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Mpeancnoeue

Llenv v npuHumnel cTaHaapTusaummn B Poccuiickon Pegepavumm yctaHoBneHbl PegepanbHbiM 3akOHOM OT
27 pekabps 2002 r. Ne 184-93 «O TexHWYeCcKoM perynMpoBaHin», a npasuna npuMeHeHus HauMoHanbHbIX
ctaHgaptoB Poccuiickon ®egepaunm — FOCT P 1.0—2004 «Ctangaptunsaums B Poccuirckon denepaumn.
OCHOBHbIE MONOXEHNS»

CBepeHusi o cTaHpapTe

1 MOArOTOBINEH ABTOHOMHON HEKOMMepPYecKon opraHnsaunen «MHCTUTYT Meanko-61onornyecknx
nccnegosaHnii n TexHonoruin (AHO « IMBUNT»)

2 BHECEH TexHu4ecknuMm KOMUTETOM no ctaHaapTusaummn TK 422 «OueHka 61uonornyeckoro aencTeus
MeANLMHCKAX U3aenuiny»

3 YTBEPX/OEH W BBEAEH B AEWCTBWE MMpukasom deaepansHoro areHTCTBa No TeXHU4Yeckomy
perynupoBaHuio u meTponorim ot 20 oktsabps 2009 r. Ne 460-cT

4 HacTosawmi ctTaHgapT MAeHTUYEH MexayHapogHomy ctaHgapty MCO 10993-11:2006 «OueHka 6uno-
NOrnYecKkoro AencTeBmMs MeauuUMHCKMX magenuin. Yacte 11. MiccneaoBaHus oBLLIETOKCMYECKOrO AEACTBUAY
(1SO 10993-11:2006 «Biological evaluation of medical devices — Part 11: Tests for systemic toxicity»).

Mpv NprMeHeHUN HacTosLLero cTaHaapTa pekoMeHayeTCs UCNOMb30BaTh BMECTO CChINTOYHbIX MeXAyHa-
pOAHLIX CTAHAAPTOB COOTBETCTBYIOLWNE UM HaLMOHaNbHEIE cTaHAapTel Poccuiickoin denepalinm, cBeaeHNUs o
KOTOPbIX NPUBEAEHEI B AOMNOMHUTENBHOM NpunoxeHun G

5 BSAMEHTOCTP NCO 10993.11—99

UHepopmayust 06 usMeHeHUsIX K HacmosilweMy cmaHOapmy rybnukyemcsi 8 exe200H0 u30asaeMom
UHbopMaUUOHHOM yKka3amerie «HautoHanbHele cmaHOapmbl», a MEeKCM U3MeHeHUU U r1ofpasoK — 8 exxeMe-
CAYHO U30asaeMbiX UHOPMaUUOHHbBIX yKazamersix « HauuoHaneHbie cmaHdapmei». B ciydae nepecMompa
(3ameHbl) Unu OmMeHbI Hacmosiuje2o cmaHOapma coomeemcemayroujee yesedomieHue 6ydem onybnukosaHo
8 eXXeMeCs4HO U3dasaeMoM UHGOpMaUUOHHOM ykasamere «HayuoHanbHble cmaHOapmbl». Coomeememey-
rowast uHpopmMaLus, yeedomMmiieHUe U meKembl pasmMewaromes makke 8 UHGopMalUoHHOU cucmeme obuiezo
r1o71b308aHUs1 — Ha oghuyuansHoM calime @edepalibHO20 azeHmcemea 10 MEeXHUYECKOMY pe2ynuposaHuio u
mempoJsioauu 8 cemu ViHmepHem
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HacToawuin ctaHgapT He MOXeT GbITb MOMHOCTLIO UM YaCTMUHO BOCMPOM3BEAEH, TUPAXNUPOBaH U pac-
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BBeneHue

CobntoaeHune nonoxeHuit ctaHgaptos cepun MCO 10993 «OueHka Buonoriyeckoro AencTsna meau-
LMHCKUX N3aenuii» nossonuT obecneuntb CUCTEMHbIA NoAXo4 K uccneaoBaHuio buonoruieckoro aencTens
MeAULMHCKUX N34enni.

Llensio aTUx cTaHAapToB He siBnsieTcs 6e3ycrnoBHoe 3akpenneHue equHoobpasHbIX MeToA0B nccneao-
BaHWIA U UCNbITAHUI 3a rpynnamMyM 0gHOPOAHBIX MEAULIMHCKAX N34EeNNA B COOTBETCTBUM C NMPUHATON Knaccudu-
Kauuen ux no Buay 1 AnNuTenbLHOCTU KOHTaKTa ¢ opraHn3MoM Yernoseka. [oaToMy nnaHnpoBaHue U nposegeHne
uccneaoBaHUi MUCTbITAHUIA AOMKHBLI OCYLLIECTBNASATL CNEeLUarnucThl, UMetoLne COOTBETCTBYIOLLYIO NOATOTOBKY
WU ONbIT B 0061aCTU CAHUTAPHO-XUMUYECKON, TOKCUKOMOTMYECKOA U BMOMOrMYeckon OLEeHOK MeaULUHCKUX
usaenuin.

CranpapTbl cepuu UCO 10993 aBnsioTcs pyKoBOAALLMMA JOKYMEHTaMU ANsl MPOrHO3UpOBaHUs UUccre-
noBaHna 6MoNorMYeckoro AecTBUA MeMLMHCKAX U3aenuii Ha cTaauu BeiGopa MaTepuanos, npeqHasHaueH-
HbIX 419 UX U3rOTOBMEHUS, a Takke A4Sl UccnenoBaHUiA roToBbIX U3AENUA.

B cepuio NICO 10993 BxogaT cneayowe vyactu nog obwwmm HassaHuem «OueHka buonoruueckoro
OencTBUA MeAULNHCKUX U30eNniAy»:

Yactb 1 — OueHka u uccneaoBaHus;

Yactb 2 — TpeboBaHus K 06palLieHUIo C XKUBOTHBIMU;

Yactb 3 — UccneaoBaHUs reHOTOKCUMHOCTW, KaHLEPOreHHOCTU U TOKCUYEeCKOoro AeUCTBUS Ha penpo-
OYKTUBHYIO (PYHKLIMIO;

YacTb 4 — UccnegosaHuve nUsgenui, B3aMmoaencTBYHOLWNX C KPOBbIO;

Yactb 5 — UccneaoBaHWe Ha LIUTOTOKCUMHOCTL: MeToAb! in Vitro;,

Yactb 6 — NccneaoBaHue MeCTHOro AeNCTBUA NocNe UMNNaHTauuu;

YacTb 7 — OcTaToyHoe cofepkaHue aTUneHokcuaa nocne ctepunusaunm;

Yactb 9 — OCHOBHbIE NPUHLAMBI UAEHTUMhUKALUK 1 KONIMYECTBEHHOTO onpeaeneHnsa NoTeHUunanbHbIX
npoayKToB Aerpagauuu;

Yactb 10 — VccneposaHue pasgpaxaroLwero n ceHCMbunuanpyowero AeNcTeus;

Yactb 11 — WccneaoBaHue obLLIETOKCUYECKOrO AEUCTBUS;

Yactb 12 — MpurotosneHune npob n ctaHaapTHble 06pasLbl;

Yactb 13 — NaeHTudbunkaumns 1 KonvdecTseHHoe onpeaerneHne NpoayKToB Aerpagaluv nonMMepHbIX
MeAULMHCKNX U3aennii;

Yacte 14 — NageHTudUKauma U KonMYecTBeHHOe onpeaeneHne NpoaykToB Aerpagaunn usaenum ns
KepamnKku;

Yacte 15 — NaeHTuduUkaumsa U KonudecTBeHHoe onpeaeneHne NpoaykToB gerpajaunn usgenuin ns
MeTaroB U CNI1aBoB;

Yactb 16 — MogenupoBaHne 1 uUccrneaoBaHNe TOKCUKOKMHETUKU MPOAYKTOB Aerpajauui U BbiMbl-
BaHWs;

Yactb 17 — YcTaHOBMEHME NOPOroBbIX 3HAYEHUI AN BbIMbIBAEMbIX BELLECTB;

Yacts 18 — UccnepoBaHue XMMUYECKNX CBONCTB MaTepnanos;

Yactb 19 — WNccnegoBaHne U3UKO-XUMUYECKMX, MOPEONIOrMYecknx U Tonorpacuyeckmx CBOMCTB
MaTepunanos;

Yactb 20 — MNpuHUMNBEI 1 MeToabl MccnegoBaHUsi MMMYHOTOKCUYECKOrO AeNCTBUS MegULMHCKMX
nsgenun.

CncteMHass TOKCUYHOCTb SABMAETCA MOTeHLUManbHbIM HebnaronpuaTHbIM addekToM MCnonb3oBaHNs
MeauUMHCKnX nagenuin. AcbdekTbl 0606LEHHOTO XapakTepa, a Takke KOHKPETHBIX OpraHoB U CUCTEM MOTYT
NoABNATLCA B pesynbTate abcopbunu, pacnpegeneHuns U Metabonuama BeLecTB, BbIMbIBaeMbIX U3 M34enns
WK ero Matepuarsnos, B y4acTkax opraHuama, ¢ KOTOPbIMI OHW He HaXxoAATCs B NMPsIMOM (HenocpeAcTBEHHOM)
KOHTaKTe. HactoAawuin ctaHgapT paccmaTtpusaeT oLeHKY 0606 LLeHHON CUCTEMHON TOKCUYHOCTU, HO HE TOKCKY-
HOCTW KOHKPETHOro opraHa-MULLIEeHN UM CUCTEMbI OPraHoB, HECMOTPS Ha TO, YTO TakoBasi MOXKeT Pa3BUTLCA B
pesynbTaTe cucTeMaTnyeckon abcopbLmm n pacnpeaeneHns TOKCUYECKUX BELLECTB.

B cBA3K C LUMPOKMM CMIEKTPOM MEANLMHCKMX U3OENWIA, X MaTepuanos 1 npeaHasHa4YeHHOro UCromnb3o-
BaHWA HACTOALLMIN CTaHOAPT He ABMAETCS CTPOrMm npegnucaHiem. HecmoTps Ha To, UTO OH paccMaTpuBaeT
KOHKpEeTHbIe MeTOA0NOrMYECKUE acreKTbl, KOTOPbIE HYXXHO YHUTbIBATL NPU NaHUPOBaHUM UCCNefoBaHUi cuc-
TEMHOW TOKCUYHOCT W, NpUeMnemMslii NiaH nccrnefoBaHuiA AoKeH GbiTb BblpaboTaH 0TAeNbHO ¢ y4eTOM Xapak-
TepUCTUK MaTepuanos nsgenqs 1 ero npegnonaraemMoro KNMHUYecKoro NpUMeHeHus.

pyrue snemeHTbl HacTOSILLEro cTaHAapTa HOCAT HOPMAaTUBHBINA XapakTep, BKIoYas acrnekTbl COOTBET-
CTBWSI HOpMaM Haanexallen nabopaTopHo NPakTUKA U CBeAeHNS, OTpaXkaeMble B OTYETHOCTU.

\Y
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HecMmoTps Ha To, YTO HeKoTopble UCCefoBaHNsl CUCTEMHOM TOKCUYMHOCTU (HanpuMep, JoNrocpoYvHas
UMnaHTaums UnmmuccneoBaHus KOXHON TOKCUMHOCTU) MOTYT ObITb pacCcunTaHbl Ha N3yYeHue Kak CUCTEMHBIX,
Tak U MEeCTHbIX, KaHLEepOoreHHbIX NN penpoayKTUBHLIX 3hdekToB, HaCTOALWNA CcTaHAapT KOHLEeHTpupyeTca
TOMbKO Ha acnekTax Takmx uccriefoBaHui, npeHasHavyeHHbIX AN oLeHKU cucteMHbix adpdpekToB. Ucernegosa-
HWA, nNpedHaszHadyeHHble ANS OLEeHKN APYrnmX TOKCUKOMOMMYeCKUX KOHEeYHBIX TOYeK, paccMaTpuBaloTcsl B
MCO 10993-3, NCO 10993-6, UCO 10993-10 nNCO 10993-20.

MuporeHHocThb (cM. npunoxeHne F) npeactasnsaeT coboli 4OMONMHUTENbHbIA CUCTEMHbIN 3hdeKT, KOTo-
pbIA UCTOPUYECKN paccMaTpUBaeTCs B HAacTosILWeM cTaHdapTe. TeM He MeHee, npednpuUHUMaloTcs Wwaru ans
co3aHus oTAeNbHOro cTaHgapTa, NOCBALEHHOro NMMPOreHHOCTHU.

ToKcHKONornsl He SIBMSIETCA TOYHOM HayKoW. PesynbTaT Ntoboro oTaenbHOro aHanMsa He A0SMKeH CTaHo-
BUTbCS €AMHCTBEHHBIM OCHOBaHMeM onpeaeneHnst 6e3onacHoCTn 3genns npy ero npegHasHavyeHHoM npume-
HEeHWN.
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HAUWOHANbHBLIN CTAHJDAPT POCCUMNCKOWNW SGEQNEPALMUMU

n3pgenna MEOQULIMHCKUE
OLIEHKA BUONOIMMYECKOIrO AEACTBUA MEAULIMHCKUX U3AENUA

YacTtb 11

UccnepgoBaHusa o6LLEeTOKCUYECKOTO AeUCTBUA

Medical devices. Biological evaluation of medical devices.
Part 11. Tests for systemic toxicity

Data BBegenna — 2010—09—01

1 O6nactb NnpMMeHeHus

HacToawwii ctaHgapT ycTaHaBnusaeT TpeGoBaHUA 1 4aeT pekoMeHaauun no npoueaypam, Heobxoau-
MbIM A1 OLLeHKM NOTEHLMANbHOMo 06LLEe TOKCMYECKOTO AeACTBUS XUMUYECKUX KOMMOHEHTOB, MUTPUPYIOLLIMX B
opraHuaM 13 MeauLMHCKX U3OeNMA.

HacTosawuii cTaHaapT pacnpocTpaHsieTcsa Ha oLeHKY KOHEYHOTro NpoayKTa U KOMNOHEHTOB €ro BbiMbIBa-
HUA. ViccneoBaHWs 3KCTPaKTOB U3 U3AenNs MY NPOoAYKTOB BLIMbIBAHWSA cliedyeT NPOBOAUTL C UCMOMNb30BaHN-
eM MoferbHON cpeabl, koTopas obecrneynBaeT MakCcUManbHYl0 SKCTPaKUWio NPOAYKTOB BbIMblBaHWA ANA
AanbHeiwero 61MoNorMYeckoro UccneaoBaHus.

2 HopmaTuBHbIe CCbINKKU

B HacToswem cTaHgapTe NCNofb3oBaHbl HOPMaTMBHbIE CChISIKX Ha criedytowme cTaHaapThl:

MCO 10993-1 OueHka Bronorn4eckoro AencTensa meguumHckux naaenuin. OueHka u uccnefosaHns

MCO 10993-2 OueHka BUONOTUYECKOrO AEUCTBUSA MeauUMHCKMX usgenuid. Yactb 2. Tpe6GosaHuga K
0oBpalLeHNto C KNBOTHLIMMN

MCO 10993-12 OueHka 61uonornyveckoro 4encTBmsa MeauLMHCKMX 3aenuin. Yacts 12. MpurotosneHune
npo6 1 cTaHaapTHbIe obpasLbl

3 TepmuHbI M onpeaeneHus

B HacTosilem cTaHaapTe npuMeHeHbl TepMuHbl no MCO 10993-1, a Takke criegytowmne TePMUHBI C COOT-
BETCTBYIOLWMMU onpeaeneHUssMu:

3.1 posa: KonnyecTtso BBOAMMOWM UccneayeMoin npobbl (T. e. macca, 06beM), BeipaxkaeMoe Ha eAUHULLY
Macchl Tena unu nrnowaam noBepXHoCcTn.

3.2 poza—3addekT: B3anMooTHOLLEHE MeXAy A03MPOBKOW U MacluTabamu onpeaeneHHoro buonoru-
Yyeckoro agphekTa B opraHMaMe oTaeNbHOM 0cobu unn B BLIGOPKE rpynbl.

3.3 po3a — oTBeT: B3aMMoOTHOLEHWe MexXay A03UPOBKON N CNeKTPoM 3heKTOB, CBA3AHHLIX C BO3-
aencremnem.

Mpwnmeyanne—CywectsyeT Aea TUNA OTHOWEHUM J03a — OTBET. [lepBbIM TMNOM ABNAETCH peakumsi ocobm
Ha ananasoH Jo3. BTopbim TUNOM siBNSETCs pacnpeaeneHne peakumi rpynnsl ocobei Ha auanasoH Jo3.

3.4 BbIMbIBaeMoe BelecTBO: XUMUYECKoe BELLECTRO, yaandaemoe ns nsgenua unmmMmartepuana nocpe-
ACTBOM BOAbI UK APYTUX XUAKOCTEN, CBA3AHHLIX C npumMmeHeHUemM nsgenus.

WU3panne odbmynansHoe
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MpuMeyaHu e — MNpumepammn BoiMbIBagMbIX BELLECTB SBNATCS A06aBKM, OCTATKM CTEPUNUIYIOLLETO areHTa,
ocTaTKn NpoaykToB 06paboTku, NpoayKTL Aerpagaumm, pacTBopuUTEnu, NNacTudrkaTopsl, CMa3oyHble BELLEeCTBa, KaTarnm-
3aTopbl, CTABUNN3ATOPbI, AHTMOKCUAAHTbI, KPACUTENM, HAMOMHUTENN U MOHOMEPI.

3.5 onpegensowasn gosa: NpumeHeHWe 0AHON rpynmbl, NofyYaLwen COOTBETCTBYIOLLYIO A03Y UCMbI-
Tyemoro obpasia aAng onpegeneHus Hanmumna Unmn oTCYTCTBUA TOKCUYECKON OMacHOCTU.

3.6 XpoHU4Yeckasa cucTeMHasi TOKCUYHOCTb: HebnaronpusaTHbll achdpexT, BO3HMKaOLWMIA Nocne MHO-
rOKPaTHOro UK NOCTOSIHHOTO BBEAEHNS UccrieayeMon npobbl B TeveHne 60bLlUen YacTn NPOAOIKUTENbHOCTU
KU3HU.

MpumeyaHune— MccneaoBaHnsa XPOHUHECKOM TOKCUYHOCTU 0BbIYHO ANATCs OT 6 40 12 mec.

3.7 ocTpasa cUcTeMHasl TOKCUUYHOCTb: HebnaronpuatHeli addekT, BosHUKaoWwniA B nioboe Bpems
rocre BBeeHWs OHOKPaTHOMN UM MHOTOKPATHBIX 403 MccrieayeMoi Npobbl B TeveHne 24 .

3.8 nogocTtpas cucTeMHasi TOKCMYHOCTb: HebnaronpusitHbIl achcpekT, BO3HMKaOWMIA Nocne exea-
HEeBHOTO BBEAEHUSI O4HOKPATHOW UM MHOTOKpaTHBIX 403 Uccreayemol Npobbl B nepuoa oT 24 4 Ao 28 cyT.

MpumeyaHune—HebnaronpuaTHbIA 3MPEKT, BOZHUKAOLWMIA B YKA3aHHbLIN NEpUO BPEMEHN, MOXET TaKke
6bITb ONMCaH KakK NCCreaoBaHne CUCTEMHOM TOKCUYHOCTU KPaTKOCPOYHOIO MOBTOPSIOLLErocs: BBeaeHusl. Boibop nHTepsa-
NoB BpemeHu oT 14 po 28 cyT cooTBeTcTBYeT Tpe6oBaHUsM BONbLIMHCTBA MEXAYHapPOAHbIX HOPMATUBHBIX PYKOBOACTB 1
cuMTaeTcs padymHbIM noagxodoM. Mccneaosanns NogocTpon TOKCUYHOCTY MNPV BHYTPUBEHHbBIX BBEAEHWSX MPOBOASITCS B
nepuvog 6onee 24 4, HO MeHee 14 cyT.

3.9 cyGxpoHu4YecKasa cUCTEMHas TOKCUYHOCTb: HebnaronpuaTHbln adhchekT, BO3HUKAOWMA nocne
eXeAHEeBHOro BBeAEeHNA O4HOKPaTHOM UM MHOroKpaTHbIX 403 nccnegyemor npobbl B TeyeHne yactu obuein
NpPOaOCMKNTENBHOCTM XN3HN (0BbI4HO 90 cyT, HO He Bonee 10 % NPoACKUTENBHOCTU XKU3HM).

MpwnmedaHue—WccnegoBanusi CyOXpOHUHECKOV TOKCUYHOCTU 06bI4HO gnsAaTest 90 cyT Ansi rPbI3yHOB, HO He
npeebiwaioT 10 % NPogOrmKUTENBHOCTY XU3HU Y XXUBOTHbBIX APYIMX BULOB.

3.10 XpoHu4YecKasi CUCTEMHas TOKCUYHOCTb: HebnaronpuaTHbln 3dhdekT, BO3HUKaOWWMA nocne
MOBTOPHOrO UMM NOCTOSIHHOTO BBEAEHMWSA UccredyeMol Npobbl B TedeHne Gonblueit YacTu NpoAoIKUTENTbHOC-
TU KU3HM.

MpumeyaHu e — MccneaoBaHnsa XpOHUYECKON TOKCMYHOCTU 06bIMHO AnsATes oT 6 4o 12 mec.

3.11 uccnepyeMbii o6pasew: MaTtepuan, uzgenue, 4acTb U3AENUSA, KOMNOHEHT, 3KCTPaKT UMK ero
nopuums, nogsepraemble 6MOMNOrMYECcKoMy UM XUMUYECKOMY TECTUPOBAHMIO UMW OLIeHKe.

4 OcHOBHble TpebGoBaHusA

4.1 O6wwue nonoxeHus

Belbop npuvemnemoro uccregoBaHus WM UCCNeOoBaHWUA U30enus NpoBOAUTCA B COOTBETCTBUM C
MCO 10993-1, yunTbiBasi XapakTep U ANNTeNbLHOCTbL KOHTakTa. MiccreaoBaHme NpoBoAsT Ha KOHEYHOM NPoaYyK-
Te uvnun npeacTasuTenbHbIX 0BpasLax KOMMNOHEHTOB rOTOBOIO U3genusa uunn matepunanos. Viccnegyemolie
0o6pasLibl AOMKHbBI OTpaXKaTb YCNoBUst 06bIYHOMO NPOM3BoACTRa 1 06paboTkM n3genus. Ecnm oTknoHeHns Heo6-
XOAWUMBbI, OHW AOMKHbI BbITb OTMEYEHbI B 0OTHETE UCCNEeAoBaHNA BMecTe ¢ ux o06ocHoBaHneM. B Lensix onpege-
NeHNs onacHOCTN MOXeET BbITb HEOBX0AUMO NpeyBenuUeHne BBeAeHNS nccneayemMblix 06pasLoB.

Mpu nnaHnpoBaHumn UccreoBaHUst HeobX04MMO paccMOTpPeTh Takue hakTopsbl, kak (hn3ndecKme U XMmMu-
Yyeckune CBONCTBa UCTbITyeMoro obpasua, Bkioyas, Hanpumep, pH, cTabunbHOCTb, BASKOCTb, OCMONSNIBHOCTb,
6ydepHble Ka4ecTBa, PacCTBOPUMOCTb U CTEPUIIBHOCTb.

Mpu paccMoTpeHnn UccnegoBaHUN Ha XXMBOTHBIX He0BXoAUMO onpeaennTb U BHeAPUTb BCe pasyMHO U
npakTuyecku AOCTYMHbIe anbTepHaTUBLI 3aMeHbl, COKpaLLeHUs1 U YCOBEPLUEHCTBOBAHNS AMs1 COOTBETCTBUS
nonoxeHnsam NCO 10993-2. Ans uccnegoBaHns OCTPON TOKCUYHOCTI in Vivo AaHHbIE LUTOTOKCUMHOCTN in Vitro
nonesHbl Ans onpegeneHnst HadanbHbIX 403 [9].

4.2 Bbi6op BUAa XUBOTHbIX

He cyuwectByeT abCcontoTHOrO KpUTEpUst Belbopa onpeaeneHHoro Biuaa XUBOTHBIX ANsl UCCNEAOBaHNA
CUCTEeMHOW (0bLLen) TOKCUYHOCT MeaNLMHCKMX u3aenmin. Tem He MeHee, BbIGOp UCMOMb3yeMbiX BUAOB AoN-
XeH BbITb Hay4uHO 060CHOBaH 1 cOOTBETCTBOBATbL NofiokeHNam NCO 10993-2. MbILn Unn Kpbickl NpeanoYTy-
TenbHbI 7151 OCTPbIX OpasibHbIX, BHYTPUBEHHbIX, AePMalbHbIX 1 MHMansLMOHHBIX UcCeaoBaHnii MeauLNHCKUX
N3AenNniA; KPOIUKW SABNSAIOTCH BapuaHTOM Mpu AepMarnbHbIX U MMNaHTaLMoHHBIX nccneoBaHusx. Bugel, He
OTHOCALLMECS K MPbI3YyHaM, Takke MOryT NpUMeHsITbCS AN UCCNeaoBaHus ¢ y4eTOM TOro, YTo psig hakTopoB
MOXeT NOBMAUATb Ha YMCNo ocobel ANA nccneaoBaHuns.
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MpeanouTUTENBHO UCMONMb30BaHUE XUBOTHBIX OAHOTO BUAa NPU NPOBEAEHUN CEPUM NCCTeoBaHNIA CUC-
TEMHOWN TOKCUYHOCTU PasfMyHon ANUTENbHOCTIU, HanpuMep, 0CTPON, NOAOCTPOR, CYBXPOHUYECKON 1/Mnun Xpo-
HAYECKOM CUCTEMHOW TOKCUYHOCTWU. TakoW NOAXOA KOHTPONMPYET BHYTPMBWMAOBYH W3MEHYMBOCTL U
cnocobCTBYET OLLEHKE UCKIHOUUTENEBHO NO ANUTENbHOCTU UccneaoBaHns. Mpu cnonb30BaHUM XKUBOTHBIX pas-
HbIX BUOOB HEOBX0AMMO OTPa3nTb AOKYMeHTanbHo obocHoBaHMe 1X BbIGopa.

4.3 CTaTyc XUBOTHbIX

Kak npaBuno, HeobxoaMmo Ncnonb3oBaTh 340POBLIX, CreLnansHO BelBeAeHHbIX, MOMOAbIX NoNoBospe-
NbIX )KUBOTHBIX N3BECTHOTO MPOUCXOXKAEHUS, HE MHPMLMPOBaHHLIX. B Havane nccnegosanvsa BapnaHTHOCTb
Macchbl UCMOMb3YeMbIX JKUBOTHBIX 151 KXA0ro nona He JorkHa npebiwath + 20 % cpeaHein maccol. Micnonb-
3yeMble CaMKW A0IKHbI BbITb HE POXaBLUMMM U He GepeMeHHBIMU. BbIGop XKNBOTHBIX A0MKeH BbITb 060CHOBAH.

4.4 Yxopa v copepxaHue XMBOTHbIX

Yxoa 1 obpallieHune ¢ KMBOTHLIMU A0MMKHbI COOTBETCTBOBATL NPUHATLIM PYKOBOACTBAM MO coepXaHuio
XKMUBOTHBIX. Heo6X04MMO akKnMMaTMU3NPOBaThb KMUBOTHLIX K YCIOBUAM fabopatopumn Ao 06paboTkv u 3adpmken-
poBaTb 3TOT NepnoA BpeMeHn AoKyMeHTarnbHo. KOHTporb YCNoBUiA OKpy»KatoLien cpeabl U MeToA0B Haanexa-
Lero yxoga 3a XMBOTHLIMM HeobXoAMM ANs NoflyYyeHUs 3Ha4YMMbIX pe3ynbTaTtoB. HeobxoaumMo AOMmKHbIM
06pa30M OoXapakTepusoBaTtb CoCTaBnAoLWmMe AneTbl U NOACTUMOK, O KOTOPbLIX U3BECTHO, YTO OHU BpraGaTbIBa-
IOT WM BAUSIOT Ha TOKCUMYHOCTb, @ TakkKe YYMTBIBATb WX NOTEHUManbHOE BMUSIHAE Ha pes3ynbTaThbl
nccrnegoBaHus.

4.5 Pa3mep v yucno rpynn

4.5.1 Pasmep rpynn

ToYHOCTb UCCre0BaHNSA CUCTEMHON TOKCUMHOCTWN 3aBUCUT B GOSbLLON CTENEHN OT YMCa UCMOSIb3YyeMbIX
KMUBOTHBIX Ha YpoBeHb A03bl. CTeneHb Heo6XoAUMOM TOMHOCTU U, B CBOKO oYepedb, Heobxoaumoe 41cno
XMBOTHBIX Ha rPYNMy A03MPOBaHKS 3aBUCAT OT Lenn uccneaosaHus.

Yneno KUBOTHLIX B rpynne AoJPKHO NIorn4ecKn ysennuyinsaTbCa Nnpu yserimdeHMn AnmTenbHOCTU aKkcnepu-
MeHTa, TaK4TO KKOHLY nccnegoBaHnA B Ka»moﬁ rpynne gosmkHO NPUCYTCTBOBATb AOCTATOYHOE YNCIIO XKUBOT-
HbIX A4 TLIJ,aTeJ'IbHOI7I Bunonornyeckomn OLIeHKN. Tem He MeHee, H906X0,E|,I/IMO ncnonb3oBatb MMHUMaAlrlbHOE
4NCNO XKMUBOTHBIX, Tpebyemoe A5 NosydeHns 3Haunmblx pesynbtaTtos (cMm. UCO 10993-2). PekomeHayemble
MUHUManbHbIE pa3Mepbl rpynmn, y4uTbiBad BUAbl UCCNneaoBaHuUA, npuseieHbol B Ta6r|v|ue 1.

Tab6nwnua 1— PekomeHgyembie MUHMManbHbIE pa3mepb! rpynn

Bua veenenosanus pbI3yHbI He rpbi3yHbl
OcTpbiit? 5 3
MogocTpbiit 10 (5 na non)? 6 (3 na non)®
CyBXpOHUYECKUIL 20 (10 va non)® 8 (4 Ha non)®
XpOHUHECKui 40 (20 na non)”-9 °)

? [lonycTMMO MccrieaoBaHne Ha ocobsix oaHoro nona. Ecnn uagenve npegHasHaveHo Anst SKCNyaTaLuum TONBKO
OZHWM NOMOM, NccrnegoBaHne AOMXHO NPOBOAUTBCA HA XKUBOTHbLIX 3TOrO Nona.

®) PekoMeHAaLUNs OTHOCUTCS K WCCIEIOBAHUIO TPYMMbl YPOBHS OAHONM A03bl. [pU BKNIOYEHUM AONONHUTENBHBIX
rpynn ¢ yBernuyeHHbIMM o3aMn peKkoMeHAyeMbI pa3mep rpynnbl MoXeT ObiTb CHUXeH go 10 ocoben ans kaxgoro
nona.

°) PekoMeHAYeTCA SKCMepTHas CTaTUCTUYECKas KOHCYNbTaLMs! NSl pasmMepa rpynnbl XPOHMUECKOTO MCCNEA0BaHNS.
Yncno ncenepgyemMbiX XMBOTHBIX AOMKHO OCHOBLIBATLCS HA MUHUMAaIbHO TpebyeMoM Ansa NnpeaocTaBneHns 3HauYnMbIX
OaHHbIX. [Tocne oKoHYaHWs nccrnegoBaHust AOMKHO OCTaBaTbCA [OCTATOMHOE YMCNO XUBOTHLIX A4nsA o6ecneveHnn Haa-
nexaluen cTaTUCTUHECKOW OLEHKW pe3ynbTaToB.

4.5.2 Yucnorpynn

pynna oaHoR Ao3bl, Nony4yarowlas npuemMnemMyro o3MpoBKy UCNbITyemMoro obpasua, B paMmkax ogHoro
BMAa MOXET 0603HaYNTb HanU4Me Nnm oTCyTCTBUE TOKCUYECKON ONacHOCTY (T. €. OTHOLLIeHWE J403a — OTBET).
TeM He MeHee, ANA onpedeneHnsl TOKCUYECKOro oTBeTa B ApYrMX MHOro4030BbIX UCCNeA0BaHNAX UMK Uccne-
[0BaHNAX O30BOro 0TBETa TpebyeTcs HeCKOMNbKO rpynm.

Uncno rpynn MoXeT YBenMuMBaTbCs Npu yBenuueHumn gosbl. Heobxoaumo yuntbiBaTth criegytowme npu-
Mepbl yBENMYEHHON A03bI:

- MHOrokpaTHoe BO3AeNCTBMe Ha NiioLwaab KIMMHUYECKON MOBEPXHOCTH;

- MHOrokpaTtHasi 4nMTeNbHOCTE BBEAEHUS,

- MHOrokpaTHasi 40NN SKCTPaKTa U oTAeNbHLIX XUMUYECKUX BELLECTB;

- MHOroKpaTHble BBeleHUs B TeveHne 24 4.
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MoryT 6bITb AONYCTUMbI ApyrMe MeToabl yBenuueHuss Ao3bl. Mcnonbayemblil Meton AosmkeH BbiTb
obocHoBaH.

4.5.3 Ipynnbl KOHTpoONs

B 3aBucumocTu OT Lenn uccneaoBaHus, xapakrepa npegmMeTa UCCNeaoBaHns 1 NyTu BBeAeHUS npu
nccnenoBaHnm CUCTEMHOM TOKCMYHOCTN HeobXoAUMbI: OTpULLATENbHbIA KOHTPOSb, KOHTPOb MOAENBHON cpe-
Abl, HANONHUTENSA, OOCTaBKN /MM Heo6paboTaHHLIN (JTIOXKHBIN) KOHTPOSb. ATU MeToAbl KOHTPOMST AOMKHbI
MCMNomb30BaTh MAEHTUYHBIE NOArOTOBKY UCMbITYyeMoro obpasua v npouedypy BBe4EHUs.

4.6 MNyTbL BBeaeHunA

MeaununHckme nsgenus unm nx BbIMblBaeMble BeLecTBa MOryT pasfnnyHo BO3AEeNCTBOBaTL Ha OpraHu3M.
Wccnegyemelil NyTb BBEAEHUS N34ENNS B OPraHMaMm, Mo BO3MOXHOCTHU, foMkeH BbiTb Hanbonee npnbnmkeH K
NCMONL30BaHMIO B KIMHUYECKOW npakTuke. Ecnv Heobxogum ansTepHaTUBHBIA NyTb BBEAEHWUS, OH OOSKEH
6bITb 060CHOBaH. MpUMepkl NyTel BBeAeHUA NPUBEAEHbI B NPUIOXeHUM A.

4.7 MNopgroToBKa obpasua

PykosogcTeo no noarotoske obpasLia u ctabunsHocTn npusegeHo 8 UCO 10993-12.

4.8 JosupoBaHue

4.8.1 BBeaeHue uccnepyemoro o6pasua

Mpoueaypbl BBEAEHUA cnegyeT NPOBOAUTL C y4eTOM (bU3MONOorMYecknx ocobeHHocTen, nsberas Hane-
ceHust ywepba 300POBbI0 XKMBOTHbLIX, HE CBA3AHHbIX HAMNPSIMYo ¢ TOKCUYHOCTBIO UCCNeayeMoro matepuana.
Ecnu exxegHeBHO BBOAUMAS A03a UM KOHLEHTpaLusl MpeBbIlaeT BO3MOXHOCTM BBEAEHUS, 403y MOXHO BBO-
OUTb MEHbLUMMN OONSIMU B NEPUOA, HE NPEBbILLAOLLMA 24 4.

Uccneagyemble 06pasupbl cnegyeT BBOAUTL Npu chrusnonormdeckn npuemneMmon temnepatype. B obuei
npakTuKe, Kak MpaBunio, NpUMEHsIeTCA KOMHaTHas TeMrnepartypa unn TemnepaTtypa Tena. OTKNoHeHUst AOMKHbI
6bITb 060CHOBAHbI.

HanonHutenu, BBognMble NapaHTepanbHo, A0MKHbI ObITh hrsronornieckn coBmectTumeiMu. Mpr Heo6-
XOAMMOCTU MOXKHO MUCMonb3oBaTb hunbTpaumio obpasua Ana yaaneHus 4actuy, U oTpasuTb 3TO AOKYMEH-
TansHo.

MexaHnyeckoe orpaHMieHne ABUKEHNS XKMBOTHBIX MPY MOBTOPHOM BO3AENCTBUM B UCCNIEA0BAHUAX CUC-
TEMHOWN TOKCUYHOCTY QOSMKHO, KaK MPaBunno, orpaHnInBaThes 4—6 4 B cyT. Xapakrep v AnuTenbHOCTb ABUra-
TENbHOrO OrpaHNYeHUs XKMBOTHBIX 4ODKHBI ObITe MUHUMATIBHO TPEByeMbIMU 4519 AOCTUXKEHMUS HAYYHBIX Lienen
1 He JOMKHbI caMu Mo cebe HaHOCUTb yueps 300POBbI0 UCCNeaYeMbIX KUBOTHBIX. OTKITOHEHUS AOMKHBI ObITh
060cHOBaHbI.

Ecnu geuratensHoe orpaHuyeHne Heob6xoamMmo, XXUBOTHbIE AOMKHbI BbITb aKKNMMMaTU3MPOBaHI K orpa-
HUYMBaOLLEMY YCTPONCTBY A0 BBeAeHUS nccneayemoro obpasua.

4.8.2 O6beMbl 4o3UpOBaHUA

PykoBoacTeo no 06bemy 4o3npoBaHus NpueeaeHo B NpunoxeHun B. Mpu ncnonb3oBaHWM HECKOSbKUX
[J030BbIX FPYNM BAPUAHTHOCTb UCCeayeMOoro oGbema MoXxeT ObITb CBeieHa 0 MUHUMYMa MyTeM perynmposa-
HWUA KOHUEHTpauuu ansa obecneveHna NocTosiHHOro o6bema npu Bcex Aosax. Ucnonb3oBaHue 06 beMOB 403U-
poBaHus, NpeBbilWaoLWNX NPUBEAEHHBIE B NpunoxeHun B, AomxHo 6biTb 060cHOBaHO.

Heobxoaumo nsberatb BBeAEHMA oparnbHLIM NyTeM 403 60Mblunx 06beMOoB, Tak Kak bb1r0 nokasaHo, 4To
OHU NeperpyxaroT BMeCTUMOCTb Xeryaka M HeMeANeHHO NOCTyNnatoT B TOHKMI KLeYHWK. [1o3bl 60MnbLumnx 06b-
€MOB MOTYT BEPHYTbCA B NULLEBOA.

BHyTpuMBbILWIEeYHOE BBEAEHME TakKe OrpaHnYeHo No o6 bemMy B 3aBUCUMOCTU OT pa3MepPOB XKUBOTHOMO U
pacnonoxeHus MblwLbl. O6beMbl BHYTPUMBILLEYHOTO BBEAEHUS MO BUAAM pacCMOTPEHbI B NpUIiokeHun B.

BontocHoe BHYTPUBEHHOE BNMBaHWe 06bIMHO BBOAAT 3a KOPOTKUA Mepuo BpeMeHU TeHeHneM NPUMEpPHO
3a 1 MUH. CKOPOCTb MHBEKLWU AIBASIETCSA BAXKHBLIM (DAKTOPOM, U peKoMeHayeTcsl, YTOObl 41151 rPbI3yHOB 3Ta CKO-
pOCTb He NpeBbIWwana 2 MN/MUH.

[nsa BBegeHna 6onblioro o6bema MoxeT noTpeboBaTbes MeAieHHas UK paccunTaHHas No BpeMeHu
WUHBEKLUS UMK BHYTPUBEHHas MH(y3us. Ecnn XXMBOTHOE NofaeT NpusHaKy SIBHOTO N3MEHEHUS KITMHUHECKOTo
COCTOSIHUSI, CKOPOCTb BBEAEHWS XXUAKOCTU A0IDKHA ObITb OCTaHOBIIEHA UM CHIDKEHA BHE 3aBUCUMOCTU OT pac-
CUMTAHHOW CKOPOCTU.

[ns uccnegyemblx 06pasuoB, orpaHUYEHHbIX PACTBOPUMOCTbIO UMW pasapaXaloLmMmM 4eUCTBUEM, MOXeT
6bITb HeobXxoaMa MeaneHHas BHYyTPUBEHHAs UHbEKLMUS.

Mpu KNMHNYECKMX MOKA3aHUSIX MOXXHO UCTONb30BaTb NPOAOKUTENBHYIO/NOCTOAHHYIO MHDY3NI0. O6bem
1 cKOpPOCTL BBeAeHUs1 6yayT 3aBUCETb OT BBOAWMOrO BELLeCTBA, MPUHUMast BO BHUMaHUWeE CTaHAapTHYH NpakTu-
Ky XWOKOCTHOW Tepanuu. B kayecTBe pykoBoACTBa eAMHOBPEMEHHO BBOAUMbIN 06beM AOMKEH COCTaBNATb
mMeHee 10 % obbema LupkynupyioLlen kposu 3a 2 y. MNMpu anutensHon nHdy3um knoyesbiM akTopoMm K pac-
CMOTpPEHUIo ABNSIeTCA MUHUManbHO adhdekTUBHOE ABUraTenbHOE orpaHuYeHne uccneayeMblX KUBOTHBIX.
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O6bemMbl 4O3MPOBaHUS NPU NOAKOXHOM BBEeAEHWUU NpuBeAeHbl B NpunoxeHun B. CKopocTb U cTeneHb
abcopbunn 3aBUCAT OT cocTaBa UCMbITyeMoro o6pasua.

4.8.3 YacrtoTa no3upoBaHus

YacTtoTa 4o31poBaHUs OMKHA OCHOBLIBATLCA HA KITMHUYECKON 3HAYMMOCTN. YBenu4eHne Yucna npoLie-
Ayp A0MKHO BbITb YeTko 060CHOBAHO 1 ONUCaHO.

Mpu nccneaoBaHUsIX OCTPOA CUCTEMHON TOKCUMHOCTU XKMBOTHBIX NOABepraT BO3AeNCTBUIO 0AHOKpAaT-
HOM A03bl NN €€ MHOTOKPAaTHLIMU AOMSAMU, BBOAUMbBIMU B TeueHue 24 Y.

Mpn nccnegoBaHUAX MHOTOKPaTHOTO BBEAEHUA XKMBOTHBIE AOIDKHBI NONyYaTh Uccneayemyto o3y exea-
HeBHO, B TeveHue HeJemnn, BCO NPOAOMKUTENbHOCTb UccreoBaHus. [ipyrue pexumbl 4O3MPOBAHUS MOTYT
6bITb NpUEMNEMbI, HO AOMKHBI BbiTb 060CHOBaHbI.

4.9 Macca tenau notpedneHue nuwu/soabl

Wccnenyembl 1 06beKT MOXET BbI3BaTb U3MEHEHWUS B Macce Tena XMBOTHOTO U B NOTpeGneHnt UM nuLm n
BoAbl. CneposatenbHO, He06XxoanMo onpeaensaTb MHANBUAYaTbHYIO MACCy KaXKA0ro )KMBOTHOO He3a40ro 4o
BBeAeHWA ucnblTyemoro obpasua (Hanpumep, o6bIMHO B Npeaenax 24 4 npu ogHOKpaTHOM UK OCTPOM A03UPO-
BaHUM U He Bonee yemM 7 CyT MPU UCCNEAOBaHUAX NOBTOPHOIO BBEAEHUS), Yepes perynapHble UHTepBasbl B
TeyeHune nccrneaoBaHus U No OKoHYaHUKM nccneaosanus. Mpun 4o3npoBKe No macce Tena Heo6xoanmMo Ucnosnb-
30BaTb caMble NocrneaHue U3MepeHus.

Mpn6onee AnUTENbHLIX UCCNEA0BaHUAX MHOTOKpaTHOrO BBeAEHUS AOMKHO ObiTb onpeaeneHo konuyec-
TBO NOTPE6NAEe MO XKUBOTHBIM MULLIA U BOAbI.

4.10 KnuHu4yeckue HabnroaeHun

KnuHnueckme HabniogeHus A0MKHbI NPOBOAUTL NOArOTOBIEHHbIE N1La Anda obecrnevyeHus nocneaoBa-
TernbHOW OTYETHOCTU. HYacToTa 1 ANMUTENbHOCTL HabNIAEHUA AOMKHBI ONPEeAEnAaTbCS XapakTepoM U cepbes-
HOCTbIO TOKCUMYECKUX peaKLWUn, CKOPOCTblo MNPOABMEHUA CUMMITOMOB U MNepuoda BOCCTAHOBMEHUA.
MoBbileHHas YacToTa HabnoaeHUs MoxeT 6biTb HeoBXxoanuMa Ha paHHUX CTaaAUAX UccnelIoBaHusA, 0Co6eHHO
npuv ocTpbIX UccneaoBaHnaX. BpemMsi noasneHns n ucHeHoBEeHUs NPU3HAKOB TOKCUYHOCTU, UX ASTUTENbHOCTL U
BpeMS CMepTU SABMAOTCA BaXKHLIMWU, 0COBEHHO ecni HeGnaronpUATHbIE KNMHUYECKUe NpU3Haku Unu cMepTb
UMeIoT TeHAEHLMNIO NPOSIBNATLECA No3aHee. Bo usbexaHne HeHyXHbIX cTpagaHuiA HeobXoAMMO NPUMEHSTb
ryMaHHble KOHeudHble Touku. Obwme KnuHuYeckne HabnwaeHWs AOMKHbI yYMTbIBaTb MUKOBLIA Mepuog
oXugaeMblx 3apekToB Nocne JO3NPOoBaHUS.

HabntogeHus gonkHbl cucteMaTuideckn ukcMpoBaTbhes AOKYMEHTaNbLHO No Mepe nx segeHua. OtyeT-
HOCTb 0SKHa GbITb MpoBeAeHa MO KaXKAoMY JKUBOTHOMY.

BuayanbHble HabnogeHUs AoMmKHbI BbITb 3anucaHbl, Kak MUHUMYM, OOUH pa3 B AeHb, C UCMOMb30BaHNEM
o6LLenpUHATLIX NabopaTopHbLIX NPU3HAKOB perucTpauum KinHudeckux acdektos (cMm. npunoxeHue C).

Habntogaemasn 60n1e3HEHHOCTb UM CMEePTHOCTL NPY MOBTOPHOM BBeAeHUMU AokHa 6biTb 3adukcupoBa-
Ha AOKYMEHTarnbHO He MeHee ABYX pas3 B AeHb. [pu 6onee npoaomKUTENbHBIX UCCNEAOBaAHUAX MOBTOPHOMO
BBeAEeHUA MOXeT OblTb paccMOTpeH 6onee 0BLIMPHBINA, KaK MUHUMYM, eXXeHeAeNbHbIA CKPUHWHT TOKCUYECKUX
abheKToB.

4.11 KnuHuyeckasn natonorus

Ana nccneposaHus Tokcndeckux 3 eKToB Ha TKaHSIX, OpraHax U Apyrux cucteMax NpoBoAAT aHanu3bl
reMaTonormyeckux U buoxmmmnyeckux nokasartenen. Mo nokazaHUsaM 3T aHanU3sbl AOMKHBLI NPOBOAUTLCA Ha
npo6ax KPOBM JKUBOTHBIX, UCMOSb3YEeMbIX B UCCIIEA0BAHUM NOBTOPHOIO BBEAESHUSA, NOMYYEHHBIX, MO MEeHbLUEN
Mepe, HernocpeACcTBeHHO Nepen 3annaHUpoBaHHOM Npoueaypor achTaHa3UM XKMBOTHBIX UMW KaK 4acTb TaKOBOW
npouenypbl. B HekOTOpbIX criyyasix MoXeT ObiTb He0BX0AUMO ronofaHue XXUBOTHLIX Nepeq 3abopom KpoBW.
Ecnu cywiecTByOT HayuHble NOKa3aHWUs, B Te4eHUe nocrnegHen Heenm A0NroCPOYHOro uccneaoBaHusa npu
MHOroKpaTHOM BBeA€HUM MOXeT 6bITb NPOBeAEH aHanu3 Mo4M CUCNONb30BaHNEM PACCHUTAHHOrO MO BpEMEHU
(Hanpumep, oT 16 A0 24 4) cbopa obbema Mouun.

PekomMeHayemble Ans OLeHKU NapaMmeTpbl reMaTosiorm, 6uoxumMum n aHanuMsa Mouu NnpuseaeHbl B Npu-
noxeHun D.

4.12 lMaronoroaHaToMU4YecKue UccriefoBaHUs

Mo okoH4YaHMK uccnegoBaHUi OCTPOA CUCTEMHOM TOKCUYHOCTU HEODX04MMO NPOBECTU NaTosoroaHaTo-
MUYECKYIO OLIEHKY.

Bce XMBOTHbIE AOSDKHBI 6bITb MNOABEPTHYTHI BCKPLITUIO C MOMHLIM U NOAPOGHBIM MaKpPOCKOMUYECKUM
obcnenoBaHueM, BKIMOYaOLWMM TLLATeNbHOE 0bcneoBaHne BHELLHUX MOKPOBOB TeNa, BCeX 0TBEPCTUN, a Tak-
e YepernHon, rpyaHoN v 6PIOLLHON NONOCTeN U X coaepxumoro. OpraHbl, U36paHHble A1 B3BELWNBaAHWUSA, NO
BO3MOXHOCTU A0IDKHbI ObiTh OUMLLEHBI OT NMPUMeralLmnX TKaHel, U X Macca BO BMaXKHOM COCTOSAHUN AOSKHA
6bITb U3MepeHa kak MOXXHO ObicTpee Bo nsbexxaHue BblCbIXaHUS.

B npunoxenun E npueegeH cnnucok TkaHel, kKoTopble Heo6XoANMMO B3BECUTb M COXpaHUTL B NpUeMnemon
dmkeupyroLLelt cpee Ans NaTorMcToNnorMyeckoro UccneioBaHus.
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Cnncok MMHUManbHbIX NapameTpoB A5 UCCNeaoBaHUs Kakaoro Tuna npueegeH B Tabnuue 2.

Tab6nwuuya 2 — Cnucok HabnogeHui

iameHeHne maccol Tena + + +
Knunuueckue HabniogeHus + + +
KnuHudeckas naTonorus &) 2).5) +
MaKpOocKOnMyeckas naTorons o) + +
Macca opraHoB 2 + +
MmcTonaTonomvs 2 a). b) +

2 YccneaoBaHWe XPOHUYECKON CUCTEMHOM TOKCUYHOCTM OBbIYHO SIBASIETCS NPOAOIKEHHBIM BO BPEMEHM Cy6XpoHn-
YeckuM nccnegosaHmem, 060CHOBaHHbBIM NePMOAOM BO3AENCTBUSA Ha YenoBeka. OTMe4aeTcs U OTpaxaeTcsl AOKYMEH-
TanbHO BONBLUMHCTBO TeX Xe napameTpoB. Pasmepsbl rpynn MOryT 6biTb YBENUYEHb! ANSA BKNIOYEHUS napannenbHbiX
rpynn, Ans KOTOPbIX NPOBOAAT BCE UM HEKOTOPLIE U3 9TUX HABMIoAEHWIA.

Heo6xoaumo yunTeiBaTH 3T NapaMeTpbl NPY KIMHUYECKUX NOKa3aHWAX UNu B cnyvae, eCnu uccnegoBaHue Gonee
ANUTENBHOTO BBEAEHUA He nnaHupyeTcs. CNnCKU peKOMEHAYEMbIX aHANM30B KPOBU U OPraHoB/TKaHel NpuBedeHb! B
npunoxenusix D n E.

4.13 NnaHupoBaHue UccnefoBaHUn

MnaHbl UccneaoBaHUiA NprBeaeHsbl B NOCNEAYIOLMX pasaenax HacToswero ctaHgapTa. insa coctasne-
HWA NnaHa uccnegoBaHna pekoMeHAyeTCA KOHCYbTauums akenepTa.

4.14 KauvecTBO UccrnefoBaHUMN

Hopmbl Hagnexallen nabopaTopHOW NPaKTUKN OTHOCATCSA K OpraHM3aLmMn, NPoLeccy U ycrioBusiM, npu
KoTopbIX NabopaTopHble UcCnefoBaHUA NNaHUPYIOTCA, NPOBOAATCA, KOHTPOMUPYOTCA, PUKCUPYIOTCA JOKY-
MeHTarbHO U OMUChIBaOTCS B 0TYETE. ATU HOPMbI NpeAHasHaveHbl AN obecneyeHUs kayecTBa U 3HaYUMOCTU
OaHHbIX UccredoBaHunii. OHn Takke noaaepXvBaloT rmobanbHble yecunusa no rapmMoHusauum nyteM cnocob-
CTBOBaHWSA 3aKMOYEeHUI0 MeMopaHAyMOB O B3aUMONOHUMaHUN MeXay CTpaHaMu TOProBbIMU MapTHEpamu.
WccnegosaHWa CUCTEMHOM TOKCUYHOCTU JOTKHBI NPOBOAUTLCS B COOTBETCTBUN C TAKUMK NMPUHLIUNAMUA.

5 OcTtpasi cucTeMHasi TOKCUYHOCTb

5.1 O6wue nonoxeHus

UccneposaHue oCTpoin cncTeMHOM TOKCUMHOCTU NpefiocTaBnsieT obuyyio MHgopmaumio 06 onacHocTU
OCTPOro BO34eNCTBUSA NPpUMEHeHUs MeanLMHCKOro nsgenus. ccnegoBaHve OCTPON TOKCUMHOCTU MOXKET ObITb
nepBbIM LLAroM B yCTaHOBMEHNU peXxrumMa 403UPoBaHUs Ans noaocTpbix/CyBXpoHNUYecKUX uapyrux uccnegosa-
HWUIA Y MOXeET NpefocTaBuTb MHOopMaLnio o crocobe ToKCUYeckoro AeCTBUSA BeLL,ecTBa B 3aBUCUMOCTIN OT ero
KNHUYeckoro npumeHeHus. Mpu nccnegosaHum 0CTPOM CUCTEMHOMN TOKCUMHOCTU Nocne BBeAeHUs UCNbITYe-
moro obpasLia BegeTcsl HabntogeHne 3a Bo3HUKaoWUmn acbcpekTamu (Hanpumep, HeGaronNpUATHLIE KIMHKU-
yeckue NpusHak1, UsMeHeHne macchl Tena, obHapyXXeHne MakpoCKonUUYeckoi NaTonorumn) u cMepTenbHbIMK
cny4vasmn. 2KUBOTHbIE C CEPLE3HBIMIN U YCTOWUUBBLIMU NPU3HAKaMm CTpagaHuii u 6onm gormkHbl bbiTb Hemea-
neHHo noABeprHyThl 3BTaHa3un. KopposnoHHble UNn pasgpaxaroLlme Mmatepuansl, 0 KOTOPbIX U3BECTHO, YTO
OHW BbI3bIBAOT AABHYHO 60Mb UNn cTpagaHue, A0MKHbI GbiTb 0TMeUYeHbl B OTUYETE KaK TaKoBbIE U He HYXXAloTCA B
TeCcTUpOBaHMU.

MpumeyaHune—ICCVAM n ECVAM B HacTosilee BpeMs yTBEPXKAAT UCCNEA0BaHNS LUTOTOKCUMHOCTU in
vitro kak ansTepHaTuBY UccneaoBaHUsIM OCTPON TOKCUHYHOCTMW.

5.2 MNMnaHupoBaHue UccriegoBaHUsA

5.2.1 MoparoTtoBKa

300poBble Morofble MoroBo3perble XXUBOTHbIE akkNMMaTU3MpYoTCs K nabopaTopHbIM YCIOBUSM, MO
MeHbLUEe Mepe, B TeyeHue 5 cyT Ao uccnefoBaHusl. Bonee KOpOTKUME CPOKM OOMMKHBI BbITb 0BOCHOBAHHI.
JKMBOTHBIX paHAOMU3NPYIOT U pacnpenenstoT no rpynnam o6paboTku.

6
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5.2.2 JlabopaTopHble KUBOTHbIE

5.2.2.1 Bblbop Buaa

OO6bI4YHO UCMONbB3YIOT IPbI3YHOB (KPbIC, MblLLEi). XapakTepucTuki Mogenu (Bo3pacT, macca U T. 4.) onu-
caHbl B 4.2 n4.3. icnonb3oBaHne BUOOB, HE SIBMSIIOLLMXCS FPbI3yHaMu1, 4OMKHO ObiTb Hay4YHO 0BOCHOBAHO.

5.2.2.2 Yucnounon

YKncro v TUN rpynn, YACIIOo KMBOTHBIX B rpynne U ux nos onncaHbl B 4.5.

5.2.2.3 Ycnosus pasmeLLeHus 1 KopMIeHUs

TemnepaTtypa 1 0OTHOCUTENbHAs BAXXHOCTb B MOMELLEHUSIX A1 3KCTIePUMEHTaNbHbIX )KUBOTHbIX AOMK-
Hbl COOTBETCTBOBATbL BUAY, Hanpumep, temnepartypa (22 = 3) °C u snaxHocTb 0T 30 % A0 70 % Ans mblwe.
Pexxunm nckycctTBeHHOro ocBelleHns AomkeH 6biTb 124 cBeTa U 12 4 TEMHOTHI.

Ans KopMNeHUs MOXHO UCMOMNb30BaTh CTaHAapPTHbIE KOMMepYeckme nabopaTopHble KopMa U HeorpaHu-
YeHHBIN JOCTYN K NUTbeBoN BoAde. >KUBOTHbIE AOMKHBI pasMeLLaThbCs B KNeTKax rpynnamm no nosy unu, no Bos-
MOXHOCTW, WUHAUBWAOYANbHO, MPW FPyNnoBOM pasMelleHun AOoNyCTUMO noMellatb He Bonee 4eMm nATb
XMBOTHBIX B OAHY KNETKY.

5.2.3 YcnoBusa uccneaoBaHus

5.2.3.1 YpoBHU 003

YPOBHM 03 A0MKHBI COOTBETCTBOBATbL ONNCaHHBLIM B 4.8,

O6palleHne ¢ KUBOTHBIMWU KOHTPOSBHOW rpynnbl AOMMKHO OblTb MAEHTUYHO 0OpALLEHUIO C XKUBOTHBIMU
ONbITHOW rPYMMbI 38 UCKITIOYeHNEM BBeAeHNs UcnbiTyemoro obpasua.

5.2.3.2 lMpoueaypa

KunBoTHbIE NOMNyYaoT 04HOKPaTHYO A03Y UCMbITYeMOro 06pasLia Unum, ecnn HeobXxoaAMMO, MHOTOKPaTHbIE
003bl B TedeHWe ogHoro 24-4acosoro nepuoga. MpusHakn TOKCUUYHOCTU AOSMKHBI BbITb OTpaXkeHbl 4OKYMEH-
TanbHo No Mepe HabrogeHus, BKIoYas X Havaro, cTeneHb 1 ANUTeNbHOCTb.

Heobxogumo perynsipHoe HabnogeHue 3a XMBOTHBIMW NS NPeAOTBPAaLLEHNs cnyYaes nNagexa uccre-
OyeMbIX XUBOTHBIX U3-3a KaHHMDannama, asTonmsa TkaHen unu nobera. Mo okoHYaHUKU UccnegoBaHUs Bce
BbDKMBLLME XMBOTHbIE AOMKHbI ObITb NOABEPrHYThI 3BTaHa3nW. JTlo6ble 6one3HeHHbIE XKUBOTHbLIE AOMKHbI ObITh
yAaneHbl U 40MKHbI BbITb NOABEPrHYTHI 3BTaHa3UN, €CNK 3aMedeHbl NPU3HAKN Takoro NoseaeHus.

PacnuncaHne HabnogeHnst n npUMeHsieMble r'yMaHHble KOHEYHbIE TOUKN 4OMMKHBI IPeaoTBPaTUTL cryyan
06HapyXeHUs1 XXUBOTHBIX MePTBbIMUA HEMOCPEACTBEHHO B pe3yfbTaTe TOKCUYMHOCTU UCMbITyeMoro obpasua.

5.2.4 MaccaTtena

N3mepeHus macchl Terna AomKHbI IPOBOANTLCS HEMOCPeACTBEHHO Nepeal A03UpoBaHUEM, eXXeJHEBHO B
TeyeHune rnepBblX TPeX CYyTOK Mocre A03UPOoBaHUs], exeHeaenbHO nocne NepBor Ao03bl, eCnuv ArUTEeNbHOCTb
nccnegoBaHns 3To NO3BONSAET, U MO OKOHYaHWU UCCNefoBaHUs.

5.2.5 KnuHunueckue HabmoaeHun

Ans uccnenoBaHUs OCTPOM CUCTEMHOW TOKCUMHOCTU Mepuoa HabnogeHust OOIPKEH COCTaBNATb He
MeHee TpeXx cyToK unu 6onee, ecnu 310 NPU3HaHO NpueMneMbIM. letanun vyactoTel M TUna HabnoaeHua onuca-
Hel B 4.10 1 npunoxeHuu C. Bo Bcex cnyyaax HabniogeHne AoMKHO NPOBOAUTLCA C 4OCTATOMHON YacToTON, a
Takke JOKHBI NpeanpuHUMaTbCs onpeaeneHHble AeACTBUS ANs cBeAeHUSt K MUHUMYMY NoTepb cpean uccne-
OYeMBbIX XUBOTHBIX, HANpUMep, BCKPbITUE UMK pedprkepaLms XXMBOTHBIX, HaNAEHHBLIX MePTBLIMU, U N30NALNS
Unn ymepLusneHune crnabblx unu 6onesHeHHbIX XXUBOTHLIX. BusyanbHble HabnogeHnsa AOmKHBI BKOYaTh B
cebs cneayrowne obs3aTenbHble (hakTopbl: U3BMEHEHUS KOXW U LIePCTK, rNas u CNM3UCTBLIX 060ro4ek, a Takke
N3MeHeHWsA B nepudepruieckom 1 LLeHTPanbHOM HEPBHLIX CUCTEMaX, AblXaTeNbHOW U KPOBEHOCHON CUCTEMAX, B
COMaTOMOTOPHON AesATeNbHOCTM W B CXeMaXxX MOBEAEHUA, UCMONb3ya AEeCKPUNTOpbl, NpuUBeAEeHHble B
npunoxeHui B.

5.2.6 Naronorusa

5.2.6.1 KnuHuyeckasi natonorns

MpoBeaeHWe OLEHKU KITMHUYECKOW NaToMorum A0MKHO 6biTb pacCMOTPEHO NP HAMUYUK KIMHUYECKNX
nokasaHuin. Heo6xoanmo npoBecTu criegytoLune uccrneaosaHus:

a) remaTtonorus, kak onucaHo B npunoxeHun D, AofmkHa paccmaTpuBaTbCs ANA UccneaoBaHUA No OKOH-
YaHWUM Nepuoaa UCNbITaHUS;

b) no okoH4aHUK nepuoga UcNbITAaHNA HEOHBXOAUMO PacCMOTPETL BO3MOXHOCTb KIIMHUYECKOro BUOXu-
MUYECKOro UccnegoBaHus KpoBu, NpUBeAeHHOro B NpunoxeHun D. Obnactamu ucneiTaHWn, NpuemMnembiMm
ANs nccnegoBaHUA OCTPOro BBeAeHUs, cuntaloTes hyHKUUM neveHn 1 nodek. Mpu HeobxoanumMocTn MoxeT
6bITb  Ucnonb3oBaHa [OMOMHUTENbHAA KIMHWYEeCKas OuMoxuMua AnA npoaneHusa HabnogeHusa 3a
OTMeYeHHbIMU 3chhekTamu.

AHanns moun Ha perynsipHoi oCHOBE He obssaTeneH 1 AOIKEH NPOBOAUTLCA TOMBKO NPU NOKa3aHWUsX,
OCHOBaHHBIX Ha oXuaaemoi unu Habnogaemoil ToKCUYHOCTU. PekomeHayeMble napamMeTpbl NpuBeaeHbl B
npunoxenunun D.
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5.2.6.2 MNaronoroaHaToMU4YecKue NccneqoBaHUsA

MaTtonoroaHatoMuyeckue uccreoBaHUs A0MKHbI NPOBOAUTLCS B KOHLLE IKCMepuMeHTa nocre 3BTaHa-
31K XMBOTHBIX. OHK BKIMTIOYAIOT B cebst 0CMOTP BHELWHUX NOKPOBOB Tera, BCeX OTBEPCTUH, a Takke YeperHoi
KOpOoOKM, rpyaHON 1 OPIOLLHON NOMNOCTen N Nx coaepxumoro. Mo NpUMeHUMocT HeobxoaMMo paccMoTpeTb
y4yeT Macchbl MO3ra, NeveHu, novek, Haano4eYHUKOB U CEMEHHUKOB, KOTOPbIE AOSKHBI ObITb B3BELLEHbI BO BNaXK-
HOM COCTOSIHUM KaK MOXXHO cKopee Mocrie BCKPbITUA BO U3bexaHuWe BbICbIXaHWUs U MOCHeAYOLLMX TOXKHO HUSKUX
3HaYeHUN.

5.2.6.3 NucTonoruyeckne nccnegoBaHua

Mpu nccnegoBaHUsAX OCTPON CUCTEMHON TOKCUYHOCTWN 0ObIMHO He NPOBOAATCS MOMHbIE TUCTONOrMYeckue
nccrieoBaHusi Ha opraHax U TKaHsIX XXKMBOTHBIX, €CIN 3TO 0co60 He NokasaHo HeoBbIYHLIMU 0GHapYXEeHUAMMU
o61ero BCKpbITUA.

5.3 Kputepuu oueHku

5.3.1 O6wue nonoxeHun

B 3aBMCMMOCTU OT UCMIONb3YEMOro MniaHa uccneaoBaHus NPUMEHUMBI CrieyHoLLIMe KpUTEPUM OLIEHKU:

a) ansuccneaoBaHus papmakonemnHoro TMna:

- ecnuBo Bpems nepuoaa HabnoaeHUs OCTPOA CUCTEMHON TOKCUYHOCTU HUA OJHO U3 XXKUBOTHBIX, 06pabo-
TaHHbIX UccriegyeMbiM 06pasLoM, He AEMOHCTPUPYET 3Ha4NMMO 60S1bLLYI0 GUONMOrMYECKYIO peaKTUBHOCTb, YEM
XUBOTHbIE, 06paboTaHHbIe KOHTPOSILHOWM cpefol, obpasel oTBevYaeT TpeboBaHMUAM 3TOr0 UCTIbITAHUS;

- MpW UCNOMNBb30BaHWUM MATU XKUBOTHBIX, €Cnn ABa U 601ee XXUBOTHLIX yMUPAIOT UM Takoe NoBeaeHue,
KaK KOHBYIbCUM UNN NpocTpauus, HabnogaeTca y ABYX Unu 6onee XMBOTHbIX, MMG0 NponcxoauT noTepsi Macehbl
Tena 6onee 10 % y Tpex unu 6onee XMBOTHLIX, 06pa3sel He oTBeYaeT TpeOoBaHWUAM UCTIbITAHMKS,

- ecnunoboe XnBoTHoe, 06 paboTaHHOe 06pa3LOM, 4EMOHCTPUPYET TONbKO Nierkue npusHaku 6uonoru-
YecKon peakTUBHOCTU U He Bonee YeM 0HO XKUBOTHOE NPOABNAET ABHbIE CUMMTOMbI BUONOrMYECKO peakTuB-
HOCTU UMK YMUPAET, UCTIbITaHWE HYXXHO MOBTOPUTb, UCNOMb3YA FPYNMbl N0 AECATb XKUBOTHBIX;

- ecnv Npu NOBTOPHOM MCCNegoBaHWN BCe AEeCHTb XUBOTHLIX, 06paboTaHHbIX 06pasLoM, B nepuoa
HabnroaeHns He NPOABNAT Kakon-NMbo Hay4yHO 3HAYMMON BUONOTNYECKOWA PEaKTUBHOCTU MO CPaBHEHWUIO C
XKMBOTHbIMW, 06 paboTaHHLIMU KOHTPOIBLHOWM cpeaoi, 0bpasel, oTBeYaeT TpeboBaHUAM 3TOIO UCTILITAHUA.

b) aonsuccnenosaHnn oOCTPON CUCTEMHON TOKCUYHOCTU HedbapmakonenHoro Tuna.

CyluecTByeT BO3MOXHOCTb NPOBEAEHUSA OLEHKU C UCNONb3oBaHWeM Boree 0BLWMPHBLIX METOAOB, BKILO-
Yas KNMHUYECKYIo U aHaTOMUYECKYO MaTonorm, KOTopble MOryT CHATb HEOBX0AUMOCTE NOBTOPHOIO UCMbITa-
Hus. OcTpoe BO3AeNCTBUE MOXET BKoYaTb B cebs nepeoLeHKy npu Hanninm HeogHO3HAYHbIX pasnuyunin B
CONYTCTBYOLNX KOHTPOMbHBIX rpynnax. Pasnuuns 4omkHbl BbiTb 06BbACHEHbI, a UccnegoBaHne A0IMKHO ObiTb
npoaneHo Ansi BKNoYeHUs1 A0NOMHUTENbHbBIX NATU KUBOTHBIX, €CITI NPUMEHUMO.

5.3.2 OueHka pe3ynbTaToB

O6HapyxeHHble Tokcudeckue 3ddekTbl BO BpeMs MccreoBaHUs OCTPOW CUCTEMHOW TOKCUYHOCTU
AOIMKHBI BbITb CONOCTaBEHbI C OTpULaTENbHBIMU 3chhekTamu NpeaLlecTBYOLMX NCCeA0BaHUMI, eCIn Tako-
Bble cyLlecTBYOT. OLeHKa AOMKHa BKIoYaTh B cebs onpeaeneHune B3anMOOTHOLLEH WSt MexXAy A030M UCNbITye-
MOro BeLLecTBa 1 HanMynem Unm oTCyTCTBUEM, a TakKe CyYanHOCTbIO U CTENeHbI0 Cepbe3HOCTM PasIMYHbIX
OTKINOHEHWI, BKMtovas NoBeAeHYeCcKNe U KNMMHNYECKUE OTKITOHEHMUS!, MaKpPOCKONMUYecKne NoBpexaeHus, name-
HeHUs Macchl Tena, BMusiHUE Ha CMepPTHOCTb 1 Ntobble Apyrie obLme Unm KoHKpeTHble addpekThl.

5.4 3aknwuuTenbHbIN OTUYET

B 3aknounTensHoOM oTdeTe 06 UCNbITAHNM OCTPON CUCTEMHOM TOKCUMHOCTM A0MMKHA coaepKaTbes crie-
ayrowas nHcopmManms:

a) MCNbITyeMoe BelLlecTBO:

- busnyecknii xapakrep, YNCTOTa U (PUINKO-XUMUYECKUE CBOMCTBA, NO MPUMEHUMOCTH;

- Apyrve ngeHtuguumpyoLMe gaHHbIE;

b) mogenbHas cpena (ecny NPUMEHUMO);

- obocHoBaHWe BbIGOpa MoAEeNbHON cpefbl, €cM OHa He BKMOYeHa B CMUCOK, MpuBeAeHHbIN B
MCO 10993-12;

C) 3KcrnepuMeHTarnbHbIe XUBOTHbIE!

- WUCMonb3yemblid BUA/NNHUS,

- YMCro, BO3PACT M MO KUBOTHbIX;

- WUCTOYHMK, BKIOYas MUKPOBMOMOrMyecknin ctaTyc (Hanpumep, € NOBbILEHHBIM 6apbepoM, OGbIYHbIN),
YCIOBUA codepXkaHus (TemnepaTypa, BNaXkKHOCTb, MOACTUASIKA, OCBeLUeH/e, AneTa u.T. 4.);

- Macca B HaJdarne uccrneoBaHusl;

d) ycnosusi nccnenoBaHus:

- obocHoBaHWe BbiIGopa 403,
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- NoapoBHOCTM cocTaBa/NMpPUroTOBNEHUSI UCNBITYEMOro BELLECTBa; AOCTUrHYTbIe KOHLEHTpauun; cTa-
BUNBHOCTb U TOMOFEHHOCTb, ECI MPUMEHNMO;

- JeTanv BBeAEeHWs1 UCMbITYeMOro BeLLecTBa;

- nepecyeT U3 KOHLEHTPaLIMN UCMbITYEMOro BELLECTBAa B peasibHO BBOAUMY 403Y (MI/Kr), ecnu nprmMe-
HAMO;

- noapoBHOCTM KavecTBa NULLK, BOAbl M NOACTUNKM;

e) pesynbTaThl:

- AaHHble MOryT ObITb 0606LLEHbI B hopMe TabunLbl, NoKasbiBatoLLe YACHOo XKUBOTHBIX B HaYane Ucrbl-
TaHWUs1, YACNO KUBOTHBIX, NPOSIBMAAIOLLIMX HEGMAronpuATHbBIE KITMHUYECKME NMPU3HAKK, U YUCTIO XUBOTHLIX C
N3MEeHEeHUsIMI Macchl Tena Ans KaXXA0W KOHTPOMNbHOM U UCMLITYEMON rpynnbl;

- mMacca Tena/usMeHeHus Macckl Tena;

- noTpebneHve NN 1 BoAbI, ECINIA NPUMEHUMO;

- JaHHble TOKCUYEeCcKoro oTBeTa, pacnpeesieHHbIe No Moy U YPOBHHO 403bl, BKITOYasA MPU3HAKN TOKCUY-

- XapakTep, Cepbe3HOCTb U ANMUTENLHOCTb KIMMHUYECKNX HabnogeHnii (0bpaTUMbIX U HET);

- HelponoBeeHYecKas oLeHKka, eCrnv NPUMEHNMO;

- UCNOmb30BaHHbIE remaTonormieckie uccnefoBaHms U pesynbTaThl C COOTBETCTBYOLWUMU POHOBBIMU
AaHHBLIMW, eCrnU NPUMEHUMO;

- UCNOMb30BaHHbIE UCCre40BaHUSA KITMHUYECKON BUOXMMUMN 1 pe3yrbTaThl C COOTBETCTBYOLWMMN hOHO-
BbIMW A@HHBLIMUW, €CIA NPUMEHNMO;

- aHanusbl MOYM 1 pesynbTaTbl C COOTBETCTBYHOLLMMN (DOHOBLIMU AaHHLIMU, ECNY NPUMEHUMO;

- KOHeYyHasi Macca Tena 1 gaHHble Macchbl OpraHoB, eCrv MPUMEHUMO;
pesynbTaT BCKPbITUS;

- nogpobHoe onucaHmne Bcex 0bHapyXeHHbIX TMCTONATONOMIA, ECIIN NPUMEHUMO;

- cTaTUCTMYecKas OLeHKa pe3ynbTaToB, eCnv Ucnonb3oBanach, n o6eyxaeHue nx 6Uonornieckomn sHa-
YAMOCTMU;

f) obcyxaeHune pesynbTaToB;

g) 3aKnioYeHus;

h) 3asiBneHWe o rapaHTUK kKa4ecTBa.

MccnenoBaHne oCTPoO CUCTEMHOM TOKCUYHOCTU NpeaocTasnaeT uHgpopmMauuio o6 achdekrax octporo
BBEAEHMWA NCMbITYEMOro BellecTBa. SKCTPanonsauuns pesynbtaToB UCCNeaoBaHUA Ha YeroBeka AeNCTBUTE b-
Ha B OrpaHUYeHHON CTENEHN, HO OHa MOXET NPeaoCcTaBUTb NONe3Hyo MHOpMaLUIo 0 AONYCTUMOM BO3AeN-
CTBUM.

6 CucrteMHasi TOKCUMHOCTb MHOrOoKpaTHOro eBeaeHunsA
(ﬂOﬂOCTpaﬂ, cy6xp0|-mqecxa;| U XpoHU4YecCKaa CUCTeMHan TOKCM‘-IHOCTI:)

6.1 O6wue nonoxeHus

B To Bpems Kak ocTpas TOKCUYHOCTb CBA3aHa ¢ HeGnaronpuaTHLIMU 3chdekTaMm 0gHOKPaTHBIX 403 (Mnn
orpaHu4eHHoro BeeaeHus ), 6onee pacnpoctpaHeHHoW hopMoil BBEAESHWUA MHOTUX MeAULMHCKUX U3Aenuii Ha
YyeroBeka AIBNAETCSA NOBTOPHOE UNW NPOACIKUTENbHOE BO3AeUCTBUE. DpheKT OT NOBTOPHOIO UM MHOTOKpaT-
HOro BBeAEHUA NOTEHLMANbHO MOXET BOZHUKHYTb MO NPUYMHE HAKOTTEHUA XMMUYECKUX BELLLECTB B TKAHSAX UMK
nog AencTBMEM pYrnxX MEXaHU3IMOB, NO3TOMY BaXHO onpeaenuTb Bce NoTeHUnanbsHble Ana 3Toro akropsl
nyTemM AONrOCPOYHbIX UCTIbITaHWUI (NOAOCTPbIX, CYBXPOHUYECKUX, XPOHUYECKUX).

MccnegosaHus cMCTEMHON TOKCUMHOCTM MHOTOKPaTHOMO BBeAEeHUs gatoT uHdopmaumio o6 onacHocTy
ANsi 340POBbS, KOTOPAsA MOXET BO3HUKHYTb NOcne ANUTeNnbHOro BBeAeHUs NpeaHasHavYeHHbIM KNUHUYECKUM
nytem. OHM Takke MOryT AaTb UHbopMaLmMio 0 cnocobe TOKCUYeCKoro AeNCTBUS BelecTBa NpeaHasHa4YeHHbIM
KITUHUYECKUM NyTEM BBEAEHUSI.

WcecnenoBaHUa cUCTEMHOM TOKCUMHOCTU MHOFOKpaTHOTO BBeAEHUS 4aroT noapobHyto MHdopMaumio o
Tokcu4ecknx acbdpekTax, opraHax-MmuLLIeHsX, 0B6paTUMoCTu Unu apyrux acpdekTos 1 MOryT CNy>XUTb OCHOBOW
AnA oueHkn 6e3onacHOCTU. PesynbTaTthl 9TUX UCCNeAoBaHWl NpeAoCcTaBnAT BaXHY0 MHdOoOpMauuio, 4To
noaTeepxpaeTca MoApobHLIMU - MHCTPYKUMSAMWU MO NPOBEAEHUIO  KIMUHWUYECKUX W aHATOMUYEeCKUX
nccneaoBaHUiA NaTonormu.

UccnenoBaHWa MHOTOKpaTHOro BeeAeHNA o6blYHO He NpeAocTaBnAlT KpUTEPUA NOBTOPHOTO UCNbITa-
HuA. BMecTo 3TOro pasmepbl rpynn paccymTaHbl € Y4 TOM CTAaTUCTUYECKON OLEHKU 3atUKCUPOBaHHBIX Habnto-
AeHunii (cm. Tabnuuy 1).
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M3-3a pasnuuHoil NpodospKUTeNbHOCTU NccneqoBaHWii MHOTOKPaTHOTO BBeeHUS uccreayemble obpas-
Libl AOMKHBI NIPUTOTOBAATLCS MO NOTPEBHOCTU ANA rapaHTUM UX CTabUNbHOCTHU.

6.2 NMnaHMpoBaHue UccnefoBaHUA

6.2.1 MNMoaroTtoBKa

3a0poBble MonoAble NOSOBO3pesible XUBOTHbIE AOMKHBI OblTh akKNMMMaTU3UpPOBaHbl K TabopaTopHbIM
YCIOBUSIM MO MeHbLLIEA Mepe B TeveHue 5 cyT Ao uccneaosaHns. XXMBOTHbIE [OIMKHBI BbITb paHAOMU3UPOBaHbI
v pacnpegeneHsbl No rpynnam.

6.2.2 INabopaTopHble XUBOTHbIE

6.2.2.1 Bbibop Buga

OO6bIYHO UCMONb3YIOT IPbI3YHOB (KPbIC, Mbllwelt). XapakTepucTuku mogenu (BospacT, Macca U T. A.) onu-
caHbl B4.2 n4.3. Vicnonb3oBaHue BUAOB, HE ABMAIOLNXCA rPbi3yHaMU, 4OMKHO ObITb Hay4HO 060CHOBAHO.

6.2.2.2 Yucnounnon

Yucno v Tin rpynn, YUCro XMBOTHLIX B rpynne 1 ux non onucaxbl B 4.5.1. MNMpu Hay4yHOM 060CHOBaHUA
HeobXxoAMMO paccMOTPETb BO3MOXHOCTb MCNOMb30BaHWUsA NapansienbHbIX rpyn, ¢ yBeMYeHHOW 40301 BBege-
HWUS, HapsiAly C KOHTPOSMbHBLIMU FpynnNaMu. 3Ta rpynna n ee KOHTPOb MOTYT UCTIONbL30BaTLCS AN1s U3yYeHUst
adppekTa BBEAeHUs, BKITIOYasa o6paTtUMocTb (pe3opbTuBHOe AeNCTBUE), BBIHOCIIMBOCTL UMW 3aMedJIEHHIN
ToKkcuueckui addpekT. [ns cybxpoHuyeckux uccnegoBaHnii Heobxoaumo cogepkaTb KUBOTHLIX-CATeNMToB
Ha CpOK He MeHee YeM 28 cyT

6.2.2.3 Ycnosusi pasMeLlleHns U KopMmneHns

Temnepatypa U OTHOCUTENbHAA BAAXHOCTb B MOMELLEHUsX ANs 3KCNepUMeHTanbHbIX XUBOTHLIX
AOJKHBI COOTBETCTBOBATHL BUAY, Hanpumep, Temnepartypa (22 + 3) °C usnaxHoctb oT 30 % 00 70 % Ansi KpbIC.
Pexum nckycctBeHHOro ocBelleHns AomkeH ObiTb 12 4 cBeTa u 124 TEMHOTDI.

[Ana kopMmneHust MOXHO UCNOMb30BaTb CTaHAAaPTHbLIE KOMMepYeckue nabopaTopHbIe KopMa U HeorpaHu-
YEHHbIN JOCTYM K NMUTbeBOMN BoAe. )KUBOTHLIE AOMKHBI pasMellaTbesl B KIeTkax rpynnamu, no nomy unu, no Bos-
MOXHOCTU, MHAMBUAYANbLHO; MpU FPynNnoBOM pasMelleHuu AonycTMMO nomeulatb He 6Gonee yem nsiTb
JKUBOTHBIX B OfHY KMNETKy.

6.2.3 YcnoBusa uccneaoBaHus

6.2.3.1 YpoBHM 003

MN3yyeHue abpeKkToB Ao3a — OTBET B UCCNEAOBAHUN CUCTEMHON TOKCUMHOCTU MHOrOKpaTHOro Beege-
HUS TpebyeT UCMOMb30BaHMS HECKOMbLKUX rPYNM. YPOBHU 103 AOSKHbI COOTBETCTBOBATL ONUCAHHOMY B 4.8.

Wcnonbayemasn gosa B uccrefoBaHUSIX TOKCUYHOCTU MEAULIMHCKUX U3Aenuii AoMmKHa onpeaenaThes B
COOTBETCTBUU C pesynbTaTtamMu OLEHKN prcKa, ypaBHOBeLUIUBaa A03Y KNMHUYECKOro BBEAEHUA C UCNOMNb30Ba-
HMeM cbakTopoB 6esonacHOCTH Mo NpuMeHUMocTy. Ans 6onee AnnTenbHbIX UCCNeaoBaHUIA HeobxoaMmo npea-
NPUHATL YCUNUA AN BKIOYEHUSA, NO MeHbLUENn Mepe, TpeX YpOBHEN A03bl 1 COOTBETCTBYIOLNX KOHTPOMbHbIX
rpynn. 3a ncknoyeHnem obpaboTkun nccriegyemMbiM 0bpasLiom, obpalleHme C KUBOTHBIMU KOHTPONbHON rpynnbl
AOMKHO BbITb MAEHTUYHO 06paLLEHUIO C XNBOTHLIMU UCCIIEAYEMO rpynmbl.

B oTnuune oT Krnaccnyeckmx XMMnIecknx nccregoBaHnuin CUCTEMHON TOKCUYHOCTY MOBTOPHOIO BBeAe-
HWA, UccnedoBaHUA MHOrOKpaTHOro BBEAEHWs, UCMOoMb3ylolne MeauuUMHCKMe U3genus, Yacto He JaroT
abdpekTa fo3a — OTBET; TakMm 06pa3oM, ToKCUYecknii adbcpeKT NPy HauBbICLLEM YPOBHE 403kl HeoGs3aTeneH.
TemHe MeHee, NCMonNb3oBaHUe AnanasoHa 403 NpeJocTaBnseT nonesHyo nHdpopmMaLmnio 06 yposHsax 6esonac-
HOCTU ANA YerioBeka.

6.2.3.2 Mpoueaypa

B ngeansHoM BapvaHTe XX1BOTHbIE MONyYatoT 403y UCMBITYyeMoro obpasLia eXxeaAHeBHO B Te4eHue Heae-
N Ha BeCb Nepuoa NPoAOIHKUTENBHOCTUM cceaoBaHus. Jna 6onee onuTenbHbIX UCCneaoBaHnii c MHOTroKpaT-
HbIM BO3OENCTBMEM AOMYCTUMO BBeAeHWe A03bl B TEYEeHUEe MSATU CYTOK B Heaesnto, HO 3TO AOMMKHO ObiTb
OTpaXeHo AOKYMeHTarnbHo 1 060CHOBaHO.

6.2.4 MaccarTtena

N3mepeHua Macchl Tenia A0MKHbI MPOBOANTLCSA HEMOCPEACTBEHHO Nepea A03MPOBaHNEM, exXeHeaeNbHO
nocne nepsoi Ao3bl, CMN 3TO NO3BONSAET ANUTENbHOCTb UCCNEAOBAHUS, U MO OKOHYaHUN UCcCNefoBaHMS.

6.2.5 KnuHuyeckue HabnwogeHun

Mepuoa HabntogeHWsa ans nccneaoBaHus CUCTEMHOW TOKCUYHOCTU MHOMOKPaTHBIX 03 AOMKEH COOTBET-
CTBOBATb ASIUTENbHOCTW UccredoBaHns. [etanu 4acToThl U TUMa HabnogeHns onucaxbl B 4.10 1 npunoxe-
Huu C. Bo Bcex criydasix HabniogeHWe OOIMKHO MPOBOAWMTLCSA C AOCTATOYMHOW YacTOTON, a Takke AOMKHBI
npeanpuHAMaTLCA onpeaeneHHble AeNCTBUA ANA CBEAEHUSA K MUHUMYMY NOTepb Cpean UccnesyeMblX KUBOT-
HbIX, Hanpumep, BCKPbITWUE nNn pedprxepauns XUBOTHBIX, HaWAEHHbIX MEpPTBbIMU, U WU3OMALMS UMK
yMepLuBrieHue cnabblix unn 6one3HeHHbIX KMBOTHBIX. BU3yanbHble HabnoaeHNs A0KHBI 0693aTENbHO BKIHO-
yaTb B cebs cnegyrowme hakTopbl: U3MEHEHWS KOXW U LIEPCTU, FNas U CNUM3UCTLIX 060M04ek, a Takke MsMeHe-
HUA B nepudbepnyeckon 1 LeHTpanbHOM HEPBHLIX CUCTEeMaX, AblXaTenbHOoW N KPOBEHOCHOW cucTeMax, B
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COMaTOMOTOPHON AeATEeNbHOCTM U B CXeMax MOBefAeHWUsl, UCMNONb3ys AeCKPUNTOpbl, NPUBEAEHHbIe B
npunoxexHun C.

O6bluHO Nepen BBEAEHNEM UCMBITYEMOro BELLECTBa M Mo OKOHYaHUM uccrnegoBaHus HeobxoamMmo npo-
BeCTU o TanbMOOrM4ecknin 6CMoTp C UCNONb30BaHNEM ohTansMoCKona Ui 3KBUBANEHTHOro NPUeMnIemMoro
06opyaoBaHnst, NPeanovTUTENbHO BCEX XKUBOTHBIX, HO, MO MEHbLLEN Mepe, rpynn BbICOKON 403kl U KOHTPOIIS.
Mpu 0B6HapyXeHUn N3MeHeHU B rrnasax HeobXo4MMO OCMOTPETb BCEX XKUBOTHLIX. PellieHne He NpoBoanTb
OCMOTP OOJTKHO BbITb OTPaXEHO AOKYMEHTalIbHO M 060CHOBAHO.

6.2.6 MNaTonorusa

6.2.6.1 KnuHuyeckas naTonorus

Heobxoanmo nposecTu criegyoLlme uccrneoBaHus:

a) rematonorns, kak onMcaHo B npunoxeHun C, gormkHa 6biTb MccreqoBaHa Mo OKOHYaHWM nepuoaa
ucnelTaHUs. B 3aBUCMMOCTU OT ANUTENBHOCTN UCCeJoBaHUSA Heo6XoaMMOo paccMoTpeThb 6onee YacTbli3abop
npo6;

b) Guoxnmmnueckoe uccnegosaHe KpoBU AOMKHO MPOBOAUTLCS MO OKOHYaHUU Nepuoaa UcnbiTaHus. B
3aBMCUMOCTMN OT ANNTENbHOCTU UCCreaoBaHMsA HeobxoamMmo paccmoTpeTb 6onee YacThlli 3abop npo6. O6nac-
TAMU UCNLITAHWIA, MPUEMITEMBIMU 4151 BCEX MCCNeaoBaHNIA MHOTOKPaTHOMO BBEAEHUS, CHUTAIOTCA 3NEKTPONNT-
Hbll BanaHc, MeTabonuMaM yrrnesodoB U hyHKLUS neveHn U nodyek. Boibop onpeaeneHHbIX UccneaoBaHui
MOXeT 3aBuceTb OT HabnwaeH 3a crnocoboM AeNCTBUS UCMbITYyeMoro BewecTsa. CriMcoK pekoMeHayeMblX
aHanv3oB npuBeaeH B npunoxeHny D. Mpn Heo6xoaMmMocT MOXKeT BblTb MCNoNb3oBaHa AoNoNHUTebHas K-
HWYeckas bBroxumusa 4ns npoaneHns HabnaeHus 3a oTMeveHHbIMK 3drdoekTamu.

AHanus moun Ha perynsipHo ocHoBe HeobsizaTeneH, 4OMKEH NMPOBOAUTLCS TOMbKO MPU NoKasaHUsX,
OCHOBaHHbIX Ha OXugaemon unv Habnwgaemoln TokeMyHocTU. PekoMeHayemble napamMeTpbl npusedeHbl B
npunoxexHun D.

MonyyeHHble paHee HOPMaribHble 3HaYeHUs] NPUrogHbl ANsl yCTaHoBIeHWs POHOBBIX YPOBHEN U Ans
CpaBHEeHNs C CONYTCTBYHOLLMMU KOHTPOSbHBIMU FpynnaMu uccnegoBaHud. Ecnv paHee nonyveHHble poHoBbLIE
AaHHble couTeHbl HeageKBaTHbIMU, HeobXoaANMMO paccMoTpeTb BO3MOXHOCTb cbopa aTol nHdopmaunm gns
XMBOTHBIX TOTO XK€ BO3pacTa, Nona, IMHAM U UCTOYHMKA, MPeAnoYTUTENBHO B TOM XXe nabopaTopun.

6.2.6.2 lMaTonoroaHaToOMM4Yeckne NccneaoBaHuns

Bce 1BOTHbBIE AOMKHBI BbITh NOABEPTHYTHI NOMHOMY 06LLIEMY BCKPLITUIO, BKItOYatoLLeMy B cebs ocMoTp
BHELLHWX MOKPOBOB Tena, BCeX OTBEPCTUN, a Takke YepernHoin kopobku, rpyaHON 1 GPIOLLIHOA NONOCTeN 1 UX
cogepXxnmoro. HagnoyeuHnkm, Mo3sr, anMananMmncel, cepaue, NoYkn, NeYeHb, ANMHUKK, cerneseHka, CeMeHHU-
KW, TUMYC U MaTKa AOMKHbl OblTb B3BELWEHbI BO BNAXXHOM COCTOAHUW Kak MOXHO cKopee nocne BCKPbITUSI BO
n3bexaHue BblCbIXaHUS 1 NOCNeaYHLWMX TOXHO HU3KNUX 3Ha4YeHUI. OpraHbl ¥ TKaHKW, MepedYncrieHHbIe B MpUIio-
XeHun E, omKHbI cOXpaHATbCA B NpUemMnemMon cpege Ans BO3MOXHOro 6yayuwero ructonaTtonormyeckoro
aHanusa.

6.2.6.3 Mopdonorudeckue uccnegoBaHus:

a) HeobxoaMMOo NPOBECTU NOMHYI MOPONOrMI0 Ha OpraHax v TKaHSAX XKUBOTHBIX KOHTPOTIbHOW rpynnbl U
rpynnbl BLICOKOW A03bI;

b) Bce makpockonuueckune noBpexaeHna A0MKHbI ObITb OCMOTPEHbI;

C) nerkuve >XMBOTHBIX B rpyrnnax ¢ HU3Kown U cpegHein Ao3amm, eCcnm TakoBble UCMOSb30BaNUCh, AOMKHbI
6bITb NOABEPrHYTHI TMCTOMOTMYECKOMY UCCRIEA0BaHMIO Ha NpeaMeT UHGEKLUM, TaK KaK 3TO MO3BONSET OLeHUTb
COCTOsIHME 3[J0POBbS1 XKUBOTHbIX. Takke He0BX0AUMO pacCcMOTPETh NPOBEAEHNE NMCTONOMMYecKoro uccneno-
BaHUA NeYeHu 1 Noyek B 3TUX rpynnax. flanbHenwee ructonormyeckoe nccregoBaHne XXUBOTHBIX 3TUX rpynn
06bI4HO MOXeT He TpeboBaTbes, HO 06A3aTENbHO ANA OpraHOB, NPOSABAOLNX MPUSHAKN MAKPOCKONUYECKOro
NoBpeXaeHUs B rpyrnne BbICOKON A03bl;

d) npuucnonb3oBaHUU rpyNNbl CAaTENAUTOB MIMCTONOMMSI MOXET NPOBOAUTLCA HAa TKAHSIX M OpraHax, onpe-
AeneHHbIX B 06paboTaHHbIX rpynnax Kak nposiBMBLUME pe3yNbTaThl adhdekTa;

€) Kak nNpaBuro, B XpOHUYECKUX UCCNeaoBaHNAX HeO0OX0ANUMO UCTMIONb30BaTh XXUBOTHLIX-UHANKATOPOB
ANA KOHTPONS BO3MOXXHOCTU UH(PEKUMOHHBIX areHTOB. o nokasaHWsaM MOryT NPOBOAUTLCA Ceponornyeckme
WUNWN FTNCTOSOTNMYECKUE NCCIIeA0BaHNUS IPYNM XXUBOTHLIX-CATENMUTOB.

6.3 Kputepuu oueHKu

6.3.1 OOLwue nonoxeHust

HaHHble MoryT 6bITb 0606L1eHbI B hopMe TabnuLbl, NoKasbiBaloLLeid YACHO XXMBOTHBIX B HAYane ucnbita-
HWA, YUCIO XKUBOTHBIX, MPOABMSIOWNX NATONOrMYECKAE USMEHEHUS, TUMbl U3MEHEHUIA N NPOLIEHT XUBOTHLIX,
NPOABNSIIOLLMIA U3MEHEHUs Kaxaoro Tuna. Heobxoanmo npoBecTu CTaTUCTUMECKYIO OLIEHKY, HO B NEPBYIO oYe-
peab y4nTbIBaTb BUOMOrMYECKyo 3HaYUMMOCTb. [JoMyCTUMO UCMONb3oBaTh Mobble 06LLenpuHATLIe CTaTUCTU-
yeckue MeToAbl; cTaTUCTUYecKue MeToabl Heo6xoaAnmMo BeIbUpaTb NpY NNaHUPOBaHUN UCCIIeA0BaHUA.
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6.3.2 OueHka pe3ynbTaToB

O6HapykeHHble ahheKTbl OT UCCeA0BaHNA MHOTOKPaTHOro BBeAEHUS AOMKHbI ObITb OLEeHEHbI COBMeC-
THO ¢ 0B6HapyXeHHbIMK 3dheKkTamy NpeALEeCTBYIOWUX UCCNeA0BaHMI U pACCMOTPEHbI C TOUKM 3PeHUS TOKCK-
HecKux apheKTOB U BbISIBNEHHBLIX OTKITOHEHWUI MPpK BCKPBLITUM 1 rucTonornun. OueHKa gorkHa BKoYaTh B cebsa
B3aMMOOTHOLLEHUS MeXay A0301 UCNbITYEMOTO BELWEeCTBa 1 HarlM4yMeM Ui OTCYTCTBUEM, a Takke crly4yainHoc-
TbiO U CTEMEHbI0 CEpbE3HOCTU PasfINYHbIX OTKIOHEHUI, BKNoYas noseaeH4Yeckue U KNMHUYEeCKne OTKIOHeHUs,
MaKpOCKOMuMYeckne noBpexAeHUsi, MUKPOCKONNYEeCKNe U3MEHEHUs], YCTaHOBIIEHHbIE B OpraHax-MULLEHsIX,
BMUSIHWE Ha CMEPTHOCTb U Niobble Apyrue obLuue Unu KOHKpeTHbIE 3heKThI.

6.4 3aknuuTenbHbIA OTYET

MHdopmaLuus, npuseaeHHas B 5.4, AomkHa coaepXaTbCsl B 3aKIIOYUTESNBHOM OTYEeTe UCCNeAoBaHUA
CUCTEMHOWN TOKCUYHOCTU NOBTOPHOro BBeAeHUA. JononHUTeNbHO Heobxoaumo NPeaocTaBUTb cneaylowyo
uHdopmaLuio:

- UCnonb3oBaHHbIe remaTonorMyeckne uccneaoBaHnA U pesynbTaTthl C COOTBETCTBYIOLLIMMU (POHOBLIMK
OaHHbIMU;

- UCMONb30BaHHbIE UCCeA0BaHUA KITMHUYECKON BUOXUMUKN 1 pe3ynbTaThl C COOTBETCTBYIOLLUMMU hOHO-
BbIMU J@HHBLIMU;

- pes3ynbTaTbl TMCTONOMNN;

- CTaTUCTUYECKYIO OLLEHKY pe3ynbTaToB, ecfii Ucnonb3oBanach, u o6cyxaeHue nx 6Monormieckomn sHa-
YMMOCTMN.

Wccneposanve OONrocpoYHON CUCTEMHON TOKCUMHOCTU NpeaocTasnsieT uHcdopmauuio 06 acddektax
NMOBTOPHOrO BBEAEHNS UCMBLITYEMOro BelecTsa. JKCTpanonauns pesynbTaToB UCCNefoBaHUS Ha Yenoseka
OeNCTBUTENbHA B OrpaHNYeHHON CTEMNeHN, HO OHa MOXeT NPeAOCTaBUTL MosIe3Hyo MHgoPMaLmio 0 AonNyCcTU-
MOM BO3JeNCTBUN Ha YenoBeKa.
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Mpunoxexne A
(cnpaBouHoe)

MyTu BBeAcHUA

A1 OG6wme nonoxeHus

HekoTopble nyTv BBeAeHUs nepeyvncrieHsl B A.2—A.10. Apyrve nyTv BBegeHnA MoryT 6biTb Honee KNMHWYECKN 3Ha-
YUMBI W, B TAKOM Cry4ae, AomkHbI 6b1Tb nCnonb3oBaHbl. Heobxoanmmo ncnons3oatb Hanbonee noaxoanawmin NyTe BBeAe-
HUA. Vicnonb3oBaHne anbTepPHATUBHOMO NyTW BBEAEHUS A0MKHO GbiTb 060cHOBaHO. [Mpy MogenupoBaHumn NpuemMnemMblx
NCCNeaoBaHuin peKOMeHAYETCA KOHCYNbTauMsl 3KcnepTa.

A.2 [lepmanbHbIN NyTb BBEAEHUA

MccnepgoBaHne CMCTEMHON TOKCMHHOCTY iIepMarbHO MOXeT GbiTb Npuemnemo 4rist HapykHbix usgenun. Heo6xoaw-
MO Yy4UTBIBAThb OrPaHU4eHNe opanbHOro 4oCTyna XMBOTHOIO K UCNbITyeMOMY 06pasuy.

A.3 UmnnanTtaunna

McecnegoBaHnsa cMCTEMHOWM TOKCUHHOCTU MyTEM MMINNAHTaLMmM MOryT 6biTb NPUeMNEMBI AN UMNNAHTUPYEMBIX M3ae-
nvn. MccnepgoBaHne MoxeT 6bITb NPUEMNEMO AN HEMOCPEACTBEHHOIO UCNbITaHUSI MaTepuana nyTeM nNpUMeHeHus K
obwemy nnu KoHKpeTHOMY yuacTky. Heo6xoanmo npuHATL BO BHUMaHWe hopMy 1 CTPYKTYpY NnpeameTa ucneiTanms. Meto-
abl umnnaHTaumu npueegeHsl B UCO 10993-6.

A.4 NHranauma

Mcecnepoeanmsa CUCTE MHOWM TOKCUMHOCTU NyTEM MHIansiuMm MoryT ObiTb npUemnems! Ansi U3enum ¢ KOHTaKTHOW cpe-
Ao, GnaronpusiTHON AN BO3HMKHOBEHUS NETYUMX XMMUYECKMX NAPOB, UIU AN UCMLITYEMOro obpasua asposonsa/dacTuy ¢
VHransiuMoHHeIM NoTeHumanom. letany npoTokona aToro nyTM BBeAEHUs! NpyUBeAeHbl B GONbLUMHCTBE UCTOHHUKOB NO
WHransiuMOHHOW TOKCUKONOMMM.

A.5 BHYTPMKOXHBIV NYyTb BBeAGHUSA

WcecnegosaHns CUCTEMHON TOKCUYHOCTW BHYTPUKOXHBIM MyTEM MOryT 6bITb NpUemMnembl Ans u3aennui, KOHTaKTUpY-
IOLLIMX BHYTPUKOXHO. McnbiTyemble 06pasLbl 06bI4HO BBOAAT HENOCPEACTBEHHO BO BHYTPUKOXHYIO 06NaCcTb NyTEM UHBEK-
umm. cnonb3oBaHne HeCKONbKMX y4acTkoB 06paboTkm omKHO BbITb YETKO ONMCAHO U 060CHOBaHO.

A.6 BHyTpMMBbIWEYHbIA NYTb BBEOEHWUA

WccnegoBaHusi CUCTEMHOW TOKCUYHOCTW BHYTPUMbILLEYHBIM NyTEM MOTYT BbiTb NpMeMeMb! ANsi U3AENUiA, KOHTaK-
TUPYIOWMX C MbILIEYHOW TKaHblo, KOTOpasi CnocobCTBYeT BbIMbIBAHUIO XMMUYECKUX BeLecTB. McnbiTyemble 06pasubl
00bI4HO BBOAST HEMOCPEACTBEHHO B MbILLEYHYIO TKaHb NMyTEM MHBEKLUMMW UITU XMPYPIMYECKON MMMNaHTaumMm. Y4acTky 4ost-
XHbl ObITb BbIOpPaHbI C yHETOM CBEAEHWSA K MUHUMYMY NOTEPU (DYHKLMM UMK BEPOSITHOCTU BONM N0 NPUYMHE NOBPeXaeHns
HepBa, Bbl3BAHHOIO HanpsiKeHWeM MbIWEYHOro BONOKHa UHBEKUMEN MNW MMNNaHTaumen nenelityemoro obpasua. lMpu
ncecnegoBaHnsX NOBTOPHON A03bl y4acTKU HeobXxoAnMOo YepedoBaTh, Tak Kak, Hanpumep, HeBoAHbIE COEAMHEHUST MOTYT
006pa3oBbiBaTh HAKOMNMEHUs B TeveHne bonee 24 u. icnonb3oBaHue HECKOMbKUX Y4aCTKOB 06paboTKM AOIHKHO BbITb YETKO
onncaHo un 06ocHOBaHoO.

A.7 BHYTpMOPIOWMHHBLIA NYTb BBeOEeHUS

Wcecnegosanns cMcTe MHON TOKCUYHOCTU BHYTPUOPIOWMHHBIM NyTeM MOTyT 6bITe TpUeMnemsl 4nst U3genvi, KoHTak-
TUPYIOLWMX C OPIOWHON NOMOCTbIC, KOTOPas CNOCOGCTBYET BbIMbIBAHUIO XMMUYECKMX BELLECTB. DTO TaKKe ABNASTCH Npu-
€MITeMbIM MyTeM, eCrnM 3SKCTPaKT He AOIKEeH BBOAMTBLCS BHYTPMBEHHO, HanpvMep, NpU WUCMNONb30BaHUUN BbITSXKKM
HenonsApPHbIX Macen Unm Npu BO3MOXHOM Hanu4um Yactuy,. Takol NyTe BBEASHWUsI MpeanoytuTeneH punbTPoBaHUIo Ans
BHYTPVBEHHOW MHBbEKUMK. McnbiTyemble 06pasy bl 06bIYHO BBOAST HENOCPEACTBEHHO B GPIOLUHYIO NOnocT. Mpu Bolumnce-
HWW YacTOTbl A03bl HEOOXOANMO YYUTBIBATE, YTO NpeaMeTbl UCCNEA0BaHNS, BBOAUMEIE 3TUM nyTem, abcopOupyoTesl, B
OCHOBHOM, MOPTAanbHON LMPKyNALMen n, Takum obpasom, 0 NocTynneHus B obwee KpoBooGpalleHne, 4OMKHbI NPONTK
Yepea neveHb. Heob6xoaMMO NPUHATE MEpPbI NS U36EXKaHNSA MHBEKLUN B XENYO0K MU KULLEYHWK.

A.8 BHyTpMBeHHbIN NyTb BBeOEHUA

Wcecnegosanns CUCTEMHON TOKCUHYHOCTW BHYTPUBEHHBIM MyTEM MOTYT ObITb MpUeMnemsl Anst U3genmni, KOHTakTupy-
IOLLMX C KPOBBIO. McnbiTyemble 06pasLbl 06bIMHO NOMELLAIOT UMW HENOCPEACTBEHHO BBOASIT B COCYANCTYIO cuctemy. Mpu
Hanu4mMm 4acTuL, Heo6XxoAMMO PaccMOTPETk AOCTABKY BHYTPUBPIOLWIMHHBIM NYTeM Unu dunsTpaunio obpasua. Pekomen-
Ayemble 06bembl 403 1 CKOPOCTb BBEASHUS OIS BHYTPVMBEHHbBIX UCCreAoBaHUI Hanbonee 4acTo UCNoNb3yeMbiX BUAOB
nabopaTopHbIX XKUBOTHLIX NPUBEAEHbI B NPUIOXeHu B.

Heobxoaumo npunoXxute yeunus 4ns CBeAeHUs K MMHMMYMY BEPOSITHOCTY U3NULLHEN COCYANCTON MHBEKLUMW UCTIbI-
Tyemoro obpasua. [ns uHbekuuu, 3aHmmaroLlen 5 MuH u 6onee, Heo6Xo0AMMO PACCMOTPETE UCTIONB30BAHNE UIMbl-«6Gabou-
KV» UV BHYTPUBEHHOTO KaTeTepa (KaHonm).

A.9 OpanbHbIV NyTb BBeOEHNSA

McenepoBannsa CMCTEMHOM TOKCUYHOCTY OpanbHbIM NyTeM MoryT ObiTh NpUeMneMbl 4N U3genuii, Npsimo Unm Koc-
BEHHO KOHTaKTUPYIOLMX CO CMM3NCTOM POTOBOM NOMOCTW, UMK ANS NPOAYKUMK C APYTUM SHTepanbHbIM NPUMEHEHNEM.
WcnbiTyemble obpasubl 06b614HO BBOAATCS Yepes 30HA. [Jo BBeAeHUs CnbITyeMoro o6pasLa sKkenepumMeHTanbHbIe XKUBOT-
Hble 06bIYHO AOMKHEI ronogaTe. Meproa ronoganns MoXeT ObITb OT HECKONBKUX YaCOB A0 OZIHONM HOYM, C 6onee KOPOTKUMM
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nepvoaamm ans XMBOTHbIX ¢ 6ornee BbICOKOW CKOPOCTbIO MeTabonuama. Mocne nepnoaa ronogaHns XXUBOTHbLIE AOMKHbI
6bITb B3BELLEHbI, MOCIE Yero UCnbITyeMblii 06pa3seL, BBOAAT OAHOKPATHON A030M, OCHOBLIBasCb Ha macce Tena. Mocne
BBEJEHUS UCTbITYEMOro 06pas3ua NpMem NULLM MoxeT GbITb OTIIOXKEH Ha AononHuTernbHbie 3—4 4. MNpu BBegeHnn 403kl
OONSIMU B TeYeHWe onpegeneHHoro nepmoaa Heo6xoanMo NPeAoCTaBNATL XXKMBOTHLIM MULLYY M BOAY B 32aBUCMMOCTM OT AN~
TENbHOCTW NEpUOAA BBEAEHUS.

A.10 MoakoxHbIN NyTb BBeAEHNA

MccnegoBaHna CUCTEMHOWM TOKCMYHOCTW NOAKOXHBIM NyTEM MOTyT ObiTb NpMemMniemMbl A5st M3genuii ¢ NoAKOXHOM
cpepon koHTakTa. McnbiTyemble 06pasLibl 06b1MHO BBOAAT HENOCPEACTBEHHO B NMOAKOXHYI0 06NacTb NyTEM UHBEKLIMM UMK
mMnnaHTaumu. Micnonb3oBaHne HECKONbKNX yHacTKOB 06paboTkM AOIMKHO BbITh Ye TKO onucaHo n 060CHOBaHO.
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Mpunoxenve B
(cnpaBouHoe)

061bembl A03UpoBaHUA

B.1 O6wmne nonoxeHwnn

MpPYHLMMbI TYMaHHbBIX MCCNEAOBAHUIN Ha XXUBOTHbIX TPEBYIOT, YTOGHI GbiNKU NPeanpuHATLI BCE pasyMHble Mepbl No
CBEAEHUI0 K MUHUMYMY UIN YCTpaHeHUI0 BCeX HebnaronpuaTHbIX PM3N0oNornyeckmx unm natonorn4eckmx addektos. 3Ha-
YeHus, NpuBeaeHHbIe B Tabnuue B.1, ssBNslTCA MakcMansHbIMY Npegenamu, NpYBeaeHHbIMU B HaY4YHON NuTepaTtype. B
HACTOSILLEeM CTaHOapTe 9TU 3HAYEHUSI He JOMKHbI BOCMPYHUMATBCA Kak peKoMeHaaumm, HO NCCneaoBaTenm JOIKHbI Npu-
MEHSITb BEPXHWE Nnpeaeribl N0 OTHOLWEHWIO K TakuM hakTopam, kak Macca Tena/nnowans NoBepXHoOCTH, CKOPOCTL BBEAE-
HUA, CbVI3VIKO-XVIMVIHeCKVIe v Guornornyeckne CBOMCTBA nenbiTyemoro 06pa3u,a N Ype3MepHOe NCNonb3oBaHUe XNBOTHbIX.
HeoGxoanmo npeanpuvHATL YCUNKS N0 CBEAEHUIO K MUHUMYMY 06bema 103bl, 04HOBPEMEHHO yUNTbIBas 3TU haKkTopbl KOp-
PEKTVPOBKM.

Tab6nwuuya B.1— MakcumaneHble 06beMbl 4O3MPOBKM ANsi BBEAEHWUs UCTbITyemoro obpasua

Bug MopkoxHbIA, Mn/Kr BHyTpM'\'\AA;/IKLUrequM’ BHyTpM?ﬁ_:z?MHHbM’ 3oHaoBLIA, MI/KT BHyTpMMnB/i:'HbM’
Kpbica 20 1 20 50 40
MbiWwb 50 2 50 50 50
Kponuk 10 1 20 20 10
Cobaka 2 1 20 20 10
ObesbsiHa 5 1 20 15 10

MpwumeyaHne— PykoBoacTea OTAENbHBLIX CTPaH MONYT M3MEHATL NPUBEAEHHbIE Bblle MakcumarbHble 06be-
Mbl. OBbIMHO pekomeHayeTcs, YTO6bl BHYTPUMBbILWEYHbIE BBEASHWUS ANs PbI3yHOB He npesbiwanu 0,1 mn/yuactok
(Mblwb) n 0,2 mn/y4acTok (kpbica).

B.2 Ccblnkv Ha 06 beMbl 4O3NPOBKH
Cwm. Gubnuorpacuto, vactb 2 [10]—[15].

15



roCT P UCO 10993-11—2009

MpunoxeHne C
(cnpaBo4Hoe)

PaCHpOCTpaHeHHbIe KNMMHN4YeCKne NpUu3Hakm u HabnwogeHun

Tab6nunua C.1— PacnpocTpaHeHHble KITMHUYECKUE NPU3HAKKM 1 HabnoaeHus

KnuHunueckoe HabnogeHue

Habniogaemeii npuaHak

3aaencTBoBaHHbIe CUCTEMbI

PecnvpaTtopHoe

3aTtpyaHeHve abixaHus (GprolwHoe Abl-
XaHue, OfbllWKa), OCTAaHOBKA AbIXaHusi, Lu-
aHo3, yYaleHHoe AblXaHue, BblaeneHus N3
HO3gpen

LleHTpanbHas HepBHasi, eroYHas,
cepaevHas

ﬂamraTeanaﬂ AaKTUBHOCTb

[MoBblWeHHas/NOHWKEHHAs COHMKU-
BOCTb, MOTEpPS PaBHOBECUs, MOTepsi 4y-
BCTBUTENBHOCTW, KaTanencusi, arakcus,
HeoObluHOE nepeaBuXeHne, NpocTpaums,
Tpemop, hacuuKkynaumsi

LleHTpanbHass HepBHas, comaro-
MOTOpPHasl, CEHCOpHasl, HEepBHO-Mbl-
WweYyHasi, aBTOHOMHas

YecKui, CBETOBOW, pednekc ucnyra

KoHBynbcum KnoHnueckue, TOHMYECKME, TOHUYEC- LleHTpanbHass HepeHasl, HeNpo-
KMe-KNnoHu4veckne, acduKTUYecKne, OMNuUc- | MYCKyIbHasi, aBBTOHOMHas, AblXxaTerb-
TOTOHYC Hasi

Pednekchl KopHeanbHbIli, paBHOBECUE, MUOTaTK- LleHTpanbHass HepBHasi, CeHCOp-

Hasl, aBTOHOMHas!, HENPOMYCKYbHasi

[‘MasHble Npr3Hakm

CnesoTeueHne, MMO3, MMApUas, IK3o-
TanemMo3, NT03, TMNOMYTHEHWE,  WpWT,
KOHBIOHKTUBUT, XpoMogakpuopesi, ocnab-
neHne muraternbHOM MemoOpaHbl

ABTOHOMHas, pasgpaxeHue

CepaeyvHo-cocyancTble
npuU3HaKu

Bpagukapavs, Taxukapousl, aputMus,
BasoamnaTaumnsi, Ba3oKOHCTPUKLUS

LleHTpanbHass HepBHas, nepude-
puyeckasi, cepaedHasi, neroyHas

CnoHooTaAeneHne 36bITOUHOE MecTHOe BO3aencTBme
Munonernommoma XKecTkas wepcTb ABTOHOMHas
AHanresausi CHWXeHHas peakumsi LleHTpanbHasi HepBHasi, CeHCOp-

Has

MblWweyHbIl TOHYC

rMﬂOTOHMH,FMﬂepTOHMH

ABTOHOMHas

>KenygouHo-knweyHoe

Msrkuii cTyn, avapesi, peoTa, Monuy-
pusi, puHopest

LleHTpanbHas HepBHasi, aBTOHOM-
Has, CeHcopHasi, XenyaouHO-KuLweY-
Has MOTOPWKa, NoYevHas!

KoxHoe

Opema, aputema

[MoBpexaeHne TKaHEW, pasgpaxe-
Hue
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Mpunoxenne D
(cnpaBouHoe)

PeKOMeHAyeMbIe napamMmeTpbl reMaTonorum, KNMHUYECKON XMMUU U aHanu3a MoYu

D.1 Fematonorunsa

noteHuunan ceeptoiBaemoctu (PT, APTT);
KOHUEHTpaums reMmornobuna;
remMaTokpuT;

yncno TpombounToB;

YUCNO IPUTPOLUTOB;

YUCNO NENKOUUNTOB;

nevikoumTapHas dpopmyna.

D.2 KnuHunyeckana xumns

ansbymuH;

weno4vHas cdocdarasa (ALP);

anaHnmHamuHoTpaHcdepasa (ALT);

acnaparnHoBas TpaHcamuHasa (AST);

Kanbuwuw;

xnopug,;

xonecrepon;

KpeaTUHWH;

ramma-rnytamuntpaHcdepasa (GGT);

II0K033;

HeopraHudeckuii pocdop;

Kanwim;

HaTpWUiA;

06w Gunupybuy;

obwmn 6enok;

TpuUrnuuepugpl;

a30T MOYEBUHbI;

JononHuTenbHble MepMeHTbl, €CIY NPUEMITEMO C HaYHHOW TOHKW 3PEHUS;
ob6wwre ypoBHU MMMYHOTNO6YNMHa MOryT GbITb paCCMOTPEHbI KaK MoKasaTerb UMMYHOTOKCUHHOCTH.

D.3 AHanu3 mouu (c60p paccunTaH No BpeMeHu, Hanpumep, ¢ 16 ao 24 )

BHELHWUN BUG;

BUnMpybwH;

rroKo3a;

KETOHbI;

CKpbITas KPOBb;

0enok;

0cafok;

crneuundunyHas NNoTHOCTb UMM OCMOMONANBHOCTH;

obbewm;

Apyrue nccrneaoBaHusi, NPUeMemble C Hay4HOW TOYKU 3pEHUS), MPY HAN4Yum Nogo3PEHUN, YTO NPeAMET UCCNeao-

BaHWsl Bbl3bIBAET TOKCUHYHOCTb KOHKPETHBLIX OpraHoB (06biuHO TpebyeTcsi c6op pedpukMpUpoBaHHbIX Npob).
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MpunoxeHne E
(cnpaBou4HOe)

Cnucok pekoMeHAyeMbIX opraHoB Ans rMcTonaTonorM4ecKon oLeHKu

HagnoO4YeYHUKN™;

BCE MaKpPOCKONUYECKMe NOBPEeXaeHUst (BKIoYan y4acTkn 06paboTkm);
aopTa;

KOCTHbIV MO3r (6egpeHHasi KOCTb, pebpo Unu rpyanHHas KocTb);

MO3r* (NpeacTaBuTebHbIE CEKLUM, BKIIOYas FONOBHOM MO3I, MO3XE4OK M BaponueB MOCT);
cnenasi KULLKa;

TOmncTas KALWKA;

ABeHaauaTUNepCTHas KULLKA;

ANMANAVMKCHI (NpraaTKK sidka)®;

NULLEBOA;

rnaasa;

JKENYHbIN Ny3blpb (€CNU B HANM4mm);

ceppue’;

NnoaB3A0LWHasA KALWKA;

TOHKas! KALLKA;

MNoOYKKn™;

neyeHb”;

nerkve u BpoHxM (CoxpaHeHHble HanonHeHeM PUKCaTOPOM U NOCIeAYIOWMUM NOrPyKeHUem);
numMgaTnyeckme yansl (MECTHbIE ANs yH4acTKa BBEAEHNS M OTAANEHHbIE AN CUCTEMHBIX adhdpekToB);
MOJOYHbIE XKene3bl (Ansi CaMoK);

MbILLLbI (CKEMNETHbIE);

HO3JpEeBble PAKOBUHBbI (415 MHFaNsIUMOHHBIX UCCIeA0BaHNI);

HepB (CeaanuiLHbIli UM TMEManbHLIR, NPEANOYTUTENBHO PAacNoNaraWwmUncs B6NU3n MbiwLbl);
ANYHUKU®;

noakenygo4vHas xenesa;

OKONOWMTOBUAHAS Xeneaa;

rmnocms;

npocrara;

npsiMast KULLIKa;

CIIOHHbIE Xeneabl;

CEMEHHbIE MY3bIPbKY;

KOXa;

CMUHHON MO3T;

cerneaeHka®;

rpyavHa;

XKenyaok;

CEMEHHUKKN™;

TMmMyC™;

LMTOBUAHASA Xenesa;

Tpaxes;

MOYEBOW My3bIPb;

MaTka® (Bkrioyas Wenky n Tpyosil);

Braranuue.

OpraHbl/TKaH1, OTMEYEHHbIE 3HAKOM «*», B AONONHEHNE KTUCTONATONOMMYECKOM OLEHKE AOIMKHbI ObiTb B3BELWEHbI, B
TO BpPeMSs Kak Aipyrve opraHbl B3BELLMBAIOTCA NO HAyYHOW NPpUMeHMMOCTU. KnuHuyeckue u gpyrme obHapyxeHusi MOryT
nokasaTb Heo6XoAUMOCTb UCCNegoBaHNs AONONHUTENBHBIX TKaHel. Takke He06XoAMMO COXpaHUTL NMoGble OpraHbl, CHK-
Tallmecs BeposiTHbIMU OpraHaMn-MULLIEHSIMU HA OCHOBaHUM U3BECTHBLIX CBOMCTB UCNLITYEMOrO BELLECTRA.

Heo6xoarMmo NpoBeCTU NONHYI0 NMMCTOMOMMIO COXPAHEHHBIX OPraHOB U TKAHeN BCEX KMBOTHbIX B FPyNnax KOHTPOnsiu
HauBbICLLEN J03bl. DTU UCCNEAOBaHNS, HarnpaBNeHHble Ha KOHKPETHbIE OpraHbl/TKaHW, N0 HEOBXOAUMOGTH, A0 IKHbBI OXBa-
ThIBATh XXMBOTHbIX M3 BCEX APYMMX rpynn 403UPOBKW, €CNU B rPpynne HamBbICLEN A03bl HabnogaTcs N3MEHEHWs!, CBA3aH-
Hble C BO34ENCTBUEM.
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MpwunoxeHune F
(cnpaBo4HoOe)

MHdopmaLma no nuporeHam, onocpeAoBaHHbIM MaTepUanom

MnporeHHoCTb — 3TO CNOCOBHOCTE XMMUYECKOTO areHTa Unu Apyroro BeWeCTea Bbi3biBaTb NMXOPAA0UHYIO OTBET-
Hyt0 peakumo. MNMporeHHbIe peakuum MoryT 6biTe OnocpeaoBaHbl MaTepuanom, 3HA0TOKCUHOM UMW APYTMMUY BELLLECTBaMM,
TaKVMMW Kak COCTaBMSIIOLWME rPaMnoNnoXUTeNbHbIX 6akTepui u rpnboB. HacToswmin ctangapT 0OTHOCUTCS K MMPOrEHHOCTH,
onocpeioBaHHON MaTepurarnom.

VccnepoBaHne Bcex HOBbIX MEOUUMHCKUX U3ENUI Ha MUPOreHHOCTD in Vivo He aBNsieTcA HeobxoguMbiM. Tem He
MeHee, MaTepuarnbl, coaepxallne HOBble XMMUYECKUE COEAVHEHWS UMW BEeWeCTBa, KOTopble paHee Bbl3biBarnv NMporeH-
HbIN OTBET, AOIKHbI GbITh OLLEHEHbI Ha NPeAMET NMPOreHHOCTU, ONOCPeA0BaHHON MaTepuanom. KOHTaMMHaUMA 3HA0TOK-
CMHaMn MoxeT OblTb WCTOYHWMKOM MMPOreHHOVW peakuun, KOTOPYK cneayet oTnuyatb OT MWPOreHHOW peakuuw,
onocpeioBaHHON MaTepurarnom.

MyporeHHOCTb, ONOCPeAOBaHHAS 3HLOTOKCMHOM

MpOreHHOCTL 3TOrO TWMA, Bbl3BaHHasi BUONOrMYECcKU aKTUBHBIM 3HAOTOKCMHOM rpamoTpuuaTtenbHblx GakTepun,
SABMSIOLLMMCS NPYMECHI0 NpoLecca NPoU3BoACTBA MEANLIMHCKUX M34eNui, 0ObIYHO BbI3bIBAET NOBLIWEHNE TEMNEPaTYPLI.
OueHnBaeTcsa nyTem N3MepeHns KONMYeCTBa SHAOTOKCUHA B U3AENNAX SHAOTOKCUH-cneundundHeiM LAL (nu3aT ame6oum-
TOB MeYeXBocTa)-TecToM 6e3 NpoBeAeHNs NCCNea0BaHNS Ha KponmKaxa).

MyporeHHOCTb, ONocpeaoBaHHas Mateprarnom

MpOreHHOCTb 3TOro TUNAa BO3HMKAET MO NpU4YnHe HaKkTOPOB, He CBA3AHHbIX C 3HAOTOKCUHaMK. Huxe npuBoauTcn
CMUCOK BELECTB, O KOTOPbIX N3BECTHO, YTO OHU BbI3bIBAIOT MMPOreHHYI0 peakuuio, He 6yay4m 3HAOTOKCUHAMMN:

- 3HJOreHHble NuporeHsl {(Hanpumep, IL-1, IL-6, TNF o, INF-y);

- npocTarnaHavH;

- MHAYKTOPbI (HAanpuMep, NnonvageHunoBas, nonnypruannoBas, nonMnoHocuHoOBas u NONUPMGoLUNTMANNOBARA KUC-
noTbl);

- BeLecTBa, Hapywawme MyHKLMIo TepMOoperynmpyowmx ueHTpos (Hanpumep, JICL, kokanH, mopcun);

- pasbeavHsIoWLMeE areHTbl okengaTueHon dhocdopunsauum (Hanpumep, 4, 6-AUHNTPO-0-kKpe3on, AUHNTPodeHonN,
NUKPVMHOBAs KUCNOoTa);

- N-tbennn-B-HadpTMnamuH n anbao-o-HadTMnammH (MexaHm3am NMXopaaKku HeM3BeCTeH);

- BakTepuarnbHble 3K30TOKCUHbI (Hanpumep, TSST-1, SEA, Spe F, Spe C);

- HenpomeamaTopbl (HaNpUmep, HopaapeHarvH, CEPOTOHWH);

- B HEKOTOPbIX Cry4anX TakMe MeTarnsibl, Kak COrnu HUKens.

[nsa onpegenexHns NMPOreHHOCTH, 06yCNoBIIEHHON MaTEPUAnoM, B HACTOSLWEE BPEMSA PEKOMEHYEeTCsl UCCrefoBa-
HUWE NMPOrEeHHOCTM Ha KPOMNUKax, KOTOpoe MMEET LMPOKMIA Anana3oH 06HapyXeHWA NMPOreHHON akTuBHOCTU. MeTozabl npo-
BeAEeHUs1 NCCIeAoBaHNa NMPOreHHOCTU Ha Kponukax npueoasatcs no ®Papmakonee CLUA, Esponeiickon dapmakonee,
AnoHckon ®apmakonee. LAL-TeCT He sIBnsieTcsl NPpUMEHUMbIM NS onpeaeneHns NMPOreHHOCTU 3TUX BelecTB. B cnyyae
pa3paboTku n yTBepXaAeHUS APYrMX METOZOB onpeaerneHna HESHAOTOKCUHOBON NMPOTEeHHOCTN TakoBble ByayT paccmoT-
PEHbI B KAYECTBE 3aMeHbl UCCNEA0BAaHUS HA KPONMKax.

HoBott paspaboTtkon aBnA0TCA Npobbl, OCHOBaHHbLIE HA UMTOKMHHOM BbiGpoce MoHOUMTaMu/Makpodaramm, KoTo-
pble cnocobHbI 0O6HAPYKUTL NMMPOreHHOCTb, CBA3aHHYI0 C COCTaBNAOWMUMN FPamMoTPULATENbHLIX U FPaMNONOXUTENBHBLIX
6akrepui n rpnboe. 3Tn Npobbl He yTBEPKAEHbI Ansi onpegeneHnsa NMPOreHHOCTU, ONOCPEA0BAHHON MaTepuanom.

3 |AL-tect: AAMI/ST72 — BakrepuanbHbIil 9HAOTOKCMH — MeTogonorum nccneaoBaHus, perynspHbiii KOHTPONb
W anbTepHaTUBbI CEPUNHBIM UCCNEAOBAHUSAM.

LAL Testing: AAMI/ST72 — Bacterial Endotoxin — Test methodologies, routine monitoring, and alternatives to batch
testing.
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MpunoxeHne G
(cnpaBo4Hoe)

CBefieHUA 0 COOTBETCTBUU HaLMOHalNbHbIX cTaHA4apToB Poccuickon Pepepaummn

CCbITOYHBIM MeXAYHapoAHbIM CTaHOapTamMm

O603HaYeHUe CChINOYHOTO
MeXayHapoOHoro craHaapra

O603Ha4YeHUe 1 HAaUMeHOBaHUe COOTBETCTBYIOLLEro HauMoHaNnbHOro craHgapra

MCO 10993-1 [OCT PUMCO 10993-1—2009 OueHka GUonormyeckoro AencTeus MeauLMHCKUX N3-
aenvn. Yactb 1. OueHka u nccrnegoBaHust
MCO 10993-2 [OCT PMCO 10993-2—2009 OueHka 6Uonormyeckoro AencTeus MeauLMHCKUX N3-

aenvi. Yactb 2. TpeboBaHus k 00paLLeHNIo C KUBOTHLIMU

NCO 10993-12

[OCT P ACO 10993-12—2009 OueHka GMONOrMYecKoro AencTBUS MeauLMHCKUX
magenuin. Yactb 12. MpuroToBneHne npob 1 ctaHgapTHele 06pasLbl
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