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UHbopmayus 06 UMEeHeHUaX K Hacmoswemy cmaHdapmy nybrnukyemcs 6 exe200HOM UHghopmauyu-
OHHOM yKasamersie «HauyuoHansHbie cmaH0apmabi», & MEeKCm U3MEHEHUU U rornpasoK — 8 eXeMeCSYHOM UH-
hopmayUoHHOM ykasamerne «HauuoHaneHbie crmaHdapmbi». B criywae nepecmompa (3ameHbl) und OmmMeHbl
Hacmosuwe20 cmandapma coomeemcemayrouiee ysedomneHue bydem onybruKkoeaHo 8 eXemMeCa4YHOM UHQOP-
MayuoHHOM ykasamerne «HayuoHanbHble cmaHOapmbl». Coomeemcemeyroujas uHgopmauus, yeedomrieHue
U MeKcmbl pasmewjaromes makxe e uHghopmalyuoHHoU cucmeme obweao rnonb3oe8aHus — Ha ohuyuanbHOM
calime ®edeparnibHO20 a2eHcmsa o MEXHUYECKOMY peayruposaHuio U Mempornoauu 8 cemu VIimepHem
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BeepeHue

CobmoaeHune nonoxenuii cranaaptoB cepun ISO 10993 «OueHka GMONOrMYEcKoOro AeWCTBUS Meau-
LUMHCKUX U3aenuity no3BosnuT obecneuynTb CUCTEMHBIN MOAX0A K UCCIIEA0BaHUI0 OMONOrMYecKkoro Aencreus
MeANLNHCKUX U3AENUNA.

Llenbio sTux ctaHaapToB He siBnsieTcs 6e3yCcnoBHOE 3akpenneHue eaAnHoo0pasHbIX METOA0B UCCNENo-
BaHUW U UCNbITAHWUI 3a FPyNNamMu OAHOPOAHLIX MEAULMHCKUX U3AENUil B COOTBETCTBUM C NPUHATON Knaccu-
dukaumnen ux no Buay U ANUTENbHOCTM KOHTAKTa C OPraHM3mMoM yernoseka. [103ToMy nnaHMpoBaHWe U Npo-
BeAEHWEe UCCNeaoBaHWI U UCMbITAHUI AOMKHbI OCYLWECTBAATL CNELManucTbl, MMEIOLLUEe COOTBETCTBYIOLLYYIO
NOAroTOBKY U ONbIT B 06NAaCTU CAHUTAPHO-XUMUYECKOW, TOKCUKONIOTMYECKOW 1 BUONOrMyeckon OLIEHOK Meau-
LMHCKUX U30ENUN.

CtaHaaptbl cepumn ISO 10993 aBnatoTCA pykoBOAALMMU AOKYMEHTaMU ANl NPOrHO3MPOBaHMUA U uccne-
A0BaHWA GUONOrMYECKOro AEeNCTBUA MEAULMHCKUX U3AENUIA Ha CTaaumn BbibDopa MaTtepuanos, NpeaHa3HayYeH-
HbIX ANA UX N3FOTOBMEHUSA, a TalkKe ANA UCCNeaoBaHWUM roTOBbIX U3AENUN.

B cepuio ISO 10993 BxoasaT cneayiowme Yactu nog oowmm HassaHmem «OueHka 6Monornyeckoro aei-
CTBUA MEAMLMHCKUX U3AENUIA»:

Yactb 1 — OueHka u uccnegosaHus;

Yactb 2 — TpeboBaHMA K 00paLLEHUIO C XMBOTHBLIMU;

YacTb 3 — McecnegoBaHusa reHOTOKCUYHOCTU, KAHLIEPOTEHHOCTU M TOKCMYECKOro AENCTBUSA Ha PENPOAYK-
TUBHYIO PYHKLMIO;

YacTtb 4 — Mccnenosanue nsgenuin, B3aMMoaencTBYIOLLMX C KPOBbIO;

Yactb 5 — NcenenosaHue Ha LMTOTOKCUYHOCTL: METOADI in Vitro;

YacTtb 6 — Mccneagosanne MECTHOTO AEVCTBUA NOCNE MMNIIAHTaLuK;

Yactb 7 — OcTaTtouHoe cogepaHme aTuNeHokcuaa nocne crepunusanuu;

Yactb 9 — OCHOBHbIE NPUHLMMBI MAEHTUPUKALMN U KONIMYECTBEHHOIO ONpEeAEerneHnsa NOTEHUUarnbHbIX
NPOAYKTOB Aerpagauuu,

Yactb 10 — MiccnenoBaHue pasapaxatoLwero 1 CeHCUOMnU3npyioLLero AeNCTBuS;

Yactb 11 — MccneaoBaHne 06LETOKCUYECKOTO AENCTBUS;

Yactb 12 — MpurotoBneHue npob u ctaHgapTHole 06pasubl;

YacTtb 13 — NaeHTndukauma u KONM4YeCTBEHHOE OnpeaeneHne npoaykToB Aerpagauum nonMMepHbIxX
MEAULIMHCKUX U3AENNiA;

Yactb 14 — NaeHTudukauma n KonM4yecTBeHHOe onpeaeneHne nNpoaykToB Aerpagauuv usgenui ums
Kepamuku;

Yactb 15 — NaeHTuukaumsa n KonM4ecTBeHHOe onpeaeneHne NpoAyKTOB Aerpagauuv usgenuin ums
METanmoB U CraBoB;

YacTb 16 — MogenupoBaHue u uccrnegosaHne TOKCMKOKMHETUKM NPOAYKTOB Aerpagauun u BbiMbIBaHUS;

YacTb 17 — YCTaHOBMNEHME NOPOroBbIX 3HAYEHUI ANA BbIMblBAEMbIX BELLUECTB;

YacTb 18 — NccnegosaHne XMMUYECKUX CBOIMCTB MaTepuanos;

Yactb 19 — NccneaosaHue U3MKO-XMMUYECKUX, MOPAIONOrnyeckmx U Tonorpauyeckmx CBOMCTB Ma-
Tepuanos;

Yactb 20 — MpuHLUMMBI U METOALI UCCNEA0BaHUA UMMYHOTOKCUYECKOTO AEHCTBUS MEAULIMHCKUX N3ENUA.

CucteMHaa TOKCUYHOCTb SABMAETCA NOTEHUMaNbHbIM HebnaronpuaTHeiM 3OMEKTOM UCMNONb30BAHUS
MeAuLMHCKUX usaenuin. dddekTsl 0606LLEHHOrO XapakTepa, a Takke KOHKPETHbIX OPraHOB U CUCTEM MOTYT
nosBnATLCA B pe3dynsrare abcopbuumm, pacnpegeneHns u metabonunsva BeLwecTs, BbIMbIBAEMbIX U3 N3AENUst
UK ero MaTepuarnos, B yHacTKax OpraHmama, ¢ KOTOPbIMU OHM HE HaxoAsiTCA B NPSIMOM (HENOCPeACTBEHHOM)
KOHTakTe. Hactoawmn ctaHgapt paccmaTpuBaeTt oueHKy 0606LLIeHHOR CUCTEMHON TOKCUYHOCTU, HO He TOK-
CUYHOCTU KOHKPETHOTO OpraHa-MULLEHU UMW CUCTEMbI OPraHOB, HECMOTPS Ha TO, YTO TAKOBAsi MOXKET Pa3BUTb-
€A B pesynsrarte cucteMarmyeckor abcopOuum u pacnpeaeneHunsi TOKCUYeCcKMX BELLECTB.

B cBA3W C LUMPOKMM CNEKTPOM MEANLMHCKUX U3AENUIA, MX MaTepUanoB U NpeaHasHa4eHHOro NCNoNb30-
BaHWA HaCTOALUMI CTaHAapT He ABMSETCHA CTPOrMm npeanucaHneM. HecMoTps Ha TO, YTO OH paccMarTpuBa-
€T KOHKPETHblE METOAOMOINMYECKUE acneKTbl, KOTOPbIE HYXXHO Y4MTbIBaTh NPU NIAHUPOBaAHUMW UCCNEea0BaHUN
CUCTEMHON TOKCUYHOCTU, NPUEMIIEMbIN MMaH UCCeA0BaHWI A0MKeH ObiTb BbipaboTaH OTAENbLHO C YY4ETOM
XapakTepUCTUK Marepuanos U34ENUs U ero NPeanonaraemMoro KIMHUYECKoro NpuMeHeH!s.

[pyrue anemeHTbl HaCTOALLEro CTaHAapTa HOCAT HOPMATUBHBIN XapaKkTep, BKINOYast acnekTbl COOTBET-
CTBMA HOPMaM Haanexatlen nabopaTopHO NPaKTUKU U CBEAEHUS, OTPaXKaeMble B OTYETHOCTU.
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HecMOoTpA Ha TO, YTO HEKOTOPbIe UCCNEAO0BAHUSI CUCTEMHOW TOKCMYHOCTU (Hanpumep, AONrOCpPOYHas
MMNNAHTaLWA UNU UCCNEA0BAHUA KOXXHON TOKCUYHOCTM) MOFYT ObiTb paccymTaHbl Ha U3yYeHWe Kak CUCTEM-
HbIX, TaK 1 MECTHbIX, KaHLIEPOreHHbIX UK PENPOAYKTUBHBLIX SdEKTOB, HACTOALLMIA CTAHAAPT KOHLEHTPUPY-
€TCsl TOMbKO Ha acnekTax Takux UccrnegoBaHuin, npegHasHav4eHHbIX 4nA OUeHKU CMcTeMHbIX adpdhekTos. Mc-
crnefoBaHus, NpegHa3HadYeHHble Ansi OUEHKN APYrnX TOKCUKONOrMYECKUX KOHEYHbIX TOYEK, paCCMaTpuBatoTCca
B ISO 10993-3, ISO 10993-6, ISO 10993-10 u ISO 10993-20.

MuporeHHocTb (CM. NpunoxexHue F) npegcrasnser cobon AONONHUTENbLHbIA CUCTEMHbIN 3PAEKT, KOTO-
pblii UCTOPUYECKU PACCMaTpPUBAETCA B HACTOALLEM CTaHAapTe. TeM HE MeHee, NPeAnPUHUMAIOTCS LWwark Ans
C034aHUS OTAENLHOro CTaHaapTa, MOCBALLEHHOTO MUPOreHHOCTHU.

TOKCMKOSIOTUS He ABNAETCA TOYHOW Haykoii. Pe3ynsTat nio6oro oTAensHOro aHanmaa He AoKkeH CTaHo-
BUTbCS €4UHCTBEHHLIM OCHOBAHMEM onpeneneHna 6e30nacHOCTU U3AEenus Npu ero npegHasHaYeHHoOM npu-
MEHEHUMU.

\
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M E X T OCVY3APGCTIBETUHHUB 4 C TAHAODAUPT

M3OENNA MEOULIMHCKUE.
OLIEHKA BMOJIOMMYECKOIO AENCTBUA MEAVULMHCKUX U3AENUI
Yactb 11
MccnepoBaHua o61eTOKCMYECKOro AeCcTBUA

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

Dara BBegeHusa —2013—01—01

1 ObnacTb NpUMeHeHust

Hacroawwit ctaHaapT yctaHaBnueaeT TpebOBaHUS U JaeT pekoMeHaauum no npoueaypam, Heobxoau-
MbIM AJ151 OLiEHKM MNOTEHLMAaNbHOTO 0BLIETOKCUYECKOTO AEeiCTBUS XMMNYECKUX KOMMOHEHTOB, MUTPUPYIOLLIMX B
OpraHn3mM U3 MEAMLMHCKUX N3AENUN.

HacroAumit cTaHgapT pacnpoCcTPaHsAeTCsl HAa OLEHKY KOHEYHOTO MPOAYKTA U KOMMOHEHTOB €70 BbIMbl-
BaHUs. MiccneaoBaHMsl 9KCTPaKTOB U3 U3AeNns UM NPOAYKTOB BbIMbIBAHWUS CeayeT NPOBOAUTL C UCMOMb30-
BaHUEM MOAENLHOI cpeabl, KoTopas obecnevnBaeT MakCUManbHY 3KCTPaKLMIO NPOAYKTOB BbIMbIBAHUS 411s
JAanbHelilero 61onorM4eckoro uccrefoBaHus.

2 HopmaTuBHbIe CCbISIKM

B HacTosieM cTaHaapTe UCNOoMb30BaHbl HOPMATUBHBIE CCbINIKM Ha crieyowme CTaHaapThbl:

ISO 10993-1 Biological evaluation of medical devices — Part 1: Evaluation and testing (OueHka 6uo-
NOrNYECKOro AeNCTBUA MeAUUMHCKMX n3genuin. Yactb 1. OueHka n uccnegoBaHuns)

1ISO 10993-2 Biological evaluation of medical devices — Part 2: Animal welfare requirements (OueHka
Bnonorn4eckoro 4encTBUst MEAULMHCKMX nsgenuii. Yactb 2. TpeboBaHus Kk 06paLleHunto ¢ XKMBOTHLIMM)

ISO 10993-12 Biological evaluation of medical devices — Part 12: Sample preparation and reference
materials (OueHka B6MONOrM4ecKkoro AeWCTBMA MeaAuUMHCKMX usaenuin. Yactb 12. MNpurotoeneHne npod u
CTaHAapTHble 06pasLbl)

3 TepMUuHbI U onpeaerneHus

B HacTosawem craHgapte npuMeHeHbl TepMuHbl Mo 1ISO 10993-1, a Takke cregyowme TEPMUHBI C COOT-
BETCTBYIOLUMMU ONpeaeneHUAMU:

3.1 posa: Konnmyectso BBOAMMOI nccneayemon npobbl (1.e. Macca, 06beM), BbipaXkaeMoe Ha eanHuLy
Maccbl Tena unu nnoLaan NOBEPXHOCTHU.

3.2 posa-achpekT: B3auMOOTHOLLEHME MEXAY AO3UPOBKOM 1 MacluTabamu onpeaeneHHoro Guonornye-
CKoro adpchekta B opraHu3mMe OTAENbHON 0COOKM unu B BLIOOPKE rpynnbl.

3.3 po3a-oTBeT: B3anmooTHOLWIEHNE MEKAY A03MPOBKOI M CNEKTPOM 3(P(EKTOB, CBSA3AHHBIX C BO3AENCTBUEM.

MpumMedaHune — CyllecTByeT jBa TUNA OTHOLLEHWI Jo3a — OTBET. MepBbIM TUMOM SBMSETCA peakLusi ocobu
Ha AnanasoH Jo03. BTopbiM TUMOM SIBNSIETCS pacripeferneHne peakuuii rpynnbl ocobeil Ha AuanasoH 403.

3.4 BbIMblBaeMoe BeLecTBO: XMMUYECKOE BELUECTBO, yaanseMoe U3 U3Aenus Unu Matepuana no-
CpefiCTBOM BOAbI UMK APYTUX KUAKOCTEN, CBA3AHHLIX C NPUMEHEHUEM U3AENUS.

M3paHue ocpuuymanbHoe
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MpuMeuaHune — [pUMepamn BbIMbIBAEMbIX BELLECTB SIBMSALOTCS A06aBKW, OCTATKU CTEPUNU3YIOLLIErO areHTa,
ocTaTku NpoaykToB 06paboTkK, NPOAYKTHI AerpajaLium, pacTBOpUTENH, NriacTUdUKaTOpLI, CMa3soyHble BELLECTBa, kaTanu-
3aTophbl, CTabUNU3aTopkl, aHTUOKCUAAHTLI, KPacUTENN, HAMONHUTENN U MOHOMEPHI.

3.5 onpepgensawowan gosa: NpuMeHeHne O4HOI rpynnbl, NOJyYaoLWen COOTBETCTBYIOLLYIO 03y UCHbl-
Tyemoro obpasya aAns onpeaeneHusa Hanmumus nimu OTCYTCTBUSI TOKCMYECKOWN OMacHOCTH.

3.6 XpOoHMYecKasi CUCTEMHAA TOKCUYHOCTbL: HebnaronpuaTHbin 3¢eKT, BO3HMKAIOLLMIA NOCIE MHOTO-
KpaTHOro unu NoCTOSIHHOFO BBEASHUA uccreayemon npobbl B Te4eHue GonbLuen YacTu NPOAOIDKUTENbHOCTU
XU3HW.

MpuMedaHune — MccneaoBaHNUsA XPOHUHECKOA TOKCMYHOCTM 0BbIYHO ANnsTes oT 6 o 12 mec.

3.7 ocTpasa cucTemMHas TOKCUYHOCTb: HebnaronpuatHein adpekT, Bo3HUKatoLwmi B nioboe BpeMst no-
cne BBeAEHUA O4HOKPaTHOM MU MHOTOKPAaTHbLIX 403 ccneayeMon npobbl B Te4yeHue 24 u.

3.8 nogocTpas cUCTEMHaA TOKCUYHOCTb: HebnaronpusaTHbii 3(pdEKT, BOZHMKAIOWMI NOCNe exe-
[HEBHOTO BBEAEHMWA OAHOKPATHOW MNM MHOFOKPAaTHBIX 103 Uccneayemon npobel B nepuog ot 24 4 Ao 28 cyT.

MpumedaHue — HebnaronpmaTHbIi apekT, BO3HUKAIOWMUIA B yKa3aHHbIA Nepuos BpeMeHU, MOXET Taioke
6bITb OMMCaH Kak uccrefoBaHue CUCTEMHOW TOKCUMHOCTM KpaTKOCPOYHOTo NoBTopsioLerocs BBeAeHus. Buibop nHtepsa-
I10B BpEMEeHU oT 14 [0 28 cyT cooTBeTCTBYET TpeboBaHUAM GONbLUMHCTBA MEXAYHAPOAHbLIX HOPMaTMBHLIX PYKOBOACTB U
cyUTaeTCca pasyMHbIM nogxodoM. MccnegosaHuns NOAOCTPON TOKCUHMHOCTM MPU BHYTPUBEHHLIX BBEJEHUSX NPOBOASATCA B
nepuwog 6onee 24 4, Ho MeHee 14 cyT.

3.9 cyGxpoHMYecKana CUCTEMHAs TOKCUYHOCTb: HebnaronpusATHbin a¢hdekT, BO3ZHMKAIOWMIA nocne
eXeAHEeBHOro BBEAEHWUS OAHOKPATHON UMW MHOFOKPAaTHbIX 403 UccrneayemMon npobbl B Te4eHue vyactu oobuien
NPOAOIMKUTENLHOCTH XU3HKN (06bI4HO 90 CyT, HO He Gonee 10 % NPOAOIMKATENBHOCTU XKU3HH).

MpumeyvaHue — McenegoaHua cyGXpoHUUECKON TOKCUUHOCTM 06bIMHO Ansitest 90 cyT Ansl FPbI3yHOB, HO He
npeBbiakoT 10 % NPOAOTIKUTENBHOCTY KNU3HU Y KUBOTHBIX APYrX BUAOB.

3.10 xpoHu4eckass cucTeMHasi TOKCMYHOCTb: HebnaronpuatHbiii adpdhekT, BO3HUKAIOLWLMI Nocne no-
BTOPHOIO UMM NOCTOSIHHOIO BBEAEHUSI UCCreayemoi npodbl B TeHeHWe GonbLUe YaCcTu NPOAOIDKUTENBHOCTU
YKU3HW.

MpumedaHue — MccnesoBaHns XPOHUYECKON TOKCUYHOCTH 0BBIMHO 4NATes oT 6 4o 12 Mec.

3.11 nccnegyeMbiit o6pasen: Marepuan, usgenue, 4acTb U34enusi, KOMNOHEHT, IKCTPAKT UAK €ro Nop-
uus, noasepraemMble GUONOrNYECKOMY UM XMMUYECKOMY TECTUPOBAHUIO UITN OLIEHKE.

4 OCHOBHbIe TpebGoBaHus

4.1 OOLMe NONoXeHUs

Bbibop npuemnemMoro UCCneaoBaHWA WM UCCNEAOBaHWIA U3OENMA NPOBOAUTCA B COOTBETCTBUM C
ISO 10993-1, yunTbiBasA xapakTep U ANUMTENbHOCTb KOHTakTa. ccneaoBaHue nNpoBOAAT HA KOHEYHOM Npo-
AYyKTe n/vnu npeacraBuUTENbHbIX 0BpasLax KOMNOHEHTOB rOTOBOrO usaenus w/unu marepuanos. Mccnepye-
Mble 00pa3ubl AOMKHbI OTpaXKaTk YCNOBUS 0OLIMHOTO NPOU3BOACTBA M 00paboTku usgenua. Ecnu oTknoHeHus
HeoOX0AUMBI, OHU AOIMKHbI ObITb OTMEYEHbI B OTYETE UCCMea0BaHMA BMecTe ¢ ux o6ocHoBaHueM. B uensix
onpeaeneHns onacHOCTM MOXET ObiTb HE0BX0AUMO NpeyBenMyYeHne BBeAEHMA uccneayemMbix 06pasuos.

Mpu NnaHWpoBaHMKU UCCNEaoBaHNA HEOBXOAUMO pacCcMOTPeTb Takue akTopbl, Kak PUINYECKME U XU-
MUYecKkue CBOMCTBA UCMbITyeMOro obpasua, BKMo4asn, Hanpumep, pH, cTabunbHOCTb, BA3KOCTb, OCMONASb-
HOCTb, OydbepHble Ka4ecTBa, pacCTBOPUMOCTb U CTEPUNBHOCTD.

Mpu paccMOTPEHUN UCCNEAOBAHWN Ha XXMBOTHLIX HEOOX0AUMO ONpeaenuTb U BHEAPUTL BCE PasyMHO
U NPaKkTUYECKM AOCTYMHbIE ansTEPHATUBLI 3aMEHbI, COKPALLEHUSA U YCOBEPLUEHCTBOBAHUS ANA COOTBETCTBUSA
nonoxeHusm ISO 10993-2. [ina uccnegoBaHua OCTPOI TOKCUMHOCTM in Vivo, AaHHbI€ LIUTOTOKCUYHOCTH in Vitro
nomnesHbl AnA onpeaeneHus HavanbHbiX 403 [9].

4.2 Bbi60p BuAA XMBOTHbIX

He cyuiectByer abCconioTHOrO kputepus Bolbopa onpeaeneHHoro Buaa XMBOTHBIX ANS UCCNef0BaHUS
CUCTEMHOI (0OLLEN) TOKCUMHOCTU MeAULUMHCKNX usaenuin. TeM He MeHee, BbIBOp MCNonb3yeMbIX BUAOB AON-
>XeH ObITb Hay4HO 0BOCHOBAH U COOTBETCTBOBATL NonoxeHuam 1ISO 10993-2. Mbiwm UK KPbICLI NPEANOYTY-
TerbHbI 4NA OCTPbLIX OparnbHbIX, BHYTPUBEHHBIX, AEPMATNbHBIX U UHFANSALMOHHBIX UCCNEA0BAHUIA MEAMLIMHCKUX
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U3OENUI; KPONUKU AABASAKOTCA BAPMAHTOM NPU AepPManbHbIX 1 UMNNAHTALMOHHBIX UCCNefoBaHNAX. Buabl, He
OTHOCSLLMECH K rpPbI3yHaM, Taloke MOTYT NPUMEHSTLCA ANS UCCNEAOBAHUSA C YYETOM TOTO, YTO paa hakTopos
MOXET NOBMUATb HA YUCNO 0COBEN ANA NCCneaoBaHusA.

MpeanoyYTUTENBHO UCNONMbL30OBAHWE XMBOTHBLIX OAHOTO BMAA NPV NPOBEAEHUN CEPUN UCCNEA0BaHUIA CU-
CTEMHOW TOKCMYHOCTW PasnUYHOW ANUTENILHOCTU, HaNpuMep, OCTPOM, NOAOCTPOM, CyOXpOoHMYecKon u/mnu
XPOHUYECKOW CUCTEMHOW TOKCUYMHOCTU. Takol noaxod KOHTPOMUPYET BHYTPUBUIAOBYIO U3MEHYUBOCTb U CNO-
COBCTBYET OL|EHKE UCKIIOUUTENBHO MO ANUTENBLHOCTU UCCNEA0BaHUS. MPU NCMOMNb30BAHNM XKMBOTHBLIX PA3HBIX
BMAOB HEOOXOAMMO OTPasuTh JOKYMEHTanLHO 060CHOBaHME UX BbiGopa.

4.3 CTaTyC XMBOTHbIX

Kak npasuno, Heo6x0a1MO UCMONb30BaTh 340POBbIX, CNELUATIbHO BLIBEAEHHBIX, MOFOAbLIX NONOBO3PENbIX
JKMBOTHbIX U3BECTHOTO NPOUCXOXKAEHUA, HE MHPULUMPOBAHHBLIX. B Hauyane nccnegosaHus BapuaHTHOCTb Macehbl
MCMNONb3yeMbIX XXUBOTHbIX ANA KaXXA0ro nona He AomiHa npesbiwars £ 20 % cpeaHen maccol. cnonb3yemble
CaMKu AOMKHbI ObITb HE POXKABLUMMU U HEe BepeMeHHbIMU. BbIGOP >XMBOTHbLIX AOIDKEH BbITh 060CHOBAH.

4.4 Yxoa v cogepxaHue XUBOTHbIX

¥xoa u obpalleHune ¢ XUBOTHbIMU JOJKHbI COOTBETCTBOBATL NMPUHATLIM PYKOBOACTBAM NO COAEpXa-
HUIO >KMBOTHbIX. HEOBGX0AMMO aKKNMMMaTU3UPOBAaTL XUBOTHLIX K ycrioBusam naboparopum Ao o6pabotkn u
3achmkcupoBaTh 3TOT NEPUO] BPEMEHM AOKYMEHTANbHO. KOHTPOMb YCNOBMIi OKPY>aIoLLEen cpeabl U MeTo-
[0B HaNEXaLLEro yxoAa 3a >KMBOTHbLIMW HEOBX0AUM ASA MOMYYEHNA 3HAYUMbIX pesynbTaTos. Heobxoaumo
JOOMKHBIM 06pa3oM oxapakTepu3oBaTh COCTABMSIOLIME AUETHI U NOACTUIOK, O KOTOPbIX M3BECTHO, YTO OHU
BbIpaBaTbIBAIOT UMK BIIMSAIOT HA TOKCUYHOCTb, @ TAKXKE YUUTbIBATL UX MOTEHLMANBLHOE BIUAHUE HA PE3YNnb-
TaTbl UCCNEA0BaHMS.

4.5 Pasmep 1 uucno rpynn

4.5.1 Pasmep rpynn

TOYHOCTb MCCNEefoBaHUS CUCTEMHOW TOKCUYHOCTU 3aBUCUT B BONbLLLON CTEMEHU OT YMChna UCNOSb3ye-
MbIX XMBOTHbIX HA YPOBEHb A03bl. CTENEHb HEOOXOAUMON TOYHOCTU, U, B CBOIO 0UEpeAb, HE0BX0aAUMOEe YUCNO
YXMBOTHBIX Ha rpynny A03UPOBaHWUA 3aBUCAT OT LieNu UCCNEeA0BaHUs.

YKCno XKMBOTHLIX B rpynne AOMHKHO NOrMYECKn yBENMYMBaTbLCA NPU YBENMYEHUN ANUTENBLHOCTU JKCne-
PUMEHTA, TaK YTO K KOHLYY UCCneaoBaHus B KaXxaon rpynne AOMKHO NPUCYTCTBOBATL A0CTAaTOMHOE YUCIIO XKU-
BOTHbIX A1 TLATENbHON BUONOrnveckoi oueHku. Tem He MeHee, HeoOX0ANMO UCMONL30BaTh MMHMMArbHOE
YKCIO XUBOTHbIX, TPEOyEeMOe ANnA NOnyvyeHus 3Ha4YuMbIX pesynstatos (cMm. ISO 10993-2). PekomeHayeMble
MWHUMAarbHbIE pasMepsbl rpynm, y4uTbiBas BUAbI UCCeA0BaHUS, NPpUBEAEHsI B Tabnuue 1.

Tabnuuya 1 — PekoMeHyeMble MUHUManbHbLIE pa3mepbl rpymnn

Bug vccneposaHns TPbI3yHbI He rpbisyHbl
OcTpbiit @ 5 3
MogocTpeiit 10 (5 Ha non) @ 6 (3 Ha on) @
CyBXpOHUYECKMIA 20 (10 Ha ron) @ 8 (4 Ha non) @
XpoHuueckuii 40 (20 wa non) ®. ©) °)

2) [lonycTMO MccriefjoBaHmne Ha ocoBsix ofjHoro nona. Ecnu nafenue npefHasHaueHo ANs sKCryaTaLyui ToNbko
OZHMM MOIIoM, UCCeoBaHUe LOIKHO NPOBOAUTECS Ha XMBOTHLIX STOMO Mona.

b) PekomeHAaLMs OTHOCUTCS K UCCIEA0BaHMIO MPYNMbl YPOBHS OfHOM [03bl. MpN BKITIOYEHUM JONOMHUTENbHBIX
rpynn ¢ yBenu4YeHHLIMU A03aMU PEKOMEHAYEMbIN padmep rpynmnbsl MOXET GbiTe CHWXEH Ao 10 ocobeit AN KaXAoro
nona.

©) PekoMeHgyeTcs aKCnepTHas CTaTUCTUYecKas KOHCYNETaUmMs ANs pa3Mepa rpynnbl XPOHUYECKOro MUcCnefoBa-
HUA. Yncno ncenefyemblxX XUBOTHBIX [OMKHO OCHOBBLIBATLCA HA MUHUMaNbHO TpeByeMoM s NpefoCcTaBneHUs 3Hauu-
MbIX AaHHBIX. [locne okoH4aHUs NccnefoBaHNs JOMKHO OCTaBaTbCA [OCTAaTOMHOE YACNO XUBOTHEIX ANs o6ecneveHust
Hafnexallei CTaTUCTUYECKO OLEHKU pesyrisTaToB.
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4.5.2 Yncno rpynn

lpynna ogHomn A03bl, MonyyaroLwas npuemnemyio A03upPoBKy UCNbITyeMoro obpasua, B paMkax O4Horo
BMnaa MOXet 00603HauUTL HaNu4Me unu OTCyTCTBUE TOKCUYECKOW ONacHOCTU (T.e. OTHOWEHue no3a — OTBeT).
Tem He MeHee, Ansd onpeaeneHusa ToOKCU4eCcKoro oTeeta B Apyrux MHOroqo3oBbix nccneaoBaHuUAX Unn uccne-
[OBaHUAX JO30BOTO OTBETA TpebyeTca HeCKonbko rpynn.

Yucno rpynn MOXET yBENUUUBATLCA NPU yBENUYEHUS A03bl. HE0OX0AMMO yunTbIBaTH CneayioLme npu-
Mepbl YBEINUYEHHOW A03bl:

- MHOTOKparHoe BO31€MCTBUE Ha NNOLWAAb KIMHUYECKON NOBEPXHOCTH;

- MHOrOKparHas ANMTENbLHOCTL BBEAESHUS,

- MHOrOKparHas Jons 3KCTpakra unu oTaenbHbIX XMMUYECKUX BELLIECTB;

- MHOTOKpaTHble BBEAEHUSA B TEYeHUe 24 u.

MoryT 6bITb AONYCTMMBI APYIME METOABI YBENMYEHUA A03bI. Micnonb3yeMblit MeToa A0sKeH ObiTb 060CHOBAH.

4.5.3 N'pynnbl KOHTpONSA

B 3aBMCMMOCTM OT LIENU UCCNIeA0BaHUsA, XxapakTepa npeamera UccneaoBaHns U NyTu BBEAEHUSA NP UC-
CneIoBaHNU CUCTEMHOW TOKCUYHOCTU HEOBXOAUMBI: OTPULLATENbHBIA KOHTPOSb, KOHTPOSb MOAENBHOW Cpeabl,
HanomnHuTens, J0CTaBku, unu HeoBpPabOTaHHbLIN (NOXHLIN) KOHTPOMNb. 3TU METOAbI KOHTPONS AOIMKHbLI UC-
nonb30BaTb UAEHTUYHYIO MOATOTOBKY MCMLITYEMOro o6pasyua u npoueaypy BBEAEHUS.

4.6 NyTb BBegeHuns

MeauumuHcKkue nsaenus nnmu ux BbiMbIBaeMbl€ BELLECTBA MOTYT Pas3fMiHO BO3AENCTBOBATL HA OPraHU3Mm.
Wccneayemblii NyTb BBEAEHUS U3AENUA B OPraHU3m, NO BO3MOXHOCTHU, A0MKeH ObiTb Haunbonee npubnuxeH
K UCNONb30BaHUIO B KITMHMYECKOW NpakTuke. Ecnm Heobxoamm anstepHaTUBHBIN NYTh BBEAEHUS], OH OIDKEH
ObITb 000CcHOBaH. Mpumepbl NyTel BBEASHUSA NPUBEAEHLI B NPUNOXEHUN A.

4.7 NMoparoTroBka o6pasua

PykoBOACTBO MO Noarotoeke o6pasua u ctabunbHocTu npueseaeHo B ISO 10993-12.

4.8 losaupoBaHue

4.8.1 BBeaeHue nccnegyemMoro oopasua

Mpoueaypbl BBEAEHUA CrieayeT NPOBOAUTL C y4eToM uauonorndecknx ocobeHHoctel, nsberas HaHe-
ceHus ywepba 310pOBLI0 XKUBOTHLIX, HE CBA3AHHBLIX HAMPSMYIO C TOKCUYHOCTbLIO UCCReayeMoro Matepuana.
Ecnu exxeqHeBHO BBOAMMASA [03a MU KOHLIEHTPALUS NPEBbILLAET BO3MOXHOCTU BBEAEHUS, 03y MOXKHO BBO-
OUTb MEHbLUMMW AONSIMM B NEPUOA, HE MPEBbLILLAIOLLUIA 24 Y.

Mcecnegyemble 06pasLbl crieayet BBOAUTL Npu (pU3MONOrMYeckn npuemnemMoil Temneparype. B obuiei
npakTuKe, Kak Npaeuno, NPUMEHAETCA KOMHaTHaa Temneparypa unu Temneparypa tena. OTKNOHEHUS AOIDK-
Hbl 6bITb 06OCHOBAHDI.

HanonHutenu, BBOAUMbIE Nap3HTEPANbLHO, AOMMKHBI ObITe HM3UONOrMHECKN COBMECTUMBIMU. Mpu HEOBXO-
AWMOCTU MOXHO MCMONb30BaTh hunsTpaymio obpasua Ana yaaneHus 4actuy U 0TPasuTb 3TO JOKYMEHTANbHO.

MexaHuyeckoe orpaHuyeHue ABUKEHUSA XMBOTHbIX MPXU NOBTOPHOM BO3AEWCTBUM B UCCIIEA0BAHUSIX CU-
CTEMHOIN TOKCMYHOCTHU JOMKHO, KaKk NpaBumo, orpaHnyunBaTbCa 4—06 Y B CyT. Xapakrep U ANUMTENbHOCTL ABUra-
TENbHOr0 OrPaHUYEHUS XXUBOTHBIX A OIDKHbI ObITb MUHUMARbHO TpebyeMbiMU ANA AOCTUXKEHUS HAayYHbIX Lienen
W He OMKHbI camu nNo cebe HaHOCUTL yLepd 300pOBbI0 UCCNEAYEMbIX XUBOTHbIX. OTKIOHEHUS 1I0DKHBI ObITb
060CHOBaHbI.

Ecnu aBuratenbHoe orpaHnyeHne HEOOXO0AMMO, XKUBOTHbIE AOMKHbI ObiTb AKKNMMATUM3MPOBAaHbI K Orpa-
HWYMBaOLLEMY YCTPOWCTBY 10 BBEAEHUS nccneayemoro obpasua.

4.8.2 O6beMbl 03UPOBaHUA

PykoBoacTBO No 06beMy A03MPOBaHUA NPUBEAEHO B NpUnoxeHun B. Mpu MCNONb30BaHUM HECKONBbKUX
[030BbIX MPYNnN BAPMAHTHOCTb UCCreayemoro obbema MoXeT ObiTb CBeAeHa 10 MUHUMYMa NyTEM perynupo-
BaHWA KOHUEHTpauuu Ana obecneyeHus NOCTOAHHOrO o6bema npu Bcex gosax. Mcnonb3osaHuwe o6vemos
[031pPOBaHUSA, NPEBbILLAKLLMX NPUBEAEHHbIE B NPUNOXeHUN B, 40mMKHO ObiTb 0OOCHOBAHO.

Heobxoaumo n3beratb BBEAEHUA OparibHbIM NyTem 403 Gonblumx 06bLEMOB, Tak Kak Gbino Nokasaxo,
YTO OHU MEeperpyxatT BMECTUMOCTb XXENyAKa U HEMEANEHHO NOCTYNAaloT B TOHKUIA KMLLEYHUK. [l03bl 60onbLuMX
06BbEMOB MOTYT BEPHYTLCS B NMULLEBOA,.

BHYTpuMBILLEYHOE BBEAEHNE TAKXKE OFPAHU4EHO NO 06bEeMy B 3aBUCMMOCTHU OT Pa3MEPOB KMBOTHOIO U
pacnonoxerus Mbiwubl. O6beMbl BHYTPUMBILLEYHOTO BBEAEHUS MO BUAAM PACCMOTPEHbI B NPUNnoxeHuu B.
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BoniocHoe BHYTPUBEHHOE BNUBaHUE 0ObLIMHO BBOAAT 3@ KOPOTKUI NepUoj BpEMEHU TEYEHNEM, NPUMEP-
HO, 3a 1 MUH. CKOPOCTb UHBEKLMN ABNSIETCS BAXKHbIM (PaKTOPOM, U pEKOMeHAYeTCS, YTOoObI ANS rPbI3yHOB 3Ta
CKOPOCTb He npesbilwana 2 MN/MUH.

[ns BBeaeHusa 60nbLIOro 06bema MOXET NoTpeboBaTbCA MEANEHHAS UNU PACCUMTAHHAA MO BPEMEHU
MHBLEKLIMA UNKN BHYTPUBEHHAA UHDY3ua. Ecnn »xMBOTHOE NOAAET NPU3HAKU SIBHOTO U3MEHEHUSI KITMHUYECKOTO
COCTOSIHUSA, CKOPOCTb BBEAEHUS XXMAKOCTU AOIDKHA ObliTb OCTAHOBMNEHA MMM CHMXKEHA BHE 3aBUCMMOCTU OT
paccyMTaHHON CKOPOCTHU.

Ona uccneayembix 06pasLoB, OrpaHUYEHHbIX PACTBOPUMOCTbIO UMK pasapaxalowmumM AeUCTBUEM, MO-
XKeT ObITb HE0OX0AMMA MeANEeHHasA BHYTPUBEHHASA UHBEKLMS.

Mpu KNMHUYECKUX NOKA3AHNAX MOXKHO UCMONb30BAaTb NPOAOIDKUTENBHYIO/NOCTOSAHHYIO MHDY3UID. O0b-
€M U CKOpPOCTb BBEAEHUA OyayT 3aBUCETb OT BBOAUMOIO BELLECTBA, MPUHMMAS BO BHUMAHUE CTaHAAPTHYIO
NpakTUKy XMAKOCTHON Tepanuu. B kauecTBe pykOBOACTBA €AMHOBPEMEHHO BBOAUMbIA 06bEM AOMKEH CO-
craensiTb MeHee 10 % obbema LMpKynupyloLei Kposu 3a 2 Y. Mpu ANUTENbLHON UHAY3UKN KNoYeBbIM ak-
TOPOM K PaCCMOTPEHUIO ABNAETCA MUHUMANbHO 3 eKTMBHOE ABUraTenbHOE OrpaHUYEHne UccneayeMbix
JKUBOTHBIX.

O6bembl 403MPOBaHKUA NPU NOAKOXXHOM BBEAEHUM NpUBEAEHbI B NpunoxeHun B. CKopocTb M cTeneHb
abcopbumm 3aBUCAT OT cOCTaBa UCMbITYeMoro obpasua.

4.8.3 YacTota no3uposaHuna

YacToTa 4O3MpOBaHUSA AOMKHA OCHOBLIBATLCA HA KIMMHWMYECKON 3HAYMMOCTU. YBENUUYeHue Yyncna npo-
ueayp A0MKHO ObITb YETKO 06OCHOBAHO U ONMMCAHO.

Mpu nccnegoBaHUAX OCTPOK CUCTEMHON TOKCUYHOCTM XXMUBOTHbIX NOABEPraloT BO34EHCTBUIO OA4HOKPAT-
HOWN 03kl UMW €€ MHOTOKPaTHbIMU AONSIMW, BBOAUMbIMU B TEYEHUE 24 u.

Mpu nccnegoBaHUAX MHOFOKPaTHOMO BBEAEHUS XMUBOTHbIE JOIDKHbI MONyYaTh UCCREeayeMylo 103y exe-
[AHEBHO B TEYEHME HEAEenu BCH MPOAOIHKMTENBHOCTL UCCNeAoBaHus. [pyrme pexxumbl 4O3MPOBAHUSA MOTYT
ObITb NPUEMNEMbI, HO AO0M¥HbI ObITb 06OCHOBAHBI.

4.9 Macca Ttena u norpe6nenue nuwun/soabl

WUccneayembiii 06bEKT MOXET Bbl3BaTb U3MEHEHUS B Macce Tesla XXMBOTHOMO U B NOTPEONEHUM UM NULLU
u Bodbl. CnegoBarenbHO, HEOOXOAUMO ONPEAENATL UHAUBUAYANBHYIO MAcCy KaXzaoro XMBOTHOTO HE3a40Mro
A0 BBeAeHuA ucnbityemoro obpasua (Hanpumep, 06bl4HO B npegenax 24 4 npu OAHOKPATHOM MU OCTPOM
[A03MpoBaHUK, U He Bonee Yem 7 CyT Npu UCCIIeL0BaHUAX NOBTOPHOTO BBEAEHUS), YEPES PErYIIAPHLIE UHTEP-
Banbl B TEYEHME UCCIe0BaHMSA U N0 OKOHYaHWM uccnegosaHus. Mpu 4O3MPOBKe No Macce Tena, HeoBxoaMMo
MCNOMb30BaTb Camble NOCneAHue U3MEPEHUS.

Mpu Gonee AnuTEnbHbIX NCCNEAOBAHUAX MHOFOKPATHOTO BBEAEHUSI AOMKHO ObITb ONpeaeneHo Konmye-
CTBO NOTPEONAEMON XUBOTHBIM MULLU U BOAbI.

4.10 KnuHuyeckue HabnoageHus

KnuHnueckne HabniogeHus AOMmkHbI NPOBOAWTL MOATOTOBMEHHbLIE nuua Ansi obecneyveHuss nNocneao-
BaTENbHOW OTYETHOCTU. YacToTa u ANUTENbHOCTL HAONIOAEHUs AOIMKHbI ONPEeAensiTbCa XapakTepom U ce-
PbE3HOCTLIO TOKCUMECKUX PEeaKLMin, CKOPOCTLI0 NPOSBNEHMSA CUMNTOMOB U Nepuoaa BOCCTaHOBMNEHUS. [0oBbI-
LUEHHas YacToTa HabniaeHa MOXeT ObiTb HE0OX0AMMAa Ha PaHHMX CTaausIX UCCreoBaHUs, 0COBEHHO npu
OCTpbIX MccneaoBaHusX. Bpems nosiBNeHns n MCHE3HOBEHUS NPU3HAKOB TOKCUYHOCTM, UX ANUTENBHOCTb M
BPEMSI CMEPTU ABMAIOTCA Ba>KHbIMU, OCOBEHHO, eCnn HeONaronpUATHbIE KMMHUYECKUE NPU3HAKKU UIIM CMEPTb
UMEIOT TEHAEHLUMIO NPOABNATLCA No3aHee. Bo nsbexaHne HeHyXHbIX CTpagaHuil HeobXxoAUMO NPUMEHSTb
rYMaHHbIE KOHEYHble TOUKU. OBLLMe KNMHUYECKne HabniogeHNs 40MKHbI YYMTbIBaTh NMUKOBLIM Nepuoa oxuaa-
eMbIX 3¢pPeKTOoB Nocne 403MpPOoBaAHUS.

HabniogeHusa AOMmKHbI cucTeMaTUyYeckn PUKCMpPOBaTLCS AOKYMEHTAanNbHO No Mepe ux BeaeHus. OTyeT-
HOCTb JOIDKHA ObITb MPOBEAEHA MO KAXAO0MY XXMBOTHOMY.

BusyanbHble HabnoaeHnsA JOMKHbI ObITb 3anucaHbl, Kak MUHUMYM, OAUH Pas3 B A€Hb, C UCMNOMb30BAHUEM
00LLeNpUHATBLIX NabopPaTOPHbIX MPU3HAKOB PEMMCTPaLNKN KIMHUYECKMX 3d)chekToB (CM. npunoxenue C).

Habniopaemas 60ne3HEeHHOCTb UMM CMEPTHOCTL NPY MOBTOPHOM BBeAEHMU AomkHA BbiTh 3adukcupo-
BaHa JOKyMEHTanbHO He MeHee ABYX pa3 B AeHb. Mpu 6onee npogosikUTeNbHbIX MCCNea0BaHUAX MOBTOPHOIO
BBEAEHUSI MOXET ObITb PACCMOTPEH Bonee OOLUUPHBIN, KaK MUHUMYM, €XKEHEENbHbIA CKPUHUHT TOKCUYECKUX
apcpekToB.
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4.11 KnuHunyeckasa natonorus

Ona nccnenosaHusa Tokcm4ecknx 3 PeKTOB Ha TKaHSX, OpraHax u Apyrux cMcteMax npoBOASAT aHanu3bl
reMaTonorniyeckmx u Buoxmmmuydeckux nokasarenen. Mo nokasaHusiM T aHanuU3bl AOMKHbI MPOBOAUTLCS Ha
npobax KPOBU >XUBOTHbIX, UCMOMb3yEMbIX B UCCNEAOBAHUWN MOBTOPHOIrO BBEAEHMS, MOMYYEHHbIX, MO MEHb-
el Mepe, HenoCpPeACTBEHHO nepes 3ansiaHMpPOBaHHOW NPOUEAYPOi 3PTaHa3un XMBOTHBIX MU KaK YacTb
TakoBON npoueaypbl. B HEKOTOPLIX Cryvyanx MOXET ObiTb HE0BX0AMMO ronogaHne XXUBOTHLIX Nepes 3abopom
KpPOBW. ECNK CyLLECTBYIOT Hay4YHbIE NOKa3aHWsA, B TEYEHNE NOCNEAHEN HEaenWU AONTOCPOYHOI0 UCCNEA0BaHUA
npyv MHOrOKPaTHOM BBEAEHWU MOXET OblTb MPOBEAEH aHanuM3 MOYM C UCNOMb30BAHWMEM PACCUYUTAHHOIO MO
BpemeHu (Hanpumep, oT 16 fo 24 4) cbopa 06bemMa MouH.

PekomeHayemble ANsi OLEHKM NapaMeTpbl reMaTonorum, BuoxXmuMmmn u aHanuaa Mo4u NPUBEAEHLI B NpU-
noxeHun D.

4.12 MNaTtonoroaHaToOMU4yecKue uccnenoBaHus

Mo OKOHYaHWM UccnenoBaHWini OCTPOM CUCTEMHONM TOKCUMHOCTH HEOBX0AUMO NPOBECTM NATONOr0aHaTo-
MUYECKYIO OLIEHKY.

Bce »xMBOTHblE AOMKHbI ObiTb NOABEPrHYTHI BCKPLITUMIO C MOSIHLIM U NOAPOGHBLIM MAKPOCKOMUYECKUM
obcnegoBaHueM, BKMOYAOLWEM TLlaTenbHoe o6cneaoBaHue BHELWHMX NOKPOBOB Tena, BCEX OTBEpPCTUN, a
TaKKe YepenHoun, rPYAHON 1 BPIOLLHON NONOCTEN U X coaepXMMoro. OpraHbl, M306paHHble AN B3BELLMBaHUSA,
N0 BO3MOXHOCTW AOSMKHbI ObITb OYULLEHBI OT NPUNEraloWwmx TKaAHEeN, U UX Macca BO BNAXXHOM COCTOSHUU U3-
MepeHa Kak MOXHO ObICTpee BO n3bexxaHue BbICbIXaHUA.

B npunoxeHun E npuBeaeH CnMCok TKaHEN, KOTOPble HEOOX0AUMMO B3BECUTL U COXPaAHUTL B NpUuemne-
MOW (PMKCUPYIOLLIEH Cpeae AN NaTormcToNorM4eckoro nccnegoBaHus.

CnNUCOK MUHMMArbHBLIX MapaMeTPOB ASsi UCCNEAOBaHUA KaXAO0ro Tuna npueeaeH B Tadbnuue 2.

Tabnuya 2 — Cnucok HabrogeHuii

HabrioaeHne OcTpoe Mopoctpoe nggzz:;';fgzgf/
MN3meHeHWe Macchl Tena + + +
KnuHu4eckne HabnropeHus + + +
KrnnHuyeckas natornorus b) a), b +
Makpockonuyeckas narTonorus b) + +
Macca opraHos b) + +
McTonaronorus b) a), b +

2) YccrnefoBaHne XpOHNYECKO#H CUCTEMHOR TOKCUUYHOCTM OBLIMHO SBNAETCA NPOAOSKEHHBIM BO BPeMeHM cyBXpo-
HUYeCcKUM uccrefoBaHneM, 06ocHOBaHHBEIM NepuoaoM BO3AENCTBUA Ha YenoBeka. OTMeYaeTCa U OTpaXaeTcs [OKy-
MeHTanbHO 6oNbLUMHCTBO TEX Xe napaMeTpoB. Pasmepbl rpynn MoryT GbiTe yBenU4eHbl AN BKOYEHWUA NapannenbHbX
rpynm, 4SS KOTOPbLIX NPOBOASAT BCE UMW HEKOTOPbLIE U3 3TUX HabnoaeHWA.

b) HeoBX0AMMO YUNTLIBATE 3TM NapaMeTpbl MPU KITMHUYECKUX NOKa3aHUAX WK B Cydae, ecniu uccneaosaHne 6o-
nee AnNWUTenbLHOro BBeAEHUS He nnaHupyetca. CNUCKN peKOMEHYeMbIX aHaNU30B KPOBU U OpraHoB/TkaHel NpuBeAeHbI
B npunoxeHnsax D n E.

4.13 NnaHupoBaHue uccnegoBaHumn

MnaHbl MCCneaoBaHuii NPUBOAATCA B NOCEAYIOLMX pa3denax HacToALWero craHaapTol. Ans cocrasne-
HUS NnaHa uccnefoBaHUsA PeKOMeHAYETCS KOHCYNbTaUus aKkenepra.

4.14 KayecTBO uccnegoBaHumn

HopMbl Hagnexatleit natopaTopHoOi NPaKTUKW OTHOCATCA K OpraHM3auumn, NpoLeccy U YCroBUSIM, Npu
KOTOPLIX NaGopaTopHbIe UCCNEea0BaHWS MNAHUPYIOTCA, NPOBOASATCA, KOHTPOMUPYIOTCA, (OUKCUPYIOTCS AOKY-
MeHTarbHO M OMUCLIBAKOTCSA B OTYETE. ITY HOPMbI NPedHasHa4YeHbl Ans 0GeCneYeHns KaYecTBa U 3HAYMMOCTH
ZaHHbIX UCCNEeaoBaHnin. OHU Takke NOAAEPXHUBAIOT rnobanbHbIe YCUNUS MO rapMOHU3aLMKU MyTeM Cnocob-
CTBOBAHMUS 3aKMIOYEHUID MEMOPAHAYMOB O B3aMMOMOHMMAHUM MeXay CTpaHamu TOProBbIMU MapTHEPaMM.
NceneaoBaHnsi CUCTEMHON TOKCUYHOCTM A0NKHbI MPOBOAMTLCS B COOTBETCTBUM C TAKMMM MPUHLMNAMM.
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5 OcTpasi cucTemMHasi TOKCUYHOCTb

5.1 O6wWwmMe nonoxeHus

MccneaoBaHne OCTPON CUCTEMHON TOKCUYHOCTU MPeaocTaBnseT oOLy0 MHgopmauuio 06 onacHoCTU
OCTPOro BO3AENCTBUSA NMPUMEHEHUSI MEAULIMHCKOTO n3genus. ccnegoBaHme o0CTpol TOKCUYHOCTU MOXET ObiTb
NepPBbIM LLArOM B YCTAHOBIMEHMUN PEXMMA A03UPOBAHUSA ANS NOAOCTPLIX/CYyOXPOHMYECKMX M APYruX NCCneaoBa-
HWUI U MOXET NPefoCTaBUTb MHAOPMALIMIO O Cnocobe TOKCUYECKOro AeNCTBMA BELLECTBA B 3aBUCUMOCTHU OT €ro
KMUHUYECKOTO NpuMeHeHus. Mpu nccnegoBaHmm OCTPOK CUCTEMHON TOKCUYHOCTU NOCNE BBEAEHUS UCMbITYEMO-
ro o6pasua Begetca HabnogeHue 3a BO3HUKaoLWMMKM apdektamm (Hanpumep, HebnaronpusaTHbIE KINMHUYECKNe
NPU3HaKK, U3MEHEHNE MACChI Tena, 0BHaPYXEHWE MAKPOCKONUYECKON NaTtonorum) u CMePTEnbHbIMW CIy4asMu.
YKUBOTHbIE C CEPbE3HBIMU U YCTONYMBBLIMU MPU3HAKAMKU CTPadaHui n 60nm JOomkHbI ObITb HEMEANEHHO NoABEp-
rHYTbl 9BTaHasun. Koppo3noHHbIe UK pasgpaxalowye Matepuarnbl, O KOTOPbIX M3BECTHO, YTO OHW BbI3bIBAIOT
ABHYIO 60Nb UNK CTpagaHue, AOMKHbI ObITb OTMEYEHbI B OTHETE KaK TAKOBLIE U HE HYXXAAIOTCA B TECTUPOBAHUN.

MpumevyaHune —ICCVAM u ECVAM B HacTosLLee BpeMS yTBEPXA AT UCCIE0BaHUSA LMTOTOKCUMHOCTM in vitro
KaKk ansrepHaTWBy UCCINEAOBaHNSM OCTPON TOKCUYHOCTY.

5.2 NnaHupoBaHue uccrneaoBaHus

5.2.1 NMogroroBKa

300poBblIE MONOAbIE MOMOBO3PESbIE XXMBOTHLIE aKKNUMMATU3UPYOTCA K NabopaTopHbIM YCNOBUAM, NO
MeHbLUEN Mepe, B TedeHune 5 cyT A0 uccnegoBaHus. Bonee KopoTkue Cpokn AOIMKHbI OblTb 060CHOBAaHBI. XKu-
BOTHbIX PAHAOMU3MPYIOT U pacnpeaenstoT no rpynnam obpaboTku.

5.2.2 JlaGopaTopHble XUBOTHbIE

5.2.2.1 Beibop Buaa

OBbIYHO MCNOMBb3YIOT IPbI3YHOB (KPbLIC, MbILLENR). XapakTepucTukn mogenu (Bo3pacr, Macca, U T. 4.) Onu-
caHbl B 4.2 n 4.3. N\cnonb3oBaHne BUAOB, HE SIBNAOLLMXCA IPbI3yHAMU, AOMKHO ObITb HAYyYHO 0BOCHOBAHO.

5.2.2.2 Yucno n non

Yncno v Tmn rpynmn, YACNOo XUBOTHLIX B FPYMNE U UX NOf OnucaHbl B 4.5.

5.2.2.3 YcnoBusa pasMeLLEHNS U KOPMIEHUA

Temnepatypa U OTHOCMTENbHAA BAIAXKHOCTb B NOMELLEHMAX AN SKCMEPUMEHTASNbHbIX XXUBOTHbLIX AOSK-
Hbl COOTBETCTBOBATL BMAY, HanpuMep, Temneparypa (22 £ 3) °C u snaxHoctb 0T 30 % 40 70 % Ans MbIWEn.
Pe>xum MCKYCCTBEHHOIO OCBeLLEeHNS A0MmkeH ObiTb 12 4 cBeTa U 12 4 TEMHOTbI.

[na KopMneHnMs MOXHO MCMNONb30BaTbh CTAHAAPTHbIE KOMMEPYECKME nabopaTtopHbIE KOpMa U Heorpa-
HUYEHHbIA AOCTYN K NUTLEBOW BOAE. YKUBOTHbIE AOMKHbLI pPa3MeLLaTbCs B KreTkax rpynnamu no nomny unm,
Nno BO3MOXHOCTUW, MHAUBUAYAITbHO, NPU FPYMNMOBOM pa3MeLlEHMN 4OMyCTUMO NOMeLLaTb He Bonee Yem naTb
>KMBOTHBIX B OAHY KINETKY.

5.2.3 YcnoBusa uccnenoBaHus

5.2.3.1 YpoBHU 03

YpOBHU 403 AOMKHbI COOTBETCTBOBATL OMUCAHHLIM B 4.8.

O6palleHne € >XMBOTHbIMU KOHTPOMbHOW rPynnbl AOMKHO ObiTb MAEHTUYHO 06PALLEHUIO C XKUBOTHBLIMM
ONbITHOM TPYNMbl 3@ UCKINIOYEHWEM BBEAEHUS UCMbITYEMOrO obpasua.

5.2.3.2 lMpoueaypa

YKUBOTHbIE MOMy4YalT OAHOKPATHYIO 03y UCMbITyeMOro obpasua unu, ecnu Heo6xoauMo, MHOrokpar-
Hbl€ 403bl B TEYEHUE OAHOro 24-x 4yacoBoro nepuoga. NpusHaku TOKCUYHOCTU AOMKHbI ObITb OTPaXKEHbI A0-
KyMEHTarnbHO No Mepe HabnoaeHus, BKIOYas nx Havano, CTeneHb U ANMTENbHOCTD.

Heobxoanmo perynapHoe HabniogeHue 3a XXMBOTHbIMM ANS NPEeAOTBPALLEHUSA CryyaeB nagexa Uc-
cnefyembiX >KMBOTHBIX M3-3a KaHHMOanuM3ama, aBTonu3a TKkaHen unm nobera. 10 OKOHYaAHWM MCCNeaoBaHUS
BCE BbDKUBLLME XXMUBOTHbIE AOMKHbI ObITb MOABEPrHYTLI 9BTaHA3UN. JTloOble O0NEe3HEHHbIE XXUBOTHbIE JOIMKHbI
ObITb yaaneHsbl U OKHbI ObITb NOABEPTrHYTHI 9BTAHA3MK, €CNU 3aMEY€Hbl NPU3HAKU TAKOTO NOBELEHUA.

PacnucaHne HabnoaeHus u NpUMeHsIEMble T'yMaHHbIE KOHEYHbIE TOYKM JOMKHbI NPeaoTBPaTUTbL Cryyan
0BHapPY>XeHUA XKMBOTHbIX MEPTBLIMW HEMOCPEACTBEHHO B pe3ynbTaTte TOKCUYHOCTU UCMbITyeMoro obpasua.

5.2.4 Macca tena

M3mepeHusa macchl Tena AOMKHbl MPOBOAUTLCA HENOCPEACTBEHHO Nepen A03UPOBAHUEM, €XEAHEBHO
B TEYEHME NEePBbIX TPEX CYTOK NOCNe A03UPOBAHUSA, eXEHEeAEmNbHO Nocne NepBoi A03bl, €ECNU ANMTENBHOCTb
NCCreaoBaHNs 3TO NO3BOMSIET, U NO OKOHYaHWUW UCCNEAOBAHUS.
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5.2.5 KnuHnueckune HabnogeHus

[nsa nccnegoBaHWa OCTPOW CUCTEMHOM TOKCMYHOCTW nepuos HabnioaeHust AOMMKEH COCTaBNATb HE Me-
Hee Tpex CyTOK unu bonee, ecnu 3To NPU3HaHO NpuemnemMbIM. [leTanu 4acToTel U TUNa HabnioaeHUs: OMUCaHBI
B 4.10 n npunoxexun C. Bo Bcex cryyasx HabnogeHne AormKHO NPOBOAUTLCA C AO0CTATOYHOW YaCTOTOM, a TaKkKe
[OIMKHBbI NMPEeANPUHUMATLCS ONpeAeneHHble AelCTBUA ANnS CBEAEHWUA K MUHMMYMY NOTEpb cpeau uccneaye-
MbIX )KMBOTHbIX, HANPUMEP, BCKPLITUE UNKU pechpuKepaLna XUBOTHbIX, HARAEHHbIX MEPTBLIMU, U U3ONALMA UK
yMepLLUBreHne crnadbix unm 60ne3HeHHbIX XXUBOTHbIX. BudyanbHble HabMaeHWUs A0MKHbI BKNoYaTh B cebsa cre-
ayoupme obasatensHble HakTopbl: UBMEHEHUS KOXM U LLEPCTU, a3 U CIIM3UCTLIX 060NoYek, a Takke U3MeHe-
HUA B nepudepu4ecKon U LEHTPanbHOW HEPBHLIX CUCTEMAX, AbIXaTenNbHON U KPOBEHOCHOI cucTemax, B coMa-
TOMOTOPHOWN AEATENbHOCTU U B CXeMax MOBEAEHNS, UCMOSb3YA AECKPUNTOPLI, NPUBEAEHHBIE B NPUNOXeHUU B.

5.2.6 MNMaTonorua

5.2.6.1 KnuHuyeckaa natonorus

MpoBeaeHWe OLEHKN KITMHWYECKOW MaToriornn AOMKHO ObiTb PACCMOTPEHO NPW HANMUYUKU KNMHUYECKUX
nokasaHuin. Heo6xoaMmo NPoOBECTU CreayloLMe UCCNEA0BaHNS:

a) remaTonorus, Kak onucaHo B npunoxeHuu D, gomkHa paccmaTpuBaTbCA ANA UCCNEA0BaHUS MO OKOH-
YaHUM Nepmoaa UCMbITAHUS;

b) no okoH4YaHuK nepuoaa UCNbITAHUA HEODXOAUMO PACCMOTPETL BO3MOXHOCTb KIMHWUYECKOro Guoxu-
MWU4€ECKOro UCCnesoBaHnsi KPOBU, NPUBEAEHHOrO B npunoxenun D. OGnactaiMu ucnbiTaHuin, npuemnembiMu
AnA nccrefoBaHWa OCTPOro BBEAEHUA, cHUTAIOTCA (DYHKLMKU NeveHn u nodek. MNpu HeobxXxoagumMocTn MOXeT
ObITb UCNOMb30BaHA AONOMHUTESNIbHAA KMMHUYecKass BUOXMMUS ANA NPOANEHMA HABNIOAEHNUS 38 OTMEYEHHbI-
Mu adhpekTamu.

AHanu3 movu Ha perynsipHon OCHOBE He o0si3aTeneH, U JOJDKEH NMPOBOAUTLCA TOMBLKO NPU NOKa3aHu-
AIX, OCHOBAHHbIX Ha 0XXWAAaemMon unu Habnwogaemon TOKCUYHOCTU. PekoMeHayeMble napaMeTpbl NPUBEAEHDI
B Npunoxexumn D.

5.2.6.2 MaTonoroaHaToMU4eCKNe NCCreaoBaHus

MMaTtonoroaHaTtoMu4eckne UCCneaoBaHuA AOMKHbI NPOBOAUTLCA B KOHLE 3KCMEPUMEHTA NOCNEe 3BTaHa-
31U XKMBOTHbIX. OHW BKIOYAIOT B C€0A OCMOTP BHELLHMX NMOKPOBOB TeNa, BCEX OTBEPCTUN, a TaKXKE YEPENHON
KOpPOOKK, rpyaHON U OPIOLLHOW NONOCTeN U UX coaepkumoro. Mo NPUMEHUMOCTU HEOBXOAUMO PacCMOTPETL
YYET Maccbl MO3ra, Ne4eHn, Novek, HaAMNoO4YEeYHUKOB U CEMEHHUKOB, KOTOPbIE AOMKHbI ObiTb B3BELLEHbI BO
BMa>HOM COCTOSIHUM KaK MOXHO CKOpee NOoCre BCKPbITUS BO U30exaHue BbICbIXaHWS U NOCNeayoLmX NOXHO
HU3KUX 3HAYEHUN.

5.2.6.3 MucTtonornyeckue nccneaoBaHus

Mpn uccnenoBaHMAX OCTPON CUCTEMHON TOKCUMHOCTU OBbIYHO HE NPOBOAATCA NOMHbIE TMCTONOTUYEeCKue
MCCNeaoBaHUA Ha OpraHax U TKaHSAX XMBOTHBIX, €CN 3TO 0CO60 HE NOKa3aHO HEOObIYHLIMU OBHAPYXXEeHUAMU
o6Lero BCKpbITUS.

5.3 Kputepum oueHkn

5.3.1 O6Gwue nonoxeHus

B 3aBMCHMMOCTHM OT UCNOMb3YEeMOro NnraHa UCCIe0BaHNA NPUMEHUMbI CReayoLWmne KpUTEPUN OLIEHKN:

a) Ans uccneaoBaHus hapMakonemnHoro Tuna:

- ecnu BO Bpems nepuoaa HabrniogeHus OCTpoi CUCTEMHON TOKCUYHOCTU HU OAHO U3 XXMBOTHBIX, 0Opa-
60TaHHbIX uccnegyemMbiM 06pasLOM, HE AEMOHCTPUPYET 3HAYMMO GonbLLYO GMONOrMYECKYI0 PeakTUBHOCTD,
YeM XMBOTHbIe, 00paboTaHHbIE KOHTPONbLHOM Cpefol, obpasel, oTBe4aeT TPeOOBAHUAM 3TOTO UCNLITAHUS;

- NPW UCMONb30BaHWUM NATU HUBOTHBIX, €CNK AiBa UNU Oonee XXMBOTHbLIX YMUPAIOT, UNW Takoe NoBeAeHne
KaK KOHBYNbCUM UMM NPOCTPaLmsi HabnoaaeTcs y ABYX Unu Gonee »uBOTHLIX, NGO NpoucxoauT noTeps Mac-
cbl Tena 6onee 10 % y Tpex unu 6onee XMBOTHLIX, 0O6pa3seL, He oTBeYaeT TPeGoBaAHUAM UCTIbITAHUS;

- ecnu nioboe XmMBOTHOE, 0O0paboTaHHOe 00pa3LOM, AEMOHCTPUPYET TONLKO Nerkme npu3Haku Gmonoru-
4ECKON peakTUBHOCTM, U HE Bonee Yem OfHO XXMBOTHOE NPOSIBNSET SIBHbIE CUMMTOMbI BMONOrMYECKon peak-
TUBHOCTU NN ymMupaeT, UCNbITAHWE HY>KHO NOBTOPUTbL, UCNOMNb3yA rpynnbl N0 AECATb XXMBOTHbIX;

- €eCnu Npu NOBTOPHOM UCCNEA0BaHUU BCE AECATb XXUBOTHbIX, 06paboTaHHbix 06pa3sLIoM, B nepuos Ha-
6nioaeHNa He NPOSIBNSIIOT KaKoM-NMBOo Hay4yHO 3HAUUMON BUONOINYECKOH peakTUBHOCTYU MO CPABHEHUIO C XU-
BOTHbIMU, 06pabOTaHHLIMM KOHTPONLHOW cpeAoi, obpaseL, oTBeYaeT TPeOOBaHUAM STOTO UCNLITAHUS;

b) ana uccnegoBaHui OCTPOM CUCTEMHOW TOKCUMHOCTM HehapmMakonenHoro Tuna.

CyLuecTByeT BO3MOXHOCTb NPOBOAUTL OLIEHKY C UCTMIONb30BaHMEM Donee OBLIMPHLIX METOZ0B, BKITIOYAA
KSIMHUYECKYI0 U aHAaTOMMUYECKYIO NaTONoOrMu, KOTOPbIE MOTYT CHSATb HEOOXOAUMOCTbL MOBTOPHOIO UCTILITAHUA.
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OcTpoe BO3AENCTBME MOXET BKMOYaTb B ce0S NepeoLeHKY Npu Hanuuuu HEOAHO3HAYHbIX Pasnuyunii B CO-
MYTCTBYIOLLMX KOHTPOSbHbIX rpynnax. Pasnuyuuna JomkHbl ObiTb 00bACHEHbI, @ UCCNEeaoBaHWe AO0MKHO ObITh
NPOANEHO AN BKMAOYEHUA AONOMHUTENbHbIX NATU XUBOTHbLIX, €CAK NPUMEHUMO.

5.3.2 OueHka pe3ynsraToB

O6GHapyxeHHble Tokcuveckne apdekTbl BO BPEMS UCCNEAOBAHUA OCTPON CUCTEMHOWM TOKCUYMHOCTU
JOIDKHbI ObITb CONOCTaBMNEHbI C OTpULIATENbHBIMU 3dhdhekTamm NpeaLLeCTBYIOLLMX UCCNEefoBaHUM, €Crnn Tako-
Bble cyulecTByloT. OLeHKa J0MmKHa BKNoYaTb B ce0s onpeaeneHne B3anMOOTHOLLEHUS MEXAY A030W UCTbITY-
€MOro BeLLeCTBa U HanMunMeM UM OTCYTCTBUMEM, a TaKkke CMYyYanHOCTbIO U CTENEHbIO CEPLE3HOCTU Pa3NUYHbIX
OTKIIOHEHUWI, BKMoYas NoBeJeHYeCckne U KNMHUYECKUE OTKIIOHEHMSA, MaKPOCKOMUYECKNe NOBPEXIEHUSA, u3me-
HEHWS Maccbl Tena, BAUSHUE Ha CMEPTHOCTb U Niobble Apyrne o0bLmMe Unm KOHKPETHbIE aPAEKTI.

5.4 3aknounuTenbHbIN OTYeT

B 3aknounTensHOM oT4eTe 00 UCNbITaHUM OCTPOW CUCTEMHOWM TOKCMYHOCTU AOSMKHA cogepKaTbes che-
aywouwasa nHgpopmMmauus:

a) UCMbITYEMOE BELLECTBO:

- hmsnyecknii xapaktep, YicTota u PU3MKO-XMMHUYECKUE CBONCTBA, MO MPUMEHUMOCTH;

- Apyrue naeHTuuumMpyowme gaHHbIe;

b) mogensHasa cpega (ecnu NPUMEHUMO):

- o6ocHoBaHNe BbIOOpa MOAENbHOW Cpedbl, €CrM OHa HE BKIYEeHAa B CNUCOK, NMPUBEAEHHBLIA B
ISO 10993-12;

C) 9KCNepUMeHTanbHbIE XXUBOTHbIE:

- UICMONb3YEMbIN BUO/NMUHUS;

- 4MCro, BO3PACT M MO XKMBOTHbIX;

- UICTOYHUK, BKIOYAA MUKPOBMONOrMyeckuii ctatyc (HanpuMmep, G NoBbILLEeHHbIM Bapbepom, 0ObIYHbIN),
YCNoOBUA coaepxkaHua (Temneparypa, BIaXXHOCTb, MOACTUIKA, OCBELUEHWE, AWETA, U T. 4.);

- Macca B Ha4vane unccneagoBaHus;

d) ycnosusa uccrnegoBaHus:

- 06ocHOBaHMe BbIOOPA A03bI;

- NoAPOOHOCTN COCTaBa/NPUrOTOBMEHUA UCTLITYEMOTO BELUECTBA; AOCTUrHYTbIE€ KOHLUEHTpauuu; cra-
OMIbHOCTb U TOMOFEHHOCTb, €CNU NPUMEHUMO;

- AeTanv BBEAEHUA UCTbITYEMOTO BELLECTBA;

- MepecyeT M3 KOHLEHTPaLMN MCNbITYEMOro BELIeCTBa B peanbHO BBOAWMYIO 403y (MI/Kr), ecnu npu-
MEHUMO;

- NoAPOBHOCTU Ka4yeCcTBa NULLM, BOAbI U NOACTUIIKK;

€) pesynbTarhbl;

- AaHHble MOryT ObITb 0600LeHbl B hopMe Tabnuubl, NOKa3biBAOLEN YUCIO XMBOTHLIX B HaYane uc-
NbITAHMSA, YACNO XKMUBOTHLIX, NPOABMASIOLMX HEONAroNPUATHbLIE KIMHUYECKUE NMPU3HAKU U YUCIIO XUBOTHLIX C
M3MEHEHUSAMWU Maccebl Tena AnA KaXK40n KOHTPONbHOW U MCNbLITYEMON TPynnbl;

- Macca Tena/M3sMeHeHna Maccbl Tena;

- notTpebneHne NULWK 1 BOAbI, ECNN NMPUMEHUMO;

- JaHHbI€ TOKCMYECKOro OTBETA, pacnpegeneHHbie no nony u ypoBHIO A03bl, BKIHOYaA NMPU3HaKU TOKCUY-
HOCTH,;

- XapakTep, Cepbe3HOCTb N ANUTENbHOCTbL KIMHUYECKUX HabnoaeHui (06paTuMbIX N HET);

- HeMponoBeAeHYecKasi OLUeHKa, eCnu NPUMEHNMO;

- UCMONb30BAaHHbLIE rEeMaToNorMyeckme MCCneaoBaHua u pesyneratbl C COOTBETCTBYIOLMMU POHOBLIMM
JaHHbIMK, €CNU NPUMEHNMO;

- UCMONb30BAaHHbIE NCCNEA0BAHNUS KITMHUYECKON DMOXUMUN U pe3ynbTaTbl C COOTBETCTBYHOLLMMU (POHO-
BbIMMW AAHHbLIMWU, €CAWN NPUMEHMMO;

- aHanu3bl MOYN U pesynbTaTbl C COOTBETCTBYOLLUMU (i)OHOBbIMI/I AAHHbIMNK, €Cnn NPUMEHUMO;

- KOHEYHaa Macca Tena u JaHHbleé MacCbl OpraHoBs, ecnn NPpUMEeHNMO,

- pe3ynbTaTt BCKPbITUS;

- noapobHoe onucaHne Bcex OOHaPY>XEHHbIX TMCTONATONOIMIA, €CAKU NMPUMEHUMO;

- CTaTMCTMYECKAs OLEHKA Pe3ynbLTaToB, ECNK MCMONb30Banach, M 06CyaeHne nx 6MonorMYeckon 3HauUMMoCTu;

f) o6cyxaeHune pesynsraTos;

g) 3aKknio4veHus;
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h) 3asBneHue o rapaHTMmM Ka4yecTsa.

WccnenosaHue 0CTpoii CUCTEMHON TOKCMMHOCTM NpeaocTaBnsaeT uHdopmaumio 06 addpekrax ocTporo
BBEEHUSA UCIMbITYEMOro BeLecTBa. JKCTPanonsuus pesynbratoB WCCNeAOoBaHUA Ha yernoseka AEenCTBU-
TelbHa B OrpaHU4YEeHHON CTENEHW, HO OHA MOXET NPeAOCTaBUTb NOME3HYI0 MHGOPMAaLMIO O AONYCTUMOM
BO3ENCTBUMN.

6 CucremMHas TOKCMUHOCTb MHOTOKPaTHOro BBeAeHUs (NOAOCTPas, cy6xpoHUuueckas
M XpOHUYECKasi CUCTOMHAA TOKCUYHOCTD)

6.1 O6wWMe NonoxeHnA

B 1O BpeMs kak ocTpas TOKCMYHOCTL CBA3aHa C HebGnaronpuaTHbiMu 3dchpekTammu OAHOKPATHLIX A03
(unu orpaHUYEHHOTO BBEAEHMUS), Gonee pacnpocTpaHeHHON (HOpMOi BBEAEHUA MHOTUX MEAULIMHCKUX U3ae-
NWA Ha YernoBeKa SIBIISIETCH NOBTOPHOE UMW MPOAOIMKUTENBLHOE BO3aencTBue. ShEKT OT MOBTOPHOIO UMK
MHOTOKpPAarHOro BBEAEHUSA NOTEHUUaNbHO MOXKET BO3HUKHYTb MO NPUYNHE HAKONSIEHNSA XUMUYECKUX BELLECTB B
TKaHAX Unu Noa AeiCTBUEM APYrnx MEXaHM3MOB, MO3TOMY BaXKHO ONpeaenuTb BCe NOTEHUUanbHbIE Ars 3TOr0
dakTopbl NyTEM A0NMOCPOYHBLIX UCNLITAHNI (MOAOCTPbIX, CYyOXPOHUYECKNX, XPOHUYECKUX).

Mcenenosanua CUCTEMHOW TOKCUMYMHOCTU MHOFOKPaTHOTO BBeAEHUA AaloT MHopMaumio ob6 onacHOCTH
AnA 300pOBbA, KOTOPAast MOXKET BO3HUKHYTbL NMOCne ANUTEenbHOro BBeieHnsA npeaHasHa4€HHbIM KIUHUYECKUM
nyteM. OHM TaloKke MOTyT AaTb MHGOPMAUMIO 0 cnocobe TOKCMYECKOro AIENCTBUA BELLECTBA NpeaHa3HauYeH-
HbIM KITMHUYECKUM NYTEM BBEAEHUA.

MccnenoBaHnst CUCTEMHOIW TOKCMMHOCTM MHOTOKPATHOTO BBEAEHUS AAIOT NoApoOHyI0 MHOpMaLuIo O
ToKCU4ecknx addpekTax, opraHax-MULLEHAX, 0OpaTMMOCTU unn Apyrux adEKTOB U MOTYT CNY>XUTb OCHO-
BOW AN oLeHKku 6e3onacHOCTU. Pe3ynsraTtbl STUX UCCNEA0BaHUIA NPEAOCTaBNSIOT BaXKHYI0 MHOPMALUIO, YTO
noaTeepXaaeTca NoAPOOHBIMU MHCTPYKUMUSMU MO NPOBEAEHUIO KITMHUYECKUX U aHATOMUYECKUX UCCNEA0Ba-
HUI NATONOrnu.

I/IccneuoaaHmn MHOIOKpaTtHOro sseAeHus 00bIYHO He npeaocTaBnAlT KpUtTepmua noBTOPHOIoO ucnbiTa-
HUA. BMecTo aToro pasmepsbl rpynn paccyuTaHbl C YYETOM CTATUCTUYECKOW OLIEHKM 3a(PUMKCUPOBAHHbIX Ha-
oniogeHuin (cM. Tabnuuy 1).

M3-3a pasnuyHoin NpogOImKMTENBHOCTU UCCNEAOBaHUI MHOTOKPATHOrO BBEAEHUA uccneayemole obpas-
Lkl AOMKHBI NPUrOTOBAATLCA NO NOTPEOHOCTU ANA rapaHTUmM Ux CTabUnbHOCTH.

6.2 MnaHupoBaHue uccrenoBaHUsA

6.2.1 MNogroroBka

340poBble MOMOAbIE NONOBO3PESbIE XMBOTHbLIE AOMKHLI ObITh akKIMMaTU3UPOBaHbl K NabopaTopHbLIM
YyCNOBUSAM MO MEHbLLEN Mepe B TedeHne 5 cyT A0 uccneaoBanns. XXUBOTHbIE A0MKHbI ObiTb paHAOMU3UPOBA-
Hbl M pacnpegerneHbl Mo rpynnam.

6.2.2 JlabopaTopHble XMBOTHbIE

6.2.2.1 Boibop BHaa

OBbI4HO MCNOMNbL3YIOT IPbI3YHOB (KPbIC, MbILLE). XapakTepucTMKu Moaenu (Bo3pact, Macca, U T. A1.) onu-
caHbl B 4.2 1 4.3. icnonb3oBaHWe BUAOB, HE SABMAIOLLMXCA rPbi3yHaMK, AOMKHO ObiTb HAY4HO 0GOCHOBAHO.

6.2.2.2 Yucno n non

Yucno v TN rpynn, YUCNO KMBOTHBIX B TPYMNNe M UX NOn onucatbl B 4.5.1. Mpu Hay4HOM 060CHOBaHUK
HeobXo4MMO PacCMOTPETb BO3MOXHOCTb MCMONb30BAHUA NapannenbHbIX rpynn, ¢ yBenu4eHHoi J030ii BBe-
OeHUs, HapsAay € KOHTPOSbHbIMK rpynnamu. 3Ta rpynna U ee KOHTPOsb MOFYT UCNOMb30BaTbCA ANS U3YYEHUS
apchbekTa BBEAESHUSA, BKMIOYAs 0OPaTUMOCTb (Pe30pOTUBHOE AECTBUE), BLIHOCITMBOCTL MM 3aMeATNIEHHbIN
TOKCUYECKUIn adpdpekT. [ns cybXpOHUYECKMX UCCNEAOBAHMI HEODXOAUMO COAEPXKaTb XUBOTHLIX-CATENNUTOB
Ha CPOK HEe MEHee Yem 28 CyT.

6.2.2.3 Ycnosusi pasMeLLeHnst U KOpMIeHnsi

Temnepartypa u OTHOCUTENbLHASA BNAXXHOCTb B MOMELLEHUAX A A 3KCNEPUMEHTANbHbIX XXMBOTHBIX [OIDK-
Ha COOTBETCTBOBaTL BMAY, HanpuMep, Temnepatypa (22 + 3) °C u snaxHoctb oT 30 % A0 70 % AnA KpbIC.
Pe>xuM NCKYCCTBEHHOrO OCBELLEHWUA AOMKEH ObITb 12 4 cBeTa U 12 4 TEMHOTbI.

[nA KOpMNEHUs MOXHO UCMONb30BaTb CTaHAapTHblE KOMMepYeckue nabopaTopHble KOpMa M Heorpa-
HWYEHHbIA JOCTYN K NUTbeBOW BoAe. XKMBOTHbIE AOMKHbI pasMeLLaThCa B KneTkax rpynnamu no nony wmnm,
no BO3MOXHOCTU MHAMBUAYASIbHO, NPU TPYNNOBOM pasmeLleHn 4onycTUMO nomeLuatb He Gonee YeM nsATbL
>KUBOTHBIX B OAHY KIETKY.
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6.2.3 Ycnosua uccnenoBaHusa

6.2.3.1 YpoBHU 03

UsyyeHue acphekToB f03a — OTBET B UCCNEAO0BAHUM CUCTEMHOW TOKCUYHOCTM MHOFOKPATHOTO BBEAE-
HUA TpebyeT UCNONbL30BAHMA HECKONLKUX rPynn. YPOBHU 03 A0MKHbI COOTBETCTBOBATL ONUCAHHOMY B 4.8.

Mcnonb3yeman fo3a B UCCNEAOBAHUAX TOKCUMHOCTM MEAULMHCKMX M3AENUii AOIMKHA ONpPeaensaTLCA B
COOTBETCTBUU C pesynbratamMmy OLEHKU PUCKA, YPAaBHOBELUMBAA 03y KIMMHUYECKOTO BBEAEHUSA C UCMONb30-
BaHMeM ¢akTopoB 6e3onacHoCTU No NpumeHuMocTu. [ina Gonee ANUTENbHBLIX UCCNEA0BaHUIN HEOBXOAUMO
NPeAnPUHATL YCUNUA ANA BKIOYEHUA, NO MEHbLLUEH Mepe, TPeX YPOBHEN A03bl U COOTBETCTBYIOLLMX KOHTPOSb-
HbIX rpynn. 3a ucknioueHmeMm o6paboTkn uccnegyemsim 06pasLom, obpaLleHne ¢ XMBOTHLIMU KOHTPONbLHOM
rpynnbl AOMKHO ObITb UAESHTUYHO 0OPALLEHUIO C XXMBOTHLIMU UCCIIEAYEMOM TPYNMbI.

B oTnuuue OT Knaccuyecknx XMMM4eckux UCCreaoBaHMin CUCTEMHON TOKCUYHOCTU NOBTOPHOTO BBEAE-
HUA, nCCNeaoBaHUSA MHOTOKPaTHOrO BBEAEHUA, UCTIONb3YIOLLME MEAULMHCKME U3Aenus, 4acTo He AaioT -
drekTa A03a — OTBET; TakKUM 00pa3oMm, TokcuYeckuint 3¢phekT nNpu HaUBbICLLEM YPOBHE A03bl HEODA3aTENEH.
TeMm HE MeHee, MCMoNb30BaHWe AuanasoHa 03 NPeAOCTaBIsAET None3Hylo uHgopmauuio 06 ypoBHAx Ges-
ONAacHOCTU Ans YernoBeka.

6.2.3.2 Npoueaypa

B naeansHOM BapuaHTe XXMBOTHbIE NONYYAIOT 403y UCMLITYEMOro obpasua exeaHEeBHO B TEYEHUE He-
Aenu Ha BECb Nepuoj NPoaoIKUTENbHOCTU uccnegoBanus. na bonee AnUTenbHbIX UCCNEA0BaHUN C MHOTO-
KpaTHbIM BO3€MCTBUEM JOMYCTUMO BBEASHNE A03bl B TEYEHUE NATU CYTOK B HEAEenio, HO 3T0 AOMKHO ObiTb
OTPaXXeHO AOKYMEHTarnbHO n 060CHOBAaHO.

6.2.4 Macca tena

M3mepeHus maccol Tena AoMKHbI NPOBOAUTLCH HEMOCPEACTBEHHO Nepes A03UPOBAHUEM, eXXEHEAENbHO
nocre nNepeoi A03bl, €CAXU 3TO NO3BONAET ANUTENbHOCTbL UCCNEA0BAHUS, U NO OKOHYAHUU UCCEA0BAHUSA.

6.2.5 KnuHuyeckue HadbnwogeHua

Mepuoa HabnogeHUa ANA UCCNeaoBaHUA CUCTEMHON TOKCUMHOCTU MHOTOKPATHbBIX 03 0MMKEH COOTBET-
CTBOBATb AJIMTESNIbHOCTU UccrnegosaHmna. fleranun 4actoTbl M TUNa HabnAaeHUA onucaxbl B 4.10 u npuNoXxeHUn
C. Bo Bcex cnyyasx HabniogeHue AOMKHO NPOBOAUTLCA C AOCTAaTOYHOW YacTOTOM, a TaKke AOMMKHbI npea-
NPUHUMATBLCA ONpeaeneHHble AeWCTBUA ANA CBEAEHMA K MUHUMYMY MOTEPb CPeaU UCCEAYEMbIX XMBOTHbIX,
Hanpumep, BCKPbITUE UK pedpuxkepaumns XXMBOTHbIX, HAWAEHHBIX MEPTBbIMU, U U3ONSILIMS UNK YMEPLLBINIEHUE
cnabbix UM GOMNe3HeHHbIX XXUBOTHLIX. BusyanbHble HabnioaeHWUsA OOMKHbI 00s3aTenbHO BKNOYaTh B cebs
crneayoLue hakTopbl: UBMEHEHUS KOXU W LLEPCTU, INa3 U CIN3NUCTbIX 0O0N0YEK, a TaKkke U3MEHEHUS B NEPU-
hepuYecKoi 1 LIEHTParnbHOWM HEPBHLIX CUCTEMAX, AbIXaTeNlbHON M KPOBEHOCHOW CMCTEMAaX, B COMaTOMOTOp-
HON AEeATEeNbHOCTU U B CXeMax NMOBEAEHUS, UCMONb3YA AECKPUNTOPLI, MPUBEAEHHbIE B MPUIOXeHUM C.

O6bI4HO Nepes BBEAEeHWEM UCMbITYEMOrO BELLECTBA U N0 OKOHYaHUW UCCcreaoBaHna HeobxoaumMo npo-
BeCTU 0hTanbMONOrMYECKUil OCMOTP C UCMOMb30BaHWEM OPTanbMOCKONAa UM 9KBUBANEHTHOrO NPUEMIEMOro
obopyaoBaHus, NpeanoyYTUTENbHO BCEX XUBOTHBIX, HO MO MEHbLUER Mepe, rpynn BbICOKOW A03bl U KOHTPONS.
Mpu oBHapy>XeHMU U3MEHEHUI B rnas3ax HeobXoaMMO OCMOTPETb BCEX XXUBOTHBLIX. PeLleHMe He NpoBOAUTH
OCMOTP AOJKHO ObITb OTPAXXEHO AOKYMEHTarbHO U 060CHOBAHO.

6.2.6 MaTtonorusa

6.2.6.1 KnuHunyeckasa natonorus

HeobxogMmo NnpoBeCTH cneayowue NccneaoBaHus:

a) reMaronorus, kak onMcaHo B npunoxeHun C, 4ormkHa ObiTb UCCregoBaHa no OKOHYaHMK Nepuoaa UChbl-
TaHusA. B 3aBUCUMMOCTY OT ANUTENBHOCTU UCCEA0BAHUA HEOBX0ANMMO paccMOTpeThb Bonee YacThii 3a6op npoo;

b) Buoxummnyeckoe nccnegoBaHve KpoBW AOMKHO MPOBOAUTLCA MO OKOHYAHWM MEpUoAa UCMbITAHMS.
B 3aBMCMMOCTU OT ANUTENBHOCTU MCCNEAOBaHNA HeobxXoaMMO paccMoTpeTb Bonee YacTblii 3a6op npob. O6-
nacramm I/ICI'IbITaHI/II7I, npunemnemMbiMn Ans Bcex VICCJ'IG/J,OBHHVIVI MHOTOKpPaTHOro BBEAEHUA, CHUTAIOTCA SNEKTPO-
nNUTHbIN BanaHc, meTabonuam yrneeroaoB U PyHKLMS Ne4YeHn U novek. Boibop onpeaeneHHbIX UCCNea0BaHUiM
MOXET 3aBUCETb OT HabMNAEHUIN 3a CNocoOOM AeNCTBUS MCNBITYEMOrO BellecTBa. CNUCOK peKOMEHAYEMbIX
aHanu3oB npuBeaeH B npunoxeHun D. MNpu HEOOXOAMMOCTU MOXET ObiTb MCMONb30BaHa AOMNONHUTENbHAS
KnuHuyeckaa 6uoxuMua Ana npoaneHmsa HabniogeHua 3a OTMeYEHHbIMKU adhbchekTamu.

AHanu3 MouYM Ha perynspHoii 0CHoBe HeobA3aTeneH, AOMKEH NPOBOAUTLCS TOMbKO MPU MOKa3aHUSX,
OCHOBAaHHbIX Ha OXXMAAeMOW unu HabnioaaeMon TOKCUYHOCTU. PekomeHayeMble napamMeTpbl NPUBEAEHbI B
npunoxexuu D.

Mony4eHHble paHee HOpMarbHble 3HAYEHUS NMPUrOAHLI ANs YCTAHOBNEHUS (POHOBBLIX YPOBHEW W ANSl
CpaBHEHUSA C CONYTCTBYIOLLMMU KOHTPONBHLIMU Fpynnamu uccnegosanus. Ecnu paHee nonyyeHHble (poHOBbIE
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[aHHbIe COYTEHbl HeaaeKBaTHbIMKU, HEODXOANMMO PaCCMOTPETb BO3MOXHOCTb cOopa 3Toi MHdopMmaumn ans
>KMBOTHbIX TOTO € BO3pacTa, nona, fMMHUM U UCTOUHUKA, NPeanoYTUTENBHO B TOW e nabopatopum.

6.2.6.2 MNaTonoroaHaroMuyeckne UCcreaoBaHus

Bce »1BOTHbIE J0MKHbI ObiTb MOABEPrHYTHI MOSIHOMY OBLLEMY BCKPbLITMIO, BKOYaKOLWEMyY B Cebsi OCMOTP
BHELLUHMX MOKPOBOB Tena, BCEX OTBEPCTUM, a TaKKe YepenHoi KOpoOKu, rpyaHOn u GPIOLLIHON NONOCTEN U uxX
coaepKumMoro. HagnovyeuHuku, Moar, aNMaAUAUMUCHI, CepaLE, NMOYKK, NEYEHb, AUYHUKK, CENE3eHKa, CEMEHHUKM,
TUMYC U MaTKa AOMKHbI ObITb B3BELLEHLI BO BNAXXHOM COCTOSIHUM KaK MOXHO CKOpee Nnocrie BCKPbITUS BO M3be-
YKaHWe BbICbIXaHUSA U NOCIEAYIOLLIMX NOXHO HU3KNUX 3HAYEHMIt. OpraHbl M TKaHW, MEPEYNUCIIEHHBIE B MPUMOXKEHUM
E, BOMKHbI COXPaHATLCA B NPMEMIEMON Cpeae AN BO3MOXHOMO GyayLuero rucronaTonornyeckoro aHanmsa.

6.2.6.3 Mopdornoruyeckue uccnesoBaHus:

a) HeoBX0AMMO NPOBECTU NOMHYI0O MOPAONONMIO HA OpraHax W TKaHAX XXUBOTHbLIX KOHTPOMbHOW rpynnbl
W rpynnbl BbICOKOW A03bl;

b) Bce makpockonuyeckue NnoBpeXXaeHns AONXKHbI ObITb OCMOTPEHbI;

C) Nerkue XMBOTHbIX B FPynnax ¢ HU3KOW WU CpeaHei 4o3aMu, eCn TakoBble UCMOSb30BanUCh, 4OMKHbI
ObITb NOABEPrHYTbI MMCTONOMMYECKOMY UCCNEA0BAHUIO HA NpeaMET MHAEKLUMM, TaK Kak 3TO NO3BONSAET oOLe-
HUTb COCTOSIHWE 3[0POBbS XMBOTHBIX. Takke HEOBXOAMMO PacCMOTPETb MPOBEAEHNE TMCTONOrMYECKOro UC-
CrneaoBaHUsl NEYEHU U NOYEK B 3TUX rpynnax. [anbHelwee ructonornyeckoe UCCneaoBaHne XUBOTHBIX 3TUX
rpynn o6bIMHO MOXKET He TpeboBaTbCs, HO 06s13aTeNbHO ANS OPraHoB, NMPOSABNSIOLLUMX NPU3HAKN MAKPOCKOMM-
YEeCKOro NoBPEXAEHUS B rPynne BbICOKOW A03bl;

d) npu nCnonb3oBaHWK rpynnbl CaTenMTOB FIMCTONOMMS MOXET NPOBOAUTLCA HA TKAHAX U OpraHax, onpe-
JeneHHbIX B 06paboTaHHbIX rpynnax Kak NposiBUBLLME pe3ynbTaThl 9dekTa;

e) KaK npaBuno, B XPOHUYECKMX UCCNEA0BAHUAX HEOOX0AUMO MCNONb30BaTh XXUBOTHLIX-UHAUKATOPOB
AN KOHTPONSA BO3MOXHOCTU MHADEKLMOHHbIX areHToB. 10 nokasaHUaM MOXET NPOBOAUTLCA Ceponoruiyeckue
UINW TMCTONOTMYECKNE NCCNEA0BAHNS TPYNN XKUBOTHLIX-CATENNUTOB.

6.3 Kputepum oueHku

6.3.1 OOLwWMe NonoxXeHns

HaHHble MOryT ObITb 0000LWEeHbI B (hopme Tabnuubl, NOKa3biBaOLWEN YUCNO XKMBOTHBLIX B Ha4Yane ucnbi-
TaHUA, YNCMO KUBOTHbIX, MPOABAAIOLLMX NATONOMMYECKUE UBMEHEHUS, TUMbI U3MEHEHUI N NPOLIEHT XXMBOTHbIX,
NPOABASAIOLLMIA MSMEHEHUSA KaXKAO0ro Tuna. HeobxoaMmMo NPOBECTU CTAaTUCTUYECKYIO OLIEHKY, HO B NMEPBYIO O4e-
peab y4uTbiBaTh GMONOIMHECKYI0 3HAYUMOCTb. JIONYCTUMO UCIMONb30BaTh NMoOble 00LLIENPUHATLIE CTATUCTK-
Yeckue MeToabl; CTaTUCTU4eCKue MeToabl He06xoaAUMO BbIBUMPATL NPU NITAHUPOBAHUU UCCNEA0BAHUS.

6.3.2 OueHka pesynbraToB

OGHapyeHHble aphekTbl OT UCCNEeAOBaHUS MHOTOKPATHOTO BBEAEHMUS1 AOIMKHbI ObliTb OLEHEHbI CO-
BMECTHO C 0GHapyeHHbIMU achbcheKTammu NPeaLlECTBYIOLLMX UCCNEA0BaHUA U PACCMOTPEHbI C TOUKU 3PEHUS
TOKCUYECKMX 3PP EKTOB U BLISABAIEHHBIX OTKSIOHEHNI NPU BCKPLITMM U TMCTONOrMKU. OLUEeHKa A0SHKHA BKIIOYaTh
B ce0f B3aMMOOTHOLUEHUS Mexay A030M MUCNbITYEMOr0 BELECTBA U HANMYMEM UMM OTCYTCTBMEM, a TaKkKe
CINYy4YanHOCTbIO U CTEMNEHbIO CEePbe3HOCTN Pa3NIUYHBLIX OTKIIOHEHUI, BKMIOYas NOBEAEHYECKUEe U KIMHUYECKue
OTKIMOHEHUs, MaKpOCKOMUYECKME NOBPEXAEHUSA, MUKPOCKOMMYECKME U3MEHEHUS, YCTAHOBNEHHbIE B OpraHax-
MULLEHSIX, BIIMSHUE HA CMEPTHOCTb U Niobble apyrue obLwme unm KOHKpeTHble apeKTbI.

6.4 3aKknounTenbHbIN OTYeT

MHdopmauus, npusegeHHas B 5.4, JOMmKHA COAePXKaTbCA B 3aKMNIOUUTENbHOM OTYETE MCCNEeAoBaHUA
CUCTEMHOI TOKCUYHOCTU MOBTOPHOrO BBEAEHUS. [ONONHUTENLHO HEOOXOAUMO NPefOCTaBUTL CREAYIOLLYIO
MHopMaLUIO;

- ICNONb30OBaHHbIE remartonorn4eckne ncecrnegoBaHna N pesynerartbl ¢ COOTBETCTBYOLLUMU Ct)OHOBbIMVI
OaHHbIMU;

- ICNONb30BAaHHbLIE UccnegoBaHUA KNUHUYECKoi Buoxmummm un pesynbraTtbl C COOTBETCTBYIOLLUMU ¢)0H0-
BbIMU AaHHbIMW;

- pesynbTarhbl FMCTONOMMY;

- CTaTUCTMYECKYIO OLEHKY pe3ysfibTaToB, €CMu UCNONb3oBanach, U o6cyxaeHne ux GUONOrMiyeckon 3Ha-
YUMOCTHU.

MccnepoBaHme AONrocpoYHON CUCTEMHOW TOKCUYMHOCTM MpeaocTaBnsaeT uHdopmauynio o6 achdektax
NMOBTOPHOrO BBEAEHUA UCMbLITYEMOro BELUECTBa. DKCTPanofsauus pesynsratoB UCCNEA0BaHUA Ha YernoBeka
OEeWCTBUTENbHA B OrPaHUYEHHON CTENEHMU, HO OHA MOXET NPeAoCTaBUTb MOME3HYI0 MHAOPMaLMIo O AoNyCTH-
MOM BO3ENCTBUU HA YENOBEKA.
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lMpunoxexnue A
(cnpaBouHoe)

MyTn BBegeHus

A.1 O6Lme nonoxeHusa

HekoTopble NyTU BBefeHWs NepevncneHbl B A2 — A 10. [pyrue nyTu BBeAeHUSt MOTYT BbiTb 6onee knUHUYeCKU
3Ha4MMBbI U, B TaKOM cryyae, AomKHbI ObITb Mcnonb3oBaHbl. Heobxogumo ncnonbsosath Haubonee NoAXoASALLMIA Ny T BBE-
JeHus. Micnonb3oBaHuWe ansTepHaTUBHOMO NyTY BBEAEHUS AOMKHO 6biTb 060CcHOBaHO. Mpy MogenMpoBaHUKM NpMemMnemblx
uccnefoBaHuil peKOMEeHAYETCS KOHCYNLTaLWs aKenepTa.

A.2 [lepManbHbIi NyTb BBeASHUA

WccnepoBaHue cMCTEMHOW TOKCUYHOCTU JepMarbHO MOXET BbITb NpUeMneMo AN HapyXHbIX usgenuii. Heobxogu-
MO YYWUTLIBaTL OrpaHn4eHne opanbHOro 4oCTyna >KMBOTHOIO K UCTIbITyeMOMy o6pasLly.

A.3 UmnnaHTauuna

MccnenoBaHWs CUCTEMHOI TOKCUYHOCTY NyTeM UMMNaHTauum MoryT 6biTb NnpuemMnemMsl A5 UMMNIAHTUPYEMbIX W3-
fenwit. UccnepoBaHne MoxXeT ObiTb NpMEMNEMO AN HEMOCPEACTBEHHOrO UCNLITAHNA MaTepuana rnyTem npuMeHeHnsa K
obLieMy unu KOHKpETHOMY y4acTky. Heobxoammo NpUHATL BO BHUMaHue bopMy U CTPYKTYpY NpeaMeTa ucnbiTaHua. Me-
TOAbLl UMMNaHTauun npusegeHsl B 1ISO 10993-6.

A.4 ViHransuus

WNcenepoBaHWa CUCTEMHON TOKCUYHOCTW NYTEM MHransauunm MoryT 6biTb npueMnemsl AnA U3RENUA C KOHTaKTHOW
cpepoil, GriaronpuaATHO ANA BO3HUKHOBEHWS NETYUYUX XUMUYECKUX MapoB, UNK ANs UCMbITyeMoro obpasua asposons/ya-
CTWL C MHranAUMOHHBIM NoTeHy1anom. JeTanu NnpoTokona 3Toro NyTu BBEAEHWUS NpUBeAEHbl B 60MbLMHCTBE CTOYHUKOB
MO MHransALMOHHOR TOKCUKOMOrnH.

A.5 BHYTPUKOXHBIN NyTb BBeAEHUA

WccnegoBaHnsi CUCTEMHOM TOKCUYHOCTHM BHYTPUKOXHBIM MyTeM MOryT GbiTb NpUeMnembl Anst U3AENUii, KOHTaKTUpY-
tOLLMX BHYTPUKOXKHO. McTbiTyeMble 06pasiibl 06bIMHO BBOAAT HENOCPEACTBEHHO BO BHYTPUKOXHYH 06NacTb MyTeM UHbEK-
LK. Mcrnonb3oBaHie HeCKOMBKMX Y4acTKoB 06paGoTkn A0MKHO BbiTb YETKO ONMCaHO W 0GOCHOBaHO.

A.6 BHYTpUMbILIEYHbIA NYyTb BBeAEHUA

WccriepoBatnsi cMCTEMHON TOKCUMHOCTM BHYTPUMBILLEYHBIM NYTEM MOTYT GbiTb NPUEMAEMbI AN U3AENUNA, KOHTaKTH-
PYIOLMX C MbILLEYHOI TKaHbIO, KOTOpas cnocoGCTBYET BLIMBIBAHMIO XMMUYECKUX BelliecTB. McnbiTyemble o6pasLbl 06bIMHO
BBOAST HEMOCPEACTBEHHO B MBILLIEYHYIO TKaHb MyTeM UHBEKLWW UAW XMPYPrudeckoi UMNNaHTaLMK. YYacTku AOMKHL! GbiTb
BbIGPaHbLI C YUETOM CBEAEHUS K MUHUMYMY NOTEPU (DYHKLIMU UNU BEPOSTHOCTM GONKU NO NPUYNHE NOBPEXAEHUS HepBa, Bbl-
3BaHHOIO HaMPSKEHNEM MBILLIEYHOMO BOSTOKHA MHBbEKLMEN Unn uMNNaHTauyueil ucnbityemoro o6pasya. Mpu uccneosaHmnsx
NOBTOPHOI A03bl y4aCTKM HEOBXOAUMO YepeaoBaTh, Tak Kak, HanpuMep, HEeBOAHbIE COEAUHEHNA MOTYT 06pa3oBLIBaTL HaKo-
NNeHns B TeueHue 6oree 24 U. Mcnonb3oBaHne HECKONbKUX Y4acTKOB 06paboTkn 4OMKHO BbITb YETKO ONMCAHO M 0GOCHOBaHO.

A.7 BHyTpUOPIOWMHHDBINA NYTb BBeAECHUA

WccnepoBaHUst CUCTEMHOW TOKCUYHOCTU BHYTPUGPIOLUMHHBIM NyTeM MOryT GbITb NpuemrieMbl ANS U3AENUIA, KOH-
TaKTUPYIOLUX C GPIOLLHOIA MOMNOCTbIO, KOTOpasi cnocobCTBYET BhIMBIBAHUIO XUMUYECKUX BeLLecTB. JTO Takke SIBISIETCS
NpUeMNeMbIM NyTeM, €CIN IKCTPaKT He JOMKEH BBOAMTLCS BHYTPUBEHHO, HaNpUMEP, NpU UCTONb30BaHWN BLITSKKUA He-
NONAPHLIX Macern WK NpYM BO3MOXHOM Hanuuuu yactuy. Takoil NyTb BBEAEHUS NMpefnouTUTenieH unsTpoBaHuio 4ns
BHYTPUBEHHOIN MHBEKLUMN. UcTibITyeMble 06pasLibl 06bIMHO BBOAAT HENOCPEACTBEHHO B GpioLLHYI0 nonocTb. [Npu BbYMC-
NEeHUN YacToThl 03kl HEOOXOAMMO YUUTHIBATB, YTO NPEeAMETHI UCCre0BaHUs, BBOAMMbIE 3TUM NyTeM, aGcopbupytoTes, B
OCHOBHOM, NOpTanbHOW LMpKynsLuuMeit 1, Takum obpasom, 4o NocTynneHus B oblyee kpoBoobpalleHue, AOMKHbI NPOATU
Yepe3 neveHb. HeobxofUMo NpUHATE Mepbl ANsi U36eXaHUA MHBEKLWM B XKESYZ 0K UMK B KULLEYHUK.

A.8 BHyTpuBeHHbIH NyTb BBeAeHUA

WccnepoBaHUs CUCTEMHON TOKCUMHOCTU BHYTPMBEHHBIM MyTEM MOTYT ObiTb NpUeMSIeMbl ANA U3AENUIA, KOHTaKTUPY-
IOLLUX C KpoBbt0. UcnbiTyemble 06pasLisl 0GLIMHO NMOMELLIAIOT UMK HENOCPEACTBEHHO BBOAAT B COCYAUCTYIO cucTemy. Mpu
Hanu4Mn YacTuL HeobXoAUMO PacCMOTPETL JOCTaBKY BHYTPUOPIOWMHHBIM NyTeM Unu cunsTpayuio obpasua. PekomeH-
AyeMble 0GbeMbl 103 U CKOPOCTh BBEAEHUS AMsi BHYTPUBEHHBLIX UCCME0BaHWiA Hanbonee 4acTo Mcnonb3yeMbiX BUAOB
NabopaTopHLIX XUBOTHLIX NPUBELEHbI B NPUOXeHUN B.
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Heobxogumo NpunoxuTe YCUNWUA ANA CBEAEHUS K MUHUMYMY BEPOSATHOCTM M3MNULLHENH COCYAUCTOR UHBEKLUN Uc-
neityemoro obpasya. Ons vHbekyun, saHumatoweid 5 MnH u 6onee, HeobxofMMO PaccMOTPETb WCNOMb3oBaHNe UMMbl-
«6abo4Kkn» UnNu BHYTPUBEHHOTO KaTeTepa (KaHwonu).

A.9 OpanbHblil NyTb BBeAEHUS

WcenenoBaHns CUCTEMHON TOKCUHMHOCTU oparnbHbIM NyTEM MOryT ObITb MpUemMnemsl AnS U3AENUA, MPAMO UK Koc-
BEHHO KOHTaKTUPYHOLLUX CO CITM3UCTON POTOBOW NOMOCTU, UK ANA NPOAYKLMK C APYTUM SHTEpanbHeIM NpUMeHeHneM. Mc-
neiTyeMble o6pasLibl 06bI4HO BBOAATCSA Yepes 30H4. [o BBEAEHMUS UCTbITyeMoro obpasLia 3KCNepUMEHTarbHbIE XUBOTHbIE
06bIMHO AOMKHbI rorogaTth. MNepuog ronofaHns MOXeT ObiTb OT HECKOMbKUX YacoB O OfHOW Hodu, ¢ Bornee KOpoTKUMU
repvoaamMm ANs XUBOTHBIX ¢ Gonee BbICOKOW ckopocThlo MeTabonuama. Mocne nepvoga ronofaHws XUBOTHLIE AOKHBbI
ObITb B3BELUEHbI, NOCNe Yero UCMbITYeMblil o6pasel, BBOAAT O4HOKpaTHON [030i, OCHOBEIBasACk Ha Macce Tena. ocne
BBEAEHNA UCTbITyeMoro obpasLa npuem nuwy MoxXeT BbiTk OTNOXEH Ha JononHuTtensHele 3 — 4 Y. [py BBeAEHWN [03bI
LONAMU B Te4eHue onpefeneHHoro nepuoga HeobxoguMo NPefocTaBnATb XUBOTHLIM MULLY W BOAY B 3aBUCUMOCTU OT
ONUTENBHOCTM Nepuoga BBeAEHMS.

A.10 MNoakoXHbIi NyTb BBEASHUA

McenenoBaHUA CUCTEMHON TOKCUYHOCTU MOAKOXHBIM MYyTEM MOryT BbiTb Npuemnemsl AMS USAENUA ¢ NOJKOXHOW
cpepoit koHTakTa. McnbiTyemble o6pasLibl 0GbIMHO BBOAST HEMOCPE CTBEHHO B MOAKOXHY0 0GNacTb NyTEM UHBEKLMW Unu
UMnnaHTauuu. Mcnonb3oBaHne HECKOMBKUX y4acTKOB 06paboTku [JOMKHO BbiTh YETKO onucaHo i 060CHOBaHO.
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Mpunoxexue B
(cnpaBouHoe)

OOBbeMbl AO3UPOBAHMUA

B.1 O6wwume nonoxeHus

MPUHLMNBI TYMaHHBIX WCCrefoBaHUin Ha XUBOTHBIX TPebytoT, YToGHI BblM NpeanpuUHATL Bce pasyMHble Mepbl Mo
CBefeHUI0 K MUHUMYMY WUIIN YCTPaHeHNo Bcex HeBnaronpuATHbIX (oM3UONOrnieckUX Unu naTonorniecknx adpdekTos. 3Ha-
YeHus!, NpUBeAeHHbIE B Tabnule B.1, SBNSAOTCA MakcuMarnbHbIMK Npegenami, NpuBefeHHbIMU B Hay4HOW nuTepaType. B
HaCTOsILLEM CTaHAapTe 3TW 3HaYEeHUA He AOSDKHbI BOCMPUHUMATLCS KaK peKoMeHAaLUun, Ho nccreoBaTenu AOMmMKHbI Mpu-
MeHSITb BEpXHWe NpeAerbl Mo OTHOLLEHUIO K TakUM (hakTopaMm, Kak Macca Tena/nnollagb NoBepXHOCTH, CKOPOCTb BBeAe-
HUSA, PU3NKO-XUMUYECKNe 1 BUonoruieckne CBOCTBa UCTBITYyeMoro o6pasLia 1 Ype3MepHOe UCTONb30BaHNe KUBOTHBIX.
Heo6xoaMMo NpefnpuHATL YCURNUS N0 CBEAEHUIO K MUHUMYMY oBGbeMa A03bl, O4HOBPEMEHHO YYUTHIBAS 3T hakTopbl
KOPPEKTUPOBKM.

Tabnuya B.1 — MakcumanbHble 06beMbl 4O3UPOBKU 41151 BBELEHUS UCMBITYeMoro obpasia

Bua MoAKOXHbIN, BHYTPUMbILLEYHBIN, BHYTpMOPIOLNHHBIN, 30HA0BbIN, BHyTpuBEHHbLIR,
MI/Kr MI/Kr MI/KF MI/Kkr MIV/KT

Kpbica 20 1 20 50 40
MblLb 50 2 50 50 50
Kponuk 10 1 20 20 10
Cobaka 2 1 20 20 10
Obe3sbsiHa 5 1 20 15 10

MpumedaHune — PykoBoacTBa OTAENbHLIX CTPaAH MOTYT U3MEHSTb NPUBEAEHHLIE BhilLe MaKCUMarlbHble

06beMbl. OBbIYHO peKOMeHAYeTCs, YTOObI BHYTPUMBbILLEYHbIE BBEASHWUSA AN FPLI3YHOB HEe NpeBbiwanu 0,1 Mn/yqacTok
(MbIWb) 1 0,2 MN/y4acTok (kpeica).

B.2 Ccblnku Ha 06beMbl AO3UPOBKU

CMm. 6ubnuorpadmto, yacTs 2 [10] — [15].
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Tabdnuya C.1— PacnpocTpaHeHHbIe KIUMHUYECKNE NPU3HAKN U HabnogeHns

MpunoxeHune C
(cnpaBouHoe)

PacnpocTpaHeHHble KNMHUYeCcKue NpU3HaKku u HaénoaeHus

KnuHnyeckoe Habrnto-
AeHune

Habntogaemelii npusHak

3ajelicTBOBaHHbIE CUCTEMBI

PecnupaTopHoe

3aTpyaHeHWe AblxaHus (BpilolHOe AblXxaHue, OfblLL-
Ka), OCTaHOBKa AblXaH1si, LMaHo3, yyYalleHHoe fbixa-
HUe, BblAENeHNs U3 Ho3Apel

LleHTpaneHas
cepaevHasn

HepBHaA, IerodHas,

[BuratencHas aKTuB-
HOCTb

MoBbiLLeHHas/MOHWKeHHas COHMUBOCTb, NOTeps paB-
HOBeCMsi, MoTeps YyBCTBUTENBHOCTM, KaTanencus,
aTakcus, HeoBblMHOE MepeaBMXKeHMe, MpocTpauns,
Tpemop, dacumkynsaums

LleHTpaanaﬂ HepBHaA, coMaTOMO-
TOPHaA, CeHCOpHad, HepBHOMbILLEY-
HaA, aBTOHOMHasdA

BOW, pednekc ucnyra

KoHBynbcuu KroHu4eckne, TOHWYECKME, TOHUYEeCKMe-KnoHude- | LleHTpanbHas HepBHas, HeWpomy-
CKue, achUKTUYECKNE, OMUCTOTOHYC CKyrnbHasi, aBTOHOMHas, AblxaTenbHas
Pednekcsl KopHeanbHbIA, paBHOBecUe, MUOTaTUYECKUNA, CBETO- | LleHTpanbHaa  HepBHasd,  CeHcop-

HadA, aBTOHOMHaA, HeVIpOMyCKyJ'I bHaA

[Ma3sHble npu3Hakun

CnesoTeveHne, MUO3, MUAPUA3, 3K30(hTanbMOo3, NTo3,
NMOMYTHEHWUE, MPUT, KOHBIOKTUBUT, XpoMogakpuopes,
ocnabneHune MuratenbHoi MemGpaHbl

ABTOHOMHaA, pasgpaxeHune

CeppevHo-cocyancTble
npU3HaKu

Bpaavkapaus, Taxukapaus, apuTMus, Basogunara-
LKS, Ba3OKOHCTPUKLMUS

LleHTpanbHasa HepBHas, nepudepu-
Yyeckas, cepfiedHas), nerovHas

CntoHooTaeneHne M36bITovHOE MecTHoe Bo3aeicTBMe
Munoneomnoma YecTkas WwepcTb ABTOHOMHaA
AHanresus CHMWXeHHas peakums LleHTpankbHasa HepBHasi, ceHcopHas

MbILLEYHbI TOHYC

[MNOTOHMSA, rMNepPTOHUA

ABTOHOMHasA

YKenyaouHo-kuwwevHoe

Msirkuii cTyn, Anapesi, pBoTa, NonNuypus, puHopest

l_leHTpaanaﬂ HepBHaA, aBTOHOMHadA,
CEeHCOpHasn, KenyaodHo-KuedHan
MOTOpUKa, noYeyHasn

KoxHoe

3peMa, sputema

MoBpexaeHue TKaHel, pasapaxeHne
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Mpunoxexue D
(cnpaBoyuHoe)

PekxomeHayeMble NapaMeTpbl remaTonorMm, KNMHMYECKONW XMMUU 1 aHanmn3a Moum

D.1 l'emaronorus

- noTeHuuan csepTuiBaemocTu (PT, APTT)
- KOHUEHTpauusa remornobuna;

- reMaToKpMUT,

- Yncro TpPoMBOLUTOB;

- YNACO IPUTPOLMTOB;

- YUCIO NetKoLUTOB;

- newkoyuTapHasa copmyrna.

D.2 KnuHunueckasa xmmMusi

- ansbyMuH,;

- Weno4Has ocdpatasa (ALP);

- anaHWHaMmuHoTpaHcdepasa (ALT);

- acnaparuHosas TpaHcamuHasa (AST),

- KanbLuii;

- XNOpuaA;

- XorecTepor,

- KpeaTUHUH;

- raMMa-rnyTamunTpaHcdepasa (GGT);

- [TH0KO33;

- HeopraHu4deckuit gpocdop;

- Kanui;

- HaTpuiA;

- 061Kt BUnnupybuH;

- 06w 6enok;

- TPUMMLEpPUAHI;

- a30T MOYEBUHbI,

- JononHUTenNbHble (PEPMEHTbLI, €CIIN NPUEMITEMO C HAay4HON TOYKU 3PEHUST;
- o6LLime ypoBHU MMMYHOrNOBYNMHa MOryT GbiTb PACCMOTPEHBI Kak nokasaTenb MUMMYHOTOKCUYHOCTH.

D.3 AHanu3 Mouu (c6op paccuuTaH No BpeMeHu, Hanpumep, ¢ 16 ao 24 u)

- BHELUHWI BUA;

- GUNMpyO6uH;

- [T110K033;

- KETOHHI,

- CKpbITas KpoBb;,

- benok;

- 0CcafjoK;

- cneynduUyHasn NNOTHOCTb UMK OCMOMONSANbLHOCTb;

- 06bem;

- Apyrve nccnepoBaHus, Npuemnemble ¢ Hay4HoOM TOYKN 3pEHUs], MPU HanM4umn NoA03pEeHUi, YTo NpeaMeT uccneao-
BaHUS BbI3blBAET TOKCUYHOCTb KOHKPETHBIX opraHoB (06bI4HO TpebyeTcst cbop ped puKUpUpoBaHHLIX Npo6).
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Mpunoxexue E
(cnpaBoyHoe)

CnUCOK peKOMeHyeMbiX OPraHOB ANA MMCTONATONOrNYeCKOM OLeHKN

- HaAANOYEYHUKK

- BCE€ MaKpOCKOMNU4ecKue NoBpexaeHNs (BKYan y4acTkn o6paboTku),

- aopTa;

- KOCTHbIA MO3r (begpeHHas KOCcTb, pe6po UNn rpyanHHasn KocTb);

- MO3r* (NpeAcTaBUTENbHLIE CEKLWK, BKOYas FONIOBHON MO3I, MO3XXEYOK U BapormeB MOCT),

- cnenasi KMLLKa,

- TorncTas KULLKa,

- ABeHajLaTunepcTHas KULLIKa,

- aNUAMAMMUCHI (NpUaaTku Auyka)®,

- NULLEeBOA;

- rnasa;

- XEN4YHbIW Ny3bIpb (€CNU B Hanu4um),

- cepaue®,

- NoAB3AOLLHANA KULLKA;

- TOHKas KULLKa;

- MOYKKN*;

- NeyeHb*;

- nerkve n 6poHxXK (coxpaHeHHble HanofiHeHMeM (OUKCaATOPOM U NOCHeaYoLUM NOTPYXeHUEM),

- numdaTuyeckne yanbl (MeCTHblE ANS yyacTka BBEAEHUS U OTAaNeHHble ANSA CUCTEMHBIX 3 eKTOB);

- MOJTOYHbBIE Xenesbl (A58 caMok),

- MbILULI (CKeneTHbIE);

- HO3AipeBble paKoBUHbI (AN MHraNSAUUOHHBLIX UCCIEeA0BaHuUi);

- HepB (CcefjanuLUHbIA UNKM TMBMaNbHLIA, NPeANOYTUTENBHO pacnonaralowuics BONM3n Mblwybl);

- AUMHUKN®;

- NofXXenyAoYHas Xxenesa,

- OKOMOLLMTOBUAHAA XKeneaa,

- runodms;

- npocTara;

- NpsAMas KuLuka,;

- CItOHHbIE XXenesbl;

- CEMEeHHbIe My3bIpbKY,;

- KoXa;

- CMIUHHOWM MO3r;

- ceneseHka*;

- FpyAnHa;

- Xenyaok;

- CEMEHHUKKN*;

- TUMYC,

- WUTOBMAHASA Xenesa;

- Tpaxes;

- MOYEBOWA Ny3blpb;

- MaTka* (BKNoYas LWeNKy n Tpyobl),

- BNaranuiie.

OpraHbl/TKaHu, OTMEYEHHbIE 3HAaKOM «*», B AONOMNHEHME K TMCTONATONOrMYECKOW OUEHKE [ OMDKHbI ObiTb B3BELLEHbI,
B TO BPEMS KaK Apyrue opraHbl B3BELUMBAOTCA NO Hay4YHOW NPpUMEeHUMOCTU. KnuHndeckne n gpyrue obHapyxeHus MoryT
nokasaTb HeoB6X04MMOCTL UCCIe0BaHUA AONONHUTENbHLIX TKaHel. Takke HeOBX0AUMO COXPaHUTDL Nobble opraHbl, CHU-
TaroLwmecs BEpOATHEIMW OpraHaMU-MULIEHSIMN Ha OCHOBaHUWM U3BECTHBLIX CBOWCTB UCMbITYEMOro BelecTBa.

Heobxoa1Mmo NpoBeCTW MOMHYIO FMCTONOMUI0 COXPaHEHHbIX OPraHoB U TKaHe! BCEX XUBOTHBIX B rpymnnax KOHTpONs
W HauBbICLLEN A03bl. OTU UCCRefOBaHUA, HanpaBneHHble Ha KOHKPETHbIe OpraHbl/TKaHW, N0 HeobXxoAUMOCTH, AOMKHbI
OXBaThIBaTh KMBOTHLIX U3 BCEX APYrUX rpynn AO3WPOBKM, €CNK B rpynne HauBbiCLWeN A03bl HabniofaloTca U3MEHEHUS,
CBAA3aHHbIE C BO3ECTBUEM.
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lMpunoxexnue F
(cnpaBouHoe)

MHdopmaumus no nuporeHam, onocpeaoBaHHbLIM MaTEPUASIOM

MUPOreHHOCTb — 3TO CMOCOBHOCTL XMMUYECKOro areHTa UnW ApYroro BeLeCTBa Bbi3bIBaTb JIMXOPAAOUHYIO OTBET-
Hyto peakuuio. NnporeHHble peakummn MoryT 66iTb onocpefoBaHbl MaTeprarnoMm, 3HA0TOKCMHOM UM pYrMU BELLIECTBaMM,
TakWMK Kak cocTaBsAoLLe rpamMnonoxuTeneHeX 6akTepuil u rpubos. HacTosLwmin cTaHA@pT OTHOCUTCS K NMPOrEHHOCTY,
onocpefoBaHHOW MaTepuanom.

WNccnepoBarne BCeX HOBbIX MEAWLIMHCKUX U3AEMUIA Ha NMUPOreHHOCTb in Vivo He siBnsieTcs HeobxoauMblM. TeM He
MeHee, MaTepuarnsl, coaepxalliue HOBble XMMWYEeCcKMe COEAUHEHU NN BELLeCTBa, KOTOpble paHee Bbi3biBasin NUPOreH-
HbIA OTBET, JOMXHbI ObITh OLieHeHb! Ha NPeAMET MUMPOreHHOCTH, ONoCpeAOBaHHON MaTepranom. KoHTaMuHaums SHAOTOK-
CUHaMN MOXET BbITb UCTOMHWKOM MUPOreHHo peaKLun, KOTOpYIo criefyeT OTnuYaThb OT MMPOreHHON peakuum, onocpeso-
BaHHOW MaTepuanom.

MuporeHHOCTb, onocpefoBaHHas 3HLOTOKCMHOM

MuporeHHoCTb 3TOro TUMa, BblI3BaHHAs GUOMOMMYECKN aKTUBHBIM SHAOTOKCUHOM rpamMoTpuuatenbHbX 6akTepui,
ABNAOLWMMCH MPUMECHIO MpoLiecca NpoM3BoACTBa MEAULIMHCKUX U3 eNMiA, 06LIMHO BbI3bIBAET MOBLILLEHUE TEMNEPATYPHI.
OueHunBaeTca NyTeM U3MeEpeEHNs KoNn4ecTBa 3HA0TOKCUHA B U3AENUAX SHAOTOKCUH-cieLmdudHbiM LAL (nu3at ameboum-
TOB MeuexBocTa)-TecToM 6e3 NpoBeAeHNs NCCreAoBaHNSA Ha Kpornkax®).

MuporeHHoCTb, ONOCpPeAoBaHHas MaTepuanomM

MUporeHHOCTb 3TOrO TUMa BO3HUKAET NO NpUYMHE PaKTOpOB, HE CBA3AHHLIX C SHAOTOKCUHaMU. Huxe npuBoauTca
CMWCOK BELLECTB, O KOTOPbLIX M3BECTHO, YTO OHW BbI3bIBAIOT MUPOrEHHYI0 peakuyuto, He Byayumn 3HAOTOKCMHaMK:

- 3HJOreHHble nuporeHsl (Hanpumep, IL-1, IL-6, TNFa, INF-y);

- MpocTarnaHauH;

- UHAYKTOpEI (Hanpumep, nonuageHunosas, nonuypuaunosas, nonubuoHocMHoBas 1 NONMPUGOLMTUANIOBAsA KUCNOTLI);

- BelecTBa, HapyLlatoLme OyHKLMIo TepMOoperynupytoLwmx LieHTpos (Hanpumep, JICA, kokauH, Mopduir),

- pasbeuHAKLLNe areHThl oKeuaaTuBHON doccopunauun (Hanpumep, 4, 6-AUHUTPO-0-Kpe3or, ANHUTpodeHon,
NMUKPUHOBAS KWCroTa);

- N-cdbeHun--nadTunamuH 1 anbpo-c-HadpTUNaMUH (MEXaHWU3M NIUXOPaKN HEN3BECTEH),

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

- HeiipomegmnaTopkl (Hanpumep, HopagpeHanH, CepOTOHUH),

- B HEKOTOPLIX CryYasx Takne MeTanskl, Kak Cornm HUKens.

Ons onpeperneHnsi NUporeHHocTH, 06yCnoBnNeHHOW MaTepuanoM, B HacTosiLee BpEMS PEeKOMEHAYETCS uccneno-
BaHWe NUPOreHHOCTU Ha KporuKax, KOTopoe UMEeeT LUMPOKWUA AnanasoH oBHapyXeHUsi NUPOreHHOW akTUBHOCTU. MeTozbl
npoBefeHna uccrnefoBaHns NUPOreHHOCTN Ha Kponukax npusoaaTca no dapmakonee CLUA, EBponeiickoit dapmakonee,
AnoHckoi Papmakonee. LAL-TecT He ABNSAETCA NPUMEHUMBIM ANSA oNpefeneHns NMPOreHHOCTU 3TUX BeLlecTB. B cnyyae
paspaboTkn 1 yTBEPXKAEHUS APYrMX METOAOB ONpeseneHus He3HAO0TOKCMHOBOI NUPOreHHOCTU TakoBblie ByayT paccMoTpe-
Hbl B K&4eCTBe 3aMeHbl NccnefoBaHus Ha Kponukax.

HoBoli pa3paboTkoil sBnsroTcA Npobbl, OCHOBaHHbIE Ha LWTOKMHHOM BblIGpoce MoHouuTamu/Makpodaramu, KoTo-
pble cnocoBHbl 06HapyXUTk NMMPOreHHOCTb, CBA3AHHYIO C COCTABNAIOWMMMN rPaMoTpUL@TENbHbLIX U FPaMIMOoNoXUTENbHBIX
GakTepwii 1 rpuboB. 3T Npobbl He YTBEPXKAEHLI AN ONpeAeneHUa NMPOreHHOCTH, ONocpe0BaHHON MaTepuanom.

2) L AL-TecT: AAMI/ST72 — BakTepuanbHblii 3H0TOKCUH — MeToa0Mormmu uccnesiopaHms, perynsapHblil KOHTPOrb 1
anbTepHaTUBLI CEPUIAHBIM UCCIef0BaHUSAM.

LAL Testing: AAMI/ST72 — Bacterial Endotoxin — Test methodologies, routine monitoring, and alternatives to batch
testing.
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MpunoxeHune JA
(cnpaBouHoe)

CBeOeHuA 0 COOTBETCTBUU MEXIOCYAAaPCTBEHHbIX CTaHAAPTOB
CCbUT0O4YHbIM MeXAOYHAapPOAHbLIM CTaHAAPTAM

Tabnwuuya JA1

CKOTO AEWCTBUA MEAULMHCKMX WU3AEnUiA.
YacTb 12. MpuroToBneHue npob n ctaHaapT-
Hble o6pa3subl

CreneHb
O603HaveHWe U HaUMeHoBaHWe MexXayHapos- cooTBET- OBo3HaueHe N HaUMEeHOBaHWe MEXrocyAapCTBEHHOTO
Horo cTaHaapTa cTaHjapTa
cTBUMA
ISO 10993-1:2003 OueHka Buonornyeckoro IDT [OCT ISO 10993-1—2011 Wagenusa MeguumMHCKUE.
JeicTBUA MeguuUMHCKMX nsgenuid. Yactb 1. OueHka Buonornyeckoro AeWcTBUA MEeAULMHCKUX u3ge-
OueHKa 1 nccnegoBaHus nuin. Yactb 1. OueHka n ncecnegoBaHnsg
ISO 10993-2:2006 OueHka Buonornyeckoro — *
JeicTBUA MeguUMHCKMX nsgenuid. Yactb 2.
TpeboBaHus k 06paLLEHUNIo C KUBOTHLIMU
ISO 10993-12:2007 OueHka 6Guonornye- IDT [OCT ISO 10993-12—2011 W3genua meauUUHCKME.

OueHka BGuonorndeckoro LencTBusa MefuLMHCKUX W3-
aenuii. YacTe 12. MNpurotoBneHne npob n KOHTPOSBHbIE
o6pasybl

COOTBETCTBUA CTaHAapPTOB!:

- IDT — naeHTUYHbIEe CTaHAapThI.

* COOTBETCTBYIOLLWIA MEXroCyAapCTBEHHbIM cTaHLapT oTCyTCTBYET. [lo ero yTBepXAEeHUsi peKOMEHAYeTcs Uc-
nosib3oBaTb NEPEBOf Ha PYCCKWIA S3bIK AaHHOTO MeXAYyHapoAHOro ctaHaapTa. epeBoj AaHHOro MeXayHapogHoro
cTaHAapTa HaxoguTtes B OefepanbHOM MHPOPMaLMOHHOM (hOHLEe TEXHUYECKUX PETTTAMEHTOB U CTaH4apToB.

Il pnmMmedaHne — B HacTodAWeM CTaHgapTe UCNOJTIb30BaHO crnefyrollee ycrnoBHoe 0603HaYeHne CTeneHu
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