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BeBegeHve

CobnofeHne nonoxeHuin ctaHgapToB cepun MCO 10993 «OueHKka 6GUON0rMYecKoro feicTens meam-
LIMHCKMX 13aenvit» no3BoauT o6ecneyntb CUCTEMHbIN NOAXOA K uccnefoBaHnio 6MonormMyeckoro fencrens
MeAULNHCKUX N3genuii.

Llenblo aTux cTaH4apToB He ABMAeTCA 6e3yC/I0BHOE 3aKpenieHne eanHoo6pasHbIX MeTOL0B Ucceno-
BaHW M NCNbITaHW 3a rpynnamv 04HOPOAHBIX MeANLMHCKNUX U3fennii B COOTBETCTBUM C NPUHATON knaccudu-
Kauwvei nxno Buay nAnuTenbHOCTM KOHTaKTa C OpraHM3MoM YesioBeka. Mo3aToMy niaHnpoBaHve nnpoBeseHve
nccnefoBaHuii MNCNbITAHWIA OMKHBI OCYLLLECTBAATHL CNELManunucTbl, MMelLL e COOTBETCTBYIOLLYH NOArOTOBKY
M onbIT B 06N1acT CaHWTapPHO-XMMUYECKON, TOKCUKO/IOTMYEeCKONn MU 6MON0rMyeckoin OLEeHOK MefuLUHCKMX
n3aenuia.

CraHgapTbl cepun U C 010993 ABNAOTCA PYKOBOAALLMMMN LOKYMEHTaMMU 4715 TPOrHO3MPOBaHNSA U Uccne-
[lOBaHWA GUOIOTNYECKOTO feACTBUS MeAULMHCKUX U3eNnii Ha cTafmun BbiGopa MaTeprnanos, npeAHasHaueH-
HbIX 4719 UX U3rOTOB/IEHWSA, a Takke ANS nccnefoBaHnii roTOBbIX N3AENNA.

B cepuio NCO 10993 BXOAAT crieAyloline yacTu nog o6wwmm HasBaHmem «OueHka 61o10rmMyeckoro
[elCcTBMA MeANLMHCKUX N34ennii»:

YacTb 1— OueHka nuccnegosaHus,

YacTb 2 — TpeboBaHuA K 06paLLeHMNIO CXXUBOTHLIMU:

YacTtb 3 — MccnepoBaHns reHOTOKCUYHOCTU. KaHLEPOreHHOCTM M TOKCMYeCKOro AelicTBMSA Ha penpo-
OYKTUBHYIO (DYHKLIO;

YacTb 4 — WccnepgosaHne usgenuii, B3amMoaeicTBYOLWNX C KPOBbIO;

YacTb 5— MccnegosaHue Ha LMTOTOKCUYHOCTb: METOAbI in Vitro;

YacTb 6 — MccnegoBaHne MeCTHOTO AeliCTBMA NOCAe UMNaHTaumy;

YacTb 7 — OcTaTtoyHOe cofepXaHune aTueHokcmaa rnocne crepunnsagmnm;

YacTb 9 — OCHOBHblE NPUHLMMBLI UAEHTU(UKALMUN N KOSTMYECTBEHHOIO onpeesieHns NoTeHLManbHbIX
NpoAyKTOB Aerpagauuu;

YacTtb 10 — MccnepoBaHve pasgpaxaroLwero u CEHCUoUIM3npyoLwero 4eicTems:

YacTb 11 — WccnepnoBaHue 06LLETOKCMYECKOTO eNCTBIUS;

Yactb 12 — lMpuroTtoBneHune npob n ctaHgapTHble 06pasLibl;

YacTb 13 — WNaeHTndwmkauus n konmyecTBEHHOE onpeeneHve NpoAykToB Aerpagauum noanmepHbIX
MeANLMHCKNX U3aeNuii;

YacTb 14 — VgeHTudmkauma n KoNnyecTBeHHoe onpejeneHne NpoAyKToB Aerpagauun musgennin us
Kepamuku;

Yactb 15 — MgeHTudmkauma n KoNnnyecTBeHHoe onpefeneHve NpoAyKToB Aerpagauun msgenuin us
MeTaJs1/10B ¥ CN1aBoB;

YacTb 16 — MogenuposaHue 1 uccrnefoBaHue TOKCUMKOKMHETWKM MPOAYKTOB Aerpajauun u BbiMbl-
BaHuA:

YacTb 17 — YcTaHOBNEHME NOPOroBbIX 3HAYEHWUI A5 BbIMbIBAEMbIX BELLECTB;

Yactb 18 — MccnepoBaHue XMMUYECKUX CBOMCTB MaTepuasios:

Yactb 19 — VccnepoBaHue M3NKO-XUMUYECKMX, MOPAOMOrMyecknx u tonorpadnyeckmx CBOICTB
maTepuanos;

Yactb 20 — MpuHUMNbI 1 MeToAbl WCCNeAOoBaHWA WMMYHOTOKCUYECKOro [eNCTBUS MefULMHCKMX
n3aenuii.

CucteMHas TOKCMYHOCTb SBASETCHA NOTEHUManbHbIM HebnaronpusaTHbIM 3EKTOM MCMOb30BaHUA
MeaNLMHCKUX n3gennin. 3dekTbl 0606LWEeHHOr0 XxapakTepa, a Takke KOHKPETHbIX OpraHoB U CUCTEM MOTyT
nosBNATLCA B pe3ynbTaTe abcopbuun, pacnpegeneHmsa n metabonnsma BeLecTs, BbIMbIBAEMbIX U3 N3Aenns
Unn ero MaTepuasnos, B yHacTkax opraHmsma, ¢ KOTOPbIMU OHW HE HaxXoAATCA B NPSAMOM (HenocpeCTBEHHOM)
KOHTakTe. HacTtoAwwmii cTaHgapT paccMaTpmBaeT OLeHKy 0606LLeHHON CUCTEMHON TOKCUYHOCTU, HO HE TOKCUY-
HOCTW KOHKPETHOro opraHa-MuweHn Uan cucTeMbl OpraHoB, HECMOTPS Ha TO, YTO TaKkoBas MOXET Pa3BUTLCS B
pesynbTare cucteMaTuyeckoi abcopbumm n pacnpefeneHns ToKCUYeCcKUX BELLEeCTB.

B cBA3M C LUMPOKMM CNEKTPOM MeLULMHCKNX U3AENNIA, NX MaTtepuasnos v npegHasHadyeHHoro ncnosb3o-
BaHWA HACTOALMIA CTaHAAPT He SABNSeTCA CTPOrvM npegnucaHneM. HecMoTpsl Ha TO. YTO OH paccMaTpuBaeT
KOHKPeTHble MeTOA0/10TMYEeCKMe acnekTbl, KOTOPbIE HYXKHO YUMNTbIBATb MPU N1aHWPOBAHUN NCCefo0BaHui cuc-
TEMHOW TOKCMYHOCTH, NPUeMIEMbIV NNaH uccnefoBaHnii fO/MKEH GbiTb BbIpaboTaH 0TAE/bHO C yYeTOM Xapak-
TePUCTUK MaTepuasnos U3LeNNUa 1 ero npegnonaraeMoro KIMHUYECKOro npuMeHeHus.

[pyrue anemeHTbl HacToALWEro cTaHAapTa HOCAT HOPMaTUBHbIV XapakTep, BK/IOYas acrnekTbl COOTBET-
CTBUSI HOPMaM Hagnexatleii NabopaTopHOI NPaKTUKM U CBELEHUS, OTPaXaeMble B OTYETHOCTU.

vV
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HecmoTpst Ha TO, YTO HEKOTOPbIE UCC/Ef0BAHNSI CUCTEMHON TOKCMYHOCTU (Hanpumep, AONTOCpoYHast
UMMAAHTaL s UK UCCNeA0BaHNUS KOXHON TOKCMUHOCTU) MOTYT 6bITh PACCUUTAHBI HA U3YUYeHUEe Kak CUCTEMHBIX,
TakK U MECTHbIX, KaHLLeporeHHbIX UM penpoayKTUBHbLIX 3(PEKTOB, HACTOALLMI CTaHAAPT KOHLEHTpUpYeTCs
TONbKO Ha acnekTax Takux UcCieoBaHuii, npeaHasHaueHHbIX 4151 OLLeHKN CUCTEMHBIX 3¢pPeKToB. Mccneposa-
HUS, NpejHasHauyeHHble A1 OLEeHKW APYTUX TOKCUKONIOTUYECKUX KOHEeUYHbIX TOouYeK, paccMaTpuBalTcs B
MCO 10993-3. NCO 10993-6, NCO 10993-10 n NCO 10993-20.

MuporeHHoCTb (CM. Npunoxexue F) npeactaBnseT co60ii 4ONOMHUTENbHbIV CUCTEMHBbI 3¢ IeKT, KOTo-
pbIil NCTOPUYECKU paccMaTpuBaeTCsl B HACTOSLLEM CTaHAapTe. TeM He MeHee, NpeanprHMMaloTes waru ans
CO3/aHu1s OTAE/IbHOIO CTaHAAPTA, NOCBSALLLEHHOTO MUPOTeHHOCTU.

TOKCUKONOTUS He IBISieTCA TOUHOI HayKoi. Pe3ynbTat No60oro oTAeIbHOro aHannsa He JOMKEH CTaHo-
BUTHCS €4MHCTBEHHBIM OCHOBAHWEM onpejesnieHnst 6e30nacHOCTU M3Aenns Npy ero npegHasHa4eHHOM npumMe-
HEHWU.
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HAUVWOHANBbHBIN CTAHAOAPT POCCUNCKOMWN PELEPALNMN

N3LENNA MEANLUHCKNE
OLIEHKA BWNOMNOTMYECKOTO AENCTBUA MEAULIMHCKUX USAENNN

YacTtbr 11
WccnepoBaHusi 06LL0TOKCUYECKOTO AelicTBUSA

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

[Nata BBegeHns — 2010—09—01

1 O6nacTb NpUMeHeHUA

HacTosawuii ctaHgapT ycTaHaBnvMBaeT Tpe6oBaHUS 1 AaeT peKOMeHaLum no npoueaypam, Heo6xoau-
MbIM 17151 OLL€HKU MOTEHLNANLHOT0 06LLEeTOKCUYECKOTO AEACTBUS XMMUYECKUX KOMIOHEHTOB, MUTPUPYIOLLUX B
OpraHv3Mm 13 MeAVLVHCKUX U3aenuii.

HacTosawuii ctTaHaapT pacnpocTpaHaeTcst Ha OLEeHKY KOHEYHOrO MPOAYKTa U KOMMNOHEHTOB €50 BbiIMbIBa-
HUs. ViccnefoBaHKs 3KCTPaKTOB U3 U3Aens U NPOAYKTOB BbIMbIBAHUS C/leAyeT NPOBOAUTL C UCMO/Ib30BaHU-
eM MOoAenbLHON cpefbl, KoTopasi o6ecneynmBaeT MakCUMaslbHYl0 3KCTPaKLUio NPOAYKTOB BbIMbIBAHWUS A5
JanbHeiwero 61M0N0rMYECKOro UCCIeA0BaHNS.

2 HopmaTtuBHbIe CCbISIKA

B HacTosALeM cTaHAapTe UCNO/Ib30BaHbl HOPMATUBHbLIE CChISIKM Ha CneaytoLlme cTaH4apThl:

NCO 10993-1 OueHka 61M010rMYecKoro AeicTBus MeguLNHCKX ngennii. OueHka u nccnefoBaHms

NCO 10993-2 OueHka 6MOMOrMYecKoro AencTBUs MeAuLMHCKUX nsgenuin. Yacte 2. TpeboBaHusa K
06paLLeHuNIo C XXMBOTHLIMMN

NCO 10993-12 OueHka 61M0N10rnyeckoro 4encTBns MeanLMHCKUX nsgenuii. Hacto 12. MpurotoBneHne
npo6 v cTaHgapTHble 06pasybl

3 TepMUHbI 1 onpeaeneHns

B HacToAWweM cTaHfapTe npumMeHeHbl TepMuHbI Mo 1 C 010993-1. a Takxe crefyowme TepMUHbI C COOT-
BETCTBYHOLLMMYU ONpefeneHNaMu:

3.1 posa: KonnyecTso BBOAMMOI nccnegyemori npobsl (T. e. Macca, 06beMm), BblpaxaeMoe Ha e iuHuLY
Maccbl Tena uav nNaowaam noBepxHoCTu.

3.2 po3a— ahhekT: B3aMMOOTHOLIEHNE MEXAY A 031POBKOM M MacluTabamu onpegeieHHoro 6monoru-
yeckoro achpekTa B opraHn3me oTAenbHO 0cobu 1aun B BbIGOPKe rpynnbl.

3.3 go3a — oTBeT: B3avMooTHoOWweHne mexay A03MPOBKO U CNEeKTPOM ahhekTOB, CBA3AHHbIX C BO3-
aeiicternem.

MpumeuyaHue — CyuecTByeT ABa TUNa OTHOLIEHU f03a — OTBET. [epBbIM TUNOM SBMSIETCA peakuus ocotu
Ha fmanasoH f03. BTOpbiM TUNOM siBASieTCA pacnpejesieHne peakuuii rpynnsl oco6eii Ha AnanasoH 403.

3.4 BbIMblBaeMoOe BeLeCTBO: XMUYeCKoe BEeLLEeCTBO, yaandaemoe n3 nsgenna unm matepuasnia nocpe-
AOCTBOM BOAbI NN APYTNX )KVI,D'KOCTEVI, CBA3aHHbIX C NPUMEHEHUEM U3aenna.

N3paHne ouynanbHoe
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MpumeuyaHue — MpumMepamn BbIMbIBAEMbIX BELLECTB AB/SAIOTCA 406aBKM, OCTATKMA CTEPUIN3YIOLLETO areHTa,
ocTaTku NpoAyKToB 06paboTk1, NPOAYKTHI Aerpajauuu, pacTBOPUTENI, NNACTU(UKATOPLI, CMA30YHbIE BELLECTBA, KaTaiu-
3aTOpbl. CTAGM/IM3ATOPbI, AHTUOKCUAAHTbI, KPACUTENU, HAMOJTHUTENIM U MOHOMEPbI.

3.5 onpegensiowas fo3a: NpuMeHeHre 0gHOI rpynnbl, NosyyatoLleil COoTBETCTBYIOLLYIO 403y UCHbI-
Tyemoro o6pasua A/1s onpefefieHns Hannums Uam oTCYTCTBUSI TOKCMUYECKO ONacHoCTy.

3.6 XpoHMYecKasi CUCTEMHAs! TOKCUUYHOCTb: He6naronpuaTHblii 3dhhekT, BO3HMKAIOLLMIA Noc/ie MHO-
rOKPaTHOTO UM MOCTOSIHHOTO BBEAEHWSI UCCNeayeMoii Npobbl BTeueHne 60sbLueli YacTu NPOAOCIKUTENBHOCTH
KU3HN.

MprumeyaHne — MccneaoBaHnss XPOHNYECKOW TOKCUMYHOCTM 06bIYHO ANsATCA OT 6 o 12 mec.

3.7 ocTpasi cucTeMHasi TOKCUYHOCTb: He6naronpusTHblii adoghekT, Bo3HMKatowuii B nio6oe Bpemst
nocne BBeAEHWSI OLHOKPATHOI /TN MHOTOKPATHbIX 103 UCCielyeMoii Npo6bl B TeueHwue 24 4.

3.8 nogocTpas cucTeMHasi TOKCUYHOCTb: He6naronpusiTHblii 3dhhekT, BO3HMKAIOWMIA Nocie exeq-
HEBHOTO BBeZleHWs1 OAHOKPATHO MM MHOTOKPATHbIX 03 McCNeAyemMoii Npo6bl B nepuog oT 24 4 Ao 28 cyT.

MpumeuyaHue — He6naronpusiTHbI 3PAEKT, BO3HUKAOLWMIA B yKa3aHHbLI Nepuos BPEMEHU, MOXET Takke
6bITb OMMCAH Kak UCC/Iefj0BaHNE CUCTEMHOM TOKCUYHOCTU KPaTKOCPOYHOTO NOBTOpPSiOLLErocs BBeAeHUs. Bbi6op nHTepBa-
/0B BpemeHu oT 14 [0 28 cyT COOTBeTCTBYET TPe60BaHNSIM GO/bLUMHCTBA MEXAYHAPOAHLIX HOPMATUBHLIX PYKOBOACTB U
CUMTaeTCsi pPasyMHbIM MOAX0A0M VccrefoBaHns MofOCTPOV TOKCMHYHOCTM MPU BHYTPUBEHHbLIX BBEAEHUAX NMPOBOASATCS B
nepvog 6onee 24 4. Ho MeHee 14 cyT.

3.9 cybGxpoHMYecKasi cucTeMHasl TOKCUMYHOCTb: HebGnaronpusitHblii achpeKT, BO3HMKAOLWMNIA nocne
€)XeHEeBHOro BBEAEHNSI OAHOKPATHOW NI MHOTOKPaTHbIX 03 UCC/ielyeMoli Npobbl B TeUEHUE YacTu obLeit
NPOAO/MKNTENBHOCTY XN3HU (06bI1YHO 90 CYT, HO He 601e0 10 % NPOAOHKNTENTBHOCTM XN3HN).

MpumeuyaHue — VccnesoBaHns cy6XPOHUUYBCKON TOKCMYHOCTM 06bIYHO ANsATCA 90 CyT A5 TPbI3YHOB, HO He
npesbiwaoT 10 % NPOAO/KUTENILHOCTY XKU3HU Y XKUBOTHBIX APYTUX BULOB.

3.10 xpoHMYeckass CUCTEMHAasi TOKCUYHOCTb: HeGnaronpusiTHbI 3hdekT, BO3HMKatoWWii nocne
MOBTOPHOIO U/ NOCTOSIHHOTO BBEAEHUSA UCC/efyeMOoi Npo6bl B TedeHne 60/bLueit YacTu NPoao/IKUTEIbHOC-
TU XU3HU.

MpumMmeuaHune — VccnefoBaHNs XPOHNYECKO TOKCMYHOCTH 06bIYHO ANSTCS OT 6 40 12 Mec.

3.11 nccnepyemblii o6pasel: Martepvan, usgenue, 4actb U3AeNUSA, KOMMOHEHT, 3KCTPakT unu ero
nopums, nogeepraemble 6M0I0TMYECKOMY UM XMMUYECKOMY TECTVPOBAHMIO TN OLEHKE.

4 OcHOBHble TpeboBaHUS

4.1 O6uwme nonoxeHus

Bbibop npuemsiemMoro uccrefoBaHUA WM UCCNefoBaHUA M3genus NpoBoAUTCS B COOTBETCTBUM C
M C010993-1. yuntbiBas xapakrep UAINTENLHOCTb KOHTakKTa. iccnefoBaHne NnpoBOAAT HA KOHEYHOM NPOAYK-
Te n/unu npeacTaBuUTeNbHbIX 06pasLax KOMNOHEHTOB rOTOBOroO U3genus u/nnn matepuanos. Viccnegyemble
06pasubl OMKHbI OTpaXaTh YC/10BUS 06bIYHOIO MPON3BOACTBA MO6Pa6boTKM n3aenns. Ecnn oTkIoHeHNs Heob6-
XOAMMbI, OHN AO/MKHbI ObITb OTMEYEHbI B OTYETE UCCNe0BaHNSA BMeECTe C UX 060CHOBaHeM. B uensx onpege-
NeHNsi oNacHOCTU MOXeT ObITb He06X0ANMO NpeyBennyeHe BBeAeHNs nccnegyemMbix 06pasLoB.

Mpv nNaHMpoBaHuy nccnefoBaHns HE06X0ANMO pacCMOTpeTh Takne pakTopbl, Kak husnyeckne n Xumm-
yeckne CBOICTBa UCMbITyemMoro o6pasua, Bkao4vas, Hanpumep. pH, cTabunbHOCTb, BA3KOCTb, OCMO/IANBHOCTD,
6ydhepHble KayecTBa, pacTBOPMMOCTb U CTEPUBHOCTb.

Mpy paccMOTPeHUN nccnefoBaHNii Ha XXUBOTHBIX HEO6X0AMMO onpeAenuTb U BHEAPUTb BCE pasyMHO 1
npakTU4yeckn AOCTYMNHble anbTepHaTUBbl 3aMeHbl, COKpalleHUs 1 yCoBepLUEeHCTBOBAHUSA AJ/1 COOTBETCTBUSA
nonoxeHnsam N C 010993-2. s uccnefoBaHns OCTPO TOKCUYHOCTM in Vivo AaHHble LMTOTOKCUYHOCTH in Vitro
nose3Hbl 4719 onpefeneHns HavyanbHbIX 403 [9].

4.2 Bbl6op BMAA XUBOTHbIX

He cyuwiecTByeT abCconMOTHOrO KpUTEPUS BbiIGOpa ONpeaesieHHOro BUAa XWBOTHbLIX ANS UCCefoBaHUs
cucTeMHol (06LLeit) TOKCMYHOCTU MeAULMHCKUX n3fenuii. TeM He MeHee, BbIGOP NCNOJb3yeMbIX BUAOB [L,0/-
XeH 6bITb HAy4YHO 060CHOBAH M COOTBETCTBOBATb NosioxeHnsM NCO 10993-2. MbIwn 1AM KpbICbl NpeanoyTu-
Te/bHbl 4151 OCTPbIX OpasibHbIX, BHYTPUBEHHbIX, AePMasibHbIX Y MHFaNAUMOHHbIX UCCef0BaHN MeaNLMHCKNX
U3esIiA; KpONMKM SBMAKTCSA BapUaHTOM NpuU AepMasibHbIX Y UMNAAHTAUNOHHbLIX UcCnefoBaHusx. Buapl, He
OTHOCSLLMECS K TPbI3yHaM, Takke MOryT NPMMEeHATbLCA ANS NccnefoBaHnsa ¢ y4eTOM TOro, YTo psg hakTopos
MOXEeT NOBMMATb HA YNC0 0CcO6eil ANA NccneoBaHus.
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MpeAnoyYTUTENbHO UCMONb30BaHME XMBOTHbLIX O4HOr0 BUAA NpY NPOBEAEHUN CEPUN UCCef0BaHNA cuc-
TEMHOW TOKCMYHOCTY Pa3nNYHON ANNTENBHOCTMW, HanpuMep, OCTPOIA, NOJOCTPONA, CyBXpoHMYeCKol n/nam xpo-
HMYeCKOl CWUCTEMHOW TOKCUMYHOCTW. Takoil noaxofd KOHTPOAWPYeT BHYTPMBUAOBYH W3MEHUYMBOCTb U
CNOCOGCTBYET OLLEHKE UCKNIOYMNTENBHO NO ANINTENBHOCTU NccneoBaHuns. MNMpu ncnonb30BaHNM XNBOTHbIX pas-
HbIX BUA,0B HE0OX04MMO 0TPa3nTb fLOKYyMEHTalbHO 060CHOBaHMe KX Bblibopa.

4.3 CraTyC XUBOTHbIX

Kak npasunio, He06X04MMO UCMOMb30BaTh 340POBbIX, CMeLnanbHO BbiIBEAEHHbIX, MOMOAbIX NOI0BO3pe-
NbIX )XMBOTHBIX U3BECTHOIO NPOUCXOXAEHUS, HE MHPULMPOBaHHbIX. B Havane nccnefosaHna BapuaHTHOCTb
Macchl MICNONb3YEMbIX XMBOTHbIX 415 K&XA0ro nosia He Ao/MKHa npeBbiwaTb* 20% cpefHeli maccbl. icnonb-
3yeMble CaMKV JO/MKHbI 6bITb HE pOXaBLUMMU 1 HEe 6epeMeHHbIMU. BbI6OP XMBOTHBIX ,O/IKEH 6bITb 060CHOBAH.

4.4 yxop vicopepXaHue XUBOTHbIX

Yxopf v obpalleHne ¢ XXMBOTHbIMU A0/MKHbI COOTBETCTBOBATb MPUHATLIM PYKOBOACTBaM MO COAEPXKaHUI0
XMBOTHbIX. HE06X04MMO akKNMMaTU3NPOBATL XUBOTHBIX KYCNOBUAM nabopaTopumn 4o 06paboTkn 1 3adukcu-
poBaTb 3TOT Nepuoj BPEMEHU AOKYMeHTaNbHO. KOHTPO/b YC/I0BUIA OKpYXXatoLLeil cpefibl U MeTof0B Haj/exa-
Lero yxofa 3a XWBOTHbIMU HEOOXOAWM A8 MOSYYEHUA 3HAYMMbBIX pe3ynbTaToB. Heo6XxoaumMo A0/MKHbIM
06pa3omM oxapakTepu3oBaTtb COCTaBNALME ANeTbl M NOACTUIOK, O KOTOPbIX M3BECTHO, YTO OHU BbipabaTbiBa-
10T WAW BAMSAKT Ha TOKCUYHOCTb, & TaKkKe YuUuTbiBaTb WX MOTEHUMasnbHOEe BAUSHWE Ha pesynbTaTbl
nccnefoBaHus.

4.5 Pasmep nuyuncno rpynn

4.5.1 Pa3mep rpynn

TOYHOCTb UCCNef0BaHNA CUCTEMHOV TOKCUYHOCTM 3aBUCUT B 60/bLLIOI CTEMEHM OT YMcna UCNonb3yemMblx
XMUBOTHbIX Ha YpOBeHb A03bl. CTeneHb He06X04MMOI TOYHOCTU U. B CBOK o4yepefb, Heo6XxoAaumoe 4ncio
XWUBOTHbIX Ha rpynny f031MpoBaHNs 3aBUCAT OT LiesIn UCC1eJoBaHUSA.

Y1C0 XKMBOTHbLIX B rpynmne A0/IKHO JIOTMYECKN yBETUYMBATLCA NPU YBENNYEHUN ANIUTENIbHOCTU 3KCNepu-
MEHTA. TaK YTO K KOHLY NCCNef0BaHUs B KaXKAOW rpynne f0/MKHO NPUCYTCTBOBATbL OCTATOYHOE YMCII0 XMNBOT-
HbIX ANS TWaTenbHON 6MONOrMYecKkoi oueHkn. TeM He MeHee, HEOBXOAUMO MCNO/b30BaTh MUHUMaNbHOe
YKCO XMBOTHbIX, TpebyemMoe N5 NoNyyYeHns 3HauyMMbix pesynbTartos (cM. ICO 10993-2). PekomeHayeMble
MUHUMAaIbHbIE pasmepsbl rpynmn, yunTbiBas BUAbI UCCef0BaHUsA, NpuBeAeHbl B Tabmue 1.

Tab6nuya 1— PekomeHAyeMble MUHMMASIbHbIE pa3Mepsbl rpynn

Bwn uccneposaqus PbI3yHbI He rpbi3yHb!
OcTpbiit*l 5 3
MopaocTpblii 10 (5 Ha non)* 6 (3 Ha non)B>
Cy6XpoHuyeckuii 20 (10 Ha non)*1 6 (4 Ha non)*
XpoHNueckuii 40 (20 Ha non)bk* >

* loNyCcTUMO MUCCNefoBaHne Ha 0co6sX 04HOro mona. Ecnv usgenve npefHasHauyeHo A5 IKCnayaTauny ToNbKo
OfJHUM MOJIOM, UCCMIef0BaHNE JO/HKHO NPOBOAMUTLCS HE XMBOTHbLIX 3TOTO Mosa.

*| PekoMeHAauus OTHOCUTCSA K WCC/IEA0BAHUI0 TPYMMbl YPOBHS O4HOW A03bl. [Py BKIKOYEHWU LOMOSHUTENbHBIX
rpynn ¢ yBe/MYEHHbIMU J03aMV PeKOMEHAYyEeMbli pasMep rpynnbl MOXeT 6biTb CHWMXEH [0 10 ocobell ANs KaxAoro
nona.

‘' PeKoMeHayeTCsi aKCNepTHas cTaTucTuyeckas KoHCybTauus Ans pasMepa rpynmbl XpOHWYECKOro UCCNef0BaHus.
Yuncno uccnesyemMbix XUBOTHbIX LO/MKHO OCHOBLIBATLCS HA MUHUMA/ILHO TPEBYEMOM Afis NPESOCTaB/EHNs 3HAUUMBIX
[aHHbIX. Noc/ie OKOHYaHWS UCC/Ie0BAHUSA [O/DKHO OCTABATLCS AOCTATOYHOE YNC/IO XMUBOTHLIX A/ 06ecneyeHns Hag-
nexallein cTaTUCTUYecKoli OLEeHKMN pe3ybTaToB.

4.5.2 Ywucno rpynn

pynna oAHo [03bl, NONyYaoLwas npueMaemyo f03npoBKy UCMbITYeMOro obpasua, B paMmkax 0f4HOro
BMAA MOXeT 0603HaUYNTb HaMyme UmM 0TCYTCTBUE TOKCUUYECKOW ONacHOCTY (T. €. OTHOLLEHWe fo3a — OTBET).
TeMm He MeHee, ANA onpefesieHns TOKCUYECKOro oTBeTa B pYrnx MHOroA030BbIX UCCNef0BaHUAX Un uccne-
[OBaHNAX [,030BOr0 OTBETA TPEbyeTCs HECKO/IBLKO rpynm.

Yucno rpynn MoXeT yBennunsaTbCs Npu ysennyeHmum fo3sl. HeobxoanmMo yuntbiBaTth CriefytoLmne npu-
Mepbl yBEIMYEHHO A03bl:

- MHOroKpaTHOe BO3felCTBME Ha NoLab KIMHUYECKO! NOBEPXHOCTU:

- MHOrokpaTHas A/INTe/IbHOCTb BBEEHUS;

- MHOrokpaTHas [l0/15 3KCTpaKTa Ui OTAENIbHbIX XUMUYECXMX BELLECTB:

- MHOrokparTHble BBejeHUs B TeueHune 24 4.
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MoryT 6bITb fONYCTUMbI ApyrMe MeToAbl yBennyeHus f[o3bl. Mcnonb3yemblit MeTog AO/KEH ObiTb
060CHOBaH.

4.5.3 Tpynnbl KOHTPONSA

B 3aBMCMMOCTM OT LeNn uccnefoBaHusA, xapakrepa npegmera UcCnefoBaHUsa v NyTU BBEAEHUA Mpu
nccnefoBaHN CUCTEMHOM TOKCUYHOCTM HEOBXOAUMBI: OTpULLATENbHBIA KOHTPO/b, KOHTPO/Ib MOAE/NbHOl cpe-
[bl. HANONHWUTENS, [OCTaBKN U/MNN HeobpaboTaHHbIA (JTOXKHbINA) KOHTPONb. 3TW MEeToAbl KOHTPOA AO/MKHbI
UCMo/b30BaTh MAEHTUYHbIE NOATOTOBKY UCNbITYEeMOoro obpasua v npoueaypy BBefeHus.

4.6 TyTb BBOAEHMUA

MeguunHckme n3gennsa unm nx BbiMbiBaeMble BeLLecTBa MOryT pas/iMyHo BO3AeNCTBOBATb HAa OpraHn3m.
Mccnepyemblii nyTb BBEAEHNS U3[ENNA B OpraHn3m, No BO3MOXHOCTU, JO/DKEH ObiTb Hanbonee NnpubamkeH K
MCMONb30BaHUIO B KMHUYECKOW npakTuke. Ecnv Heobxoaum anbTepHaTUBHBIA NyTb BBEAEHWUS, OH AO/DKEH
6bITb 060CHOBaH. [MpUMepbl NyTel BBefeHNA NPpUBEAEHbI B NPUIOXKEHNN A.

4.7 MNMoparotoBka o6pasua

PykoBogcTBO No noarotoske obpasLa ucrtabunbHocTy npusegeHo B MICO 10993-12.

4.8 [lo3upoBaHne

4.8.1 BBepgeHune nccnegyemoro obpasya

Mpoueaypbl BBEAEHNA cnefyeT NPOBOAUTL C y4eTOM (hU3M0I0rMyecknx 0Co6eHHocTen, nsberas HaHe-
ceHus yuiepba 340p0Bbl0 XMNBOTHbIX, HE CBA3aHHbIX HANPAMYIO C TOKCUMYHOCTBIO MCCnefyemMoro Mmatepuana.
Ecnu exefHeBHO BBOAMMAS A03a WU KOHLEHTpaLMsA NpeBbillaeT BO3MOXHOCTU BBEAEHUS, A,03Y MOXHO BBO-
AVTb MEHbLIVMMW AONSIMU B Neprog, He NpeBbILatoLnin 24 v,

Wccnepyemble 06pasLpl cegyeT BBOAUTL Npu husnonormyeckn npuemaemMoi temnepatype. B obueli
npakTvKe, Kak npasunio, NpUMeHsieTca KOMHaTHaa TeMmneparypa unu temneparypa tena. OTKNOHEHNSA [0/MKHbI
6bITb 060CHOBaHbI.

HanonHuTenun, BBOAVIMbIE NapeHTepasibHo, f0/KHbI ObiTb PU3N0NOTNYECKN COBMECTUMbIMU. [1pn Heob-
XOAMMOCTU MOXHO MCNONb30BaTb hunbTpaumio obpasua 415 yAaneHusa yactul U oTpasutb 3TO JOKYMEH-
TasibHO.

MexaHunyeckoe orpaH1YeHHO ABVKEHUS XXUBOTHbIX MPU MOBTOPHOM BO34eNCTBUM B UCCIEf0BaHNAX CUC-
TEMHOI TOKCMYHOCTYM JO/MKHO, KakK NpaBu/o, orpaHnunBaTbecs 4—6 4 B CyT. XapakTep v A/IMTeNbHOCTb ABUra-
TeNbHOT0 OrpaHNYeHNs XXNBOTHbIX AO/KHbI ObITb MUHUMA/ILHO TpebyeMbIMU AN [OCTUXEHNA HAYUHbIX Lienei
1 He A0/MKHbI camu no cebe HaHOCUTb YL ep6 340POBbI0 UCCIefyeMbIX XUBOTHbIX. OTKTOHEHUSA [OMKHBI 6bITb
060CHOBaHbI.

Ecnu gBuratenbHoe orpaHuyeHne HeobxoanMMo, XNBOTHbIE A0/MKHbI GbITb aKKIMMaTU3MpoBaHbl K orpa-
HMYMBaloLLEeMy YCTPOKCTBY 0 BBEAEHUS NCCneayemoro obpasua.

4.8.2 O6beEMbI ,03MPOBaHUSA

PykoBOACTBO N0 06bEMY [,03MPOBaHNA NPUBEAEHO B NPUNOXeHUN B. MNpu NCNOb30BaHNN HECKOJIbKUX
[,030BbIX IPYNMN BapnaHTHOCTb UCC/ieyeMoro o6beMa MoXeT 6bITb CBEfleHa 0 MMHMMYMa MyTeM perysinposa-
HUSA KOHLieHTpauwmmn ans obecneyeHns NOCTOAHHOro o6bema npu Bcex fgo3ax. icnonb3osaHne 06bemM0B [03K-
poBaHuWs. NpeBbIWalWnX NpUBELEHHbIE B NPUI0XEHUN B. 40MXHO 6bITb 060CHOBAHO.

Heob6xoanmo nsberatb BBEIEHUSA OpasibHbIM MyTeM 03 60/1bLUNX 06BEMOB, Tak Kak 6b1/10 MoKasaHo, YTo
OHM NeperpyXxarT BMECTUMOCTb XeyAKa v HeMe/IeHHO NOCTYNatloT B TOHKUIA KUWeYHWK. [103bl 60N1bLNX 06b-
€MOB MOTyT BEPHYTbCS B MULLEBOL,

BHYTpuMbILLEYHOE BBEAEHME TaKKe OrpaHMyeHo no 06bLEMyY B 3aBUCUMOCTU OT pasMepoB XUBOTHOIO U
pacnonoxeHns mbilLbl. O6beMbl BHYyTPUMbILLEYHOrO BBEAEHUS N0 BUAAM PACCMOTPEHbI B NPUI0XeHUM B.

BontocHoe BHYTPVBEHHOE B/IMBaHWE 06bIYHO BBOAAT 3@ KOPOTKWI Neproj BpeEMeHN TeHeHneM NpUMepPHO
3a 1 MMH. CKOPOCTb MHBEKLUN ABASAETCA BaXHbLIM (DakTOpOM, U peKoMeHAyeTCs, YToObl 415 FPbI3YHOB 3Ta CKO-
poCTb He npeBblana 2 MA/MUH.

[nsa eBefeHnsa 60nbLIOro 0o6bLeMa MOXeT NoTpeboBaTbCsA Mef/IeHHas Uan paccymTaHHas no BpeMeHu
VHBEKUMS NN BHYTPUBEHHAA MHAY3na. Ecnv xMBOTHOE nodaeT Npu3Hakn SBHOTO U3MEHEHUS KNIMHNYEeCKOoro
COCTOSIHWSA, CKOPOCTb BBEAEHMS XUAKOCTN A0/KHA ObITb OCTAHOB/IEHA U CHUXEHA BHE 3aBUCUMOCTU OT pac-
CYMTaHHOIi CKOPOCTH.

[navnccnenyembix 06pasLoBs, OrpaHNyYeHHbIX PacCTBOPVMOCTbIO MW pasfpaxaoLwm AeicTBUEeM, MOXET
6bITb HEOOX0AMMA MeAIeHHasA BHYTPUBEHHASA UHbEKLUS.

Mpun KTMHUYECKNX NOKa3aHNAX MOXHO UCNO/b30BaTh MPOAO/KUTENbHYIO/NOCTOAHHYIO0 NHAY3U0. O6beMm
N CKOPOCTb BBEAEHUS GyAyT3aBNCETHOT BBOAMMOTO BELLECTBA, MPMHMAas BO BHUMaHWe CTaHAapTHYH0 NpakTu-
KY )XWAKOCTHOW Tepanuu. B kayecTBe pyKoBOACTBA €ANHOBPEMEHHO BBOAUMbI 06bEM AO/IKEH COCTaBNATbL
meHee 10 % o6bema LvpKympytoLieli Kposu 3a 2 4. MNpu gnuTenbHo nHy3un knoveBbiM )akTopoM K pac-
CMOTPEHUIO ABNSAETCA MUHUMAIbHO 3 EKTUBHOE ABUTaTENIbHOE OrpaHNYeHne nccneyemMbliX XUBOTHBIX.
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O6bembl JO3MPOBAHUA NPU NOAKOXHOM BBEAEHUN NpuBeAeEHbl B NPUIoXKeHnn B. CKopocTb 1 cTeneHb
abcopbumn 3aBMUCAT OT cOCTaBa UCMbITyeMOro obpasua.

4.8.3 YacTtoTa go3npoBaHuA

YacToTa f031poBaHns A0/KHA OCHOBbLIBATLCS Ha K/TMHNYECKOM 3HAYMMOCTK. YBeIMYeHne yucna npoue-
Ayp OO/MKHO 6bITb HETKO 060CHOBAHO W ONUCAHO.

Mpn nccnefoBaHUSAX OCTPOV CUCTEMHOW TOKCUYHOCTU XUBOTHbIX NOABEPratoT BO3AEeNCTBUI0 O4HOKPAT-
HO A,03bl UM €€ MHOTOKPaTHbIMW JONISIMU, BBOAVMbIMY B TEYEHUE 24 4.

Mpu nccnenoBaHNAX MHOTOKPATHOTO BBEAEHUSA XUBOTHbIE AO/DKHbI MOTyYaTb UCCefyeMyto 03y exef-
HEBHO, B TeYeHue HeAenu, BCK MPOAOMKUTENBHOCTb UCCef0BaHusA. [lpyrne pexvwMbl 4O3VPOBaHUSA MOTYT
6bITb MPUEeMIEMbI, HO AO/IXHbI 6bITb 060CHOBaHbI.

4.9 Macca Tona v notpebnexHve Nun/Boabl

WccnepyeMblii 06BEKT MOXET Bbi3BaTh U3BMEHEHMWSA B MACCe TeNla XMBOTHOTO 1 B MOTPE6AEHUN UM NULLU U
Bofbl. CnefoBaTesibHO, HE06X04MMO ONpefenaTb UHANBUAYATbHYIO MACCY KaX40ro XUBOTHOIO He3a40/1ro 1o
BBE/leHNs ncnbiTyemoro obpasua (Hanpumep, 06bI4HO B pegenax 24 4 npm 0gHOKPATHOM WV OCTPOM [,03UpO0-
BaHUN 1 He 6onee Yem 7 CyT Npu UccnefoBaHNSAX NOBTOPHOIO BBEAEHUS), Yepe3 perynspHble MHTepBasbl B
TeyeHune nccnefoBaHNsa Y No OKOHYaHUW nccnegosanmns. MNpu A03MPOBKe NO Macce Tenia Heo6Xxo4MMO UCMOSb-
30BaTb Camble NocnefHne n3MepeHus.

Mpu 6onee AnnUTeNbHbLIX UCCNEAOBAHNAX MHOTOKPATHOTO BBEIeHNS AO/KHO ObITh ONpeaeneHo Konuyec-
TBO NOTPE6IAEMON XNBOTHLIM MULLY 1 BOAbI.

4.10 KnnHu4veckne HabnoaeHns

KnvHuuyeckne HaboAeHns OMKHbI NPOBOAMTL NMOATOTOB/EHHbIE NMLAa 418 06ecnevyeHns nocnenosa-
TesbHOI 0TYEeTHOCTU. YacToTa 1 ANNTEeIbHOCTb HAGNIOAEHNSA A0/MKHbI ONPeAensaTbCA XapakTepom u cepbes-
HOCTbIO TOKCMYECKMX peakuuii, CKOPOCTbl MNPOSABMEHUS CMMNTOMOB W Nepuoja BOCCTAHOB/EHUS.
MoBbilWweHHas YacToTa HablAeHNA MOXeT OblTb HE06X0AMMA HA PaHHWUX CTaAUSAX UCCefoBaHus, 0CO6EeHHO
Npuv OCTPbIX UCCNefoBaHNAX. Bpems nosBNeHNs 1 MCHE3HOBEHWS NPU3HAKOB TOKCUYHOCTU, UX A/INTENBHOCTb U
BPEMS CMEpPTU ABNATCA BaXKHbIMW, 0OCOBEHHO eCc/in HebnaronpuaTHbIE KNMHWYECKNe NPU3HAaKN U CMepTb
MMET TEHAEHLUMIO NPOSBNATLCA No3gHee. Bo nsbexaHne HeHYXHbIX CTpagaHuii He06X04MMO NPUMEHSITb
ryMaHHble KOHeuHble Touku. Obline KIMHWYeckne HabNoAeHVUs [O/MKHbI yuuTbiBaTb NUKOBLIM Nepuog,
oxugaembix 3phPekToB nocne J031poBaHus.

Hab6ntogeHnsa 0oMKHbI cucTemMaTuyeckn hUKCUpoBaTbCs [OKYMEHTa/IbHO N0 Mepe ux BefeHuns. OTyeT-
HOCTb A0/HKHA ObITb NPOBEAEHA MO KaXA0MY XUBOTHOMY.

BusyanbHble HabNA4eHNS AOMKHbI ObITb 3anNncaHbl, Kak MMHUMYM, O WH pas BAeHb, C UCNO/Ib30BaHNEM
06LEenprHATBLIX TabopaTopHbIX NPU3HAKOB perncTpaumm KnHnyeckmx adpdekTos (CM. npunoxeHue C).

Habnogaemas 601€3HEHHOCTb MY CMEPTHOCTL NPY MOBTOPHOM BBEAEHUN [0/KHA 6bITh 3athnkcrposa-
Ha fOKyMeHTaNbHO He MeHee ABYX pa3 B AileHb. [pu 601ee NpofomKMTENbHBIX UCCef0BaHNAX NOBTOPHOrO
BBEJleHNA MOXeT 6bITb pacCMOTPeH 60/1ee 06LLNPHbIN, Kak MUHUMYM, eXeHefe bHblli CKPUHWUHT TOKCUYECKNX
achdekToB.

4.11 KnuHnyeckas natosiornsa

[ns uccnefoBaHna TOKCMYecknx athhekToB Ha TKaHsX, OpraHax uapyrux cuctemax npoBoAAT aHann3bl
remMaTosIorMyeckux 1 GMOXMMMYeckmx nokasateneii. Mo nNokasaHNAM 3TN aHaNM3bl AOHKHbI MPOBOANTLCA Ha
npo6ax KpoBW XMBOTHBbIX, NCNOMb3YyEMbIX B MCCIEA0BaHNV MOBTOPHOrO BBEAEHMUS, NONYYEHHbIX, N0 MEHbLUEN
Mepe, HenocpeACcTBEHHO Nepey 3anjiaHMpoBaHHOM NpoLeAypoi athTaHa3MN XMBOTHbIX UM Kak YaCcTb TaKOBOM
npoueaypbl. B HEKOTOPLIX Cyvasax MOXeT 6bITb HEOOXOANMO rosiIofaHne XUBOTHBIX Nepes 3a60pom KPOBU.
Ecnun cywecTBylOT Hay4Hble NoKasaHus, B TeuyeHue nocrnegHein Hepenu JONAroCpPoOYHOro nccnefoBaHna npu
MHOTrOKpPaTHOM BBEAEHWNN MOXET 6bITb NPOBEAEH aHAIN3 MOYM C UCMO/Ib30BaAHNEM PaCCUMTAHHOTO MO BpEMEHU
(Hanpumep, oT 16 10 24 4) c60opa 06beMa MoUn.

PekomeHfyeMble 4715 OLEHKN napameTpbl reMaTosiormm, 6MoXrMnmn 1 aHannsa Moun NpuBeaeHbl B Npu-
noxexHun D.

4.12 MNaTosioroaHaTtoMu4yeckue nccrefoBaHus

M0 OKOHYaHMK uccnepoBaHNin OCTPOL CUCTEMHOM TOKCMYHOCTM HE0BX04MMO NPOBECTU NATO/I0r0aHaTo-
MUYECKYI0 OLLEHKY.

Bce XMBOTHble AO/MKHbI 6biTb NOABEPrHYTbI BCKPLITUIO C MOJIHBIM Y NOAPOOHBLIM MaKpOCKOMUYECKUM
o6cnefoBaHNeEM, BKIKOYAOLLMM T aTelbHOe 06CnejoBaHne BHELLHNX NOKPOBOB Tesla, BCeX 0TBEPCTUNA, a Tak-
)K€ YepenHo, rpyAHOI 1 GPHOLLIHON NonocTel U ux cogepxnmoro. OpraHbl, U36paHHbIe 415 B3BELUVBAHUSA, N0
BO3MOXHOCTYW A0/DKHbI ObITb OUMLLIEHbI OT MPUNEralLnX TKaHe, N UX Macca BO BIaXXHOM COCTOSIHUM A0/HKHA
6bITb U3MEpPEeHa Kak MOXHO ObICTpee BO N3bexaHne BbICbIXaHUs.

B npunoxeHnn E npusefeH CNUCOK TKaHe, kKoTopble He06X04MMO B3BECUTb Y COXPaHWTbL B NPUemMIemMoi
dmkecupytoLLeii cpesie AN NaTorncToI0rM4eckoro NccnefoBaHus.
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CnncoK MUHUMaNbHbIX napamMmeTpoB 414 nccnefoBaHus Kaxkaoro tuna npuseieH B Ta6J'IVILI,e 2.

Tab6nuya 2— Cnucok HabnwaeHui

Ha6ntogeHve Octpoe MonocTpoe Cy6* commqecm*)e/
XpOHU4eckoe*1
Vi3meHeHne macchl Tena . . +
KnuHuueckue HabnogeHUs . . .
KnuHuueckas natonorus i fre .
Makpockonuueckas natosorus M .
Macca opraHos o * +
IMcTonatonorus el e .

“UccnefoBaHne XPOHUYECKOW CUCTEMHOI TOKCUUYHOCTU OGbIYHO ABNSETCA NPOAOIKEHHBIM €0 BPEMEHU CYyGXPOHNU-
Yeckum mccnefoBaHneM, 060CHOBaHHbIM NMepMoOM BO3feicTBMA Ha yenoBeka. OTMeYaeTCca U oTpaxaeTcs [OKYMeH-
TaNbHO 6O/bLLUMHCTBO TEX Xe napameTpoB. Pasmepsbl rpynn MoryT 6biTb YBe/MYEHb! 4718 BK/IOYEHUA napasiefibHbixX
rpynn, Ans KOTOPbIX NPOBOAAT BCE UM HEKOTOPbIE U3 3TUX HAbNOAEHWA.

0'Heo6Xx0AMMO yunTbIBaTb 3TN NapaMeTpbl NPK KIMHUYECKNX NOKa3aHUsAX UNK B Cnyyae, ecnu uccnegosaxue 6onee
ANVTENbHOTO BBEAEHUSI He nnaHupyeTcs. CNUCKK pekoMeHAYyeMblX aHaM30B KPOBU 1 OpraHoa.'TkaHeil npuBefeHsl B
npunoxeHunsx D n E

4.13 TMnaHupoBaHue uccriefoBaHuit

MnaHbl ncCnefoBaHnii NpYBeAeHbl B NOCNEAYOLNX pasfenax HacTosLero ctaHgapTa. [lnsa coctasne-
HVA NNaHa nccnefoBaHns PeKOMeHAyeTCs KOHCYIbTalmsa akcnepra.

4.14 Ka4yecTBO vccnenoBaHuii

Hopmbl Hagnexalluein nabopaTopHOV NPaKkTUKN OTHOCATCA K OpraHu3auuy, npoueccy u ycioBusM, npu
KOTOpbIX 1abopaTopHble UCC/Ie0BaHUSA NNAHUPYIOTCA, NPOBOAATCA, KOHTPO/IMPYIOTCA, PUKCUPYIOTCA [OKY-
MEHTasIbHO 1 ONMCbIBAKOTCA B OTHETE. DT HOPMbI NpefHa3HavyeHbl A8 o6ecneyeHns kKayecTsa U 3HaYMMOCTN
JaHHbIX uccnefoBaHnin. OHK Takxe NoAAepXMBalOT rnobasnbHble YCUANA No rapMoHU3aunm nyTem cnocob-
CTBOBaHMSA 3ak/l0YEHUI0 MEMOPaHAYMOB O B3avMOMOHUMaHUN MexXAy cTpaHamMu TOpProsbIMU MapTHepamMu.
VccnepoBaHnsa cCUCTEMHOL TOKCMYHOCTM A0/KHBI NPOBOAUTLCA B COOTBETCTBUM C TAKUMW NMPUHLMNAMMU.

5 OcTpasi cMcTemMHasi TOKCUUHOCTb

5.1 O6LwWue NosoXeHns

WccnepoBaHne oCcTpoli CUCTEMHON TOKCMYHOCTU NpefocTasseT 06Lyo nHpopmauuio 06 onacHocTu
OCTPOro BO34eNCTBUSA MPUMEHEHNA MEeLULMHCKOTO n3genus. ViccnenoBaHune oCTPOil TOKCUYHOCTY MOXET ObITb
nepBbIM LLArom ByCTaHOBEHUM pexrMa f031poBaHUA 415 NOLOCTPbIX/CYOXPOHUYECKUX N APYTUX nccnenosa-
HUI 1 MOXeT NpefoCcTaBnTb MHAOPMALLMIO O CNOCO6e TOKCUYECKOTro AeiCcTBUSA BelecTsa B 3aBUCUMOCTH OT ero
KTMHUYECKOTO NpUMeHeHus. Mpu nccnefoBaHUm OCTPO CUCTEMHOM TOKCUYHOCTM NOC/e BBELEHUSA UCTbITYe-
Moro ob6pasua BefeTcs HabnlogeHve 3a BO3HMKaoWwmmMmn addektamy (Hanpumep, HebnaronpusaTHbIE KITUHN-
yeckve Npu3Haku, N3MeHeHMe Macchl Tena, 06HapyXXeHne MakpoCKONMYEeCKoN NaTtonorum) u cMepTenbHbIMU
cnyvyaamu. XXUBOTHbIE C CEPbE3HbIMU 1 YCTOWYMBLIMU NPU3HaKaMn cTpagaHuii n 60nm gomkHbl 6bITb Hemea-
JNIEHHO NOJBepPrHyThl 3BTaHa3Mn. KOppo3noHHbIe MK pasgpaxatoline martepuasbl, 0 KOTOPbIX U3BECTHO, YTO
OHU BbI3bIBAKOT ABHYIO 60nb unn CTpagaHue, AOJ/TXKHbI ObITb OTMEYEHbI B OTYETE Kak TAKOBbIE U He HY>XXOaKTCA B
TEeCTMPOBaHWK.

MpunmeuvaHne — ICCVAM n ECVAM B HacTosllee BpeMsa YyTBepXAalT UCCNefoBaHna LUUTOTOKCUYHOCTU m
Vitro Kak anbTepHaTUBYy UCCNE[0BAHNAM OCTPOI TOKCUYHOCTU.

5.2 MnaHnpoBaHue nccnefoBaHus

5.2.1 TogroTtoBKa

3[0poBble MONOAbIE NOIOBO3PE/blE XUBOTHbIE aKKNMMaTU3NPYTCA K 1abopaTtopHbIM YC/I0BUAM, NO
MeHblUell mepe, B TeyeHne 5 cyT [0 uccnefosaHus. bonee KopoTkve CPOKM AO/KHbI 6blTb 060CHOBAHbI.
YXMBOTHbIX paHAOMU3UPYIOT U pacnpefensatoT no rpyrnnam o6paboTku.

6
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5.2.2 JlabopaTopHble XNBOTHbIE

5.2.2.1 Bbi6op Buga

OO6bIYHO UCMONb3YIOT FPbI3YHOB (KPbIC, MbILLE). XapakTepucTukn Mogenu (Bo3pacT, Macca UT. 4.) onu-
caHbl B4.2 n4.3. Vicnonb3oBaHne BUA0B, HE SBNAIOLWMUXCA rPbI3yHaMU, AO/MKHO 6bITb HAYy4YHO 060CHOBAHO.

52.2.2 Yucno nnon

Yncno v TUN rpynn, YNCsI0 XXMBOTHbBIX B rPYrne 1 ux nosionncaxsl B4.5.

5.2.2.3 Ycnosus pasMeLleHuns 1 KopmaeHns

TemnepaTypa v 0OTHOCUTE IbHAsA BNAXHOCTb B MOMELLEHUAX AN SKCNEePUMEHTAbHBIX XUBOTHbLIX [LO/TX-
Hbl COOTBETCTBOBATbL BMAY, Hanpumep, Temnepartypa (22 i 3) "C v BnaxHocTb oT 30 % fo 70 % 415 MblLLEN.
PeXunm nckycCcTBeHHOro OCBeLLEeHMA AO/MKEH 6bITh 12 ycBeTa 1 12 4 TEMHOThI.

[ns KOpMIeHNA MOXHO UCNO/b30BaThb CTaHAAPTHLIE KOMMepYeckue n1abopaTopHble Kopma U HeorpaHu-
YEHHbI OCTYN KNUTbEBO BoAe. XXNBOTHbIE [0/KHbI pa3MeLLaTbCs B k/ieTkax rpynnamv no nosy uam. no Bos-
MOXHOCTHW, WHAMBUAYANbHO, NPU TPYNNoOBOM pasMelleHun [onycTUMO fnomelwaTb He 6osiee yem nATb
XVUBOTHbIX B OAHY KNETKY.

5.2.3 Ycnosusa uccnepgosaHus

5.2.3.1 YpoBHU 03

YpPOBHW 03 ,O/1)XHbI COOTBETCTBOBATbL ONUCAHHbLIM B 4.8.

O6pallieHre € XNBOTHbIMW KOHTPOLHOW TPyNMbl AO/HKHO OblTb MAEHTUYHO 06pALLEHNIO C XXUBOTHBLIMM
OMbITHOW rPyNMbl 3a UCKNOYEHNEM BBEAEHNSA UCNbITyeMOro obpasua.

5.2.3.2 Tpoueaypa

YXV1BOTHbIE NOMTy4aloT Of4HOKPATHYI0 03y NCNbITYEMOro obpasua uim. ecnm Heo6xoaMMOo, MHOTOKpaTHble
[03bl B TEeYeHne ofHoro 24-yacosoro nepuoga. MNprsHaku TOKCUYHOCTU A0/KHbI ObiTb OTPaXKEeHbl OKYMEH-
TasibHO Mo Mepe HabnAeHNs, BKNoYas UX Havano, cTeneHb U A/IMTeNIbHOCTb.

Heobxoanmo perynspHoe HabnoaeHne 3a XMBOTHbIMY ANS NPefoTBpalleHns cyyaes nagexa nccrne-
[yeMbIX XUBOTHbIX U3-3a KaHHW6anu3ma, aBToNM3a TkaHei unu nobera. Mo OKOHYaHUKM UCCefoBaHUS BCe
BbDKMBLUVE XMNBOTHbIE AO/XHbI ObITb NOABEPrHYThI 3BTaHa3UN. J1lo6ble 60/1e3HEHHbIE XMBOTHbIE J0/KHbI ObITh
yAaneHbl U A0/MKHbI O6bITb NOABEPrHYTbI 3BTAHA3MN, €C/IN 3aMeYeHbl MPU3HaK/ Takoro NoBeAeHNs.

PacnucaHune HabnogeHns 1 NpYMeHAeMble r'yMaHHble KOHeYHbIe TOUKM JO/IKHbI NPeAoTBpaTUTL cyyau
06HapPY>XXEHNSA XXNBOTHLIX MEPTBbIMU HENOCPEACTBEHHO B pe3y/ibTaTe TOKCUMYHOCTU UCMbITYeMOoro obpasua.

5.2.4 MaccaTena

M3mepeHunsa maccbl Tena fo/mkHbl NPOBOAUTLCA HEMOCPEACTBEHHO Nepes 403UPoBaHNEM, eXeJHEBHO B
TeyeHve NepBbiX TPEX CYTOK Noc/e [03UPOBaHUA, eXeHeaenbHo nocse nepeoli f03bl, eCNN A/IMTENbHOCTb
nccnefoBaHUsA 3TO NO3BOJSAET, U N0 OKOHYAHUU UCCef0BaHUA.

5.2.5 KnuHun4yeckue HabnoaeHus

Ana nccnefoBaHWs OCTPO CUCTEMHOW TOKCMYHOCTM Nepuof HabnAeHUs [O/HKEH COCTaBNSATb He
MeHee Tpex CyTOK unu 6osee, ec/iv 3T0 NPU3HaHo npuemnemsiM. letann yactoTsl U TUNa HabnwAeHnsa onnca-
Hbl B 4.10 n npunoxexHun C. Bo Bcex cnyvasax HabngeHne A0/KHO NPOBOANTLCA C AOCTATOYHOW 4acToTol, a
TaKkkKe [Oo/MKHbI NPeANPUHUMATLCA onpeAesieHHble AeiiCTBUA 419 CBeAEHUS K MUHUMYMY NOTepb Cpeamn uccne-
OYEeMbIX XMBOTHbIX, HANpUMep, BCKPbITUE nan pedprkepaLmns XXNBOTHbIX, HAlAEHHbIX MEPTBbIMU, 1 U30NSLMA
NN ymepuisaeHne cnabbiX uam 601e3HEHHbIX XUBOTHbIX. BusyanbHble HabAOAEHUS [OMKHbI BKAOYaTb B
cebs cnepytowme ob6a3aTenibHble (PaKTOPbl: U3MEHEHUSA KOXW U LLEPCTU, F1a3 U C/IM3UCTLIX 060/104€EK, a Takke
N3MeHeH s B neputepryeckoit n LeHTpasibHOM HePBHbIX CUCTEMAX, AblXaTe/IbHOW U KDOBEHOCHOW cuctemax, B
COMaTOMOTOPHOl AEeATENbHOCTM M B CXeMax MNOBeAEeHUsl, WCNOMb3ys AEeCKPUNTOpbl, NpUBEAEHHblE B
npunoxexun B.

5.2.6 MaTtonorusa

5.2.6.1 KnuHuyeckas natosiorus

MpoBefeHVe OLLEHKN K/TMHNYECKO NaTosiorMn AO/MKHO BbiTb PACCMOTPEHO NPV HANNMYUN KIIMHUYECKNX
nokasaHuii. Heo6xoaMMo NPOBECTM CreaytoLme nccnefoBaHus:

a) remaTosiorus, KakosnMcaHo B npunoxeHun D. fo/mkHa paccmaTpusaTbCs 415 UCCef0BaHUSA M0 OKOH-
YaHuy nepuoja UcnbITaHus,;

b) Mo OKOHYaHMK Nepuoja UCMbITaHA HEO6XOAMMO PacCMOTPETb BO3MOXHOCTb KIMHUYECKOro 6UOXU-
MUYECKOro nccaefoBaHna KpoBM, NPUBEAEHHOTO B NpuaoxeHun D. O6nactamu ncnbiTaHuii, npuemaemMbiMm
ANSA nccnefoBaHna OCTPOro BBEAEHUA, CUATAIOTCA (PYHKLUKM neyveHn n noyek. Mpu Heo6xoANMOCTU MOXET
O6bITb MCMOMb30BaHa [OMOSHUTENbHAA KIMHWYEecKas Ouoxumua [ANS npogneHvs  HabnwogeHns 3a
OTMeYeHHbIMU adhdrekTamu.

AHann3 Mo4n Ha perynsipHoil oCHoBe He 06sA3aTesieH 1 [O0/MKEH NPOBOANTHLCS TOMLKO NPU NoKasaHusX,
OCHOBaHHbIX Ha OXugaemoi unu HabnaaeMoil TOKCMYHOCTW. PekoMeHAyeMble napameTpbl NpuBeAeHbl B
npunoxeHun D.
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5.2.6.2 MNaTonoroaHaTomMuyeckue nccnepoBaHnsa

MaTonoroaHatoMuMyeckme nccrnefoBaHns fOMKHbI NPOBOANTLCS B KOHLLE IKCNEPUMEHTA nocne aBTaHa-
3UM XMBOTHbIX. OHU BK/OYAIOT B Ce65 OCMOTP BHELUHUX MOKPOBOB TeNa, BCeX 0TBEPCTUIA, a Takke YepenHoii
KOpPOGKU, TPYAHOI 1 GPIOLLHONM NONOCTEN N X cCOAepPXUMOro. Mo NPMMEHNMOCTM HEOBX04MMO pacCMoTpeTh
yyeT Macchl MO3ra, NeyeHu, NoYek, HaAno4eYHVKOB U CEMEHHUKOB, KOTOPbIE A0/MKHbI ObITb B3BELLEHbI BO B/1aX-
HOM COCTOSIHUM KakK MOXHO CKOPO€ Noc/ie BCKPbITUA BO n3bexaHne BbICbIXaHVa 1 NOCNeYIOLLNX /TOXHO HA3KUX
3HaYeHui.

5.2.6.3 Tucrtonornyeckne nccrenoBaHna

Mpun nccnefoBaHNAX 0OCTPOL CUCTEMHON TOKCUYHOCTW 0ObIYHO He MPOBOAATCSA NOJIHbIE TMCTONOINYECKNE
nccrefoBaHnA Ha opraHax u TKaHAaX XUBOTHbBIX, €C/IN 3TO 0C060 He Nokas3aHo HeO6bIYHLIMU OBHapPYXXeHUAMMN
06LLero BCKPbITUS.

5.3 Kputepumn oueHku

5.3.1 O6wwue nonoxeHus

B 3aBMCMMOCTM OT MCNOJIb3YEMOTO M1aHa UccnefoBaHns NPYMeHNMbI CeaytoLme KpUTePUn OLLEHKN:

a) Ans uccnepoBaHus hapMakoneinHoro Tuna:

- ec/i1 BO BpeMsi nepuoa Habnio4eHUst OCTPON CUCTEMHON TOKCUYHOCTM HU OZHO N3 XXUBOTHbIX, 06pabo-
TaHHbIX NccneayembiM 06pasLoM, He AEMOHCTPUPYET 3HaYMMO 60/bLLYI0 6MOMIOrMYECKY0 PEaKTUBHOCTb, YEM
XWBOTHblE, 06paboTaHHbIE KOHTPOLHOW cpenoii, o6pasel, oTBeYaeT TpeboBaHNAM 3TOF0 UCMbITAHUS;

- MpW NCNONb30BaHWUM NATW XXMBOTHBIX, ECIV ABa WX 6OMIee XMBOTHbLIX YMUPAIOT UM Takoe NnoBefeHue,
Kak KOHBY/1bCWM UK NpOCTpauus, HabnogaeTca y ABYX v 60/1ee XNBOTHbIX, MO0 NPONCXOANT NOTEPS Macchl
Tena 6onee 10 %y Tpox unum 605ee XMBOTHbIX, 06paseL, He oTBeYaeT TpeboBaHWUAM UCMbITAHUS;

- ecnmnoboe xMBOTHOE, 06paboTaHHOe 06pa3LOM, AEMOHCTPUPYET TONbKO erkve npusHakm 6uonorun-
YeCcKoil peakTMBHOCTM U He 60/1ee YeM OAHO XNBOTHOE NPOAB/AET ABHbIE CUMNTOMbI 6MOI0rMYECKO peakTuBs-
HOCTW WM yMUPAET, UCMbITaHNE HYXXHO MOBTOPUTb, UCNOMb3YS FPYNMbl N0 AeCATh XUBOTHBbIX,

- eC/iM Npu NOBTOPHOM WCC/ef0BaHUN BCe [ecATb XMBOTHbIX, 06paboTaHHbIX 06pasLoM, B Nepuog,
HabNIAEHNA He NPOSBASAIT Kakoi-N1nMb6o Hay4yHO 3HAYMMOL GMOSIOrMYECKO PeakTUBHOCTM MO CPaBHEHMIO C
XMBOTHBIMW, 06paboTaHHbIMU KOHTPOILHON cpeaoit, 06pasel, oTBevaeT TPe60BaHNAM 3TOrO UCMbITAHWSA.

b) AN nccnefoBaHWini OCTPO CUCTEMHOM TOKCMYHOCTU HedhapMakoneiHoro Tuna.

CylecTByeT BO3MOXHOCTb NPOBEAEHNSA OLEHKM C UCNO/Ib30BaHUEM 60s1ee 06LINPHBIX METOL0B, BK/IO-
Yyast KNIMHNYECKYI0 M @HATOMMWYECKY0 NaTo/IorMmn, KOTOPbIE MOTYT CHSATb HEO6XOANMOCTbL NOBTOPHOMO UCMbITa-
Husi. OCTPOO BO3[EeNCTBME MOXET BK/1oYaTb B Ce6A nepeoLeHKy Npyu Ha/munv HeO4HO3HAUYHbIX pas/inuunii B
COMYTCTBYIOLLUX KOHTPO/IbHBIX rpynnax. Pasnuumsa fonxHbl 6biTb 06bSACHEHbI, & NccnefoBaHye f0MKHO ObiTh
NPOAJIEHO A/1A BK/THOYEHUS [ONONHUTENbHbIX NATU XUBOTHBIX, ECAIN MPUMEHVMO.

5.3.2 OueHka pe3ynibTaTtoB

OGHapyXeHHble Tokcuyeckne apdekTbl BO BPeMs WCCefoBaHUsA OCTPOl CUCTEMHOW TOKCUYHOCTM
[O/MKHbI BbITb CONOCTaB/IEHbI C OTPULATENbHBIMY 3dhdeKTaMmn NpeaLwecTBYOLWNX UCCIeA0BaHNA, ecnn Tako-
Bble cyLecTBYOT. OLeHKa Ao/KHa BKoYaTb BCe6s onpeesieHne B3anMOOTHOLWEHMS MeXay 4030 ncnbiTye-
MOro BeLlecTBa 1 Hanmumem uav oTCyTCTBMEM, a Takke Cy4yaiHOCTbIO U CTEMEHbI0 CePbe3HOCTU Pa3/INYHbIX
OTK/TIOHEHWIA, BKtOYas MOBEAEHYECKNE U K/TMHNYECKNe OTK/IOHEHNS, MaKpOCKOMMYEeCcKne NoBpeXaeHNs, nusme-
HeHWsa Macchl Tena, BANSHWE Ha CMEPTHOCTb U Mlobble Apyrue obLue nn KOHKpeTHble adpexTbl.

5.4 3akr4unTenbHbIA OTHET

B 3akntounTensHOM otyeTe 06 NCMbITAHUN OCTPOW CUCTEMHONM TOKCUYHOCTU 40/KHA COAEepXaTbes cne-
aywouian nHdopmaums:

a) MCnblTyeMoe BelecTBo:

- hm3nyeckunin xapaktep, ynctoTa n oM3nKo-XMMmnyeckmne cBOMNCTea, N0 NPUMEHNMOCTH;

- Apyrue naeHtnguuupytowme aaHHble;

b) mogenbHasa cpefa (ecnv NPUMEeHNMO);

- 060CHOBaHMe BbibOpa MOAE/NbHOW cpefbl, €CN OHa He BK/AYEeHa B CMAMCOK, NPUBELEHHbIN B
NCO 10993-12;

C) 3aKCNepuMeHTaslbHbIe XNBOTHbIE:

- UCMNoNb3yemblii BUA/NNHUS;

- 4ncno, BO3PacT VMO XUBOTHBIX;

- WCTOYHWUK, BK/HOYas MUKPOBUOIOrMYEeCKUii cTatyc (HanpymMep, C NoBbILEHHbIM 6apbepoM, 06bIUHbI),
ycnosusi cogepxaHus (Temneparypa, BNaXxHoCTb, NOACTU/IKA, OCBELLEeHNe, aneTa U.T. 4.);

- Macca B Havase uccnefoBaHus;

d) ycnoswus nccnepoBaHus:

- obocHoBaHue Bbibopa A03bl:
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- MoApob6HOCTM cocTaBa/MPUroTOBEHNS MUCMbITYEMOrO BELLECTBa; JOCTUTHYTble KOHLEHTpauuu; cTa-
6UNBHOCTb M TOMOTEHHOCTb, €C/IN NPUMEHUMO.

- [getanv BBeAEHWS NCMbITYEMOrO BELLECTBa;

- MepecyeT M3 KOHLeHTpaLuuy UCNbITYEMOTO BelecTBa B peasibHO BBOAUMYIO A03Y (Mr/Kr), ecrim npume-
HUMO.

- MOApPO6BHOCTM KayecTBa NULLK, BOAbI U MOACTUIIKY;

e) pesynbTaTbl:

- [AaHHble MOTYT 6bITb 0606LLEHbI B (DOPME TabnLbl, NOKa3blBaKLLENA UNCI0XKUBOTHLIX B HAYase UCHbI-
TaHWSA. YMC/I0 XMBOTHbLIX, NPOSBNAOWMX HE6aronpuAaTHbIE K/TMHUYECKME MPU3HAKM, U YNC/IO XMUBOTHBIX C
N3MEHEHNSAMW Macchl Tena 415 Kax40i KOHTPOIbHOW 1 NCMbITyeMOW rpynnbl;

- Macca Tena/MsmMeHeHus Maccbl Tena,;

- noTpebneHve NULWK 1 BOApl, ECNN NPUMEHNMO:

- [aHHble TOKCMYECKOro 0TBETA, pacnpeesieHHble 10 Moy U YPOBHIO A03bl, BK/IKOYAS NPU3HAKN TOKCUY-
HoCTW;

- Xapaktep, Cepbe3HOCTb U A/IMTENBHOCTb KNIMHNYECKUX HaBT0AeHNiA (06paTUMBbIX U HET);

- HeliposioBeAeHYecKas oLeHKa, ecnm NpUMeHMMO:

- UCMNO/Ib30BaHHbIE remaTosIorMyeckme nccnefoBaHns u pesynbTaTbl CCOOTBETCTBYOLWMMMN (HOHOBLIMU
[aHHbIMW, €CNU NPYMEHNMO;

- MCMNO/Ib30BaHHbIE NCC/IeA0BaHUSA KTMHUYECKO BOXMMUM 1 pe3ynbTaTbl C COOTBETCTBYHOLWNMU (DOHO-
BbIMW A@HHLIMW, €C/TY NPUMEHNMO;

- aHanusbl MOYU 1 pe3ysibTaTbl C COOTBETCTBYHOLMMY (POHOBLIMU AAHHLIMU, EC/TN NPUMEHUMO:

- KOHeYyHas Macca Tena ujaHHble Macchbl OpraHoB, €C/in MPUMEHUMO;

- pesynbTarT BCKPbITUS;

- nofpobHoe onucaHne Bcex 06HapYXEHHbIX TMCTONATONOrNIA, eCIM NPUMEHNMO;

- cTaTucTuyeckasi oueHka pesynbTaroB, ec/iy UCnosib3oBanachk, K 06CcyxaeHne nx 6uoorMyeckon 3Ha-
4MMOCTH;

0 obcyxaeHue pesybTaToB;

) 3aKniyeHns;

h) 3asBneHve orapaHTum kavecTaa.

WccnepoBaHve OCTPOI CUCTEMHON TOKCMYHOCTU NpefocTaBnseT nHdopmMaLnmio 06 agphekTax ocTporo
BBEAEHVSA NCMbITYEMOrO0 BeLLecTBa. AKCTPanonsAunus pesyibTatoB UCC/Ie0BaHUA Ha YenoBeKka fAelicTBUTE b
Ha B OrpaHNYeHHO’ CTEeNEHN, HO OHa MOXET NPefoCTaBUTb NOIE3HYH MHhOPMAaL Mo 0 4ONYCTMMOM BO3AEN-
CTBUN.

6 CucTeMHast TOKCMUYHOCTb MHOTrOKpaTHOro BBeAEeHUS
(nogocTpas, cybxpoHMYeckas U XpoHMYeckasi CUCTEMHAst TOKCUYHOCTb)

6.1 O6wmre NoNOXeHUSA

B To BpeMs kak 0CcTpas TOKCUYHOCTb CBA3aHa ¢ He6naronpuATHbIMU adhhekTamy 04HOKPATHbIX 403 (M
orpaHn4YeHHOro BBefeHus), 6onee pacnpocTpaHeHHol hopmoit BBEAEHUS MHOTMX MeAULMHCKUX n3aenuii Ha
yesioBeka fABNsieTCs NOBTOPHOE MW NPOAOIXMTENbHOE Bo3aeicTBMe. SddeKT OT NMOBTOPHOTO MM MHOTOKpaT-
HOro BBEfeHNA NOTEHLNA/IbHO MOXET BO3HUKHYTb MO NPUYMHE HAKOMIEHUS XUMNYECKNX BELLECTB B TKaHAX NN
nog AeicTBMeM Apyrux MexaHn3MoB, NO3TOMY BaXHO OnpenesimTb BCce NOTeHLManbHble 418 3TOro hakTopsl
nyTem A0/ITOCPOYHbIX UCTbITaHW (MOAOCTPbIX, CYOXPOHUUYECKUX, XPOHNYECKNX).

WccnenoBaHusi CUCTEMHOM TOKCUYHOCTU MHOTOKPaTHOrO BBEAEHNSA Jal0T MHopmaLmio 06 onacHoCTH
NS 300pOBbSA, KOTOPAs MOXeT BO3HWKHYTb NOC/e ANNTENIbHOrO BBEAEHNSA NpeAHa3HavYeHHbIM KNMHNYECKUM
nytem. OHY Takke MoryT AaTb MHChOPMaLMI0 0 CNOCO6e TOKCMYECKOro AeliCTBMA BelecTBa NpeAHasHauYeHHbIM
KTMHUYECKUM NyTEM BBEAEHUS.

WccnepoBaHnst CMCTEMHON TOKCMYHOCTM MHOTFOKPaTHOrO BBeAEHUS AaloT NoApo6Hy nHopmauuio o
ToKcuyecknx adpcpekrax, opraHax-MyLeHsX, 06paTMMoCT Unu Apyrmx adeKToB U MOryT CAYXUTb OCHOBOA
ANna oueHkn 6e3onacHocTu. Pe3ynbTaTbl 3TUX UCCNefOBaHW NPefoCTaBASIOT BaXHy UHGOPMaLMo, YTO
noaTBEPXAaeTcsa MOAPOOHBIMM  UHCTPYKUMSAMU NO  MNPOBEAEHUI0  KAMHUYECKMX W aHaTOMUYeCKuX
ncecnefoBaHunii naTonorum.

WccnepoBaHnsi MHOrOKpaTHOrO BBEAEHNA 06bIYHO HE NPeaoCcTaBAAT KPUTEPUSA NOBTOPHOTO UCMbITa-
HMA. BMecTo aToro pasmepsl rpynn paccumTaHbl C y4eTOM CTaTUCTUYECKOl OLeHKN 3addUKCMPOBaHHbIX Habto-
feHnii (cm. Tabnuuy 1).
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W3-3a pasnnuHoli NnpogoIkUTENbHOCTN UCCeA0BaHNA MHOTOKPATHOrO BBEEeHNA nccnegyemMblie obpas-
Libl O/MKHBI NPUrOTOBAATLCA MO NOTPEOGHOCTM A9 rapaHTUmM UX CTabUbHOCTK.

6.2 [naHnpoBaHue uccnepoBaHus

6.2.1 MopgrotoBka

3[0poBble MO/I0AbIe MOI0BO3PE/Ible XNBOTHbIE J0/MKHbI ObITb aKKMMMaTM3NPOBaHbl kK 1abopaTopHbIM
YC/I0B/AIM MO MeHbLUER Mepe B TeyeHune 5 cyT A0 nccnefoBanust. XXMBOTHbIE A0/MKHbI 6bITb PAHAOMU3NPOBaHbI
1 pacnpegeneHbl no rpynnam.

6.2.2 NabopaTopHble XUBOTHbIE

6.2.2.1 BbI6op Buga

O6bIYHO UCMONB3YHOT FPbI3YHOB (KPbIC, MbILeR). XapakTepucTukn mogenu (Bospact, Macca uT. A.) onu-
caHbl B4.2 n4.3. Vicnonb3oBaHve BUAOB, He ABMAILLMXCA rPbl3yHaMU, AOHKHO 6bITb HAy4YHO 060CHOBAHO.

6 2.2.2 Ywucno nnon

Yucno v TN rpynm, YACAO0 XUBOTHBIX B TPynne 1 ux non onucaxsl B 4.5.1. MNpn Hay4yHOM 060CHOBaHUN
Heo6Xx0AVMO paccMOTPeTb BO3MOXHOCTb MCMNOJIb30BaHUS NapasifiesibHbIX Pynm, CyBenYeHHOoR 0301 BBee-
HUSA, Hapsdy C KOHTPOJIbHbIMK rpynnamMmu. 3Ta rpynna u ee KOHTPO/lb MOTyT UCNO/b30BaTbCA AN U3YUYeHUs
aphekTa BBEAEHMSA, BKIOUYAA 06patumMocTb (pe3op6TnBHOE AelicTBrE), BbIHOCANBOCTb UM 3aMef/IeHHbI
TOoKcu4eckuin adhdpekT. 15 cybXpoHMUYecKnx nccnegoBaHunii HE06XoANMO COAEepPXaTh XNBOTHbIX-CATENUTOB
Ha CpoK He MeHee yem 28 cyT

6.2.2.3 Ycnosus pasMeLleHns n KopMIeHus

TemnepaTypa M OTHOCUTENbHAA BIAXHOCTb B MNOMELEHUAX A 3KCNEPUMEHTaNbHbIX XUBOTHBIX
OO0XHBI COOTBETCTBOBATb BUAY, Hanpumep, Temnepatypa (22 + 3) BC v BNnaxHocTb 0T 30% A0 70% 415 KpbIC.
PexunM nckyccTBeHHOro ocBelleHns Ao/MKeH 6bITb 12 4 cBeTa 1 12 4 TEMHOTI.

[na KOpMEeHNS MOXHO NCNONb30BaTh CTaHAapPTHbIe KOMMepyeckme nabopaTopHblie KopMa U HeorpaHu-
YeHHbIV AOCTYN KNUTbeBO BoAe. )KUBOTHbIE [JO/KHbI pasMeLlaTbCs B KNeTkax rpynnamMu, no nosay uam, no Bo3-
MOXHOCTW. WHAMBUAYaANbHO; NPV FPynnoBOM pasmelleHun AonycTUMO nomeliatb He 6onee yem nNATb
XMBOTHBbIX B OfHY KETKY.

6.2.3 Ycnosus nccnepoBaHus

6.2.3.1 YpoBHWUAo03

MN3yuyeHne achdhekToB fO3a — OTBET B UCC/IEA0BAHUN CUCTEMHON TOKCMYHOCTU MHOFOKPaTHOroO BBeje-
HVA TpebyeT UCNO/Ib30BaHNSA HECKOMIbKMX FPYMn. YPOBHU A03 [0/KHbI COOTBETCTBOBATbL ONMCAHHOMY B4.8.

Mcnonb3yemas go3a B UccnefoBaHUSAX TOKCUYHOCTM MeAULIMHCKUX U3[EeNnii Ao/MKHa onpeaensTbea B
COOTBETCTBUM C pe3ynbTatamun OLeHKN pucka, ypasHoBeLBas [03Yy KMHUYECKOro BBEAEHUS C 1NCMNO/b30Ba-
HueM hakTopoB 6e30NacHOCTY NO NPUMEHUMOCTU. 1N 6onee AnuTenbHbIX UCCef0BaHN HeobxoauMo npes-
NPUHATb YCUINA A5 BKIOYEHWSA, N0 MeHbLUER Mepe, TpeX ypoBHel [03bl U COOTBETCTBYOLLNX KOHTPOSbHbIX
rpynn. 3aucknioyeHnem 06paboTku nccnesyemMbiM 06pasLom, obpalleHre CXXMBOTHBIMW KOHTPOTIbHOW rpynMbl
[O/KHO 6bITb MAEHTUYHO 06PALLLEHNIO CXXUBOTHLIMU UCCNEAYEMON FpynMbl.

B oTnnumne oT Knaccuyecknx XMMMYecknx UccnefoBaHnii CUCTEMHOW TOKCMYHOCTU NOBTOPHOTO BBEfE-
HWSl. 1ccnefoBaHWA MHOTOKPATHOrO BBEAEHWS, UCMO/Mb3ylolMe MefULMHCKME W3Aenus, 4acTo He aaioT
ahbhekTa f03a — OTBET; TakuM 06pa3oM, ToKCnyeckunii adhpekT Npm HaMBbICLLEM YPOBHE [,03bl HEO6A3aTeNEeH.
TeM He MeHee, UCNO/Ib30BaHVe AnanasoHa 03 npefocTasseT Nos1e3Hyto nHhopmaLmio 06 ypoBHsx 6esonac-
HOCTW 419 YenoBeka.

6.2.3.2 TMpouepypa

B naeanbHOM BapuaHTe XXMBOTHbIE MNOyYatoT J03Y UCMbITyEMOro obpasiia exeHEBHO B TeYeHne Heje-
1M Ha BECb NEePUOA NPOAO/MKUTENBHOCTU nccnefoBaHus. ns 6onee ANNTeNbHbIX MCCNeA0BaHUA C MHOTOKpaT-
HbIM BO3€eiCcTBMEM AOMYCTMMO BBELEHWE [03bl B TeYeHWe NSATU CYTOK B HEAEs0, HO 3TO AO/HKHO ObiTb
OTpaXeHo [OKyMeHTasIbHO 1 060CHOBaHO.

6.2.4 MaccaTena

M3mepeHus maccbl Tena f0/KHbI MPOBOAUTLCA HENOCPeACTBEHHO Nepes A03MPOBaHUEM, eXeHeAelbHO
nocne nepsoWi A03bl, €CIN 3TO NO3BOMAET A4/INTENBHOCTb UCCIEf0BaHNSA, U MO OKOHYAHUW NCCNeA0BaHUS.

6.2.5 KnuHunueckne HabnwgeHns

Mepvoa HabnaeHVA ANA nccnefoBaHnNa CUCTEMHOV TOKCUYHOCTU MHOTOKPATHbIX 403 AO/IKEH COOTBET-
CTBOBATb A/INTENILHOCTW UCCNeA0BaHuUs. [leTanu 4acToTel U TMNa HabnwaeHnsa onvcansl B 4.10 n npunoxe-
Hun C. Bo Bcex cnyyasx HabnwfeHve A0/MKHO NMPOBOAMUTLCA C AOCTATOYHOW YaCTOTOM, a Takke A0/MKHbI
npeanpuHUMAaTbCA onpeAenieHHble 4eCTBUA ANA CBeAEeHUS K MUHUMYMY NOTePb Cpeaun nccnefyemMbiX XMBoT-
HblX, Hampumep, BCKpbITUE WU pedpuxepanms XUBOTHbIX, HalAeHHbIX MEpPTBbIMW, W W30MAUUS WUN
ymMepLyBieHue cnabbix v 601e3HEHHbIX XMBOTHbIX. BusyanbHble HabnAeHNsA A0MKHbI 0683aTeNbHO BKILO-
yaTb B Ce65 cnegytowyme pakTopbl: U3MEHEHNSA KOXW U LUEPCTK, F1a3 U C/IM3NCTbIX 060/104eK, a Takke U3MeHe-
HUSA B nepudepuyeckoin N LeHTpasibHOM HEepPBHbIX CUCTEMax, AblxaTeflbHOW 1N KPOBEHOCHOW cucTemax, B

0
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COMaTOMOTOPMON AeATeNbHOCTM U B CXemax MOBefeHUsl, WCNOoMb3ys AEeCKPUNTOpbl, NpUBEAEHHblE B
npunoxeHun C.

OO6bI4YHO Nepef BBEAEHNEM UCMbITYEMOrO BELLeCTBa 1 MO OKOHYaHWW KccneoBaHnsa Heo6xo4nmMo npo-
BECTM 0pTasIbMOIOrMYECKNA OCMOTP C UCNOIb30BaHNEM 0hTalbMOCKOMa UV 3KBUBAIEHTHOrO NPMEeMIEMOTO
060pyf0BaHNA, NPeANoYTUTENBHO BCEX XUBOTHbIX, HO. N0 MeHbLUEeR Mepe, rpynn BbICOKOW 403bl U KOHTPONSA.
Mpn 06Hapy>XeHUn n3MeHeHWi B rnasax Heob6xoANMO OCMOTPETb BCEX XMBOTHbIX. PelleHne He NpoBOANTb
OCMOTP A0/IKHO 6bITb OTPAXEHO JOKYMEHTa/IbHO 1 060CHOBAHO.

6.2.6 Tatonorus

6.2.6.1 KnuHunyeckasa naronorus

Heob6xoaumo nposBecTu cneaytolime nccnefoBaHus:

a) remaTonorvs, kak onucaHo B npunoxeHun C. fomkHa 6biTb MccnefoBaHa No OKOHYaHWW nepuoga
ucnbiTaHns. B3aBMCMMOCTM OT A/IMTENIbHOCTU NCC/IeA0BaHNA HEO6XOANMO paccMoTpeTb 6o/ee yacTblli 3a6op
npoo;

b) 6roxummnyeckoe nccnegoBaHne KpOBM AO/HKHO NMPOBOANTLCA MO OKOHYaHUK Neproga ucnbitaHus. B
3aBUCMMOCTU OT A/INTEBLHOCTY UCCAEeA0BaHMNA HEOOX0ANMO paccMoTpeTb 60s1ee YacTbiin 3a6op Npo6b. O6nac-
TAMUW UCMbITAHWIA, NTPUEeMAEMbIMU 418 BCEX NCCNEe0BaHN MHOTOKPATHOTO BBEAEHNS, CUMTAIOTCS 3NEKTPONUT-
Hbll 6anaHc, MeTabosmM3M yrneBofoB U (PYHKUMS MevyeHn 1 noyek. Bbibop onpegeneHHbiX uccriepoBaHnii
MOXeT 3aBMCeTb OT HabnAeHNli 3a cNOCO60M AeiicTBNA UCTbITYyEeMOro BelecTBa. Cnncok pekoMeHayemblx
aHasM3oB nNpuseaeH B npunoxeHumn D. Mpy Heo6Xxoa4MMOoCTH MOXeT 6bITb UCMONb30BaHa fONOTHUTENIbHARA KN-
HUuyeckas 6Moxmmunsa 4ns NpoaneHns HablaeHns 3a 0TMeYeHHbIMK athchekTamu.

AHanu3 mMouv Ha perynspHoii ocHoBe Heoba3aTeneH, A0/HKEH NPOBOANTLCA TOMILKO MPW MoKasaHusX,
OCHOBaHHbIX Ha OXugaemoi unu HabnaaeMoi TOKCMYHOCTW. PekoMeHAyeMble napameTpbl NpuBeAeHbl B
npunoxexun D.

MonyyeHHble paHee HOpPMasibHble 3HAYeHUS NPUroAHbI AN YCTaHOBNEHUS (DOHOBbLIX YPOBHEW W AN
CpaBHEHMSA C CONYTCTBYOLMMMN KOHTPO/IbHLIMMW FPyNnamMu nccnefosaHns. Ecnvm pasee nosyyeHHble (hOHOBbIE
[laHHble COYTeHbl HeadeKBaTHbIMU, HEOBXOAUMO PacCMOTPeTb BO3MOXHOCTL c6opa 3ToW MHdopmaummn ans
XXMWBOTHbIX TOF0 XXe BO3pacTa, Nosa, IMHUA U UCTOYHMKA, NPeAnoYTUTENbHO B TOW Xe naboparopuu.

6.2.6.2 lNarosoroaHaToOMUYOCKMEe UccnefoBaHua

Bce XVBOTHbIE [lO/XHbI ObITb NOABEPTrHYThI MO/THOMY 06LLLEMY BCKPLITUIO, BK/IOYaOLWeMy BCebs 0CMOTp
BHELLHMX MOKPOBOB Te/fa, BCex 0TBEPCTUiA, a Takke YepenHoi Kopobku, rpyaHOA 1 GPIOLLIHON NOIOCTER U 1X
cofepXumoro. HagnoyeuHnkn, Mosr, aNnuAnAUMUCHI, cepaLe, NoYkU, NeveHb, SUYHUKK, Cene3eHka, CEMEHHU-
KW. TUMYC 1 MaTKa AO0/KHbI OblTb B3BELLUEHbI BO BIQXXHOM COCTOSIHMM Kak MOXHO CKOpee nocsie BCKPbITUS BO
n3bexaHune BbICbIXaHUS U MOCNEAYIOLLNX IOXKHO HU3KUX 3HAYEHWIA. OpraHbl U TKaHWU, NepeyncrieHHble B Npuso-
XeHun E, fo/MKHbI COXpaHATLCA B NpUeMIeMoii cpeje AN BO3MOXHOro 6yayLiero ructonaroniornyeckoro
aHanusa.

6.2.6.3 Mopdonornyeckme nccrefoBaHus:

a) Heo6X0AVMO NPOBECTY NOJTHYH0 MOPONOrNI0 HA OpraHax v TKaHSAX XXUBOTHbIX KOHTPO/ILHOW rpynnbl
rpynnbl BbICOKO A03bl;

b) BCE MaKpOCKOMUYECKMNE NOBPEXAEHNS [O/KHbI ObITb OCMOTPEHbI:

C) Nnerkne XMBOTHbIX B rpynnax ¢ HU3KOM 1 cpefHeli o3amu, ecnn TakoBble UCNO/b30BaNCh, JOMKHbI
6bITb NOABEPrHYTbI TMCTONOTMYECKOMY MCCNEeA0BaHNI0 Ha NpeaMeT MH(EKL MM, TaK KaKk 3TO MO3BONSET OLEHNUTb
COCTOSIHVE 3[0,0P0BbSA XMBOTHbIX. Takke He06X0AMMO paccMoTpeTb NPOBeAEeHMEe TMCTONOMMYECKOro ncecnepo-
BaHWA MeYeHn 1 noyek B aTUX rpynnax. fanbHeliliee rucTonormyeckoe NccnefoBaHne XMBOTHbLIX 3TUX Tpynn
06bIYHO MOXET He TpeboBaTbCs, HO 06A3aTeNbHO A/15 OPraHoB, MPOSBAAIOLMX NMPU3HAKM MaKpOCKONUYECKOro
noBpexXAeHNs B rpynne BbICOKOW J03bl,

d) npuuncnonb3oBaHWM rpynMbl CaTe/IMTOB IMCTONOMSA MOXET NPOBOANTLCA HA TKAHAX MopraHax, onpe-
JeneHHbIX B 06paboTaHHbIX rpynnax Kak npossuBLUne pe3ynbTaTbl adhdekTa,;

€) Kak npasusio, B XPOHUYECKUX NCCNeAoBaHUsAX He0OX04MMO NCNOb30BaThb XUBOTHbLIX-UHANKATOPOB
NS KOHTPONA BO3MOXHOCTU MHMEKLMOHHBIX areHToB. o nokasaHusiM MOryT NpoBOAUTLCA Ceposiornyeckme
WAN TUCTONIOrMYECKNE UCCIe0BaHUA rpynmn XXMBOTHbLIX-CATENNTOB.

6.3 KpuTepuu oLoHKN

6.3.1 O6wme NonoxeHns

[JaHHble MOryT 6bITb 0606LLEeHbI B hopMe TabnLbl, NOKa3biBatoLLEel YNC0 XUBOTHbIX B HAYa/e UCMbITa-
HWA. YACNO XMBOTHbIX, MPOSBASAIOLWMX NATONOMMYECKNE N3MEHEHUS, TUMNbl U3MEHEHWI 1 MPOLLEHT XMUBOTHBIX,
NPOSABASAIOWMNIA N3MEHEHNA KaxkAoro Tuna. Heo6xoAMMOo NPOBECTU CTATUCTUYECKYIO OLeHKY, HO B NepBYI0 oYe-
pefb yunTbiBaTh 6MOOrMYECKYI0 3HAYMMOCTb. [JONyCTUMO MCMNO/b30BaTh /1106ble 06LWEenpUHATbIE CTATUCTU-
Yyeckne MeTofbl; cTaTUCTUYECKME MeToAbl HE0O6X0AUMO BbIOMpaTh NPY NIaHMPOBaHUK UCCNeAOBaHUSA.
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6.3.2 OueHka pe3synbTaToB

O6HapyeHHble athheKTbl 0T UCCef0BaHNA MHOTOKPaTHOIO BBEAEHNSA [LO/KHbI GbiTh OL,EeHEHbl COBMEC-
THO C 06HapyXeHHbIMK 3dhdhekTamun NpeALecTBYOLWNX NCCNef0BaHNI 1 PACCMOTPEHbI C TOYKM 3PEHUSI TOKCK-
4yecknx 3O (heKToB 1 BbISBNEHHbLIX OTK/TOHEHWI NPW BCKPLITAW K rucTonorun. OLeHka f0/mkHa BKIYaTb B ce6st
B3aVMOOTHOLUEHUS MEeXAY A,0301i UCMbITYEMOro BeLecTBa v Hannunem unm oTCyTCTBUEM, a Takxe cayydanHoc-
TbiO U CTEMNEHbI0 CEPbE3HOCTUN Pa3/INYHbIX OTKNIOHEHW, BKOUas NoBefeHUYeCcKne N KTMHNYECKe OTK/IOHEHNS,
MaKpOCKOMMYEeCcKMe MNOBPEeXAEHNs, MUKPOCKOMMYECKNE W3MEHEHUS, YCTAHOB/IEHHblE B OpraHax-MULLEHSIX,
B/INSAHNE HA CMEPTHOCTb M Nlobble Apyrue o6Lme nam KOHKpeTHble A ekThI.

6.4 3aknr4nTenbHbIA OTHET

WNHdopmaums, npueeseHHas B 5.4, fo/KHa COAEPXaATbCA B 3aK/M0UYNTENIbHOM OTYeTe UCCnefoBaHus
CUCTEMHOI TOKCMYHOCTU MOBTOPHOrO BBEAEHUA. [JONO/HUTENbHO He06X04MMO NPefoCTaBnTb CeayoLLyio
nHdopmaLmio:

- MCMONb30BaHHbIe remaTosiornyeckme nccnefoBaHuns v pesynbTaTbl C COOTBETCTBYOLWMUMY (DOHOBLIMMN
[AaHHbIMY;

- MCNOMb30BaHHbIE UCCNEA0BAHNSA KIIMHNYECKO BUOXMMUM 1 pe3ynbTaTbl C COOTBETCTBYHOLWMUMN (DOHO-
BbIMW fJ@HHbIMU;

- pe3ynbTaTbl TMCTONOMNK;

- CTaTUCTUYECKYI0 OLleHKY pe3yibTaToB, eC/in NCMNO/b30BaNnach, M 06CYXXAeHNe X 6MoN0rMYeckoit 3Ha-
4YMMOCTHU.

WccnepoBaHne fONrocpoyHOl CUCTEMHOM TOKCMYHOCTU npegocTaBnseT uHdopmaumio 06 achdekrax
NMOBTOPHOIO BBEAEHMSA UCMbBITYEMOrO BelecTBa. JKCTpanonaunua pesynbTaToB UCCef0BaHNA Ha YenoBeka
[elicTBUTe IbHa B OTPAHUYEHHOV CTENEHN, HO OHA MOXET NPeAoCTaBUTb NOJIE3HYI0 MHChOPMALMIO O J0NYCTH-
MOM BO3[eCTBUM Ha YenoBeka.
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Mpunoxexne A
(cnpaBoyHOe)

Myt BBEegeHus

A.l O6uwme nonoxeHusa

HekoTopble nyTu BBeAeHNs nepeuncnerbl B A.2—A.10. pyrve nyTu BBeAeHNA MOTYT 6biTb 60/1€€ KNNHNYECKN 3Ha-
YUMBbI . B TAKOM Criyyae, AO/MKHbI 6bITb UCNOb30BaHbl. Heo6xoaMMo ncnonb3osaTth Hanbonee NnoaxoAAWMiA NyTb BBEJE-
HUSA. Vicnonb3oBaHve anbTePHATUBHOIO MyTW BBEAEHNA [O/KHO 6biTb 060CHOBAHO. py MOAENUPOBaHUY NpYeMIeMbIX
nccnefoBaHuii pekoMmeHyeTcs KOHCYbTauna akcnepTa.

A.2 lepManbHblii NyTb BBEAEHNSA

WccnepoBaHue CUCTEMHON TOKCMYHOCTYM flepMasibHO MOXET 6bITb NPUEMIEMO AN HAPYXHbIX n3genuii. Heo6xoan-
MO y4uTbIBaTb OFPaHNYEHNEe OPasibHOro A0CTYNa XMBOTHOTO K UCNbITyeMoMy obpasLy.

A.3 NmnnaHTauuna

WccnepnoBaHUSACUCTEMHON TOKCMYHOCTU NyTEM UMMAaHTaunU MoryT 6biITbipueMnemMbl 48 UMNAAHTUPYEMbIX U3fe-
NWii. ViccnepoBaHne MOXeT GblTb MPUEMIEMO A1 HEMOCPELCTBEHHOTO UCMbITAHUSE Matepuana nyTeM npumMeHeHus K
06LemMy U1 KOHKPeTHOMY yyacTky. Heo6Xxo4MMO NPUHATL BO BHUMaHWe hopMy U CTPYKTYpY npeamMeTa ncnbitaHus. Meto-
Abl uMniaHTauuy npusegeHsl 8 UCO 10993-6.

A.4 WNuranauyns

MccnenoBaHUSICUCTEMHOM TOKCUYHOCTM MYTEM UHTANALMN MOTYT 6bITb NPUeMAEeMbl ANA U3ENnii C KOHTaKTHON cpe-
[l0/1. 61aronpuATHO A1 BOSHUKHOBEHMUSA 1eTYYNX XMMUYECKUX NapoB, UNKn AN NCnbiTyemoro obpasua aspo3sons/yactuu, c
VHransiyMoHHbIM NoTeHuManom. [letanm npoTokona 3TOro NyTu BBeAEHUSA NpuBefeHbl B 60NbWNHCTBE UCTOYHUKOB NO
VNHransLMOHHOW TOKCUKONOTUN.

A.5 BHYTPUKOXHbI NyTb BBEAEHUA

WccnepoBaHns CUCTEMHON TOKCUYHOCTY BHYTPUKOXHBIM NyTEM MOFYT 6bITb NPUEMNEMbI AN U3LeNNIA, KOHTaKTUPY-
0L MX BHYTPUKOXHO. VcnbiTyemble o6pasLbl 06bI4HO BBOAAT HENOCPEACTBEHHO BO BHYTPUKOXHYIO 06/1aCTb NyTEM MHBEK-
uun. Micnonb3oBaHne HECKOTbKUX YHaCcTKOB 06paboTku [O/KHO GblTb YETKO ONMCaHO N 060CHOBAHO.

A.6 BHYTpUMbIWEYHbI NyTb BBEAEHUSA

WccnepoBaHus CUCTEMHO TOKCUYHOCTY BHYTPUMbILWEYHbIM MyTeM MOryT 6biTb NpUeMnemsl ANa U3fennii, KOHTak-
TUPYIOLWNX C MbILIEYHOW TKaHblO, KOTOpas CnocobCTBYeT BbIMbIBAHWIO XMMUYECKUX BewecTB McnbiTyemble o6pasuibl
06bIYHO BBOAAT HENOCPEACTBEHHO B MbILLEYHYIO TKaHb NyTEM UHBEKLUN UK XMPYPrMYECcKoil MnaaHTauun. Y4yacTku gon-
XHbl 6bITb BbIOpaHbl C Y4EeTOM CBEAEHUS K MUHUMYMY NOoTepu PyHKLMN UK BEPOATHOCTY 6011 NO MPUYMHE NOBPEXAEHUS
HepBa, BbI3BAHHOTO HaMpPsHKEHWEM MbILLIEYHOrO BO/IOKHA MHbeKUMeld unm umnnaHtaunein ncneityemoro oépasua. Mpu
nccnefoBaHNsX NOBTOPHOI A03bl y4acTKn HEOOX0AMMO yepefoBaTthb, Tak kak, Hanpumep, HeBOAHblE COeAUHEHNS MOTYT
06pa3oBbiBaTb HAKOMN/IEHNS B TeueHne 6osee 24 4. icnosnib3oBaHre HECKOTbKUX YHaCTKOB 06paboTkM JO/MKHO OblTb YETKO
onncaHo 1 ob6oCHOBaHO.

A.7 BHYTPUOPIOWMNHHBIA NYyTb BBEAEHUS

WccnepgoBaHus CUCTEMHON TOKCUYHOCTU BHYTPUOPIOLWMHHBIM MyTeM MOryT 6bITb NPUeMIeMbl 418 U3JENNi, KOHTaK-
TUPYIOLLKNX C GPIOLIHONM NONOCTbIO, KOTOpPAsi CNOCOGCTBYET BbIMbIBAHUIO XMUMUYECKMX BeLLeCcTB. JTO Takxe ABNsSeTCA npu-
eM/1IeMbIM NyTeM, eC/M 3KCTPaKT He [O0/DKEeH BBOAWUTLCA BHYTPUBEHHO, Hampumep, Mpu WCMOJIb30BaHWUN  BbITSXKN
HENoNSIPHbIX Macesn Uan Npu BO3MOXHOM Hanuuuy Yactul. Takoll NyTb BBEAEHWUA NpeanodTuteneH uibTpoBaHuo ans
BHYTPVBEHHOI MHbeKuun. VicnbiTyemblie 06pasLbl 06bI4HO BBOAAT HENOCPeACTBEHHO B 6PIOLLHYI0 NON0CTb. MNpu BbluKC/e-
HUW 4acTOTbl 03bl HEOBXOANMO YUUTbIBATb, YTO NPeAMETbl UCC/ef0BaHNsA, BBOAMMbIE 3TUM MyTeMm, abcopbupyoTcs, B
OCHOBHOM, MOpTanbHOI LMpKynsauunein u. Takum o6pasom, A0 NocTynaeHns B obljee KpoBoobpalleHne, JO/MKHbI NPOATH
yepes nevyeHb. He06X04MMO NMPUHATL MePbl AN U36eXaHNA MHBEKLUN B XENYA0K NN KALLEYHUK.

A.8 BHYTPUBEHHbIV NyTb BBEAEHUS

MccnepoBaHus CUCTEMHON TOKCMYHOCTU BHYTPUBEHHBLIM NMYTEM MOTYT 6bITb NPUEMAEMbI AN U3AeNnit, KOHTaKTUpy-
IOLLMX C KPOBbIO. cnbiTyemble 06pasLbl 06bI4YHO MOMeLLaloT UM HenocpeACcTBEHHO BBOAAT B COCYAUCTYIO cuctemy. Mpun
Ha/nMummn 4actul, Heo6xo4MMO paccMOTPeTb OCTaBKY BHYTPUOPIOWMHHLIM NyTem Wan hunbTpaunto obpasua. PekomeH-
fAyemble 06beMbl 03 N CKOPOCTb BBEAEHWA A1 BHYTPVWBEHHbIX UCCNeA0BaHNi Hanbonee 4acTo NCNOMb3yeMbIX BUAOB
NabopaTopHbIX XUBOTHbLIX MPUBEEHbI B NPUIOXEHUN B.

Heo6x041MO NpUNOXNUTL YCUANSA ANA CBEAEHUS K MUHUMYMY BEPOATHOCTMN U3MTMLLHENA COCYANCTON NHBEKLUN UCMbI-
Tyemoro o6pasua. s uHbekyun, 3aHumatolieii 5 MuH 1 6onee, HE06X04MMO PACCMOTPETbL UCMO/Ib30BAHUE UMNbl-»6a604-
Kv» WAV BHYTPUBEHHOTO KaTteTepa (kaHionn).

A.9 OpanbHblil NyTb BBEAEHUS

WccnepoBaHus CUCTEMHON TOKCMYHOCTW OpasibHbIM MyTeM MOryT 6biTb NPUEMIEMb A5 N3AeNNiA, NPSAMO UK KOC-
BEHHO KOHTaKTUPYIOLMUX CO C/IM3UCTON POTOBOI MNOMOCTU, WU AN NPOAYKLUU C APYTVM 3HTEpPasbHbIM NPUMEHEHNEM.
McnbiTyemble 06pasLibl 06bI4HO BBOASTCA Yepes 30HA. [lo BBeeHNSA NCnbiTyeMoro o6pasLa aKcneprMeHTanbHble XUBOT-
Hble 06bIYHO O/KHbI Tof10A4aTh. Mepuog ronofaHns MoxeT 6bITb OT HECKO/IbKMX YacoB [0 OAHOW Houu, ¢ 6oiee KOPOTKUMU
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nepmogamu AN XMBOTHbIX C 60/1ee BbICOKOW CKOpOCTbIO MeTabonusma. [Mocne nepmoga ronofaHns XXUBOTHbIE AODKHbI
6bITb B3BeLLEHbI, NOCNE Yero UCNbITyeMblii o6pasel, BBOAAT OAHOKPATHON A030i4, OCHOBbIBasCb Ha mMacce Tena. Mocne
BBEAEHUSA NCMbITyeMOro obpasua npuemM nuLM MOXeT 6biTb OT/IOXEH Ha AOMNOSHUTENbHbIe 3—4 u. MNpu BBEAEHUN A03bl
[ONISIMU aTevyeHne onpefie/IEHHOro nepnoja Heo6xoANMO NPeoCTaBIATL XUBOTHBIM NULLY 1 BOAY @ 3aBUCUMOCTUN OT A/11-
TeNbLHOCTN Nepnoja BBeeHUA.

A.10 MOAKOXHbLIA NyTb BBEAEHUS

MccnepoBaHna CUCTEMHOWM TOKCUYHOCTW MOAKOXHBIM MyTem MOryT 6biTb NpuemMaemMbl AAS U3AENnin ¢ NOAKOXHOW
cpefoii koHTakTa. MicnbiTyemble 06pas3Lbl 06bI4YHO BBOASIT HENOCPELCTBEHHO B MOAKOXHYI0 061aCTb NyTEM UHBEKL MU Nn
umnnaHTaumu. icnonb3oBaHne HECKOMbKNX yHacTKOB 06paboTKM AO/MKHO ObITb YETKO ONMCaHO U 060CHOBAHO.
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Mpunoxexve B
(cnpaBoyHOe)

O6BbeMbI 403MPOBaHUA

B.1 O6uime nonoxeHns

MpUHLMNBLI TYMaHHbIX NCCIeA0BaHN Ha XUBOTHbIX TPEBYIOT, 4TOGLI BblIN NPeANPUHATLI BCE pasyMHble Mepbl Mo
CBEAeHNI0 KMUHUMYMY UM YCTPaHEHMWIO BCEX HE61aronpruAaTHbIX PU3N0I0rMYEeCKUX U naTonornyecknx apexkros. 3Ha-
YeHus. NpuBefeHHble a Tabnuue B.1. ABNAIOTCA MakcMMasbHbIMU Npegenammn, NpuBeAeHHbIMI B Hay4Holi nuTepaType. B
HacTosALeM cTaHAapTe 3TW 3HAYEHNS He JO/KHbI BOCMPUHMMATbLCA Kak pekoMeHAauny, Ho uccrefoBaTtesnin fo/MKHbI Npu-
MeHATb BEpXHMe npeaesnbl No OTHOLEHUIO K TakUM hakTopam, kak macca Tena/nnowajb NOBEPXHOCTH, CKOPOCTb BBEAE-
HUA. PUNKO-XNMUYECKNE 1 BUONOrnYecKne CBOKCTBA UCNbITYyeMoro o6pasua 1 Ype3MepHoe UCN0/Ib30BaHNe XNBOTHbIX.
Heo6xo0a1MMo NpeAnpuHATL YCUINA MO CBEAEHNI0 K MUHUMYMY 06beMa A03bl, 0JHOBPEMEHHO Y4YNTbIBasA 3TV (hakToOpbl KOP-
PEKTUPOBKH.

Ta6nuya B.1 — MakcumanbHble 06bEMbI A03MPOBKU A5 BBEAEHUS UCMbITYyemMoro o6pasua

Bug, MoAKoXHbIA, MA/KT BHyTpM:‘\AAz/IKLUrequM' BKyTplflﬁ'\;Jnr?ﬁ MHVb . 3onpgoablii. Mk BHyTwnlji}:HbM’
Kpbica 20 1 20 50 40
Mbilb 50 2 50 50 50
Kponuk 10 1 20 20 10
Cobaka 2 1 20 20 10
O6esbsaHa 5 1 20 15 10

MpumMmeyaHune — PykoBOACTBA OTAE/bHbIX CTPAH MOTYT U3MEHSITb NPUBEAEHHbIE Bbille MakcuMasibHble 06be-
Mbl. OB6bIYHO pekoMeHAyeTCsi, YTOObl BHYTPVMbILIEYHbIE BBEAEHWUA [1A [PbI3yHOB He npesbiwann 0.1 mn.'yyactok
(MbIWwb) 1 0.2 mn/yvacTtok (kpbica).

B.2 CcblfIKM Ha 06bEMbI A03UPOBKMK
Cwm. 6ubnuorpadmto, yactb 2 [10]—(15].
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Ta6nuuya C.l— PacnpocTpaHeHHble KIMHWYECKMe NpuU3Haku 1 HabnogeHns

Mpunoxexnne C
(cnpaBoyvHoOe)

PaCI'IpOCTpaHeHHbIe KIMHNYEeCKne nNnpusHakum u HaGﬂlO,qul/IFI

KnunHuueckoe HabntogfeHve

PecnupartopHoe

ABsurarensHaa akTUBHOCTb

KoHBynbcuu

Pednekcsl

[nasHble npusHaku

CeppaeyHo-cocygucTble

npusHakn

16

CniwoHooTAeneHme
Nvnoneiiommoma

AHanresns

MblLlWeYHbIi TOHYC

XenyaouHo-kuiweyHoe

KoxHoe

Ha6ntopaembiii npusHak

3atpyfHeHue AbixaHus (6poLHoe fbl-
XaHue. ofbllliKa), OCTAHOBKA fblIXaHus, Lu-
aHo03. yyalleHHoe AbixaHue, BblAeneHns u3
Ho3apeit

MoBblWeHHaA/MOHNKEHHas COHNU-
BOCTb. NOTeps paBHOBecusi, notepsa uy-
BCTBUTENILHOCTW, KaTasiencus, arakcus,
Heob6bl4HOe nepeABWXEHWEe, npocTpauus,
Tpemop, dacumkynaums

KnoHunyeckne. ToHWYeckue, TOHMYEC-
Kne-knoHu4Yeckme. actuKkTuyeckue, onuc-
TOTOHYC

KopHeanbHblil, paBHOBECKe, MUOTaTU-
yeckwuii, cBeTOBOM, pedhiekc ucnyra

CnesoTeueHue, MMO3. MUApPUA3. 3K30g-
Ta/lbMOB.  NTO3.  MOMYTHEHWE,  WPWUT,
KOHbIOHKTUBUT. Xpomogakpuopes. ocnab-
NeHNe MuraTenbHoOn Mem6paHs

Bpagukapaus, Taxukapausi, aputmusi,
Basogunatauns, aasokoHCTPUKL S

M36bITOYHOE

XecTkas wepcTb

CHUXeHHas peakuus
FMNOTOHUSA.TUNEPTOHUS

Msarkuin ctyn, auapesi, pBoTta, nosuny-

puvsi.puHopesi

Saema, aputema

3aﬂ|eV1CTBOBaHHbIe CUCTEMbI

LieHTpanbHas HepBHas, fierouHas,
cepgeuHas

LieHTpanbHas HepBHasi, coOMaTo-
MOTOpHAsi. CEHCOpHasi, HEepPBHO-MbI-
LeyHas. aBTOHOMHast

LleHTpanbHas HepBHas, Helipo-
MYCKy/IbHasi. aBTOHOMHas!, AblXaTenb-
Has

LleHTpanibHas HepBHas, CeHcop-
Has. aBTOHOMHas, Helipomyckybmas

ABTOHOMHas, pasfpaxeHue

LleHTpanbHas HepBHas, nepude-
puyeckas. cepaeyHas.neroyHas

MecTHoe Bo3aeiicTeue
ABTOHOMHas

LleHTpanbHass HepBHasi, CeHCop-
Has
ABTOHOMHas

LieHTpanbHas HepBHasi, aBTOHOM-
Has. CEHCOpHas, XenyfaoUHO-KuLweY-
Has MOTOpuKa, noyeyHas

MoBpexaeHue TkaHel, pasgpaxe-
Hue
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Mpunoxexnne O
(cnpaBoyHOe)

PekomeHAyemble napaMeTpbl reMatosiornu, KTMHWYECKOW XUMUKN U aHann3a mMouu

D.1 Fematonorua
- noteHuuan ceeptbiBaeMoctu (PT. APTT);
KOHLleHTpaumsa reMornobuHa;
reMaTokpuT;
4yncno TpPoMGOLMTOB;
YNC/I0 3PUTPOLUTOB;
- 4Yncno neikoumnTos;
- neiikounTtapHas copmyna.
0.2 KnuHnyeckasa xumusa
anbbyMuH;
wenoyHas pocpartasa (ALP);
anaHuHamuHoTpaHcepasa(Al.T);
acnaparvHoBas TpaHcamuHasa (AST);
KanbLUuii;
xnopwva;
X0necTeporn;
KpeaTUHWH;
ramma-rnytamuntpaHcdepasa (GOT);
n0K03a,;
HeopraHnyeckuii pocdop.
Kanwi;
HaTpwuid;
o6 it GUIMpy6UH;
o6t 6enok;
TpUrAMLEpuabl;
a30T MOYEBWHbI;
[ONOMHNTENbHbIE (DEPMEHTBI, EC/IV MPUEMIIEMO C HAYHYHOI TOUKN 3PEHUS.
06LLMe ypoBHN MMMYHOTN06YIMHA MOTYT 6bITb PACCMOTPEHbI Kak nokasaTe/lb UMMYHOTOKCUYHOCTM.
D.3 AHanus mouu (c60p paccuyuTaH Mo BpeMeHu, Hanpumep, ¢ 16 go 24 y)
BHELLHWIA BUA;
- 6UnMpyouH;
- [7110K03a;
- KeTOHbI.
- CKpbITas KpOBb;
- 6enok.
- ocafok.
- cneynuryHas nI10THOCTb MW OCMOMOSASIbHOCTD.
- obbewm.
- Apyrue nccnepoBaHus, npuemaemMble C Hay4YHO TOUKW 3pEHUs, NPU HaNnyYMn NOA03PeHuit, 4To NnpegmeT nccnepo-
BaHWSA BbI3blBaeT TOKCUYHOCTb KOHKPETHbIX OpraHoB (06bIYHO TpebyeTcsA c6op pedpuXUPUPOBaHHbIX NPO6).
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OpraHbl/TKaHU. OTMEYEHHbIe 3HAKOM B*», BAOMOMHEHWE K TMCTONATONOrMYECKO OLLeHKe [O0/MKHbI ObITb B3BELUEHI, B
TO BpeMsi Kak Apyrme opraHbl B3BELMWBAKTCS NO Hay4HOW NPUMEHUMOCTU. KAUHUYEeckue u Apyrne oGHapyxXeHus moryTt
nokasaTb HE06XO4MMOCTb UCC/EA0BAHNS JONOMHUTENbHbIX TKaHeh. Takke He06X0AMMO COXPaHNUTb Nt0GbIE OpraHbl, CUK-

MpunoxeHune E
(cnpaBo4HOE)

Cnucok peKkoMeHAYeMblX OpraHoB ANA rTMCTONAaTO/IOTMYEeCKOW OLeHKN

HafnoYeUYHNKN*.

ace Makpockonuyeckve noBpexaeHns (Bkiovas yvyacTkm o06paboTkm);
aopTa.

KOCTHbIi MO3r (bepeHHasn KoCTb, pe6po Wan rpyanHHas KocTb);

MO3r* (NpeAcTaBuUTENIbHbIE CEKL MW, BK/TKOYAS TO/TOBHOM MO3T, MO3)XXE4YO0K N BapO/INeB MOCT);
cnenas KvLka;

TONCTas KnLLKa,;

ABeHaguaTUnepcTHas KMLLKa;

ANUANAMMUCHI (MPUAATKN ANYKa)*.

nuiLeBoA;

rnasa;

XeNUHbI Ny3blpb (ECIN B HANUUNW);

cepaue*;

noAB3A0LWHAA KNLLKA;

TOHKas KuLuKa.

MoYKn*;

neyeHb*.

nerkme n 6poHxn (CoOXpaHeHHble HanosiHeHneM (UKCaTopoM ¥ NOCAeAYIOW UM NOTPYXEHNEM);
numdatnyeckme y3nbl (MeCTHble AN yYacTka BBEAEHUA U OTAANEeHHbIe A8 CUCTEMHbIX 3D DEKTOB);
MOJ/IOYHbIE Xenesbl (415 camok);

MblILWLbl (CKENETHbIE);

HO34peBble PakoBUHbI (AN UHFANSALMOHHbIX NCCNef0BaHWiA);

HepB (CefanuiHbIii MNN TUGUANbHBIA, NPEANOUYTUTENLHO pacnonaraLniics B6U3N MbllLbl);
ANYHUKN*.

nogxenyfoyHas xenesa.

OKOJIOLWNTOBUAHASA Xenesa:

rmnocus;

npocrara,;

npsMas Kvwka.

C/IIOHHbIE Xenesbl:

CeMeHHble My3bIpbKu.

KOXa;

CMWUHHOW MO3r;

ceneseHka*,

TPyanHa;

Xenypok;

CEMEHHUKN*;

TUMYyC*;

WUTOBNAHARA Xenesa;

Tpaxes;

MOY€BOW Ny3blpb;

MaTka* (Bk/ovas LWeiiky u Tpyobl):

Bnaranuuie.

Tawuuneca BepoATHbIMM OpraHaMn-MmnileHAMN Ha OCHOBaHNN U3BECTHbLIX CBOICTB ncnbiTyemoro eewectea.

Heo6x041MMO0 NPOBECTW NOHYH TMCTONOMMI0 COXPaHEHHbIX OPraHoB 1 TKaHel BCEX XXUBOTHbIX arpynnax KOHTponsa un
HauBbICLW e J03bl. 3TN NCCneaoBaHns, HanpaB/ieHHble Ha KOHKPEeTHbIe OpraHbI/TKaHVI, no Heo6xo04MMOCTU, AO/MKHbI 0OXBa-
TbiBaTb XNBOTHbIX N3 BCEX APYINX rpynn 4O3NPOBKK, eCcnn Brpynne HauBbICLEW [03bl HAbNAaTCA NU3MEHEHNS, CBA3AH-

Hble C BO3,quICTBMeM.
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Mpunoxenne F
(cnpaBoyHOe)

MH(*JOpMaLI,VIFI no nuporeHam, onocpefoBaHHbIM MaTepunasiom

MnporeHHoCTb — 3TO CMOCOGHOCTb XMMUYECKOTO areHTa Wan Apyroro BellecTBa Bbi3biBaTb IMXOPAA0YHYI0 OTBET-
HyI0 peakuuto. MnporeHHble peakuun MoryT 6bITb ONOCPeA0BaHbI MaTepnanom, 3HAOTOKCMHOM WK fPYTVMY BeLlecTBamu,
TaKMMK Kak CocTaBAsiloLMe rpaMnoioXunTenbHbix 6akTepuii n rpnbos. HacTosAwwmii ctaHAapT OTHOCUTCS K MMPOreHHOCTW.
onocpef0BaHHON MaTepuanom.

WccnepoBaHue BCeX HOBbIX MEAWULMHCKUX U3AENIA Ha NMPOreHHOCTb In vivo He siBNsieTcAa HeobXxoAWMbIM. TeM He
MeHee, Matepuarsnsl, Cogepxaline HoBble XUMUYECKNe COeIUHEHUS UV BELLECTBA, KOTOPble paHee Bbi3biBasiN MUPOTreH-
Hblli OTBET, AO/KHbI ObITb OLeHeHbI Ha NpejMeT MMPOreHHOCTU. ONOoCpe0BaHHON MaTepuanom. KoHTamnHaymsa aHA0TOK-
CMHaMU MOXeT ObiTb MCTOYHUKOM MUPOTEeHHON peakuun, KOTOpyl crnegyeT OT/AMyaTb OT MNUPOreHHON peakuuu,
onocpef0BaHHO MaTepuanom.

MnporeHHOCTb. onocpeoBaHHas 3HA0TOKCUHOM

MnporeHHoCTb 3TOro TUNa, Bbi3BAHHAA GMONOTMYECKN aKTUBHBIM 3HAOTOKCMHOM rpamoTpuuaTenbHbiX 6akTepuid,
ABNALWMMCA NPUMECHI0 NpoLecca NponM3BoACTBa MeANLMHCKNX U3AeNnii, 06bIYHO Bbi3biBAET NOBbILIEHWE TEMNepPaTypbl.
OueHnBaeTca nyTeM U3MepPeHUs KomyecTsa aHL0TOKCUHA B U3[eNUSAX IHAO0TOKCUH-cneundnyHbiM LAL (nnsat ameboum-
TOB MeYexBocTa)-TecToM 6e3 nNpoBefeHns nccnefoBaHnsa Ha Kpomkaxa>

MuporeHHOCTL. onocpefoBaHHas marepuanom

MpOreHHOCTb 3TOr0 TMNa BO3HUKAET MO NpuYnMHe PakTopoB, He CBA3AHHbIX C 3HAOTOKCMHaMU. Huke npueogmTCa
CMWCOK BELLECTB, 0 KOTOPbIX M3BECTHO, YTO OHY BbI3bIBAIOT NMUPOTEHHYI0 Peakuuto, He Byy4n sHAOTOKCUHAMN.

- 3HJOreHHble nuporeHbl (Hanpumep. IL-1. IL-6. TNFu. INF-y);

- npoctarnaHuH.

- MHAYKTOpbI (Hanpumep, noMageHnnoBas. NoaMypuanaoBsas, 10IM6MOHOCUHOBAA U MONNPMBOLMTUANIOBAS KNC-
NoTbl).

- BellecTBa, HapyLwatwLye yHKLMI0 TEPMOpPEerympyoLwmnx ueHTpos (Hanpumep. JICA. kokauH, Mopcuid);

- pasbefuHsowmne areHTbl okcugaTUBHON hoccopunaummn (Hanpumep. 4. 6-4UHUTPO-0-KPE30/. ANHUTPOEHON,
NUKPUHOBAS KNCNoTa);

- H-cheHun-(1-HadpTMNaMUH 1 anbfo-«-HahTuNaMmuH (MexaHnsm NMxopagkn Hen3BecTeH).

- 6akTepuanbHble 3K30TOKCUHbI (Hanpumep, TSST-1. SEA. Spe F. Spe C);

- Helipomegnatopsbl (Hanpumep, HopaapeHasnH, CEPOTOHUH);

- B HEKOTOPbIX ClyYasax Takne MeTasiibl, Kak CONMu HUKeNs.

[ns onpegeneHunsi NMPOreHHoCT. 06yCNOBNEHHON MaTepuasnom, B HacTosiLLee BpeMsi pekoMeHayeTca nccnegosa-
H/e NUPOreHHOCTH Ha KPOIMKax, KOTopoe uMeeT WHPOKUIA AnanasoH 06Hapy>XeHUs NMPOreHHO akTUBHOCTN. MeToAbl Npo-
BeLleHNsi UccnefoBaHUs NMUPOreHHOCTM Ha Kponukax npusoaatcs no ®apmakonee CLUA. EBponelickoli ®apmakonee.
AnoHckoii ®apmakonee. LAL-TeCT He ABASieTCA NPUMEHUMbIM AN ONpefesieHns MMPOreHHoCTN 3aTux BewecTs. B cnyyae
paspaboTkn 1 yTBEPXAEHUS APpYTUX MeTOL0B onpeaesieHns HeaHJ0TOKCUHOBOW NMPOreHHOCTM TakoBble ByAyT paccMoT-
peHbl B Ka4eCcTBe 3aMeHbl CC/IeJ0BaHNA Ha KPOJIMKaX.

HoBoit pa3paboTkoii ABAAKTCSA NPO6LI, OCHOBAHHbIE HAa LMTOKMHHOM BblGpPOCE MOHOUUTaMu/Makpodaramu. KoTo-
pble cnoco6Hbl 06HaPYXNTb MMPOreHHOCTb. CBA3AHHYIO C COCTaBMAAIOWMUMY rpamMmoTpuLaTesibHbIX U FPamMnoNoXNTEeNbHbIX
6akTepuii n rpuboB. ATV NPoGLI He YTBEPXAEHbI AN onpefeneHns NMPoreHHOCTW. onocpeAoBaHHol MaTtepuanom

' LAL-TecT: AAMI/ST72 — BakTepuasnbHblii 3HLO0TOKCUH — MeTof0M10rMn UccnefoBaHns, perynspHblii KOHTPOb
1 anbTepHaTVBbl CEPUIHBIM UCCNef0BaHUSIM.

LAL Testing: AAMI/ST72 — Bacterial Endotoxet — Test methodologies, routine monitoring, and alternatives to Patch
testing.
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Mpunoxenve G
(cnpaBo4HOE)

CBefeHna 0 COOTBETCTBUM HaLMOHAaNbHbBIX CTaHAApPTOB Poccuiickoii ®epepaunn
CCbI/IOYHBIM MEXAYHapoAHbIM cTaHgapTam

O603Ha4eHNe CCbIIOYHOTO

MEXIYHAPOHOTO CTaHAAPTA O603HAYEHVE U HAMMEHOBAHWE COOTBETCTBYHLLETO HALWIOHAUILHOTO CTaHaapTa

MCO 10993-1 FOCT P MCO 10993-1—2009 OueHka 61M0/10rM4eckoro AeicTemst MeanLuHCKUX 13-
aenuii. Yactb 1. OueHka n uccnegoBaHus

NCO 10993-2 FOCT P MCO 10993-2—2009 OueHKa 610N0rnyeckoro 4eicTems MeauuuHCKUX ns-
aenuvii. YacTb 2. Tpe6oBaHusl K 06palleHnto ¢ XMBOTHLIMU

MCO 10993-12 FOCT P NCO 10993-12—2009 OueHka 610N0rnYeckoro AeicTBna MeauLUHCKUX
nsgenuii. Yactb 12. MpurotoBneHme npob v cTaHfapTHble 06pasLbl
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