUMUYECKOMY TECTUPOBAHMNIO UK OLEHKE.

4 OCHOBHbIe TpeboBaHuA

4.1 O6uwme NoNOXeHNA

Bbi6Op mMpvemnemoro uccrefoBaHUs WAW UCCNefoBaHW U3fenns NpoBOAWTCS B COOTBETCTBUM C
ISO 10993-1, yuntbiBaa xapaktep v A/INTeNbHOCTb KOHTakTa. MccneposaHne npoBoAAT Ha KOHEYHOM Mpo-
AYKTe n/unun npeacTtaBuTeNbHbIX 06pa3Lax KOMNOHEHTOB rOTOBOro M3genusa u/mnu matepuanos. Miccnepye-
Mble 06pasLbl 4O/KHbI OTpaxaTb yC/10BUA 06bIYHOTO NPON3BOACTBA M 06paboTKN ngenunsa. Eciv oTKNoHeHnsa
Heob6X04VMbl, OHU AO0/IXKHbI 6bITb OTMEYEHbl B OTYETE MUCC/eJOBaHUs BMecTe C ux o6ocHoBaHueM. B uensx
onpejeneHnsa onacHoCTU MOXeT 6biITb HE06X0AMMO NpeyBeMyeHne BBeAeHUsA nccnegyembix o6pasLos.

Mpv nnaHnpoBaHun nccnefoBaHna He06Xo4MMO paccMOTpeTb Takne akTopbl, Kak husnyeckme n xu-
MuYeckne CBOINCTBA UCMNbITyeMOro o6pasua, Bkawyas, Hanpumep. pH, cTabunbHOCTb, BA3KOCTb, OCMONSA/b-
HOCTb. BydrepHble KayecTBa, paCTBOPUMOCTb U CTEPUIBHOCTb.

Mpu paccMoTpeHMn nccnefoBaHnii Ha XWBOTHbIX HEO6XOAUMO onpeAennTb U BHEAPUTb BCe pasyMHO
N NpaKkTU4ecKn JOCTYMNHble aNbTepHaTUBbI 3aMeHbl, COKpalLeHUs 1 yCOBEepPLIEeHCTBOBaHUA 419 COOTBETCTBUSA
nonoxeHuam 1SO 10993-2. na nccnefoBaHnsa OCTPOR TOKCMUYHOCTM in Vivo, faHHble LMTOTOKCUYHOCTM in Vitro
nofesHbl 4Na onpefeneHnsa HavanbHbiX 103 (9].

4.2 Bbi60p BMAa XUBOTHbIX

He cywectByeT abCcoMOTHOIO KpuTepus Bbibopa onpefesieHHoro BMAa XWBOTHbLIX ANA UccnefoBaHUs
cuctemHol (06ueil) TOKCMYHOCTU MeULUHCKUX U3Aenunii. TeM He MeHee, BbIGOP UCMOMb3yeMbIX BUOB A0/1-
XeH 6bITb Hay4YHO 060CHOBAH M COOTBETCTBOBATb MOMOXEHUSAM ISO 10993-2. MbIWN UAN KPbICHI MPEeANoYTH-
Te/lbHbl 415 OCTPbIX OpPabHbIX, BHYTPUBEHHbIX, AepPMasbHbIX U UHTANALUOHHbIX UCCeA0BaHNA MeANLNHCKNX
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N3Aenunii; KPOTMKN ABNAKTCA BapUaHTOM NpU AepMasibHbiX U UMNAAHTAUNOHHbLIX UCcCcnefoBaHnax. Buabl, He
OTHOCSILLMECS K TPbI3yHaM, TakxXe MOTyT NPUMEeHATLCS ANs1 UCCNefO0BaHUs C YYeTOM TOro, YTo paj hakTopoB
MOXEeT NOB/MATL Ha Yncno ocobeil 4N UccnefoBaHus.

MpeAnoYTUTENIbHO UCNONb30BaHNE XUBOTHbIX O4HOrO BUAa Npu NpoBeLeHnn cepun nccnenoBaHuin cu-
CTEMHOW TOKCMYHOCTW Pas3/INYHON ANUTENbHOCTU, Hanpumep, OCTPOI, NOAOCTPON, CybXpoHMUYecKkol un/munu
XPOHNYECKO/ CUCTEMHOW TOKCUYHOCTU. Takoi NoAxon KOHTPOAMpyeT BHYTPUBUAOBYH M3MEHUYMBOCTb U CMO-
co6CTBYET OLEHKE UCKTIOYNTENIbHO NO A/INTENbHOCTM nccnenoBaHnsa. Mpy MCNOb30BaHUN XUBOTHbIX Pa3sHbIX
BUAOB HEO6XOAMMO OTPa3nNTb fLOKYMEHTanbHO 060CHOBaHNe ux BbiGopa.

4.3 CTaTyC XMUBOTHbIX

Kak npaBuno, He06XoANMO NCMONb30BaTb 340POBbIX, CNeLanbHO BbiBEAEHHbIX, MOIOAbIX NOS0BO3PEbIX
XWUBOTHbIX N3BECTHOTO MPOUCXOXAEHUSA, HE MH(MLMPOBaHHbIX. B Hauane nccnefgoBaHns BapMaHTHOCTb Macchl
MCMOMb3yeMbIX XVNBOTHbIX A1 K&XA0r0 nona He A0/HKHa npesbiwarth + 20 % cpefHeli maccel. Micnonb3yemble
CaMKMN AO/DKHbI 6bITb HE POXABLIUMU U He 6epeMeHHbIMU. BbIGOP XMBOTHBIX AO/KEH 6biTb 060CHOBAH.

4.4 Yxon v cogepxaHue XUBOTHbIX

Yxo4 v o6pauieHne ¢ XWBOTHBIMU AO/KHbI COOTBETCTBOBATL NPUHSATLIM PYKOBOACTBAM N0 coAepxa-
HUIO XUBOTHLIX. HEOBXOAUMO aKKIMMATU3MPOBATh XUBOTHLIX K YC/IOBUSIM na6opatopun go o6paboTku u
3a)MKCMpOoBaTb 3TOT NEPUOJ BPEMEHU AOKYMeHTanbHO. KOHTPO/b YC/IOBUIA OKpyxatouel cpegbl U MeTo-
[0B Hagnexalyero yxoga 3a XuBOTHbIMWU HEO6X0AUM AN MONYYEHUS 3HAUYUMBIX pPe3y/bTaToB. Heo6Xo4MMo
[O/MKHBIM 06pa3oM oxapakTepu3oBaTb COCTaBAsOWME ANETbl U NOACTUIOK, O KOTOPbIX M3BECTHO, YTO OHM
BbIpabaTtbiBalOT WU BANUAIOT HA TOKCMUHOCTb, @ TaKXe YUUTbIBATb UX NOTEHUMANbHOE BAWAHWE HA pPe3yib-
TaTbl UccneaoBaHus.

4.5 Pasmep u yucno rpynn

45.1 Pasmep rpynn

TOYHOCTb UCCNefoBaHNA CUCTEMHON TOKCUYHOCTM 3aBUCUT B 6GO/IbLLOIK CTENEHN OT Yncna Ucnosnb3ye-
MbIX XWBOTHbIX Ha YPOBEHb A03bl. CTeneHb HE06X0ANMON TOYHOCTH, U. B CBOK o4Yepeab, He06xoaMMOoe Y1CIo
XWBOTHbIX Ha rpynny A03VpoBaHNsA 3aBUCAT OT LeNn nccnefoBaHus.

Yncno XMBOTHLIX B rpynne JO/HKHO JIOTUYECKN YBETMUMBATLCA MPU YBE/TUYEHUN ASINTENIbHOCTN 3KCne-
pUMeHTa. Tak YTO K KOHLY uccnefoBaHns B KaXA0NW rpynne AO/MKHO NPUCYTCTBOBATb A0CTATOYHOE YUC/IO XU-
BOTHbIX ANA TWaTtenbHOl 6MoNornyeckoin oueHkn. Tem He meHee, He06X0ANMO UCNONb30BaTh MUHUMANbHOE
YNC/I0 XWBOTHbIX, Tpebyemoe ANA NosyyeHus 3HauMmbix pesynbtatoB (cm. ISO 10993-2). PekomeHayemble
MUHUMaNbHble pasMepbl rpynn, yunTbiBas BUAbl UCCefoBaHWA, NpuBeAeHbl B Tabnuue 1.

Ta6numua 1— PekoMeHyeMble MUHUMASIbHBIE pasMepb! rpynn

Bup, viccneposanns T pbI3yHbI He rpbi3yHbl
OcTpblii g 5 3
MopocTpblii 10 (5Ha non) “1 6 (3 Ha non)
Cyb6XpOHNYBCKMI 20 (10 Ha non) a> 8 (4 Ha non) a>
XpoHuueckui 40 (20 Ha non)b)' c> 0

a[lonycTMo UccrefoBaHVe Ha 0co6sIX 0HOTO nona. Ecnu usgenue npegHasHaueHo AN1s akcnyaTalum Tonbko
OfiHVM MOJIOM, WCCefjoBaHNe JO/MKHO NPOBOAMTLCS HA XKMBOTHBIX 3TOMO Noja.

H PekomeHZaLmMsi OTHOCUTCS K MCCNEL0BAHMIO TPYNMbl YPOBHS OAHOM A03bl. [Py BKIKUEHUM [OMNOMHUTENBHBIX
TPYNn C yBENIMUYEHHbIMU [O3aMW PEKOMEHAYEMbIV pasMep rpymnrbl MOXET ObiTb CHWXeH A0 10 ocobeii Ans Kaxzoro
nona.

c>PeKoMEeHAYyeTCs aKCnepTHasi CTAaTUCTUYECKasi KOHCY/IbTauus Ans pasMepa rpynnbl XPOHUYECKOrO UCCNeAoBa-
HUs. YMCo ncenefyembiX XXMBOTHBIX O/HKHO OCHOBLIBATLCS HA MUHUMAILHO TPEBYEMOM A5 NpeOCTaBIeHUs 3HAUN-
MbIX JaHHbIX. [oc/e OKOHYaHWs NCCNeA0BaHUs JOMKHO OCTAaBaTLCA [OCTATOUHOE YMC/IO XMBOTHBIX A1 06ecneyeHus
Haa/1exalleli CTaTMCTUYECKOW OLLEHKU PeE3y/bTaToB.
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4.5.2 Yncno rpynn

Ipynna oAHOW A03bl, Nonyyawlas npueMaemyo 403MPoOBKY UCMbITYyeMoro obpasua, B pamkax 0fHOro
BMAA MOXeT 0603HauNTb Ha/lMume UM OTCYTCTBME TOKCMYECKOW onacHOCTH (T.e. OTHOWEHWe fo03a — OTBET).
TeMm He MeHee, ANa onpeAesieHnss TOKCMYECKOro oTeeta B APYrMx MHOro4030BbIX UCC/EA0BaHUAX UNKN nccne-
[OBaHMAX J030BOro oTBeTa TpebyeTcs HECKObKO rpynn.

Yuncno rpynn MoOXeT yBeNMuMBaTbCA Npu yBenmuyeHuns [o3bl. Heo6xo4MMo yunTeiBaTh ciejyolme npu-
Mepbl yBE/IMYEHHON A03bl:

- MHOroKkpaTHoe Bo3fie/icTBMe Ha Naolab KITMHNYECKON NOBEPXHOCTHU:

- MHOTOKpaTHas A/IMTeNbHOCTb BBEeHUA:

- MHOTrOKpaTHas [0/ 3KCTpakTa WUan oTAesIbHbIX XUMUYECKUX BELLECTB;

- MHOTOKpaTHble BBeJleHUs1 B TeueHune 24 u.

MoryT 6bITb AONYCTUMbI ApYre MeToAbl yBEMYEHNSA A03bl. Vicnonb3yemblii MeTog f0/KeH 6biTb 060CHOBaH.

4.5.3 'pynnbl KOHTpPONA

B 3aBMCUMOCTU OT Llenn uccnefoBaHusl, Xxapakrepa npegmeTa uccnefoBaHus 1 nyTn BBeAEHNSA Npu nc-
CnefoBaHNN CUCTEMHON TOKCMYHOCTN HEOBXOAUMBI: OTPULLATENbHBIA KOHTPOSIb, KOHTPO/Ib MOAE/NbHOI Cpefbl,
HanoNHWTeNs, focTaBkn. YW HeobpaboTaHHbIN (NI0XKHbIA) KOHTPOMb. DTN MeToAbl KOHTPOA AO/KHbI UC-
nosib30BaTh WAEHTUYHYIO NOArOTOBKY UCMbITyeMOro obpasua n npoueaypy BBeeHUs.

4.6 NyTb BBEAEHUA

MeanumnHCcKMe u3genna unmn nx BoiMbiBaeMble BelecTBa MOryT pas/iniyHo BO3A4eiCTBOBATb HA OpraHn3M.
Wccnepgyemblii NyTb BBEAEHUA U3[eNUs B OpraHn3Mm, No BO3MOXHOCTU, AO/KEH 6biTb Hanbonee npubanxen
K MCMO/Ib30BAHUI0 B KIMHWYECKO npakTuke. Ecnn Heo6xoAnM anbTepHaTUBHbIN MyTb BBEAEHWUSA, OH [O/KEH
6bITb 060CHOBAH. [pMMepbl NyTeil BBeJeHUS NpuBeAeHbl B NPUNOXeHUn A.

4.7 MoaroTtoBka o6pasua

PykoBoACTBO No nMoAroToBke obpasua u ctabuabHOCTU npuBedeHo B ISO 10993-12.

4.8 lo3nupoBaHue

4.8.1 BeeneHne nccnegyemoro obpasua

Mpouenypbl BBeAEHNA cneayeT NMPOBOAUTL C y4eTOM (DM3M0I0rnyecknx ocobeHHocTell, nsberas HaHe-
ceHnsa yuwepba 340pOBbI0 XUBOTHbLIX, HE CBA3AHHbIX HANPAMYI C TOKCMYHOCTbLIO UccnefyemMoro marepvana.
Ecnu exefHeBHO BBOAMMAA A03a WU KOHLEHTPaLUA NpeBblillaeT BO3MOXHOCTY BBEAEHUS, 403y MOXHO BBO-
AUTb MEHbLWUMMN JOSIAMU B MEPUOS, He NpeBbiarLuii 24 u.

Mcecnepyemble obpasubl cnefyeT BBOAUTL Npu (hM3MON0rMYeckn npuemnemoli tTemnepatype. B obuieii
npakTuke, Kak Npasuio, NpUMeHAeTCAa KOMHaTHaa TemnepaTypa unv Temnepartypa tena. OTKIOHEHUSA L0/XK-
Hbl 6bITb 060CHOBAHbI.

HanonHutenu, BBOAUMbIE NapeHTepasnbHO, A0/KHbI 6bITb PU3NONOTNYECKN COBMECTUMbIMU. Mpn Heo6Xo-
AUMOCTU MOXHO MCNOMb30BaTh huabTpauuio obpasua ANa yaaneHns yacTul 1 oTpasnTb 3TO AOKYMEHTaNbHO.

MexaHnyeckoe orpaHuyeHve ABWKEHNS XUBOTHbIX MPU NOBTOPHOM BO3AEWCTBUM B UCCEA0BAHUAX CU-
CTEMHOI TOKCMYHOCTM A0/IKHO, KaK NpaBuo, orpaHnynBaTbca 4—6 4 B CyT. Xapakrtep v 4NUTeNbHOCTb ABUra-
TENIbHOT0 OrPaHNYEHNA XUBOTHBIX AO/MKHbI ObITb MUHUMANbHO TpeByeMbIMU AN JOCTUXEHUSA HAYUHbIX Lenei
N He JO/IKHbI caMun Mo cebe HaHOCUTL YL ep6 340POBbI0 UCCIEAYEMbIX XUBOTHbLIX. OTK/TIOHEHUSA [O/KHBI ObITb
060CHOBaHbI.

Ecnu gBuratenbHoe orpaHuyeHne Heob6XxoANMO, XXUBOTHbIE AO/KHbI ObITh akkIMMaTU3npoBaHbl K orpa-
HUuYMBalKLWEeMy YCTPOINCTBY A0 BBEAEHMS nccaegyemoro obpasua.

4.8.2 O6beMbl 03UpOBaHUA

PykoBoacTBO No 06beMy 403MPOBaAHMNA NPUBELEHO B NPUNOXeHUN B. Tpn ncnonb3oBaHUM HECKONbKUX
[,030BbIX TPYNMn BapMaHTHOCTb Uccaegyemoro o6bema MoxeT ObiTb CBEefleHa [,0 MUHUMYMa NYyTEM perynmpo-
BaHWS KOHLUeHTpauuu Ans obecneyeHUs NOCTOAHHOrO o6bema Npu Bcex Ao3ax. Mcnonb3oBaHue o06bLEMOB
[031MpOBaHuA, npesbllanWwnx NnpuBeAeHHbIe B NPUNoXeHun B. 40MKHO 6bITb 060CHOBAHO.

Heobxonumo nsberatb BBeAeHUA opasibHbIM NyTeM 03 60/bWNX 06bEMOB, Tak Kak 6bI/10 NokasaHo,
4YTO OHW NeperpyxatT BMECTUMOCTb Xenyaka U HeMeA/IeHHO NOCTYNakT B TOHKUIA KiweyHuK. [03bl 60N1bLINX
06bEMOB MOTYT BEPHYTLCA B NULLEBOA,.

BHyTpuMbIWEYHOE BBEEHNE TaKXe OrpaHMyeHo no 06beMy B 3aBUCUMOCTU OT pa3MepoB XUBOTHOIO U
pacnonoxeHma Mblwbl. O6beMbl BHYTPUMbILEYHOTO BBEAEHMA MO BUAAM PACCMOTPEHbl B NPUIOXeHUN B.
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BoncHoe BHYTpMBEHHOE B/IMBaHWE 0ObIYHO BBOAAT 3a KOPOTKMIA Nepuoj BpeMeHn TeyeHnem, npumep-
HO, 3a 1 MUH. CKOPOCTb MHBEKLMMN ABMSAETCA BaXHbIM (DAKTOPOM, U peKOMeHAyeTcs, YTo6bl 1A rPbI3YHOB 3Ta
CKOPOCTb He Mnpesbiwana 2 MA/MUH.

[na BBepeHnsa 60nblIOro o6bema MoxXeT noTpeboBaTbCA MeANeHHas Uan paccumTaHHas no BpemMeHun
UHDBEKUMUSA UK BHYTPUBEHHAA MHAY3UA. Ecnv XnBOTHOE nojaeT Npu3Hakn sBHOTO U3MEHEHUA K/TMHUYECKOTro
COCTOSAAHUSA, CKOPOCTb BBEAEHUSA XUAKOCTU [0/1KHA OblTb OCTAHOB/IEHA W/IN CHMXEHa BHEe 3aBWCUMOCTM OT
paccyYnTaHHON CKOPOCTH.

[na ncenegyemMblx 06pasLoB, OrpaHNYeHHbIX PaCTBOPUMOCTLIO UK pasjpaxarnolwmnm gelicTememM, Mo-
XeT 6bITb Heo6Xx04MMa MeAleHHass BHYTPUBEHHAA UHbeKLUS.

Mpn KANHNYECKNX NOKa3aHUAX MOXHO UCMO/Ib30BaTh NPOAOIKUTENBHYO/NOCTOAHHYIO NHAY3MID. O6b-
eM 1 CKOpPOCTb BBeAeHus 6yayT 3aBuceTb OT BBOAMMOIO BeLecTBa, NPUHMMas BO BHUMaHWe CTaH4apTHYIO
NpakTUKy XWAKOCTHO Tepanuu. B kauecTBe pykoBOACTBa €AMHOBPEMEHHO BBOAUMbI/ 06BbEM A0/KEH CO-
cTaBnAaTb MeHee 10 % o6bema LMpKynupyoLwein kKposu 3a 2 4. MNpu gAnTenbHOW NHAPY3MK KNOYeBbIM ak-
TOPOM K PacCMOTPEeHUI0 AABASEeTCA MUHUMAaNbHO 3 eKTUBHOE ABUraTeslbHOe orpaHnyeHne nccnepyemMblx
XUBOTHbIX.

O6bembl 403MPOBaAHUSA NPWM NOAKOXHOM BBEAEHWUM NMpuBefeHbl B NpuioxeHun B. CKOpocTb U cTeneHb
abcopbLumm 3aBUCAT OT cocTasBa UCMbITyeMoro o6pasua.

4.8.3 YacToTa f03upoBaHuA

YacToTa f03MpOBaHNA A0/HKHA OCHOBbLIBATLCSA Ha K/IMHWYECKOW 3HA4YMMOCTW. YBenuyeHne yucna npo-
Leayp AO/HKHO 6bITb YHETKO 060CHOBAHO U ONUCAHO.

Mpu nccnefoBaHUsAX OCTPOI CUCTEMHOW TOKCUYHOCTW XMBOTHbBIX MOABEpPralT BO3AECTBMNIO OQHOKPaT-
HOl [03bl UM €e MHOTOKPaTHbIMU AONSIMU, BBOAVMbIMU B TeuyeHue 24 u.

Mpn nccnepoBaHNAX MHOTOKPATHOTO BBEJEHUSA XUBOTHbIE JO/DKHbLI NONyYaTb UCCNefyeMylo 03y exe-
[IHEBHO B TeyeHWe HeAenn BCIO MPOLO/DKUTENLHOCTL UCCNeA0BaHuA. [ipyrme pexums! [03UPOBaHUSA MOTyT
6bITb NPUEM/IEMbI, HO AO/KHbI GblITb 060CHOBAHbI.

4.9 Macca Tena u notpe6neHne nuwn/Boabl

Wccnepyemblii 06bEKT MOXET Bbi3BaTh N3MEHEHUSI B MacCe Tefla XMBOTHOrO 1 B MOTPebieHnn UM nuLn
n Bogbl. CnegosaTtesnibHO, HEO6X0ANMO onpeAenaTb UHANBUAYANbHYI0 MacCy Kax/oro XXMBOTHOTO He3aAosro
[0 BBeJleHNa ucnbiTyemoro o6pasua (HanpumMmep, o6bl4HO B npegenax 24 4 npu OAHOKPATHOM W/ OCTPOM
[l03MpOBaHUN, 1 He 6onee yem 7 CyT MpU NCCef0BaHNAX NOBTOPHOTO BBEAEHUS), Yepes3 perynspHbie UHTep-
Basibl B TeyeHune nccaefoBaHnsa 1 No OKOH4YaHun nccnegosanus. Mpu Jo3MpoBKe MO Macce Tena, HeobxoAMMo
“cnonb3oBaTb camble Noc/iefHNEe U3MepPEHUS.

Mpu 6onee ANANTeNbHBIX NCCNEA0BAHNAX MHOTOKPATHOTO BBEAEHNSA JO/KHO ObiTb ONpefesieHo Konnye-
CTBO NOTPe6/19EMON XNBOTHBIM NULLY U BOABI.

4.10 KnuHnyeckne HabnwaeHns

KnuHuueckne HabniogeHvna [LOJ/DKHbI NPOBOAWTbL NOATOTOB/IEHHblE NuuUa AN ob6ecnevyeHus nocnepo-
BaTefibHOl OTYEeTHOCTW. YacTtoTa M ANUTENbHOCTbL HabNAEHUA OO/XHbI OnpefenATbCA XapakTepom u ce-
PbEe3HOCTbI0 TOKCUYECKMNX peakLnil, CKOPOCTbI0 NPOSIB/IEHUS CUMNTOMOB ¥ Nepuofa BOCCTaHOBEeHUSA. [oBbI-
LeHHas YacToTa HabnwAeHna MoxeT 6biTb HEO6X04MMa Ha pPaHHMX CTafuaX uccnefoBaHUs, 0CO6EHHO npu
OCTPbIX MCCnefoBaHuAX. BpeMs NosBNEHUA U UCHE3HOBEHWUS MPU3HAKOB TOKCUYHOCTU, UX ANUTENBHOCTbL W
BpEMSi CMepTU SIBNSAITCS BaXHbIMWU, 0COGEHHO, eCc/ii HeGNaronpuaTHbIe KIMHWYECKNE NPU3HaKN WIN CMEepPTb
MMeKT TEHAEHLUMIO MPOSABAATLCA No3fgHee. Bo m3bexaHue HEHYXHbIX CTpafjaHuii Heo6X0AUMO MPUMEHATb
ryMaHHble KOHeUYHble ToUYkN. ObLne KNnHNYeckne HabnAeHNS AO/KHbI YYUTbIBATb MUKOBLIA Nepruoa oxuaa-
eMblix 3(pheKkTOB Nocne A03NPOBaHUS.

HabntogeHns JOMKHbI cucTemMaTnyeckn uKCpoBaTbCcsl 4OKYMEHTabHO MO Mepe ux BefeHuns. OTyet-
HOCTb [,0/KHa 6bITb NPOBEAEHA MO KaXAO0MY XWBOTHOMY.

BusyanbHble HAGNIOAEHNUS AOMKHbI GbITh 3aNncaHbl, KaKk MUHUMYM, OAUH pa3 B ieHb, C UCMOMb30BaHNEM
o6WenpuHATbBIX NabopaTopHbIX NPU3HAKOB perncrTpaumm KnnHnyecknx adekTos (CcM. npunoxeHue C).

Habniopaemas 601€3HEHHOCTb AN CMEPTHOCTb NPV NOBTOPHOM BBEAEHUU A0/HKHA ObiTb 3addUKCUMPO-
BaHa [lOKyMeHTa/lbHO He MeHee ABYX pa3 B leHb. MNpu 601ee NpoAoMKUTENbHbIX UCCeL0BaHNSAX MOBTOPHOIO
BBEAEHNS MOXeT 6bITb paccMOTPeH 6os1iee 06LINPHBINA, Kak MUHUMYM, eXeHefe bHblli CKPUHUHT TOKCUYEeCKUX
appekTos.
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4.11 KnuHunyeckasa narosiorns

[na nccnepoBaHnsa TOKCMYECKUX 3P EKTOB Ha TKaHAX, opraHax u Apyrux cuctemax npoBoAaT aHam3bl
remMaTosiormyecknx n 6uoxmMmmuyeckux nokasatesneit. Mo nokasaHWaM 3T aHanU3bl 4O/KHbI NPOBOAUTLCA Ha
npo6ax KPOBMW XMBOTHbIX, UCMNO/b3YEMbIX B WUCC/EA0BaHUN MOBTOPHOIO BBEAEHUS, MOJSyYEeHHbIX, N0 MeHb-
weit mepe, HenocpeACcTBEHHO Mepej 3anjiaHupoBaHHON npoueaypoilt apTaHasnM XUBOTHBLIX UIN KakK YacTb
TakKoBOW npoueaypbl. B HEKOTOPbIX CAyYasix MOXeT 6biTb HEO6XOAMMO FO/I0faHne XNBOTHbIX Nnepef 3abopom
KpoBu. ECnun cyllecTBYIOT HayUHble NOKa3aHus, B TedeHne nocnepHeli Hegenun AoArocpoOYHOro ucciefoBaHus
nMpW MHOIOKPaTHOM BBeAEHWM MOXeT 6biTb MPOBEAEH aHa/n3 MOoYM C UCMOJIb30BAHWEM PaCcCUUTAHHOrO Mo
BpemeHun (Hanpumep, oT 16 o 24 4) c6opa o6bLEMa MOUHU.

PekoMeHgyemble 4151 OLEHKM nMapameTpbl remaTonornm, 6UOXUMUN 1 aHanmsa Moun NpuBefeHbl B Npu-
noxexHun D.

4.12 MaTtonoroaHaToMnyeckme nccneposaHmns

Mo OKOHYaHWUU UCCNeA0BaHNA OCTPO CUCTEMHOMN TOKCUUYHOCTI HEOBXOAMMO NPOBECTM NaTosoroaHaTo-
MUYECKYHO OLEHKY.

Bce XWBOTHbIE AO0/IKHbI 6blTb MOABEPrHYTbI BCKPbITUIO C MOJIHbIM U NOAPOGHLIM MAKPOCKOMUYECKUM
ob6cnefoBaHneM, BKIOYaOWEM TujaTenbHoe o6cfiefoBaHMe BHELWHWX MOKPOBOB Tefla, BCEX OTBEpCTUit, a
Takxe YepenHoii, rpyAHoOI 1 6PIOLWHOI NOMOCTEW N X COAEPXUMOro. OpraHbl, M36paHHble 415 B3BeLUIMBaHUs,
MO BO3MOXHOCTW [OJIXHbl GbITb OUYMLLEHbI OT NPUIEraloWmnX TKaHe, 1 UX Macca BO B/IAXXHOM COCTOSIHUM U3-
MepeHa Kak MOXHO 6biCTpee BO M36eXaHue BbIChIXaHus.

B npunoxeHun E npuBefeH Cnucok TKaHeil, KoTopble HEO6X04MMO B3BECUTbL W COXPaHMTL B Npuemse-
MOii chukcmpytoLleil cpege AN NaTOrMCTONOINMYEeCcKoro UccnesoBaHus.

CnucoK MUHUMa bHbIX NapaMeTpoB A4/ UCCNEef0BaHNsA KaX4oro Tuna npueedeH B tabnuue 2.

Tabnuuya 2 — Cnucok HabngeHwin

H4eckool”
HabnopeHve Octpoe Mopoctpoe Wxgﬁ?/lqecme*’

Vi3mMeHeHne macchl Tena + * -
KnuHnueckne HabmogeHus + + .
KnuHnueckas natonorus b axb .
Makpockonuyeckasi naTonorus b +

Macca opraHoB b + .
TMcTonatonorus b) axb 4

a) iccnepoBaHme XpOHMYECKOW CUCTEMHOM TOKCUYHOCTM 06bIYHO SBMSIETCS MPOLO/MKEHHBIM BO BPEMEHW CYyOXPO-
HWYeCKUM nccnefoBaHnem, 060CHOBaHHbLIM NepuoAoM BO3AENCTBMA Ha yenoseka. OTMeYaeTcs 1 oTpaxaeTcs [OKY-
MEHTasIbHO 60/IbLUMHCTBO TEX Xe NapameTpoB. PasMepb! rpynn MOryT 6biTb yBENMYEHbI 4151 BKIHOUYEHNS napasiie/lbHbIX
rpynn, 415 KOTOpbIX NPOBOAAT BCE UM HEKOTOPbIe U3 3TUX Ha6N0AEHNIA.

b>Heo6Xx041MMO yunTbiBaTb 3TV NapameTpbl NPU KIMHUYECKMX NoKa3aHWsX Win B C/lyvas, ec/in uccnegosaHue 6o-
nee ANUTeNbHOro BBEAEHNSA He nnaHupyeTcs. CNMCKN pekoMeHayeMbIX aHaIM30B KPOBW 1 OpraHoB/TKaHel npuBeaeHbI
B NpunoxeHusx D n E.

4.13 NMnaHnpoBaHne nccnenoBaHunii

MnaHbl MccnenoBaHuii NPUBOASATCS B NOC/MEAYOWMX pasgenax HacTosAWero ctaHaapTsl. Ana coctaBne-
HUS NfaHa uccnefoBaHUs PEKOMEHAYETCs KOHCy/bTayus akcnepTa.

4.14 KayecTBO uccnepnoBaHuis

HopMbl Hagnexaleit N1a6opaTopHOi NPaKTUKM OTHOCATCS K OpraHvW3auuu, NpoLeccy U ycnoBusM, npu
KOTOPbIX NaBopaTopHble UCCNef0BaHUS NNAHUPYIOTCS, NPOBOAATCA, KOHTPONMPYOTCSA, PUKCUPYIOTCH LOKY-
MEHTAsIbHO W OMUCLIBAIOTCA B OTUETE. DTN HOPMbI NPeAHAa3HauYeHbl 4N1s 06ecneyerHuns kKayecTsa U 3Ha4MMOCTK
[LaHHbIX nccneaoBaHuit. OHKM Takke NOAAEPXUBAIOT rNo6asbHble YCUINS N0 rapMoHM3auumu nyTem cnoco6-
CTBOBAHUSA 3aK/OUYEHWI0 MEMOPaHLYMOB O B3aWMOMOHWMAaHWU MeXAy CTpaHaMu TOProBbIMU MapTHepamu.
WccnepfoBaHnsa cUCTEMHOM TOKCMYHOCTU JOMXKHbI MPOBOAUTLCA B COOTBETCTBUU C TAKUMU NPUHLMNAMU.

6
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5 OcTpas cuMcTteMHas TOKCUYHOCTb

5.1 O6uwune NonoxeHns

WccnepoBaHne ocTpoii CUCTEMHOI TOKCUYHOCTW npegocTaBnseT ob6uyi0 MHdopmauyuio 06 onacHocTh
ocTporo BO3,EI'eI7ICTBI/Iﬂ NPpUMEHeHNAa MeanUNHCKOTo nsgennsa. |/|CCI1e,qOBaHI/Ie 00Tp0|7| TOKCUYHOCTU MOXET ObITb
nepBbIM LWArom B yCTAHOB/IEHUW pexuma A03MpoBaHNSA ANA NOAOCTPbIX/CYOXPOMUYECKNX U APYTUX UccnenoBa-
HWIA 1 MOXeT NpefoCcTaBNUTb MHCOPMALMIO 0 cnocobe TOKCUYeCKOoro AeiicTBNA BellecTsa B 3aBUCUMOCTN OT Oro
KNWUHNYECKOIo NpUMeEeHeHuA. |_|pI/I nccnepnoBaHun 00Tp0|7| CUCTEMHOI TOKCUYHOCTM nocre BBEAEHUA NCNbITyeMO-
ro obpasua seferca HabnoAeHne 3a BO3HMKaLWUMK adhchekTamm (Hanpumep, HebnaronpuaTHbIE KNUHUYECKue
npusHaku, N3IMEHeHNe mMacchl Tena, 06HapyXXeHne MakpoCKONMYEeCKOo NaToNornm) n cMepTesibHbIMU CyYasasMu.
JXnBOTHbIE C Cepbe3HbIMU KN yCTOﬁHMBbIMM npusHakamu CTpa,anI/II7I n 6onn AOJDKHbI ObITb HemMeasiIeHHO noasep-
THYTbl 3BTaHasnu. KOpp03VIOHHbIe nnn pasgpaxawuwme matepuanbl, O KOTOPbIX N3BECTHO, YTO OHU BbI3blBAKOT
ABHYI0 60/1b UM CTPaAaHune, AO/KHbI ObiTb OTMEYEHbI B OTYETE Kak TakoBble N He HYXAAalTCA B TECTUPOBAHUN.

MpnmeuvaHne — ICCVAM n ECVAM B HacTosLLee BpeMs yTBEPXKAAIOT UCCNefoBaHNsA LUTOTOKCUYHOCTH in Vitro
KaK asibTepHaTVBY UCCeA0BaHNSIM OCTPOI TOKCUYHOCTY.

5.2 MnaHupoBaHne uccnegosaHus

5.2.1 MoarotoBKa

340poBble MOIOAble NOIOBO3PEsble XMUBOTHbIE aKKIMMaTU3MPYTCA K nabopaTopHbIM YCN0BUAM, MO
MeHblIel mepe, B TeyeHMo 5 cyT Ao nccnegosaHns. bonee KopoTkne Cpokn AOMKHbI 6biTb 060CHOBaHbI. XXu-
BOTHbIX PAHAOMU3NPYIOT U pacnpegensatoT no rpynnam o6paboTku.

5.2.2 TabopaTopHble XNBOTHbIE

5.2.2.1 Bbibop Buga

O6bIYHO NCMOMB3YIOT FPLI3YHOB (KPbIC, Mbileii). XapakTepucTuku mogenun (Bo3pacT, Macca, U T. 4.) onu-
caHbl B 4.2 1 4.3. Vicnonb3oBaHue BUA0B, He ABNSAIOLWMNXCA rPbI3yHaMMW, AO/HKHO 6blITb HAy4YHO 060CHOBAHO.

5.2.2.2 Yucno v non

Yucno v Tun rpynn, YUC0 XUBOTHbLIX B TPYNMne n Ux nos onucaHsl B 4.5.

5.2.2.3 Ycnosus pasMmelleHns n KopmaeHus

TemnepaTtypa v OTHOCUTE/IbHAA BNAXHOCTb B NOMELEHUAX 418 9KCNEPUMEHTaNIbHbIX XUBOTHbIX [0J1X-
Hbl COOTBETCTBOBATbL BUAy, Hanpumep, Temnepartypa (22 + 3) "C n BnaxHocTb oT 30 % fo 70 % Ana Mbllei.
PeX1M NCKYCCTBEHHOr0 OCBELLEHUSA AO/MKEH BbITb 12 4 cBeTa U 12 4 TEMHOTbI.

[Na KOPpMNEHUA MOXHO WCNOMb30BaTh CTaHAAPTHbIE KOMMepyeckne nabopaTtopHble Kopma U Heorpa-
HUYEHHbI JOCTYN K NMTbeBOW Bofe. )XMBOTHble JO/KHbI pasMellaTbCa B KAeTkax rpynnamu no mnony wiaw,
N0 BO3MOXHOCTW, UHAMBUAYANLHO, NPU TPYNNOBOM pa3MeLeHnn 4O0NYyCTUMO nomeliaTb He 6onee yeM NATb
XUBOTHbIX B OfHY K/IEeTKY.

5.2.3 Ycnosusa uccnepoBsaHuns

5.2.3.1 YpoBH#M A03

YpOBHM [03 [0/KHbI COOTBETCTBOBATbL ONUCAHHbLIM B 4.8.

ObpalieHne ¢ XUBOTHBIMWU KOHTPOJIBHOW Tpynnbl 4O/MKHO 6biTh MAEHTUYHO 06pALLEHUI0 C KUBOTHBIMU
ONbITHOW rPyNMbl 3a UCKNOYEHNEM BBEAEHWS UCNbITYyeMOro o6pasua.

5.2.3.2 Mpoueaypa

XXVBOTHbIE nosyyaloT OAHOKPATHYH [03Y UCNbITYyeMoro obpasua uau. ecnm Heobxo4MMo, MHOrokpart-
Hble [03bl B TeYeHne 0AHOro 24-x 4acoBoro nepmoga. Npu3Hakm TOKCUYHOCTU AOMKHbI OblTb OTPaXeHbl A0-
KYMEHTaNbHO MO Mepe HabnAeHUs, BKAYaa UX Hayano, cTeneHb v 4NNTENbHOCTb.

Heobxogumo perynspHoe HabnwfeHue 3a XMBOTHbIMU ANA NpefoTBpalieHus c/lydyaes najexa uc-
cnefyemMbiX XUBOTHbIX M3-3a KaHHWOanu3ma, aBTonM3a TkaHell unu nobera. 1o OKOHYAHWUW UCCAefOoBaHUA
BCE BbIKMBLUNE XXNBOTHbIE AO/DKHbI 6bITb NOABEPTHYTHI 3BTaHa3nUu. /llo6ble 60N1e3HEHHbIE XXUBOTHbIE AO/KHbI
6bITb yAaneHsl 1 4O/MKHbI 6bITb NOABEPrHYTHI 3BTAHA3UMN, €C/IN 3aMeYeHbl NMPU3HaKN Takoro nosefeHuns.

PacnucaHne HabnwaeHUA U NpUMeHsAeMble TyMaHHble KOHEeUYHble TOUYKM AO/KHbI NPeaoTBpaTuTb cayvau
06HapYXeHNS XXUBOTHbIX MEPTBbLIMU HENOCPEACTBEHHO B pe3ynbTaTe TOKCUMUYHOCTU UCMbITYyeMOoro obpasua.

5.2.4 Macca Tena

M3mepeHnsa macchl Tena [O/DKHbI NPOBOAUTLCSA HEMOCPEeACTBEHHO nepej A03MpOBaHUEM, eXefHEBHO
B TeYEeHMe NepBbIX TPEX CYyTOK Noc/ne f03MPOBaHUSA, eXeHeAeNbHO Nocne nepBoi A03bl, eCNn ANNTENbHOCTb
nccriefoBaHns 370 NO3BOJIAET, U MO OKOHYAHUW UCCef0BaHUA.
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5.2.5 KnnHuyeckne HabnwogeHns

[na nccnepoBaHWA OCTPOL CUCTEMHOW TOKCMYHOCTWU nepuog HabnwAeHua A0/KEH COCTaBATb He Me-
Hee Tpex CyToK unu 6onee, ecnu 310 NPU3HAHO NpUeMAEeMbIM. [leTann 4acToTbl U TUMa HabnheHna onucaHbl
B 4.10 n npunoxexnn C. Bo Bcex cnyyasx HabngeHne f0/HKHO NPOBOAUTLCS C A40CTATOUYHOW YacTOTOM, a Takke
OO/MKHBI NpeanpuHUMaTLCS onpejeneHHble AecTBMA ANS CBeLEeHUA K MUHUMYMY NOoTepb cpefu uccnepye-
MbIX XWBOTHbIX, HanprumMep, BCKPbITUE UK pedprxepaLns XMBOTHbIX, HARAEHHbIX MEPTBbIMU, U U30AALMSA U
ymepLuBaeHne cnabbix an 60M1e3HEHHbIX XXUBOTHbIX. Bu3yanbHble Hab604EHNA AO/MKHbI BKIOYaTh B cebs cne-
aywoume ob6a3atesnibHble (PakToOpPbl: U3MEHEHUS KOXM W LWEePCTKH, rnas u CN3UCTbiIX 060/104eK, a Takke n3meHe-
HMSA B Nnepudeprnyeckoin 1 LeHTpasbHON HEPBHbIX cUCTeMax, AblxaTe/lbHOW 1 KPOBEHOCHOW cuctemMax, B coMa-
TOMOTOPHOW AESATeNIbHOCTM 1 B CXemax NOBEeAEHNS, NCNOb3Ysa AECKPUNTOPbI, NPUBEAEHHbIE B NPUIOXeHUn B.

5.2.6 Matonorusa

5.2.6.1 KnuHnuyeckas nartosorus

MpoBefeHNe OLEHKN KIUHUYECKON NaTo/orMm fOMXHO GbiTb PACCMOTPEHO NPU HANNUYUN KTUHUYECKNX
nokasaHuii. Heo6xogMmMo npoBecTn cnegytolime nccnefoBaHums:

a) remaTtosiornsa, Kak onucaHo B NpuioXeHun D. fo/kHa paccMaTpmsBaTbCcsa 419 UCCNefoBaHNA MO OKOH-
YyaHuu nepuoja ucnbliTaHus;

b) MO OKOHYaHMW Nepuoja UCNbITaHUA HEOO6XOAMMO PaccMOTpPeTb BO3MOXHOCTb K/IMHUYECKOro 6noxm-
MUWYECKOro uccnefoBaHnsa KpoBW, NpUBeAEHHOro B npuaoxernmn D. O6nacTAMU ncnbiTaHWi, NpueMaeMbiMu
ONS UccnefoBaHWs OCTPOro BBEAEHMWS, CUMTATCA (PyHKUMM neyeHn u noyek. Mpn HEOo6XOLMMOCTM MOXeT
6bITb MCNOMb30BaHa AONONHUTEbHAA KMHUYecKas 6uoxXnumma 4na NnpoaneHna HabngeHna 3a oTMeUYeHHbI-
Mu achpekTamu.

AHann3 Mo4YM Ha perynsapHoil OCHoBe He ob6sA3aTenieH, U AO/HKEH NPOBOAUTLCA TONbLKO NMPU MOKasaHu-
AX. OCHOBAHHbIX Ha OXWAaeMol nnu Habnwaaemoil TOKCMYHOCTU. PekoMeHayeMble napamMmeTpbl NpUBeAeEHbI
B npunoxexHuu D.

5.2.6.2 MatonoroaHaToMmmyeckue nccrepoBaHuns

MaTtonoroaHaToMmMyeckme nccnefoBaHna AO/KHbI NPOBOAUTLCA B KOHLLE 3KCNEepUMeHTa nocse aBTaHa-
31N XUBOTHbIX. OHM BK/IOYAKOT B Ce68 OCMOTP BHELIHNX NOKPOBOB Tefa, BCeX OTBEPCTUIA, a Takxke YepenHoi
KOPOGKM, TPYAHON 1M GPIOLWHONI MoNocTel n ux cogepxumoro. Mo NPUMEHNMOCTU HEOGXOAMMO paccMOTpeTh
yyeT Maccbl MO3ra, fneyeHu, noyek, HafNOYEUYHUKOB W CEMEHHUKOB, KOTOPble AO/MKHbI 6blTb B3BELEHbl BO
B/IAXXHOM COCTOSIHUM Kak MOXHO CKOpee Nnocsie BCKPbITUSA BO U3BexaHne BbICbIXaHWUS U NMOCeAYoLWNX TOXHO
HU3KUX 3HAYEHUNA.

5.2.6.3 'mcTtonornyeckme nccnenoBaHuns

Mpu nccnefoBaHUsAX OCTPOI CUCTEMHON TOKCMUYHOCTU 06bIYHO HE NPOBOASATCS MOJHbIE TMCTONIOTNYecKne
nccnenoBaHNs Ha opraHax M TKaHSIX XXMBOTHbIX, €C/IN 3TO 0CO60 He NMOoKa3aHO HeOBbIYHLIMU 0GHaPYXEHUAMMN
o6LLero BCKpbITUSA.

5.3 Kputepumn oueHku

5.3.1 O6wwne nonoxeHns

B 3aBMCUMOCTU OT UCNOML3YEMOrO0 MjaHa UccnefoBaHus NPUMEHUMbI cnefylole KpUTeprUn OLEHKK:

a) NS uccnefoBaHna chapmakoneiHoro Tuna:

- ecnn BO Bpems nepmoga HabnwgeHns 0CTPO CUCTEMHOW TOKCMYHOCTU HU OAHO U3 XMUBOTHbLIX, 06pa-
60TaHHbIX UcCNeayemMbiM 06pa3LOM, HE AEMOHCTPUMPYET 3HAUYMMO 6O/bLIYI0 GMONOTMYECKYI0 PEaKTUBHOCTD,
4yeM XVBOTHble, 06paboTaHHble KOHTPONbLHON cpefoil, obpa3el, oTBeyaeT TpebOBaHNAM 3TOTO UCMbITAHUSA;

- NPY UCNO/SIb30BAHUWN MATW XUBOTHbLIX, EC/IN ABA UK 60NEe XNBOTHbLIX YMUPAKT, NN Takoe noBejeHune
KakK KOHBY/NbCUM UMK NpocTpauma HabnjaeTcs y ABYX UK 6onee XUBOTHbIX, MG0 NPOUCXOAUT NoTeps mac-
cbl Tena 6onee 10 % y Tpex unu 6onee XNBOTHbIX, 06pasel, He oTBe4YaeT TPeO6OBAHUAM UCMbITAHUS;

- ecnu n6oe XnBoTHOE, o6paboTaHHOe 06pa3LoM, AEMOHCTPUPYET TONLKO Nerkue npusHakm 6uonoru-
yeckoii peakTUBHOCTU, U He 6oJsiee YeM OAHO XMBOTHOE NPOSIBASIET sIBHble CUMNTOMbI GMONOTNYECKOl peak-
TUBHOCTMW WAV YMUPAET, NCMbITaHe HYXHO MOBTOPUTbL, UCMOMb3YA FPynnbl N0 AECATb XUBOTHBIX;

- ec/n Npu NOBTOPHOM UCCNef0BaHUN BCE AECATb XWUBOTHbIX, 06paboTaHHbIX 06pa3LoM, B Nepuoj Ha-
61104eHNA He NPOSIBAAIT Kakoi-nm6o Hay4yHO 3HA4YMMO 6MONOrMUYEeCKOn peakTUBHOCTM NO CPABHEHUIO C XU-
BOTHbIMW, 06paboTaHHbIMKU KOHTPOIbHOW cpefoli, obpa3sel oTBeyaeT TpebOBaHNSAM 3TOTO UCMbITAHMUS;

b) ANA nccnepoBaHunii 0CTPOI CUCTEMHON TOKCUMYHOCTU HedhapMakoneHoro Tuna.

CyuiecTByeT BO3MOXHOCTb MPOBOANTL OLLEHKY C UCMOSIb30BaHNEM 6oee 06LWMPHbIX METOLO0B, BKIOYas
KIMHUYECKYI0 N aHaTOMWYECKYo MaTo/IorMmn, KOTopble MOTyT CHSAITb HE06X0AMMOCTb NOBTOPHOIO UCMbITAHUSA.
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OcTpoe BO3AelicTBME MOXET BKA4YaTh B Ceb6s nepeoueHky nNpy HannuymyM HeoAHO3HAUHbIX pas3nuuumii B cO-
NyTCTBYIOLWMNX KOHTPO/bHbIX Tpynnax. Pasnuuma fomxHbl 6biTb 0GBSACHEHbI, a NccnefoBaHne AOMKHO 6biTh
nNpoASIeHO ANA BKIOYEHUSA AONONHUTENbHbIX NATUA XUBOTHbIX, €CAIN MPUMEHNMO.

5.3.2 OueHKa pe3ynbTaToB

O6GHapyXeHHble ToKcuyeckme adekTbl BO BpPEMS MCCNef0BaHWUA OCTPON CUCTEMHON TOKCUYHOCTU
[OJKHBI BbITb COMOCTaB/IeHbl C OTpULaTebHbIMK athhekTamun NpeLecTBYOLWMX UCCNef0BaHWNIA, ecnn Tako-
Bble cyllecTByloT. OLeHKa A0/KHa BKIOYaTb B Ce6s1 onpeAeneHne B3aMMOOTHOLEHUSA MeXay [0301 NCMbITY-
€MOoro Bel,ecTBa U HaIMYneM Uan OTCYTCTBMEM, @ TakKe C/Iy4alHOCTbIO Y CTENEHbI0 CEPbE3HOCTN Pa3/INYHbIX
OTK/IOHEHMWIA, BK/OYaA NOBeeHYEeCKNe N KTMHUYECKNe OTK/IOHEHUS, MaKpoCKONMYeckne NoBpexaeHns, nsme-
HeHMs mMacchbl Tena, BAUAHWE Ha CMEePTHOCTb W Nto6ble Apyrue obLine uan KOHKpeTHble adpdexThbl.

5.4 3aknwuyuTesnbHbll oTYeT

B 3akntounTebHOM OTYyeTe 06 UCMbITAHWM OCTPOI CUCTEMHON TOKCUYHOCTYM [O/KHA COAepXaTbCs cre-
aywouwas nHopmayus:

a) ucnbiTyemoe BeLLecTBO:

- hmsnyeckunii xapaktep, YnctoTa u uU3nKo-xummyeckne cBOMNCTBa, MO NPUMEHNMOCTU:

-Apyrue naeHtTuduumnpyowmne gaHHole:

b) MogenbHasa cpefa (ecnvm NPUMEHUMO):

-060CHOBaHMe BbIOOpPa MOAENbLHON cpeAbl, €CAM OHa He BK/lOYeHa B CMWCOK, NPUWBEAEHHbIA B
1ISO 10993-12:

C) aKcnepuMMeHTabHble XUBOTHbIE:

- UICNONb3YyeMblii BUL/INHUS;

- 4ncno, BO3pacT M NOJ XUBOTHbIX:

- UICTOYHUK, BKOYAA MUKPOOGUOMOrMYEcKnii cTaTyc (Hanpumep, C NOBbIWEHHbLIM 6apbepoM, 06bIUHbI),
yC/NI0BUSA cofepxaHua (Temnepartypa, BIaXHOCTb, NOACTU/IKA, OCBELLEeHNe, gueTta, U T. 4.);

- Macca B Haya/e uccnefoBaHus;

d) ycnosusa nccnepoBaHus:

- 06ocHOBaHue BblIbOpa A03bl;

-noApo6HOCTM cocTaBa/NMpPUroTOBMEHNUA WCNbITYEMOro BellecTBa: AOCTUTHYTble KOHLEeHTpauuu: cta-
6WNBbHOCTb U TOMOT€HHOCTb, €C/IN NPUMEHUMO:

-AeTtanun BBefeHNs UCNbITYeMOro BeLecTsa,;

-nepecyeT M3 KOHLEHTpaLuMM UCNbITYEMOro BelecTBa B peasibHO BBOAWMY A03y (Mr/kr), ecnu npu-
MEHUMO;

-NoApO6HOCTM KayecTBa NULLK, BOAbI U NOACTUIKN;

e) pesynbTarhbl:

- AaHHble MOryT 6bITb 0606LWeHbl B popMe Tabnuubl, NOKasbliBaloLW el YNCI0 XUBOTHbIX B Havyane uc-
NbITAHWUSA, YNCNO XUBOTHbLIX, NPOABNAIOLWNX HEGNATONPUATHbIE KITIMHWYECKME MPU3HAKW U YUCIIO XUBOTHbIX C
N3MEHEHUSMUN MacChl Tena ANA KaxXA0 KOHTPONIbHOW M UCMbITYEMOW rpynnbl:

- Macca Tena/MamMeHeHna macchbl Tena;

-notpeb6sieHne NULWK 1 BOAbl, €CNN NMPUMEHUMO;

-faHHble TOKCMYECKOro OTBeTa, pacnpefeneHHble No Noay U YPOBHIO A03bl, BKIOYAA NPU3HAKN TOKCUY-
HOCTW:

- Xapaktep, Cepbe3HOCTb U A/INTE/IbHOCTb K/IMHNYeCKX HabmgeHunii (06paTuMbiX 1 HET):

- HeliponoBegeHYeckas oueHka, ecim NPUMMEeHUMO:

- UCNOMIb30BaHHbIE remaTosiornyeckme uccnefoBaHns u pesynbTaTbl C COOTBETCTBYOLWMUMUN POHOBLIMU
AaHHbIMUW, eC/In NPUMEHUMO:

- UCNOJ/Ib30BaHHbIE UCCNEeAOBaHUA KIUHUYECKON BUOXuMumn M pesynbTatbl C COOTBETCTBYHOLWMMN (POHO-
BbIMUW Ja@HHbIMW, €CNN NPUMEHUMO;

- aHa/n3bl MOYUN W pe3yfibTaTbl C COOTBETCTBYOLWNMU POHOBLIMU fAHHLIMU, €CNIN NPUMEHUMO;

- KOHEeYHas Macca Tefia U faHHble Maccbl OpraHoB, €C/M NPUMEHUMO:

- pe3ynbTaT BCKPbITUSA:

-noApobHoe onncaHme BCex 06HaAPYXXEHHbIX TMCTONATO/ONNIA, ecAn NPYMEHNMO;

- cTaTucTUYeckas oLleHka pe3ynbTaTos, eC/IN NCMOoMb30Basiach, U 06CYXAEHNE NX BUOIOTNYECKO 3HaYMMOCTH;

0 o6cyxAaeHne pesynbTaTos;

[) 3aKNyeHns:
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h) 3asBneHne o rapaHTUn KavecTsa.

MccnepoBaHue oCTPO/ CUCTEMHOW TOKCUYHOCTY NpefocTaBnsieT Hpopmaynio 06 adphhekTax ocTporo
BBEJEeHNA UCMbITYEMOro BellecTBa. JKCTpanonauma pesynbTatoB MUCCNef0BaHUs Ha 4yesioBeka AeicTBu-
Te/lbHa B OrPaHMYEHHOW CTeneHu, HO OHa MOXeT NpefocTaBMTb NOME3HY MHGopMauui 0 A40NYyCTUMOM
BO34eNCTBUN.

6 CucTemMHasi TOKCUYHOCTb MHOTOKpaTHOro BBeAeHUs (MogocTpasi, cy6xpoHuyeckast
N XpPOHMYECKas CUCTeMHast TOKCUYHOCTb)

6.1 O6wWw e NnonoxeHus

B TOo Bpemsa kak ocTpas TOKCMYHOCTb CBfA3aHa C Heb6naronpuATHbIMU 3 PeKTamMu O4HOKPATHbIX [,03
(nnn orpaHnyYeHHoro BBeAeHus), 60nee pacnpocTpaHeHHOl hopMOil BBEAEHUS MHOTUX MEeAULUHCKUX n3ge-
NWii Ha YyefloBeka sIBNsieTCA MOBTOPHOE WMAU NMPOAO/KUTENbHOE Bo3feicTBue. O eKkT oT NOBTOPHOrO uam
MHOTOKPaTHOrO BBeEeHUsi NOTEHLNAIbHO MOXET BO3HUKHYTb MO MPUYMHE HAKOM/IEHUS XMMUYECKUX BeLecTB B
TKaHAX Wan noj feicTBUOM APYTX MEXAHU3MOB, NO3TOMY BaXHO OnpefeninTb BCe NOTeHUManbHble 4151 3TOr0
hakTopbl NyTEM [OATOCPOYHbIX UCMbITAHWIA (MOAOCTPbIX, CY6XPOHNYECKNX, XPOHUYECKUX).

MccnepoBaHa CUCTEMHO TOKCMYHOCTM MHOTOKPaTHOrO BBeAEHMA falT nHopmMauuo o6 onacHocTum
[ONS 340pOBbS, KOTOPasi MOXET BO3HUKHYTb Moc/e A/IMTENbHOr0 BBeEeHUsi npefHa3HaYeHHbIM KIIMHUYECKUM
nyteM. OHUM Takxe MOryT AaTb MHGOpPMaLu0 0 cnocobe TOKCMYEeCKOro AeiicTBMA BelyecTBa npeAHasHavyeH-
HbIM K/TMHUYECKUM NyTeM BBeAeHus.

NccnepoBaHna CUCTEMHOW TOKCMYHOCTM MHOTFOKPaTHOTrO BBefeHUs AalT noApobHyl MHGopMauuio o
TOoKCu4Yeckmx adppekTax, opraHax-MULEHAX, 06pPaTMMOCTN UAN APYTNX 3P EKTOB N MOTYT CAYXMUTb OCHO-
BOW ANA oueHkn 6e3onacHocTu. Pe3ynbTaTbl 3TUX UCCNeLOBaHWI NPefoCTaBASAT BaXHY nHopMaLmio, 4To
noATBepxaaeTcst NoAPO6GHbIMU UHCTPYKLUAMMK MO NPOBELEHUIO KTMHUYECKUX M aHAaTOMWUYECcKUX uccneposa-
HWIi naTtonornu.

MccnepoBaHa MHOTOKpaTHOroO BBEAEHUA 0ObIYHO He NpefoCcTaBNAT KpUTEpPUs MOBTOPHOrO MCMbITa-
HUSi. BMeCTO 3TOro pasmMepbl rpynn paccymTaHbl C y4eTOM CTaTUCTUYECKOW OLeHKM 3adUMKCUPOBAHHbLIX Ha-
6noaeHnii (cMm. Tabnuuy 1).

M3-3a pa3nnMyHoii NpoAo/IKUTENBHOCTM UCCNef0BaHNIi MHOTOKPaTHOrO BBeAEHNS uccnegyemslie obpas-
Lbl LO/MKHbI MPUTOTOBAATLCA MO NOTPEGHOCTU A8 rapaHTUM UX CTaGUNbLHOCTU.

6.2 NMnaHnpoBaHne nccnepoBaHnsa

6.2.1 NMoparotoBka

340poBble MONOAblE NOMOBO3PESble XUBOTHbIE AO/KHbI ObITh aKKNIMMaTU3NPOBaHbl K 1abopaTtopHbIM
YCNOBMUAIM NO MeHbLUE Mmepe B TeyeHue 5 cyT A0 uccaefoBaHusi. XXBOTHble A0/MKHbI 6GbITb paHAOMU3NpPOBa-
Hbl U pacnpejesneHbl no rpynnam.

6.2.2 TabopaToOpHbIE XNBOTHbIE

6.2.2.1 Bbi6op Buga

O6bIYHO NCNOMNb3YIOT FPbI3YHOB (KPbIC, Mbllleit). XapakTepucTuku Mmogenu (Bo3pacT, macca, U T. f.) onu-
caHbl B 4.2 n 4.3. icnonb3oBaHne BUAOB, HE ABNAOLWMNXCA IPbI3yHaMU, AOXKHO 6bITb HAYYHO 060CHOBAHO.

6.2.2 2 Yncno u non

Yuncno v TvR rpynn, YNC/0 XUBOTHBIX B rpynne u nx non onucaxsl B 4.5.1. MNpn Hay4YHOM 060CHOBaHUU
HEeo6Xx0AMMO paccMOTpeTb BO3MOXHOCTb MCNOMNb30BaHUA NapannesnbHbiX rpynn, ¢ yBeMYeHHON 40301 BBe-
[eHus, HapsAAy C KOHTPOIbHbIMUK rpynnamu. 3Ta rpynna v ee KOHTPO/Ib MOTYT UCMO0JIb30BaTbCA 419 U3YYeHUs
ahdhekTa BBEAEHUA, BKIOYas obpatumocTb (pe3op6TMBHOE AelicTBUE), BbIHOCAIMBOCTbL UAWM 3aMeANeHHbI
ToKcuyeckunii adpdpekt. Ana cybxpoHuyecknx mccnenoBaHunii Heo6Xo4MMO cofepxaTb XUBOTHbIX-CATENTUTOB
Ha CPOK HEe MeHee yeMm 28 cyT.

6.2.2.3 Ycnosus pasmelleHnsa n KopMmaeHus

TemnepaTypa M OTHOCUTE/IbHASA BNaXHOCTb B NOMELLEHNAX AN IKCNEPUMEHTANbHbIX XUBOTHbIX A0/1X-
Ha cOoOTBeTCTBOBaTb BuAy, Hanpumep, Temnepatypa (22 + 3) °C un BnaxHocTb oT 30 % go 70 % gnsa Kpbic.
Pexunm nckyccTBeHHOro ocBeleHns A0/MKeH 6bITb 12 4 cBeTa U 12 4 TEMHOTHI.

[nsa KOpMAEeHWs MOXHO MCMNOMb30BaTh CTaHAapTHble KOMMepyeckne nabopaTopHble KOpMa U Heorpa-
HUYEHHbIW AOCTYNn K NUTbeBON BoAe. XXMBOTHbIe JO/HKHbI pasMelaTbCsl B kieTkax rpynnaMmu no noay wuaw,
N0 BO3MOXHOCTU MHAMBKUAYaANbHO: NPU FPYNNOBOM pasMelleHun AOoNyCTUMO nomelwatb He 6osee Yyem NATb
XWUBOTHbIX B OfHY KNeTKy.

o
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6.2.3 Ycnosusa nccrneposaHmnsa

6.2.3.1 YpoBHU [03

N3yyeHne achhekToB A03a — OTBET B UCC/EAOBaAHUN CUCTEMHON TOKCMYHOCTU MHOFOKPATHOTO BBeje-
HUA TpebyeT NCNOMb30BaHMNA HECKO/IbKUX rPpynn. YpOBHU A03 A0/HKHbI COOTBETCTBOBATbL ONUCAHHOMY B 4.8.

Wcnonb3yeman fosa B UccnefoBaHUAX TOKCMYHOCTU MeAULUHCKUX U3Aenunili Ao/KHa onpeaensaTbcs B
COOTBETCTBUM C pe3ynbTaTaMu OLEHKU puUcKa, ypaBHOBelIMBaAs 03y KIWHWYECKOro BBEAEHUA C UCNOMNb30-
BaHneMm ¢hakTopoB 6e30nMacHOCTU MO NPUMEHUMOCTU. Ansa 6onee ANUTENbHbLIX UCCNef0BaHWii HE06X0ANMO
npeanpuHATbL YCUANSA AN BKIOYEHUA, N0 MeHbLUel Mepe, Tpex ypoBHENR A03bl 1 COOTBETCTBYHOLLUX KOHTPO/b-
HbIX Tpynn. 3a uckawyeHnem ob6paboTkm uccnegyembim o6pasLom, obpallyeHre € XUBOTHLIMU KOHTPO/IbHON
rpynnbl A0/MKHO 6bITb NAEHTUYHO 06PALLEHNIO C XUBOTHBIMU UCCNEAYEMO Tpynnbl.

B oTnnune oT KNnaccuyeckux XMMUYeckux mccnefoBaHuii CUCTEMHON TOKCMYHOCTM NMOBTOPHOrO BBeEAe-
HUA. uccnefoBaHNA MHOTOKPaTHOro BBEAEHUSA, NCNONb3yoWMe MeduUnHCKue U3genns, 4yacto He JatT ad-
hekTa fo3a — OTBET; TakuMm 06pa3om, TOKCUYeckunii apPeKkT Npu HamBbICLUEM YPOBHE A03bl HeOoGA3aTEsEH.
Tem He MeHee, UCNOMb30BaHWe AuanasoHa A03 NpeAocTaBfseT NofesHyl WHgopmauuo o6 ypoBHSaX 6es-
onacHoOCTW ANS YyenoBeka.

6.2.3.2 Mpouepypa

B naeanbHOM BapuaHTe XWBOTHble NOMy4yalT A03Y UCMNbITyeMoro obpasua exegHeBHO B TeYeHue He-
[enu Ha BeCb Nepuof NpoAo/IXMTENbHOCTN nccnegoBanus. Ans 6onee AnnTenbHbIX UCCAEA0BaHUA C MHOTO-
KpaTHbIM BO34€NCTBMEM AONYCTUMO BBEAEHME [03bl B TeYEHUE NATU CYTOK B HEAeso, HO 3TO AOJ/IKHO ObiTb
OTpaXeHo AOKYMEHTaNlbHO N 060CHOBAHO.

6.2.4 Macca Tona

N3mepeHua maccbl Tena f0/KHbl MPOBOAUTLCA HENOCPELCTBEHHO Nepes A031POBaHNEM, eXeHeeNbHO
nocne nepsow A03bl, €CNN 3TO NO3BONSAET A/INTENBHOCTb UCCNEA0BaHUA, U MO OKOHYAHUN UccnefoBaHus.

6.2.5 KnuHuueckne HabnwoageHns

Mepuopg HabNwLeHNA ANS UCCNefoBaHUA CUCTEMHOW TOKCMYHOCTU MHOTOKPaTHbIX 403 AOJ/I)XEH COOTBET-
CTBOBAaTb A4/INTENBLHOCTY UccnefoBaHns. [letann yactoTbl M TUNA HabNAeHNa onucaHbl B4.10 n NPUNOXeEHNN
C. Bo Bcex cnyyaax HabnwpeHne J0O/HKHO NPOBOAUTLCS C AOCTATOUYHOW YacTOTOW, a Takke AO/MKHbI npef-
NpUHUMAaTLCA onpefenieHHble AeNCTBUS AN CBEAEHUS K MUHUMYMY NMOTEepPb CPean NccnenyembiX XUBOTHbBIX,
Hanpumep, BCKpbITUE AW pedpuxepanma XUBOTHbIX, HANLEHHbIX MEPTBbIMU, U N30NALMUA NNN YMepPLYB/eHNEe
cnabblix Unn 60/1e3HEHHbIX XUBOTHbIX. BudyanbHble HabnwaeHUs [OMKHbI 0653aTenibHO BK/OYaTbh B cebs
cnepyouime hakTopbl: U3MEHEHUSA KOXW U LWWEePCTU, r1as 1 CAN3NUCTbIX 060/104EK, a TakKe NU3MEHEHUA B Nepu-
hepnyeckoil N LeHTpanbHOl HEPBHbIX CUCTEMAX, AblXaTeNbHON U KPOBEHOCHON cucTemax, B COMaromMoTop-
HOl feATeNbHOCTU N B CXeMax NoBefeHus, UCNoMb3ys A4eCKPUNTOpPbl, NpUBeAeHHbIe B NpuaoxeHun C.

OO6bIYHO Nepes BBELEHWEM UCNbITYEMOro BeL,ecTBa U N0 OKOHYaHUU UccnesoBaHnsa HE06XoAUMO Npo-
BECTN 0pTa/lbMOIOTMYECKU A OCMOTP C UCMOMb30BaHMEM opTanbMOCKoNa AN 3KBUBaNEHTHOIO NPUEMIEMOro
060pyA0BaHUA, NPeANOUYTUTEIbHO BCEX XUBOTHbIX, HO MO MEHbLUEl Mepe, TPynn BbICOKOW A03bl U KOHTPOS.
Mpn o6HapyXeHUn N3MeHeHuli B rnasax Heo6XoAUMO OCMOTPETb BCEX XMUBOTHbIX. PelleHne He NpoBOAUTb
OCMOTP A0/KHO 6bITb OTPAXEHO AOKYMEHTaNbHO N 060CHOBAHO.

6.2.6 Matonorusa

6.2.6.1 KnuHnyeckasa natonorus

Heob6xoguMo npoBecTun cnegytouime uccneoBaHns:

a) remaTosiorms, Kak onnucaHo B npuaoxexHun C. fo/mkHa 6bITb UCCNefoBaHa No OKOHYaHUU nepmoga ucnbl-
TaHusA. B 3aBMCMMOCTY OT A/IMTENBLHOCTU UCCNef0BaHNS HE06X0AMMO paccMoTpeThb 6onee yacTblil 3a6op Npoo;

b) 6uoxmummyeckoe mccnegoBaHne KpoBU AO/KHO NPOBOAMTLCA MO OKOHYAHWW Nepuofda MCMbITaHUS.
B 3aBMCMMOCTM OT ANNTENBHOCTY UCC/efoBaHUsA He06X04MMO paccMoTpeTb 6osiee yacTblii 3a6op npo6. O6-
NacTaAMU UCNbITAHUA, NpUemMaeMbIMU ANA BCEX UCCNe0BaHNIi MHOTOKPATHOro BBE,EeHUSA, CHUTAKTCS 3/1eKTPO-
NUTHBbIA 6anaHc, MeTabonu3m yrnesofos M YHKLUUA NeYeHn n noyek. Boibop onpefeneHHbiX nccnegoBaHunia
MOXeT 3aBuceTb OT Hab/O4eHU 3a cNOCO60M AeiicTBMA UCNbITYyeMOro Bewectsa. CnMcokK pekoMeHAyeMbIX
aHanu3oB npueefeH B npunoxeHun D. Mpu HE06XO0AMMOCTU MOXET GbiTb MCMOMb30BaHa A0MNO/HUTEbHAA
KNMHUYeckas bBuoxmmua gna npoaneHns HabnwaeHna 3a oTMeYeHHbIMU adhdhekTamu.

AHann3 MoYM Ha perynsipHoli ocHoBe Heobs3aTeneH, AO/HKEH NMPOBOAUTHLCS TOILKO NPU NoKasaHusX,
OCHOBAaHHbIX Ha O0XWAaemol UAu HabnwaaemMoil TOKCMYHOCTU. PekoMeHayeMble napameTpbl NpuBefeHbl B
npunoxexHuu D.

MonyyeHHble paHee HOpMasibHble 3HAYEHUS NPUrOAHbI AN YCTAHOBAEHWUA (POHOBLIX YPOBHEN un ANns
CPaBHEHUSA C CONYTCTBYOLWMMMN KOHTPOIbHBLIMM TpyNnaMu uccnenoBanusa. Ecnm paHee nony4veHHble hoHOBbIE
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[aHHble COYTEHbl HeafekBaTHbIMU, HEOGXOAMMO pPaccMOTpPeTb BO3MOXHOCTb cbopa 3Toi MHopmauum ans
XUWBOTHbIX TOrO e BO3pacTa, nona, IMHUMN U UCTOYHUKA, NPeANnoYTUTENbHO B TOW Xe nabopaTopun.

6.2.6.2 NMaTtonoroaHaToMmnyeckne nccraenoBaHusa

Bce XMBOTHbIe AO/MKHbI 6bITb NOABEPrHYTHI MOMHOMY 06LLEMY BCKPbITUIO, BKIKOYakLWwemy B cebsa ocMoTp
BHELHWX NOKPOBOB Tesla, BCEX OTBEPCTU, a TakKe YepenHol KOpooKu, rpyAHON M GPIOLWIHON NoMoCTER N nx
coflepXumMoro. HagnovyeyHukun, Mosr, anuANAUMUCHI, cepaLe, NOYKN, NeYeHb, AUYHUKN, Cene3eHKa, CEMEHHUKN,
TUMYC 1 MaTKa A0/KHbI ObITb B3BELUEHbl BO BIAXXHOM COCTOSIHUM KaK MOXHO cCKopee nocsie BCKPbITUSA BO u3be-
XaHue BbICbIXaHWs U NOCNEAYIOLLNX TOXKHO HU3KNX 3HAYEHUA. OpraHbl 1 TKaHW, NepeyncneHHblie B NPUAOXeHUN
E. AO/MKHBI COXPaHATLCA B MpUeMeMoii cpefe A8 BO3MOXHOMO 6yAyLero ructoaaTonornyeckoro aHaamsa.

6.2.6.3 Mopdyonoruyeckune nccnegoBaHus:

a) Heo6xoAMMO NPOBECTMN NOJHYI0 MOPAO/IOTUI0 Ha OpraHax U TKaHAX XXUBOTHbIX KOHTPOMbLHOW rpynnbl
W Tpynnbl BbICOKON [03bl;

b) BCE MakpocKonuyeckme noBpexaeHns f0/MKHbl 6biTb 0CMOTPEHbI;

C) Nnerkne XUBOTHbIX B rpynnax ¢ HU3KON un cpefHel o3amMu, ecnv TakoBble UCNO0/b30BaNUCh, LOKHbI
6bITb NOABEPTHYTbI TMCTO/IOTMYECKOMY MCCNEA0BAHUI0 Ha NpeaMeT MHMEKUUN, Tak Kak 3TO NO3BOJISIET oLue-
HUTb COCTOSIHME 3[0POBbA XMBOTHbIX. Takke He06X04MMO paccMOTpeTb NpPoBeAeHUe rMcToN0rMYeckoro uc-
cnefoBaHNs NeyeHy M NoYek B 3TUX rpynnax. flanbHeliwee rucTonornyeckoe nccraefoBaHne XuBOTHbIX 3TUX
rpynn o6bIYHO MOXET He TpeboBaTbCs, HO 0653aTeNIbHO A1 OpraHoB, NPOABAALWMX NPU3HAKM MaKpOCKONU-
4eckoro NnoBpexAaeHus B rpynne BbICOKOW A03bl;

d) npy McnonbL30BaHUN rPYNMbl CATENIMTOB FTMCTOIOMMA MOXET NPOBOAUTLCA HA TKAHAX U opraHax, onpe-
AeneHHbIX B 06paboTaHHbIX rpynnax kak nposiBuBwMe pesynbTaThl addekTa:

€) Kak npaBufo, B XPOHUYECKNX UCCNef0oBaHUAX He0BX0AMMO MCMNOMb30BaTb XWBOTHbIX-MHAUKATOPOB
ONA KOHTPONSA BO3MOXHOCTU MHAEKLMOHHbLIX areHToB. Mo nokasaHnsam MOXeT NPpOBOAUTLCA Ceposiornyeckune
UNN TMCTONIOTMYECcKNEe NccnefoBaHns rpynn XWBOTHbIX-CATEN/INTOB.

6.3 Kputepuun oueHku

6.3.1 O6w e No0XKeHNSA

[aHHble MOryT 6bITb 0606LEHbI B (hopMe TabnuLbl, NOKa3biBAKOLWEA YACIO XUBOTHbIX B Ha4Yane ucnbl-
TaHWA, YNC/0 XMUBOTHbIX, MPOABNAIOLLNX NATONOTMYECKNE U3MEHEHUA, TUMbI U3MEHEHWI Y NPOLEHT XXUBOTHbIX,
NPOABNALWMNIA N3MEHEHNS Kaxoro Tuna. Heo6xo4MMO NPOBECTU CTATUCTUYECKYIO OLLEHKY, HO B MepBylo o4ye-
peAb yunTbiBaTb 6MON0OTMYECKY0 3HAYMMOCTb. [JONYCTUMO UCMNO/b30BaTh /1l0Oble 06 enpuHATbIE CTATUCTH-
yeckme mMeToAbl: cTaTucTUYyeckne MetTofbl HEO6X0AMMO BbIGMpPaTh NPU NAAHUPOBAHUN UCCNEA0BaHMUA.

6.3.2 OueHka pe3ynbTaToB

O6HapyxXeHHble 3 eKTbl OT UCCNEeA0BaHUSA MHOTOKPaTHOro BBEAEHUS AO/KHbl ObiTb OLEHEeHbl CO-
BMECTHO C 06HapyXeHHbIMK adhdhekTaMy nNpewecTBYOWMNX UccnefoBaHunii U1 pacCMOTPEHbI C TOUKN 3pEeHUs
TOKCUYECKNX 3O PEKTOB M BbISIB/IEHHbIX OTK/TOHEHWUI NPY BCKPLITUMN 1 ructonornm. OueHka fo/HKHAa BKIYaTh
B cebs B3aVMOOTHOLIEHUSA MexXAy 4030/ UCMbITYEMOro BeliecTBa W Ha/MYMem WAU OTCYTCTBMEM, a Takxe
CNly4allHOCTbIO M CTENEHbI0 CEPLE3HOCTU pPa3fINYHbIX OTKIOHEHW, BKOYAA NOBeAEHYEeCKNe N KNUHUYeckne
OTK/IOHEHUS, MaKpoCKonMyeckne NoBpexaeHns, MUKPOCKONMMYeCckne N3MeHeHNs, yCTaHOBIEHHble B opraHax-
MULLEHAX. BIMAHWE HA CMEPTHOCTb 1 Ntobble Apyrne obwme nnm KOHKpeTHble ahekTbl.

6.4 3aknUYnTeNbHbI OTUET

MHdopmauusa, npusegeHHas B 5.4. fo/mkHa cofepXaTbCsA B 3ak/0YUTENbHOM OT4yeTe uccnefoBaHus
CUCTEMHOM TOKCMYHOCTW MOBTOPHOrO BBeAeHUs. [onoNHUTENbHO HEO6XOAMMO MNPefocTaBUTb CAeAyHoLL Yy
nHdopmMaumio:

- UCMONIb30BaHHbIE TeMaToNorMyeckne UccnefoBaHusa n pesysibTatbl C COOTBETCTBYOWMUMU (DOHOBbLIMMN
JaHHbIMY;

- UCNOJMIb30BaHHbIe NCCNefoBaHNA KINMHUYECKOW GUOXMMUM 1 pe3ynbTaTbl C COOTBETCTBYOWMMMN POHO-
BbIMW AaHHbIMY;

- pe3ynbTaTbl TMCTONOTUN;

- CTaTUCTMYECKYI0 OLeHKy pe3ynbTaTtoB, €C/iM UCNo/ib30Banach, v 06CyXeHne nx 6Mo0rMyeckoil 3Ha-
YUMOCTMK.

MccnepoBaHne AONTOCPOYHON CUCTEMHOI TOKCUYHOCTM npepocTaBnsetr MHgopmauunw o6 addekrax
NMOBTOPHOrO BBEAEHUA UCMBLITYEMOro BellecTBa. JKCTpanonsaunsa pesynbtaToB UCCef0BaHUA Ha 4YenoBeka
feicTBUTENbHA B OTPA@HNYEHHOW CTEeNeHW, HO OHa MOXEeT NpeAoCTaBUTb MOME3HY UHGOPMaLMI0 O A4ONYCTU-
MOM BO3[eliCTBMM Ha YyenoBeka.
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MpunoxeHne A
(cnpaBoyHoe)

MyTn BBEAEHUSNA

A.1 Obwme nonoxeHus

HekoTopble nyTv BBeAeHUs nepeuncnensl B A.2 — A.10. pyrve nyTv BBeAeHWs MOTYT 6bITb 60n1€ee KIMHUYECKn
3HaYMMbI . B TAKOM C/lyyae, fO/KHbI 6bITb UCNOb30BaHbl. He06Xx0AMMO MCnonb30oBaTh HaMbonee NoAXoAALLMIA NyTb BBE-
[AeHuns. Vicnonb3oBaHne anbTepHaTUBHOTO MyTW BBEAEHUA JOMKHO 6bITb 060CHOBaHO. Mpu MOAENNPOBaHUM NPUEMIEMbIX
nccnenoBaHuii peKOMeHAYeTCa KOHCYbTaumua akcnepra.

A.2 lepmanbHblii NyTb BBEAEHUA

WccnepoBaHue CUCTEMHON TOKCUYHOCTY IePMasTbHO T/IOKET GbITb NpUeMIeMOo A1 HapYXHbIX n3aenuii. Heobxoaw-
MO YUMTbIBaTb OFPaHUYEHe 0pPasIbHOrO AOCTYNAa XUBOTHOIO K UCMbITyeMOMY 06pasLy.

A.3 NWmnnaHTaumsa

VccnepoBaHus CUCTEMHON TOKCMYHOCTU NyTeM MMMAaHTauMu MoryT 6biTb NpUeMneMbl AN UMNIAHTUPYEMbIX U3-
fenvii. ViccneposaHne MOXET 6bITb NpreMIemMo A58 HenocpeACTBEHHOrO UCMbITaHUA Matepuana nyTem NPUMEHeHUsT K
o6LemMy 1M KOHKPETHOMY ydacTKy. HeobxoAMMo NpUHATL BO BHUMaHKe DOpMy 1 CTPYKTYpY npeAmMeTa ucnbitaHus. Me-
TOAbl UMNIaHTauumn npusefeHsl B 1ISO 10993-6.

A.4 NHranaums

ViccnefoBaHWsi CUCTEMHOI TOKCUYHOCTY MyTEM MHransauum MoryT 6biTb NpUeMNembl A1t U3AENNIA C KOHTaKTHOM
cpepoii, 6naronpuaTHO 4151 BOZHUKHOBEHUS IETYUNX XMMUYECKMX MApoB, WM ANl UCTILITYEMOro o6pasLia aspo3onsi/ua-
CTUL, C MHFANIILUMOHHBIM MOTEHUMAIOM. [leTann NpoToKoa 3TOro NyTU BBEAEHUS NPUBEAEHb! B 6OMBLUMHCTBE UCTOUHUKOB
N0 VHTa/IILMOHHON TOKCVKOMIOMUM.

A.5 BHYTPUKOXHbBIA NyTb BBEAEHUS

WccnenoBaHUs CUCTEMHOM TOKCUYHOCTY BHYTPUKOXHBIM MYTEM MOTYT 6bITb MPUEMIEMbI A1 U3AENUIA, KOHTaKTUPY-
IOLLMX BHYTPUKOXHO. VIcnbITyeMble 06pasLibl 06bIYHO BBOAST HENOCPEACTBEHHO BO BHYTPUKOXHYIO 06/1aCThb NYTEM MHBEK-
LK. Mcnosnb3oBaHme HECKO/bKMX Y4acTKoB 06paboTKM LO/MKHO 6bITh YETKO OMMCAHO Y 060CHOBAHO.

A.6 BHYTpMMbILLEYHbIA NyTb BBEAEHUS

WccnefoBaHus CUCTEMHON TOKCUMYHOCTU BHYTPUMBILLEYHBIM MyTeM MOTYT GbiTb NpYeMaeMbl N5 U3AENNIA, KOHTaKTY-
PYIOLLMX C MbILLIEYHON TKaHbto, KOTOpasi CNOCOGCTBYET BbIMbIBAHWIO XUMUYECKUX BELLECTB. McrbiTyeMble 06pasLibl 06bIYHO
BBOAAT HENOCPEACTBEHHO B MbILLEYHYHO TKaHb MyTEM UHBLEKLWW UM XMPYPIUYEeCKoi MMMIaHTaUWn. Y4acTku JO/MKHbI ObITb
BbIGPaHbI C y4ETOM CBefleHUS K MUHUMYMY NOTepU (hyHKLMWN WY BEPOSITHOCTW GOMM NO NPUYMHE MOBPEXAEHVSt HEpPBa, Bbl-
3BaHHOrO HaNPSHKEHNEM MbILLEYHOTO BO/IOKHA UHbEKLMEN N uMnaaHTaumein nenbityemoro obpasua. Mpu uccnepoBaHmsx
NOBTOPHOM [103bl Y4acTKV HEOBXOAMMO YepeoBaTh, Tak Kak. Hanpumep, HEBOAHbIe COEAMHEHNSI MOTYT 06Pa30oBbIBaTb HaKo-
nneHysi B TeueHne 6onee 24 Y. Icnonb3oBaHne HECKO/bKMX y4acTKoB 06paboTKy fO/MKHO GbITb YETKO ONMCaHO 1 060CHOBAHO.

A.7 BHYTPMOPIOLLVHHbIVA NYTb BBEAEHUA

WccnenoBaHus cUCTEMHON TOKCUYHOCTW BHYTPUOPIOLIMHHBIM NyTEM MOTYT GbITb MPUEMIEMbl 4151 U3AENUIA, KOH-
TaKTUPYIOLWMX C GPIOLLIHON MOJIOCTLIO, KOTOpasi CMOCOGCTBYET BbIMbIBAHMIO XMMUYECKUX BELLECTB. ATO Takke SBISETCS
NPVeMIEMbIM MyTEM, EC/IN IKCTPAKT HE JO/MKEH BBOAUTLCSA BHYTPUBEHHO, HAMpUMEp, NPy UCMOJIb30BaHUN BbITSKKM He-
NONSIPHLIX Maces WAy Npu BO3MOXHOM Ha/IMUMM YacTuy. Takoii nyTb BBEAEHWS NpeanouTuTenieH uibTPOBaHUIO 415
BHYTPUBEHHOW MHBEKLMW. MCnbITyeMble 06pasLibl 06bIYHO BBOAAT HEMOCPEACTBEHHO B GPIOLLIHYI0 NOMOCTh. [Mpy Bbluvc-
JIEHUM YaCTOTbl 403bl HEOGXOANUMO YUUTLIBATL, UTO NPEAMETbLI UCC/IEA0BAHNS, BBOAUMbIE 3TUM NyTEM, abcopbupytoTcs, B
OCHOBHOM, MOPTasIbHOW LypKynsuveit n. Takum 06pasom, Ao NOCTYN/eHNs B 06LLEee KPOBOOGPALLEHWE, AO/KHBI NPOATH
uepes neuveHb. Heo6X0AUMO NPUHSATL MEPbI A1 U36EXAHUA UHBEKLMN B XKENYA0K UM B KULLEYHUK.

A.8 BHYTpMBEHHbI NyTb BBEAEHUS

VccneoBaHUs CUCTEMHON TOKCUYHOCTY BHYTPUBEHHBLIM MyTEM MOTYT ObITb MPUEeMIeMbl ANSt U3AENNIA, KOHTaKTUpY-
IOLLMX C KPOBbHO. McnbITyemble 06pasLbl 06bIYHO MOMELLAIOT UM HEMOCPEACTBEHHO BBOASAT B COCYAUCTYH cucTemy. Mpu
Ha/IM4MM YacTuL, HEOGXOAUMO PaCcCMOTPETb AOCTaBKY BHYTPUGPIOLIMHHBIM MyTeM UM dnunbTpaumio obpasua. PekomeH-
Zlyemble 06BEMBI [103 U CKOPOCTb BBEAEHVS A1 BHYTPUBEHHbIX UCCNIE0BaHWI HaNGOIEE YacTo MUCMOsb3YeMbIX BUAOB
NabopaTopHbIX XMBOTHBIX NPUBEAEHbI B NPUIOXeHUN B.
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Heo6xoAMMO NPUNOXUTL YCUNA AN CBEAEHUA K MAHUMYMY BEPOATHOCTU U3NMLLHE COCYAUCTON UHBEKLN UC-
nbITyemoro o6pasua. [na WHbeKUMM, 3aHUMatoLWein 5 MUH 1 6onee, HEOGXOAUMO PACCMOTPETbL WCMONb30BaHUE UM/bl-
«6aboyKn» NN BHYTPUBEHHOTO KaTteTepa (KaHonu).

A.9 OpanbHblii NyTb BBEAEHUSA

MccnepoBaHuyisi CUCTEMHONM TOKCUYHOCTU OpasibHbIM MyTEM MOFYT GbiTh MPUEM/IEMbI 4151 U3AENNIA, NPSIMO UK KOC-
BEHHO KOHTAKTUPYHOLLMX CO CAIN3UCTOl POTOBOW NOSIOCTU, UMW A1t NPOAYKLWM C APYTVM 3HTEPaSTbHBIM NPUMEHeHVEM. Wc-
NbiTyeMble 06pasLibl 06bIYHO BBOAATCA Yepes 30HA. [lo BBeAeHUs UCTbITYeMOro o6pasLia aKCneprMeHTasIbHbIe XUBOTHbIE
06bIYHO [O/MKHBI TON0AaTh. [epuos, rofiofaHnsi MOXET BbiTb OT HECKO/BKMX YacoB [0 OAHOW HOuM, C 60SIEE KOPOTKUMM
nepuogamu 415 XUBOTHbIX C 60see BbICOKO CKOPOCTbIO MeTabosm3ma. Mocne neproga roflofaHust XUBOTHBIE AO/HKHbI
6bITb B3BELLEHbI, MOC/IE YEr0 UCMbITYEeMbIi 06pasel, BBOASAT OAHOKpATHOl [030ii, OCHOBbIBasiCb Ha Macce Tena. lNocne
BBE/EHMSI UCTbITYeMOro o6pasLa npuemM nuLLIM MOXET ObITb OT/IOKEH Ha [ONOSHUTENbHble 3 — 4 u. [pu BBEAEHUU 03kl
[ONSIMU B TEUEHME OMPELENIEHHOMO Nepuofa HeobXoAMMO NPeAOCTaB/sTh XUBOTHBIM MULLY U BOAY B 3aBUCKMOCTW OT
LNUTENIbHOCTU Nepuoaa BBEAEHUS.

A.10 MoAKOXHbIN NYyTb BBEAEHUS

VccnepoBaHus CUCTEMHOM TOKCUYHOCTU MOAKOXHBIM NyTeM MOTYT 6biTb NpuemMaems! AN U3LENNIA C NOAKOXHON
Cpepoii KoHTakTa. VicnbiTyemble 06pasLibl 06bIYHO BBOAAT HEMOCPEACTBEHHO B NMOAKOXHYHO 06/1aCTb NyTEM UHLEKLUN UK
uMnnaHTaumun. icnonb3oBaHne HeCKObKUX yHacTKOB 06paboTkn AOMKHO ObiTb YETKO ONMCAHO 1 060CHOBAHO.
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Mpunoxexve B
(cnpaBoyHoe)

O6beMbl 403MPOBaHUA

B.1 O6wue nonoxeHns

MpUHLMMbLI TyMaHHbIX UCCNef0BaHWii Ha XWBOTHBIX TPE6YIOT, UTOObI BblM NPEANPUHSATLI BCE pa3yMHbIe MeEpbI MO
CBEAEHUIO K MUHMYMY WM YCTPAHEHMIO BCEX HEBNaronpusiTHbIX (o13MOMONMUYECKIX UM NaTOMOrMUYECKUX 3GIPEKTOB. 3Ha-
YeHWsi. NpUBEAEHHbIE B Tabnuue B.1, ABNSOTCS MakCUMasbHbIMU NPeaenamm, NpruBeAeHHbIMY B HayuHol nuTepatype. B
HaCTOALLEM CTaH4APTe 3TV 3HAUYEHUS] HEe AO/MKHBI BOCMPUHAMATLCS KaK PEKOMEHAALN, HO UCCNeA0BaTEe NN JOMKHbI NpU-
MEHSTb BEpXHUE NPeAebl N0 OTHOLWEHMIO K Takvx» (DakTopam, Kak Macca Tefia'naowazb NoBepxHOCTH, CKOPOCThL BBeae-
HUS1. (PU3MKO-XMMUYECKUE 1 BUOIOTUYECKIE CBOMCTBA MCMbITYEMOro o6pasiia h Ype3MepHOe UCMOb30BaHNE XUBOTHBIX.
Heo6xoayMo NpeanpuHSTL YCUNWSE MO CBEAEHUID K MUHUMYMY O6beMa [03bl, OJHOBPEMEHHO YUnTbIBasi 3T hakTopbl
KOPPEKTUPOBKU.

Ta6nuya B.1— MakcuMasibHble 06beMbl 4O3UPOBKMA /19 BBEAEHUS UCTbITYEMOro o6pasua

MOAKOXHbIN. BHYTPUMbILWEYHbIN. BHY rpn6pio WNHHbIA, 3oupoBbin, BHYTPUBEHHbI,

Bua mAlKr M/ bl mn/kT M MSEr
Kpbica 20 1 20 50 40
Mbliwb 50 2 50 50 50
Kponuk 10 1 20 20 10
Cobaka 2 1 20 20 10
ObesbsHa 5 1 20 15 10

MpumeyaHune — PykoBoACTBa OTAE/IbHbIX CTPaH MOrYT U3MEHSATb NPUBEAEHHbIE BbILLE MakCUMasbHble

06bembl. O6bIYHO PEKOMEH/yeTCs, YTOObI BHYTPUMbILLEYHbIE BBeAEHUA A1 TPbI3yHOB He npeBbiwann 0.1 Mn.'y4acTok
(MbIWwb) 1 0,2 Mn/yyacTok (Kpbica).

B.2 Ccbl/ikM Ha 06beMbl [,O3UPOBKK
Cwm. 6ubnuorpacputo, yactb 2 [10] — (15].
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Tab6nuya C.1— PacnpocTpaHeHHble KTMHUYEeCKNe NpusHakv 1 HabnaeHns

KnnHnyeckoe Habnto-
feHvie

PecnvpaTopHoe

[BuratenbHas axTue-
HOCTb

KoHBynbcun

Pedhnekcbl

nasHble npu3Hakn

CepAeuHo-cocyaucTble
MpU3HaKu

CnoHooTAeneHve
Munoneliomroma
AHanresus
MblILLEYHbI TOHYC
XenypouHo-kuweyHoe

KoxHoe

16

Mpunoxexue C
(cnpaBoyHOE)

PacnpocTpaHeHHble KIMHUYECKNE NpU3HaKu U HabnwaeHus

Habnogaembivi npysHak

3atpyaHeHune apixaHua (6proLHOe AblXxaHune, OfbiL-
Ka). OCTaHOBKa [blXaHuWsi, LMaHo3, yyalleHHoe AblXa-
HVe. BblAeNeHnsa 13 Ho3apeii

lMoBbILLIEHHAA/MOHMKEHHAS! COHIMBOCTb, NOTEPs pas-
HOBECUSsl. MOTEPS UyBCTBUTESIbHOCTM, KaTasiencus,
atakcusi, HeoGblYHOE NepefBUXEHVe, NPOCTPaLus,
Tpemop, hacuykynsaums

KnoHnyeckne, TOHWYeECKMe, TOHMYECKME-KITOHUYe-
CKue. aC(bVIKTVIHECKVIe. OMUCTOTOHYC

KopHeasibHbIN, paBHOBECWE, MUOTATUYECKMIA. CBETO-
BOWA. pechnekc ncnyra

CnesoTeyeHve, M1O3, MUAPMA3. 3K30(DTaIbMO3. MTO3,
NOMYTHEHWE, WPUT, KOHBLIOKTUBWT. XPOMOJAKpUOpes,
ocnabnexHve muraTeibHon MmembpaHb!

Bpaavkapaus, Taxukapaus, aputMusi, Basogunara-
LiMs1.Ba30KOHCTPUKLUS

M36bITouHOE

JKecTkas wepcTb

CHWXeHHas peakums

FMNOTOHMA, rMNepToHUA

Msarkuii cTyn, fuapes, peoTta, NOAMypus. puHopes

dpema, aputema

3aelicTBoBaHHbIE CUCTEMbI

LleHTpanbHasa HepBHas,
cepaeyHasn

NeroyHas,

LleHTpanbHass HepBHasi, COMaTroMO-
TOpHas. CEHCOpHas, HepBHOMbILLEY-
Has. aBTOHOMHas

LleHTpasibHast  HepBHasi,  Helipomy-
CKyrbHasl. aBTOHOMHasl, AbIxaTesibHasi

LleHTpanbHass  HepBHas,  CeHcop-
Has. aBTOHOMHas, HelNpoMyCKybHas

ABTOHOMHas, pasgpaxeHune

LleHTpanibHasi HepeHasi, nepudepu-
yeckasi. cepaeyHasl, neroyHas

MecTHoe Bo3gelicTBue
ABTOHOMHas

LleHTpanbHasi HepBHasi, CeHCopHas
ABTOHOMHas

LieHTpasibHasi HepBHasA, aBTOHOMHas,
CEeHCopHas. XenyaoyHo-KuweYyHas
MOTOpUKa, novyeyHasa

MoBpexaeHue TkaHell, pasapaxeHme
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MpunoxexHne D
(cnpaBoyHoe)

PekomeHayeMble napamMmeTpbl reMaTonornm, KTMHNYECKON XMMUM N aHanmsa mMouu

D.1 F'ematonorusa

- NnoTeHuman ceepTbiBaemocTn (PT. APTT);
- KOHLeHTpauus reMorsiobnHa;

- FeMaToKpUT:

- 4MCNO TPOMBOLUTOB;

- YNCO IPUTPOLIMTOB;

- 4NCNO NEKOLMTOB;

- neilikouutapHas chopmyna.

D.2 KnuHnueckaa xumus

- aNIbOYMUH;

- WenoyHas coccpartasa (ALP);

anaHvHamukoTpaHcdepasa (ALT);

- acnaparvHosas TpaHcamuHasa (AST);

KanbLuii;

- xnopug;

X0NeCcTBPON;

- KpeaTuHWH;

ramMmma-rnytamuntpaHcgepasa (GGT);

- [/110K033;

HeopraHuyeckuin doocdop;

- KasniA;

HaTpwi;

- 06LWMii BUINPYBUH:

o6Lwmin 6enok;

- TpUrAMuLepuabl;

a30T MOYEBVHbI;

- [ONONHUTENbHbIE (DEPMEHTLI, €C/IN NPUEMIEMO C HaYYHOU TOUKW 3pEHUS;
o6LLye YPOBHU MMMYHOT100Y/IHA MOTYT ObITb PACCMOTPEHBI KaK nokasartesib UMMYHOTOKCUYHOCTU.

D.3 AHanu3 mouu (c60p paccumTaH Nno BpemMeHun, Hanpumep, ¢ 16 4o 24 v)

- BHELUHWIA BUA.

- 6UnUpy6UH;

- [/110K03a;

- KETOHbI:

- CKpbITas KPOBb:

- 6enox.

- 0CafokK;

- cneyudmyHas naoTHOCTb WY OCMOMONANIbHOCTb!

- 06bem:

- fpyrve uccnefoBaHnsi, NPUeMIEMbIE C HAYYHO TOUKM 3PEHNS, NP HATMYMW NOLO3PEHWIA, YTO NpeaMeT uccneno-
BaHWS BbI3bIBAET TOKCMYHOCTb KOHKPETHbIX OpraHoB (06bI4HO TpebyeTcsa cO6op pedhpmKNpPUpPOBaHHbIX MPOo6).
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Mpunoxexve E
(cnpaBoyHOE)

Cnuncok pekomeHAyeMblX OpraHoB A1 TMCTONATONOTMYECKON OLEeHKN

HaAMNoOYeYHUKN';

BCE MaKpOCKONMyeckne NoBpexaeHuns (BK4vas yyactkm o6paboTku);

aopTa;

KOCTHbI MO3r (6efpeHHast KOCTb, Pe6PO UM TPYAMHHASA KOCTb);

MO3r* (NnpeacTaBuTeNbHbIE CEKLWK, BKOYAS rONI0BHOW MO3r, MO3XEUOK 1 BaposIMeB MOCT);

cnenas KvLLKa;

- TONCTas KULLKa;

- [iBeHaALaTUNepCcTHasa KULLKa;

INUAMAUMUCHI (NPUAATKA ANYKa)*;

nuLeBog;

rnasa;

XXENYHbIVA My3bIpb (ECAN B HA/IMYUWY);

cepaue’;

NnoAB3/A0LLIHAA KULLKA;

TOHKas KMLLKa;

MOYKK*;

neyeHb™;

- Nlerkne 1 6poHXM (COXpaHeHHble HamnosIHEHNEM (OMKCATOPOM W MOC/EAYIOLLUM MOrPYXEHNEM);

- numdpaTnyeckune y3nbl (MECTHbIE ANS yyacTka BBEAEHWSA U OTAANIEHHbIE 418 CUCTEMHbIX 3(DDEKTOB);

MOJIOYHbIE Xene3bl (415 CAMOK):

MblILWULbI (CKENETHbIE);

HO3/peBble PaKkoBUHbI (47151 MHFASILMOHHBIX NCCNeA0BaHNii);

HepB (cefanuLLHbIi NN TMBManbHbIN, NPeANnoYTUTENBHO pacnonaralwmincs B6n3n MbiLLLbl);

ANYHNKN*:

nopKenyaoyHas xenesa:

OKOJIOLMUTOBUHASA Xenesa,;

rmnocpus;

npocrara;

npsimas KuLLKa,;

C/IIOHHbIE Xenesbl;

CeMeHHble MNy3bIpbKK;

Koxa:

CMUHHOI MO3T,

ceneseHkar;

rpyauHa:

Xenymok:

CEMEHHUKN*;

- TUMyC*;

LMTOBUAHASA XKenesa;

- Tpaxes;

MOYEBOV Ny3bIpb;

matka* (Bkntouas Lweiiky u Tpy6bl);

Bnaranuiie.
OpraHbl/TKaku. 0TMEeYEHHbIe 3HAKOM «*», B OMOSIHEHME K TMCTONATO/IONMYECKOl OLleHKe AOKHbI ObITh B3BELLIEHDI,

B TO BPEMS KaK Apyrue opraHbl B3BELUMBAIOTCS NO HayYHON NPUMEHUMOCTU. KnnHWYeckue n apyrve o6HapyXxeHus MoryT

nokasaTb HEO6XOAMMOCTb UCC/Ief0BaHUs AOMOMHUTENbHbBIX TKaHeR. Takke He0bX04UMO COXpaHWTb Nobblie opraHbl, Cun-

TalLmecs BEpPOATHbIMU OpraHaMu-MULLEHAMM HA OCHOBAHWMN U3BECTHbIX CBOWCTB UCMbITYEMOro BellecTBa.
Heo6x0AMMO MPOBECTY NOJIHYHO TMCTOIOMMI0 COXPAHEHHbIX OPraHoB U TKaHE! BCEX XVBOTHbLIX B rpynnax KOHTPoNs

1 HavBbICLIEW A03bl. DTU MUCCNefoBaHUsA, HanpaBieHHble Ha KOHKPETHble OpraHbIATKaHW. N0 HeobXOAUMOCTY, LOSKHbI

OXBaTbIBaTb XMBOTHbIX U3 BCEX APYIMUX rpynn AO3MPOBKM, €CM B rpynne HaumBbICLUEN A03bl HAOMOAAIOTCSH N3MEHEHNS,

CBA3aHHble C BO3AEelCTBMEM.
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Mpunoxexve F
(cnpaBoyHoe)

MNHgopmayma no nuporeHaM, onocpefoBaHHbLIM MaTepuanom

M1poreHHOCTb — 3TO CNOCOBHOCTL XMMWUYECKOrO areHTa Wim 4pyroro BelecTsa BbI3blBaTb JIMXOPaA0UHY0 OTBeT-
HyI0 peakumio. MporeHHble peakuyn MoryT 6bITb ONOCPEfOBaHbI MaTepuasioM, 3HAO0TOKCMHOM WY APYTUMU BeLLecTBamu,
TakMMM KakK COCTaBALLME rPaMoNOXUTENbHbIX 6akTepuit 1 rpnboB. HacTosAwmiA cTaHaapT OTHOCUTCS K NMUPOreHHOCTU.
onocpefoBaHHOW MaTepyaiom.

WccnepoBaHne BCex HOBbIX MEAULMHCKUX U3AE/NiA Ha NUPOreHHOCTb in ViVo He ABNSeTcs HeobXoauMbIM. TeM He
MeHee, MaTepuasibl, Cofepxallive HOBble XMMUYECKNe COeIMHEHUS] U BELLECTBa, KOTOPble PaHee BbI3blBa/Iv MUPOreH-
HbIli OTBET, [O/DKHbI ObITb OLEHEHbI HA MPeAMET MPOreHHOCTW. ONocpeoBaHHON MaTepuanioM. KoHTammHaums aH40TOk-
CUHaMM MOXeT 6bITb MCTOYHUKOM MMPOFEHHON peakLumn, KOTOpYIo CrieayeT OT/IMYaTh OT MMPOTeHHON peakLyn, onocpeao-
BaHHOW MaTepuaiom.

MuporeHHoCTb. onocpefoBaHHas 3HA0TOKCUHOM

MUporeHHOCTb 3TOr0 TUNa, Bbl3BaHHasH GUMOMOTMYECKN aKTUBHBLIM SHAOTOKCMHOM rpamMoTpuuaTesibHbiX 6akTepuii,
ABASAIOLLMMCS MPMMECHIO NpoLiecca NPon3BOACTBa MEAVLIVHCKUX U3A4e/UiA, 06bIYHO BbI3biBAET MOBbILLEHWE TEMMEPaTypbI.
OueHMBaeTCA NyTeM NU3MEPEHUA KONMYECTBA SHAOTOKCUHA B U3JE/NNSAX SHAO0TOKCUH-cneumdunuHbiM LAL (m3at amebouu-
TOB MeyexsocTa>-TecTom 6e3 NpoBefeHNa UCCNefoBaHNa Ha KPoMKax3*.

MuporeHHoCTb. onocpefoBaHHast MaTepuaiom

M1poreHHoCTb 3TOr0 TuNa BO3HWKAET MO NPUYMHE (PaKTOPOB, HE CBA3AHHbLIX C IHAOTOKCUHaMWU. Huxe npusoauTcs
CMUCOK BELLLEeCTB, O KOTOPbIX M3BECTHO, YTO OHM BbI3bIBAIOT NMUPOTEHHYI0 peakuuto, He Byy4n SHAO0TOKCUHAMM:

- 3HAOreHHble nuporeHsl (Hanpumep. IL-1, IL-6. TNF«. INF-y):

- npocTarnaHiuH:

- UHAYKTOPbI (Hanpymep, NonvageHnnoBast. nonmypuanioeas. noIMb1oHOCMHOBAsA U NOSIMPUOOLMTEANIOBASA KUC/IOTbI);

- BellecTBa, Hapyluatwolme yHKLMI0 TepMOPEryIMpyoLmX LeHTpoB (Hanpumep. JICA. kokaviH, Mopduit);

- pasbeAuHsIOLLME areHTbl oKcuaaTuBHON dhocchopunaumy (Hanpumep. 4. 6-ANHUTPO-0-KPe30J1, AVHUTPOCEHON,
MUKPUHOBAs KUC/OTa);

- N-thenun-p-HadpTinammnH 1 anbfo-n-HapTrnaMmmH (MexaHu3m IMXOpasKn HEM3BECTEH);

- bakTeprasibHble 3K30TOKCUHbI (Hanpumep. TSST-1. SEA. Spe F. Spe C);

- HelipomeauaTopbl (HaNpUMep, HopaapeHasNH, CEPOTOHWH);

- B HEKOTOPbIX C/lyyasx Takne MeTasllbl, KaK Conn HUKENS.

[na onpefeneHns MMPOreHHOCTW. 06YCMOBMEHHOV MaTepuasioM, B HacTosiLLee BPeMsl PeKOMeHAyeTCss uccnefo-
BaH1e NMUPOreHHOCTY Ha KPO/MKax, KOTOPOe UMEET LUMPOKUI Anana3oH 06HapYXXeHUs MMPOreHHON akTMBHOCTW. MeTogpl
NpoBeAeHNs 1ccnefoBaHNs MMPOreHHOCTU Ha Kponvkax npusogsaTcsa no ®apmakonee CLUA, EBponeiickoii dapmakonee,
FAnoHckoit dapmakonee. LAL-TeCT He ABMSIETCA NPUMEHNUMbIM A1 OnpefeNieHnsi MMPOreHHOCTM 3TUX BellecTs. B ciyyas
pas3paboTkn 1 YTBEPXAEHUA APYTIX METOAOB ONpeAe/IeHNs HEIHA0TOKCHOBOW NMPOreHHOCTM TakoBble ByAyT paccmoTpe-
Hbl B KA4eCTBe 3aMeHbl UCCelOBaHNS Ha KPOMKaX.

HoBoi1 pa3paboTkoii ABMSOTCA NPO6bI, OCHOBaHHbIE Ha LIUTOKMHHOM BbIGpOCEe MOHOLMTaMu/MakpocharaMmu. KOTo-
pble CNoco6HbI 06HAPYXWUTb NMUPOreHHOCTb. CBA3AHHYI0 C COCTaBSALWMMMN rPaMoOTpULLAaTENbHBIX U FPaMIONOXKUTE bHbIX
6akTepuii n rpnboB. 3TN NPOGLI He YTBEPXAEHDI 4151 ONPeAeIeHNs MMPOreHHOCTU. ONocpeAoBaHHOl MaTepuasiom.

& LAL-Tecr AAMI/ST72 — BakTtepvaibHblil 3HAOTOKCMH — MeToA0N0r1mM nccnefoBaHus, perynspHblii KOHTPOb U
anbTepHaTMBbI CEPUIAHBIM NCCNEL0BAHNAX.

LAL Testing: AAMI/ST72 — Bacterial Endotoxin — Test methodologies, routine monitoring, and alternatives to batch
testing.
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Mpunoxexve A
(cnpaBouyHoe)

CBefeHNs 0 COOTBETCTBUN MEXIOCYAapCTBEHHbIX CTAHA4APTOB
CCbIJIOYHLIM MEXAYHapoAHbIM cTaHfapTam

Ta6nuua OA1

O603HaueHe 1 HaMMEHOBaHe MeXayHapoa-
HOIO CTaHgapTa

ISO 10993-1:2003 OueHKa 6M0I0rMYecKoro
[eicTBUSt MeanUMHCKX n3genuii. Yactb 1.
OueHka 1 uccnegosaHns

ISO 10993-2:2006 OueHka 61onorn4eckoro
OeNcTBUA MeanUMHCKUX n3genuid. Yactb 2.
TpeboBaHNA K 06paLLEHNIO C XUBOTHLIMU

ISO 10993-12:2007 OueHka 6uonoruye-
CKOTrO AeliCTBUSA  MeAULMHCKUX  U3Aenuii.
YacTtb 12. MpurotoBneHve npob n ctaHjapT-
Hble 06pasLbl

CreneHb
COOTBET-
CTBUSA

oT

HoT

O603HaueHe 1 HAVIMEHOBAHIE MEXTOCY1aPCTBEHHOTO
cTaHgapTa

FOCT ISO 10993-1—2011 W3genusa mMefuumHCKMe.
OueHka 61o010r1Myeckoro AeiicTBna MeaULMHCKIX u3ge-
nuid. Yactb 1. OueHka v nccnefosanvs

a

FOCT I1SO 10993-12—2011 W3ge/mms  MeguuuHCKUe.
OueHka 610M10rM4eckoro AeicTsns MeAULUHCKUX W3-
fenvii. Yactb 12. MpurotoBnieHne nNpob 1 KOHTPOsIbHbIe
o6pasLpl

* COOTBETCTBYIOLMI MEXroCyAapCTBEHHbIA CTaHAapT OTCYTCTBYeT. [0 ero yTBEPKAEHWUS] PEKOMEHAYETCS WC-
no/b30BaTh NEPEBOA Ha PYCCKWiA S3blK 4AHHOTO MEXAyHapoAHOro ctaHgapTa. MepesBof AaHHOTO MeXAyHapoLHOTo
cTaHgapTa HaxoauTcs B defepasibHOM MHGIOPMALMOHHOM (DOHAE TEXHUYECKMX PErfTAaMEHTOB U CTaHAAPTOB.

MpumeuyaHue — B HacTosLEM CTaHAAPTE MCMOML30BAHO CreayloLLee YC/I0BHOe 0603HAaUEHNE CTENEHN

COOTBETCTBUA CTaHAaPTOB:

- FOT — npeHTUYHble cTaHAapThI.
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