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[lpeaucnoBue

LlennunnpuHumnel ctTaHgapTusauum B Poccumnckon PegepaummyctaHoBneHbl PegepanbHbIM 3aKOHOM OT
27 nekadbpst 2002 r. Ne 184-03 «O TeXHUYECKOM perynmpoBaHiun», a npasuna NnpuMeHeHnst HauMoHanbHbIX
cTaHaapToB Poccunckon egepaunmmn — OCT P 1.0—2004 «CtaHpgapTtusauma B Poccunckon Peagepauun.
OCHOBHbIE MNONOXEHUSAY

CBeneHNnAa o ctaHaapTe

1 NMOArOTOBJIEH ABTOHOMHOW HEKOMMepYeCcKon opraHnsaumnen «MHCTUTYT Megnko-OUonornyeckmnx
nccneposaHu n texHonornn (AHO « MMBUAU T » )

2 BHECEH TexHuyeckum komutetom no ctaHgaptudaumm TK 422 «OueHka bronornyeckoro 4eMcTBug
MeaNUMUHCKUX n3aennmn»

3 YTBEPXXOEH W BBEAEH B JEWNCTBUWE MMpukasom PenepansHOro areHTcTsa o TEXHNYECKOMY
perynupoBaHuio U meTtponorin ot 20 oktsadpst 2009 1. Ne 460-cT

4 Hactoswmnn ctaHgapTt naeHtTndeH mexayHapogHomy ctaHgapty MCO 10993-11:2006 «OueHka buo-
NIOrMYecKoro AencTteus meanumnmHckux msgenun. Hacte 11. ViccnegoBaHUsa oOLLETOKCUYECKOro AeUCTBUASAY
(1ISO 10993-11:2006 «Biological evaluation of medical devices — Part 11: Tests for systemic toxicity» ).

[Tpy NpMMeHeHUN HACTOALLEero ctTaHaapTa pekoMeHAYyeTCs UCMNONb30BaTh BMECTO CChINTIOYHBIX MeXayHa-
POAHLIX CTAHAAPTOB COOTBETCTBYIOLWME UM HaUMOHaNbHble cTaHgapTel Poccunckon @eaepaun, ceeaeHUa o
KOTOPbIX MpuBedeHbl B AONMONHUTENBHOM NpnUnoXeHnn G

5 BSBAMEHTOCTP MNCO 10993.11—99

ViHgbopmauuss ob U3MeHeHUsIX K HacmosileMy cmaHoapmy nybrnukyemcss 8 eXXe200HO u3dagaeMoM
UHpOpMalUOHHOM yKa3zamerne «HauuoHanbHbie cmaHoapmhbi», a mexkcm U3MeHeHUU U IorpasoK — 8 eXXeMe-
CAYHO U30asaeMbiX UHPOPMaUUOHHbLIX YyKazamensx « HayuoHanbHbele cmaHOapmely. B criydyae nepecmompa
(3aMeHbl) Ui OMMeHbI Hacmosauw,e20 cmaHOapma coomeemcemesyrouiee yeeoomreHue byoem ornybnukosaHo
8 eXkeMeCsIHHO U30asaeMoM UHpopMaylUoOHHOM yKkazamerne «HayuoHarnbHble cmaHOapmeily. Coomeemcmey-
fowas UHgbopmayus, yeeooMrieHue U meKkcmaei pasMelaromcs makxe 8 UHpopMayUoHHOU cucmeme obuieao
ronb308aHuUss — Ha ogulyuanbHOM calime PedepallbHO20 a2eHmemea rno mexHU4ecKoMy pea2yrnupogaHuro U
MempoJsioauu 8 cemu MIHmepHem

© CTtaHgaptuHdopm, 2010

HacTtoawumn ctaHaapT He MoXeT ObITb NOMHOCTLIO UMM YacTUYHO BOCTNIPOU3BEAEH, TUPaXXNPOBaH U pac-
MpocTpaHeH B KayecTBe oduumanbHoro nsgaHmsa 6es paspeweHns PegepanbHOro areHTcTBa Mo TeEXHNYECKO-
MY PerynmpoBaHuo U MeTPOoorum
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BBenoeHue

CobntoaeHne nonoxenHun ctangaptoB cepun MCO 10993 «OueHka buonornyeckoro A4encTBmUa Mean-
LAHCKUX N3OeNMA» NO3BOMUT 0DecnevynTb CUCTEMHbBLIN NOoaXod K UcclegoBaHMIO DUOMOrM4YecKkoro AencTBUS
MeaULUMNHCKUX N3aenunn.

Llenbio 3TUX CTaHOAPTOB He ABNsieTcsl 0e3ycnoBHOE 3akpenneHne eanHoobpasHbIX METOA0B UCCNEeano-
BaHUN N UCTIbITAHWUN 3a rpynnaMmn ogHOPOAHbIX MegULUUHCKUX N3aeN B COOTBETCTBUM C MPUHATOW KNaccugpun-
Kauunen nx no suay M AnnTenbHOCTU KOHTaKTa c opraHuamMomM venoBeka. ['loaToMy nhaHnpoBaHue nnposegeHue
ncecneaoBaHUA M UCNbITaHUA AOMKHBI OCYLLECTBNATL CNeLnanucThl, UMeroLLMe COOTBETCTBYOLLYIO MOATOTOBKY
M ONbIT B 0Bnactn caHUTapHO-XMMUYECKON, TOKCUKONOTMYecKon U BUONOrnyeckon oueHoK MeguLUHCKUX
n3gennn.

CtaHgapTtbl cepun MCO 10993 aBnaroTcs pyKoBOAALLMMN AOKYMEHTaMU AN NPOrHO3UpoBaHUA U UCCTe-
OOBaHMS1 BNONOTMYECcKOro AencTBUS MeguUMHCKUX 3aennn Ha ctagun Bbibopa maTtepuarnos, npegHasHayveH-
HbIX OJ19 UX N3rOTOBIIEHUS, a TaKKe AN nceriegoBaHnA roTOBbIX U3aernnn.

B ceputo NCO 10993 BxoadaT cneayrowine vactm noa odwmm HassaHnem «OueHka bMonorniyeckoro
NencTBUA MeaUUMHCKNX N3aenny»:

Hactb 1 — OueHka n uccneaoBaHUA;

YUactb 2 — TpeboBaHUA K obpalLeHNo C XKUBOTHBIMMU;

Hactb 3 — WccneaoBaHUA reHOTOKCUMHOCTU, KAaHLEPOreHHOCT M TOKCUYECKOTO AEUCTBUA Ha PENPO-
OYKTUBHYH (PYHKLMIO;

Uactb 4 — WccneaoBaHue nsgenuin, B3aMMogenCcTBYOLWNX C KPOBLIO;

Hactb 5 — WccneaoBaHue Ha UMTOTOKCUYHOCTL: MeToAdbl In VItro;

Hactb 6 — WccnepgoBaHue mMecTHOro gencTBind nocne MMniaHTaunm;

Uactb 7 — OcTaTto4vHoe coaepXaHue aTuneHoKecuaa nocrne ctepunisasnm;

Hactb 9 — OCHOBHbIE NPUHLUMNBI MOAEHTURUKALIMA U KONMMYECTBEHHOIO onpeaeneHna NnoTeHUnanbHbIX
NPOAYKTOB Aerpagaunm;

Uacte 10 — WccnegoBanme pasapakaroLwero M CEHCMOUNN3UPpYoLWEero AeUCTBUS;

Uactb 11 — WccnepgoBaHue obLleToKkeU4eckoro AencTBus;

Yactb 12 — lMpurotoBneHne npod n ctaHgapTHble obpasubl;

YHactb 13 — MaeHTuUdpukauma n KonndecTBeHHoOe onpeagernieHne NpoaykToB gerpagaunm nonMmMmepHbIX
MeaNLUMNHCKUX N3aenunn;

Yacte 14 — NaeHTugukayuma 1 KonumdecteseHHoe onpeaeneHne npoaykToB gerpagauun usgenu ms
KepaMUKU;

YHacte 15 — VMaeHTuUdpurkaumna U KonumdecTBeHHoe onpeaeneHne nNpoaykToB Aerpagauun nsgenmi ms
MeTanmnoB 1 CNaBoOB;

Yactb 16 — MoaenupoBaHMe U nccneagoBaHUe TOKCUMKOKUMHETUKM MPOoAYKTOB Aerpagauud M BbIMbl-
BaAHUSA;

Uactb 17 — YcTaHoBNeHMe NoporoBbIX 3Ha4YeHU ANS BbIMbIBAE@MbIX BELLECTB;

Hactb 18 — ccnepgoBaHUe XMMAYECKMX CBOUCTB MaTEPMAnOB;

Uactb 19 — UccnegoBaHne MU3NUKO-XUMUYECKUX, MOPMONormndyecknx n tonorpapuyecknx CBOUCTB
MaTepunanosB;

YUactb 20 — NpuHUMNBEl 1 MeToabl UccnedgoBaHUA MMMYHOTOKCMYECKOro AeUcTBuda mMegULUMHCKUX
n3gennn.

CucteMHass TOKCUYHOCTb ABMSIETCH NOTeHUManbHbIM HEBnaronpuUsATHBIM 3ME@PEKTOM NCNONb30BaHUSA
MeaULIMHCKMX nsgenmn. 3ddekTbl 0000LLEHHOrO XapaKkTepa, a TakKe KOHKPETHbLIX OpraHoB U CUCTEM MOTYT
NOABNATLCA B pe3ynbTaTe abcopbunmn, pacnpeaeneHnsa n metabonmama BeLeCTB, BbIMbIBAEMbIX U3 U3OeNUS
NN ero MaTepunanoB, B ydacTkax opraHmama, ¢ KOTOpbIMU OHU HEe Haxo4AaTcs B NpsAMOM (HenocpeaCTBEHHOM)
KOHTaKTe. HacTosawmnn ctTaHaapT paccMmaTpuBaeT oLLeHKY 0600 LLIeHHOU CUCTEMHOW TOKCUYHOCTIU, HO HE TOKCUY-
HOCTWU KOHKPETHOro opraHa-MULLIEHW U CUCTEMbBI OpPraHoB, HECMOTPS Ha TO, UTO TaKoBasd MOXET pa3BUTLCS B
pe3ynbTaTe cucTtemMaTuyeckon abcopdbuun 1 pacnpegeneHns TOKCUYEeCKNX BeLLECTB.

B CBA3U C LULMPOKAM CNEKTPOM MeAULMNHCKUX N3aenni, nx matepmanoB 1 npeaHasHa4eHHOro UCnofib30-
BaHUSA HACTOSALWMA cTaHOapT He ABNAeTCH CTPOrMMm npegnmncaHmem. HecmoTps Ha TO, UTO OH paccMaTpuUBaeT
KOHKPETHbIe MeToAoNorMyeckme acnekTbl, KOTOPLIE HY>KHO YYUTEIBATL NPU NNaHUPOBaHUM UccnegoBaHWUA CUC-
TE€MHOWN TOKCUYHOCTW, NpUemMnemMsii nNnaH uccrnegoBaHnui AoMKeH ObITh BbipaboTaH OTAENbHO C YyY4eTOM Xapak-
TEPUCTUK MaTeEPUaNOB U3JeNTNA U ero npeanonaraeMoro KnMHMYeCckoro NpUMeHeHNs.

[pyrne anemMeHTbl HACTOALLEro cTaHgapTa HOCAT HOPMaTUBHBIN XapaKkTep, BKIoYad acnekTbl COOTBET-
CTBUSA HOpMaM Haanexawen nadbopaTopHON NPaKkTUKN 1 CBEOEHUS, OTpaXKaeMble B OTYETHOCTMN.

IV
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HecMoTpsa Ha TO, YTO HEKOTOopble UccrnegoBaHUA CUCTEMHOU TOKCUYHOCTU (HanpuMep, AonrocpodHagd
MMMIaHTauusa Unu uccneaoBaHUs KOXXHOWU TOKCUMHOCTU) MOTYT DbITb paccyHnTaHbl Ha M3y4YeHMe Kak CUCTEMHBIX,
Tak N MECTHbIX, KaHLepPOreHHbIX NN penpoayKTUBHBLIX 3o eKkToB, HACTOALLMK CTaHOapT KOHLUEHTpUpyeTcH
TONbKO Ha acnekTax Takmx uccnegoBaHun, npegHasHa4vyeHHbIX ANs oUueHKN cucteMHbIX 3dodpekToB. MiccnenoBa-
HUA, NpeagHa3Ha4yeHHble ANA OLUEeHKU APpYruxX TOKCUKOMOTUYEeCKMX KOHEYHBLIX TOYeK, paccMaTpuBaloTcHd B
NCO 10993-3, UCO 10993-6, NCO 10993-10 uNCO 10993-20.

[TnporeHHOCTb (CM. NpunoxeHune F) npeacrasnsiet codbor AONONHUTENbHbLIA CUCTEMHLIN 3PAEKT, KOTO-
PbIN UCTOPUYECKM pacCcMaTpMBaETCHd B HACTOosALWLEeM cTaHadapTe. TeM He MeHee, NpeanpUHUMaroTCs Warn ans
co3gaHuda oTAeNbHOro cTaHgapTa, NOCBALLEHHOro NUMPOreHHOCTH.

Tokcukonorna He sIBNSIETCA TOYHOM HAYKOW. Pe3synbTaTt nobdoro oTAeNbHOro aHanmsa He AOMKeH CTaHo-

BATbCA€OMNHCTBEHHBIM OCHOBaHWEM OlpeaesieHnNA be3onacHoOCTU N3aenuns NnpueroripegHa3dHa4yeHHOM rnpnmMe-
HEHWIA.
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HAUUWOHANBbHBILU CTAHOAPT POCCUUCKOWNW OGEOLEPAUUNMN

U3NEJINA MEOULUMMHCKUE
OLIEHKA BUOJIOMMYECKOIo QENCTBMUA MEOULUUHCKUX U3OENUIA

YacTtpr 11

UccnepoBaHUA obLeTOKCUYECKOro AencTBuUs

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

NaTta BBeaeHna — 2010—09—01

1 ObnacTtb NpUMeHeHus

HacToswmnn ctaHaapT ycTaHaBNMBaeT TpeboBaHUA N AaeT pekoMeHaaunMn no npoueaypam, Heodbxoaum-
MbIM A1 OLLEHKN NOTEHUMAaNbHOrO 00LLETOKCUYECKOTO ASUCTBUA XUMNYECKNX KOMMOHEHTOB, MUTPUPYIOLLUX B
OpraHm3m n3 MeanuLUnHCKMX n3aenni.

HacTtoawmm ctaHgapT pacnpocTpaHdaeTCcs Ha OLeHKY KOHEeYHOTo NpoayKkrta M KOMMOHEHTOB ero BbiIMbIBa-
HUA. IlccnegoBaHUA 3KCTPaKTOB U3 U34eNna UNU NPoAyKTOB BeIMbIBAHUA cleayeT NPOBOANTL C UCNONb30BaHU-
eM MOJEenbHOW cpeabl, KoTopasa obecnevynBaeT MakCUManbHYH 3KCTpaKUWK NPOAYKTOB BbIMbIBAHUS AN
aanbHeuwero oMonorM4eckoro nccnegoBaHms.

2 HopMaTuBHbIE CCbINKN

B HacTodwemM cTaHgapTe UCNONb30BaHbLI HOPMAaTUBHBbIE CChINKU Ha crieayolme ctaHaapThl:

NCO 10993-1 OueHka buonornveckoro 4encTems MeguumnMHCKMX naagennn. QueHka mu uccnegoBaHus

NMCO 10993-2 OueHka dbuonorn4yeckoro Aenctema MmeauunHckux nsgenmin. Hacte 2. TpeboBaHUA K
obpalleHUo C XKNBOTHBIM

NMCO 10993-12 OueHka buonornyeckoro aenucTeust MeguumMHCKMX nagenuin. HYactoe 12. NpurotosneHune
npod ncraHpapTHble 0b6pasLbl

3 TepMUHbI N onpeaeneHuns

B HacTodaweM cTaHaapTe npuMeHeHbl TepMnHbl o MCO 10993-1, a Takke cnegyrowme TepMUHBI C COOT-
BETCTBYOLMMU onpeaeneHnsmMu:

3.1 po3a: Konn4ecTso BBOAMMOW UCcieayeMon npobel (T. . Macca, odbeM), BbipaxkaemMoe Ha eaANHNLY
Macchl Tefna Unu nNnowaan NOBepXHOCTI.

3.2 po3a—adpdekT: B3auMooTHOLLIEHNE MeXOY A03UPOBKOW U MacLuTabamu onpeaeneHHoro bnonoru-
yeckoro adodpeKkra B opraHMame otaeribHOU ocobu Unun B BbIOOPKE rpynnei.

3.3 Ao3a — oTBeT: B3aMmMoOOTHOLLUeHNe MeXay A03UPOBKOM U CNekTpoM 3 peKToB, CBA3aHHbIX C BO3-
NencTBUEM.

[TpnmeyaHwmne— CywecTByeT ABa TUNa OTHOWEHNW A03a — OTBET. [1epBbIM TUNOM SABNAETCS peakuns ocobu
Ha Ananai3oH 403. BTopbiM TMNOM SABMAETCA pacnpegeneHmne peakumm rpynnel ocoben Ha ananasoH 403s.

3.4 BbIMblBaeMoe BeLecTBO: XMMNYECKoe BELWECTBO, yaansaeMoe U3 n3gennua unumartepunana nocpe-
OCTBOM BOAbl N APYTNX XKNOKOCTEN, CBA3aHHbIX C NPUMEHEHUEM U3aenuns.

U3paHune odbmumanbHoe
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[TpnmeyvyaHue—Illpumepamm BbiMbIBAEMbIX BELWECTB SBMNAOTCH A00ABKU, OCTATKN CTEPUNUIYIOLWLENO areHTa,
OCTaTKM NPOAYKTOB 00paboTKu, NpoayKThl Aerpagaunmn, pacTBOpUTENNU, NNacTUUKaTopbl, CMa304HbIe BELLECTBA, KaTarnm-
3aTopbl, CTAbMNM3aTopPbl, aHTUOKCUAAHTbI, KpACUTENW, HAMONMHUTENN U MOHOMEDbI.

3.5 onpeaenawwada aosa: [pumeHeHne ogHOW rpynnel, Nony4varollen COOTBETCTBYOLWYIC A03Y UCTbI-
TyemMoro obpasua ang onpeaeneHnUsa Hannm4ust U OTCYTCTBUSI TOKCUMYECKOW ONacHOCTH.

3.6 XpoHU4YecKass CUCTeMHas TOKCUYHOCTL: HebnaronpustHoulin 3apdeKkT, BO3HMKAIOLLMIA MOCNe MHO-
rOKpaTHOro UMM NOCTOSIHHOMO BBEAEHUS uccrneayemoun npodbl B TeveHne 6onbLliuen 4act NnpoaomKUTENLHOCTI
XU3HWN.

[MTpunmedyaHwmne—lcecnegoBaHns XPOHUYECKON TOKCUYHOCTU 0BbIMHO ANATCH OT 6 A0 12 mec.

3.7 ocTpasa cUCTeMHas TOKCUYHOCTb: HebnaronpusaTHbi apdeKT, BO3HMKaOLWMA B Ntodoe Bpem4
nocne BBeAeHNA OAHOKPaTHOW UM MHOTOKPaTHBIX 403 UccneayemMon npodbl B TeveHue 24 v,

3.8 nogocTpasa cUCTEMHaA TOKCUYHOCTL: HebnaronpusaTHbld 3o eKkT, BO3HUKAOLWNA nocne exen-
HEBHOIC BBEAEHUNS OQHOKPAaTHOM MMM MHOTOKPAaTHBLIX 403 nccrnegyemon npobel B neprog ot 24 4 go 28 cyT.

[TpumeyaHune—HebnaronpuaTHbIn 3P PEKT, BOZHUKAICWMA B YKA3aHHBIW MEPUNO BPEMEHU, MOXET TaKKe
ObITb ONMCaH Kak nccrnegoBaHne CUCTEMHOMN TOKCUYHOCTU KPaTKOCPOYHOIO NOBTOPSAIOLLErocs BBeAeHUs. BbIbop nHTepBa-
NnoB BpemeHn oT 14 go 28 cyT COOTBETCTBYET TpeboBaHUAM BONbLWIMHCTBA MEXAYHAPOAHBIX HOPMATUBHbLIX PYKOBOACTB U
CUMTAETCH pa3yMHbIM noaxoaom. MccnegoBaHms nogocTpon TOKCUYHOCTU MPW BHYTPUBEHHbLIX BBEAEHUSAX NPOBOAATCSH B
nepwog bonee 24 4, HO meHee 14 cyr.

3.9 cybxpoHu4Yeckaa CUCTeMHaa TOKCUYHOCTbL: HebnaronpuaTHbln adpdeKkT, BO3HUKAOLWMINA Nocne
eXXeQHEBHOIro BBeAEHUS OAHOKPaTHOW UMM MHOMoKpaTHbLIX 403 nccneayemon npodbl B TedeHne YacTt odLlein
NPOACIKUTENBHOCTU XXN3HU (0ObIYHO 90 cyT, HO He bonee 10 % NPoACIKUTENTIbHOCTU XKU3HN).

[TpunmeyaHwune—lccnegoBanusa cybXpOHUYECKOW TOKCUHYHOCTU 0DObIbHO ansaTtes 90 cyT Ans rpbl3yHOB, HO HEe
npesbIWwanT 10 Y% NPoaOIIKUTENBHOCTU XXU3HU Y XXMBOTHLIX APYIMX BUOOB.

3.10 XpoHu4yeckaa CUCTEMHass TOKCUYHOCTb: HebnaronpuaTHbin 3dpdeKT, BO3HUKAOLWMA nocne
MOBTOPHOMO UM NOCTOSAHHOTO BBEAEHUA UccneayemMoin npodbl B TeveHmne 6onbLien Yactu NpoaoikKnTenbHOC-
TU XKU3HMN.

[TpumeyaHune—lccnegoBaHns XpOHNMYECKON TOKCUYHOCTK 00bIMHO ANATCHA OT 6 Ao 12 mec.

3.11 uccnepyembin obpasey: Matepuan, usgenne, 4actb U3aenus, KOMNOHEHT, SKCTPaKT UMK ero
nopums, nogsepraemMblie 6ONOrMYECKOMY NN XMMUYECKOMY TECTUPOBAHUIO UM OLLEHKE.

4 OCHOBHbIe TpeboBaHuA

4.1 O6wme nonoxeHus

Bbibop npuemnemoro mccnegoBaHUa WM UccnegoBaHUA M3genvsa NpoBoAUTCS B COOTBETCTBUWU C
NCO 10993-1, yunTbiBadg Xxapakrep 1 ANUTENbHOCTb KOHTaKTa. MiccnegoBaHMe npoBoAsT Ha KOHEYHOM NMPOoayK-
Te U/nnn npeacTaBUTENbHbIX 0bpasLax KOMMNOHEHTOB rOTOBOIC Usaenusa n/mnu matepuanoB. iccnegyemeble
obpasLbl AOTDKHBI OTpaXKaTb YCNOBUA 0ObIMHOTO NPOU3BOACTBA M 0bpaboTkM nsaennd. ECnv oTKNoOHeHNUA Heob-
XOOUMBI, OHW OOMKHBI ObIThL OTMEeYeHbl B 0TYETE UccneaoBaHuUs BMecTe ¢ X obocHoBaHneM. B uensax onpene-
NeHnst oONacHOCTU MOXET ObITb HE0DX0AMMO NpeyBenMueHne BBeaeHNA UccneayemMbix obpasLuos.

[Tpy nnaHpoBaHNU NccrnegoBaHUA HEODX0AMMO PacCMOTPETb Takne haKkTopbl, Kak urusndeckme n Xmmm-
YyecKkune CBOUCTBA UCNBLITYEMOro obpasLa, BKovasa, Hanpumep, pH, ctTabunbHOCTL, BA3KOCTb, OCMOMNANBHOCTD,
OydpepHble Ka4YecTBa, PpaCTBOPUMOCTb U CTEPUNBHOCTD.

[Tpn paccMoTpeHnn nccnegoBaHni Ha XXKMBOTHBIX HEODXoAMMO onpeaennTb U BHEAPWUTb BCe Ppa3yMHO U
1paKTUYECKM AOCTYMNHbIE anbTepHaTMBbLl 3aMeHbl, COKpalleHUAa U YCOBePLIEHCTBOBaAHUA AN COOTBETCTBUS
nonoxeHusam MCO 10993-2. [1na nccnegoBaHns oCTpon TOKCUYHOCTU [N vivo AaHHbIE UMTOTOKCUYHOCTW in Vitro
10Ne3Hbl Ana onpegeneHns HavdanbHbIX 403 [9].

4.2 Bbibop BUOa KUBOTHbIX

He cyulecTByeT abCONOTHOMO KpUTEPUA BbiIDOpa onpeaenieHHOro Bmaa XXUBOTHBIX AN UCCrneaoBaHUS
CUCTEMHOM (OOLLIEN) TOKCUMHOCTU MeaULIMHCKNX U3aennn. Tem He MeHee, BbIDOP UCMONb3yeMbIX BUOOB A0/-
XeH ObITb HAy4HO 0OOCHOBAH U COOTBETCTBOBATHL NonoeHusim MCO 10993-2. Mbilin nnm Kpblicbl NpeanoYTu-
TelnbHbI AN OCTPLIX OpalbHBIX, BHYTPUBEHHLIX, AepMalbHbIX U MHFraNAUUOHHBIX UccreaoBaHUM Mea UL MHCKUX
N30ennin; Kponukn SBNATCA BapUaHTOM NpuY gepManbHbIX 1 UMNNAHTaALMOHHBIX MccneaoBaHuax. Buabl, He
OTHOCSLLMECH K TPbI3YyHaM, Takke MOTryT NMPUMeHATLCA ANAa UccrnegoBaHua ¢ y4eToOM TOro, YTo psad akTopoB
MOXEeT NOBMUATb Ha YMCNOo ocobein Ana nccnegoBaHus.
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[1peano4YTUTENLHO NCNONb30OBaHUE XXMBOTHLIX OQHOTO BUaa rnpu npoBegeHnmn cepmin MccrneaoBaHMM CUC-
TEMHOWN TOKCUYHOCTU pasnnM4HOW ANUTENBHOCTU, HANPUMEP, OCTPOU, NOAOCTPON, CYOXPOHUYECKON U/NNN XPOo-
HAYECKON CUCTEMHOW TOKCUYHOCTWU. TakoM noaxod KOHTPONMUPYET BHYTPUBMAOOBYHD WU3IMEHYMBOCTbL W
CNOCODCTBYET OLIEHKE UCKMIOUUTENBHO NO ANMUTENbHOCTU UccneaoBaHUSA. [pr NCNONMb30BaAHUN XKUBOTHBIX pPas-
HbIX BUOOB HEODXOAMMO OTPa3nUTb ACKYMEHTanbHO 0O0OCHOBAHME UX BbIDOPA.

4.3 CTaTyC XMBOTHbIX

Kak npaBuno, HeodbxoamMmo NCnonb3oBaTh 340POBLIX, CeLnanbHO BbiIBEAEHHbLIX, MONOAbIX MOMTOBO3pe-
NbIX )KUBOTHBLIX M3BECTHOIo NPoUCXoXaeHUs, He MHPULMPpOBaHHBLIX. B Havyane nccnegoBaHns BapMaHTHOCTL
MaccChbl UCNONb3YyEeMBIX XXMBOTHBLIX AN KaXK40ro nona He gosrrkHa npesbiwaTth = 20 % cpegHen macchl. icnonb-
3yemMble CaMK AOKHbI ObITh HE POXKaBLUMMN U HE DepeMeHHbIMN. BbIOOP )KUBOTHLIX AOKEH ObITb 0OOCHOBAH.

4.4 YXxopucopgepXaHue XKUBOTHbLIX

Yxoa v obpalleHUe C XXUBOTHBIMU ACITKHBI COOTBETCTBOBATL NPUHATHIM PYKOBOACTBAM NO coAepKaHUIo
)XKUBOTHBLIX. He0OX0oaAMMO akKNMMaTU3INPOoBaTh XKUBOTHLIX K YCINOBUSAM NabopaTtopun Ao obpaboTki U 3adpUKCK-
POBaTb 3TOT Nepuoa BpeMeH AoKyMeHTanbHo. KOHTpONb YCNOBUM OKpYXatoLlen cpedbl U MEeTOA0B Haanexa-
Lero yxoga 3a XMUBOTHLIMU HEODXoAUM ANA NONMyYeHUsl 3Ha4YUMbIX pe3ynbTaToB. Heobxoanmo AOMKHbLIM
obpa3oM oxapaKrepusoBaTb COCTaBSAOLWNE ANETHI U MOACTUNOK, O KOTOPLIX N3BECTHO, YTO OHU BblipabaTbiBa-
10T UMW BNUSAKOT Ha TOKCUYHOCTb, a Takke YYUThIBAaTb WX NOTeHUManbHOoe BMUSAHWE Ha pe3ynbTaThl
nccnegoBaHuA.

4.5 PazmMmep nuucno rpynn

4.5.1 PaamMmep rpynn

TouHOCTb UCCNeaoBaHNA CUCTEMHOW TOKCUMHOCTU 3aBUCUT B OONbLUON CTENEHWU OT YMCNa UCNOSIb3YEMbIX
)KUBOTHBLIX HAa YpOBEeHb A03bl. CTeneHb HEOOXOAMMON TOYHOCTU U, B CBOKO o4epeab, Heobxoaumoe YUCno
XMBOTHLIX Ha rpynny A03MpOoBaHUA 3aBUCAT OT LEenn nccrnegoBaHus.

LNCNo XXUBOTHLIX B rpynne A0IMKHO NOrMYeCckn yBennumBaTbes Npu yBenuyeHUn nnTerbHOCTU 3KCNepu-
MEHTa, TaK YTO K KOHLY UccnegoBaHMa B KaXXaoW rpynne AoJHKHO NPUCYTCTBOBATL AOCTAaTOYHOE YUCTIO XKUBOT-
HbIX A4 TwWaTernbHOM BMOoNorMd4eckon oueHkn. Tem He MeHee, HeobXoaMMO UCNOSb30BaTb MUHUMATIbHOE
YMCNO XXNUBOTHBIX, Tpebyemoe ans nonyveHmns sHavdnumbix pesynbtatoB (cM. MCO 10993-2). PekomeHayemble
MUHUMaNbHbIE pasMepbl rpynmn, y4nTbliBad BUAbl UCCNeaoBaHus, npuseaeHsl B Tabnuue 1.

Tabnwuua 1 — PekoMmeHayemMble MUHUMATBHbIE Pa3Mepb! MPynn

Bua nccnegosaHums [ PbI3YHbI He rpbi3yHbl
OcTpbin® 5 3
MogocTpbii 10 (5 Ha non)® 6 (3 Ha non)?
CyBXPOHUYECKMI 20 (10 Ha non)? 8 (4 Ha non)?
XpOHUYECKUIA 40 (20 Ha non)® © )

) Honyctumo nccnepgoBaHmne Ha ocobax ogHoro nona. Ecnu nsgenune npegHasHavyeHo Ans skennyatauum ToNbKO
OOHUM MONOM, NCCNeaoBaHNE O0IIKHO NMPOBOANTBLCH HA XXUBOTHbLIX 3TOrO rnona.

b) PekomeHgauns OTHOCUTCH K MCCNEeQOoBaHUIO TPyNMnbl YPOBHA O04HOW O03bl. [lpy BKNOYEeHMW OOMONMHUTENBHbIX
rpynn ¢ yBeNMMYEHHbIMU A03aMN PEKOMEHAOYEMBIN Pa3Mep rpynnbl MOXeT ObiTb CHMXEH Ao 10 ocoben ansa Kaxaoro
nona.

) PekomeHayeTcsa 3KCnepTHasa ctTaTuCTUYECcKasa KOHCynbTauns ansa pasmepa rpynrbl XpOHUYECKOro nccnegoBaHus.
Uncno ncecneayemMblX X XUBOTHbLIX AOMKHO OCHOBbLIBATLCH HA MUHUMAIBHO TPEbyemMom Ansa npeaocTaBneHns 3Ha4YnMbIX
AaHHbIX. [locne OKOHYaHusA nccnegoBaHus AOMKHO OCTaBaTbCH AOCTATOYHOE YUCNO XUBOTHBLIX ANs obecnevyeHns Haa-
nexauwewn ctatTucCTUYeCKoON OUEHKN Pe3yrbTaToB.

4.5.2 HYucnorpynn

[‘pynna ogHon Ao3bl, NonyyatoLwaa npuemMnemyto 4o3npoBKY UCNbITYeMOro obpasua, B pamMkax ogaHoro
BMAA MOXET 0003HaAYUTb HAaNM4ne NN oTCYTCTBUE TOKCUYECKON ONACHOCTU (T. €. OTHOLLIEeHNe Ao3a — OTBET).
TeM He MeHee, ANa ocnpegeneHns TOKCMYeCcKoro oTBeTa B APYrMxX MHOro4o30BbIX UCCneaoBaHUAX MU UCChe-
OOBaHUAX AO30BOrC OTBETA TpebyeTcs HECKONLKO rpynnm.

Uncno rpynn MoXeT yBeNUYMBaATLCA NPpU yBENUYEHUN A03bl. HeobXxoanmo y4nTeiBaTh cneaytoLlme npum-
Mepbl yBeNMYeHHOWU O03bl:

- MHOroKpaTHoe BO34deUCTBME Ha nioLaab KNMMHUYECKOM MOBEPXHOCTU;

- MHOTOKpaTHasa ANUTENbHOCTbL BBEAEHUS;

- MHOTrOKpaTHas 0N 3KCTpaKTa U oTAeNbHbIX XUMUYECKNX BELLECTB;

- MHOrokpaTHble BBe4eHNA B TeueHue 24 u.
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MoryT ObITb AONYCTUMBI ApyrMe MeTodbl yBenudeHus ao3sbl. cnonbayembln Metoa AomkeH ObIThb
0H60OCHOBaH.

4.5.3 Npynnbl KOHTpONA

B 3aBUCMMOCTU OT LEeNN nccnegoBaHUsa, Xxapakrepa npeamerta uccnegoBaHua M Nyt BBegeHUSA Npn
ncenegoBaHmM CUCTEMHOM TOKCUYHOCTU HEODXOAUMbI: OTpULLATENbHBLIA KOHTPOMb, KOHTPOMNb MOAEbHOW Cpe-
Obl, HANOMHUTENS, AOCTaBKN U/UNN HeobpaboTaHHbIU (NOXHBINA) KOHTPOMNb. OTU METOAbl KOHTPOMNA ACITKHbI
NCMONb30BaThb UAEHTUYHBIE MOArOTOBKY UCMBLITYEMOro obpasua 1 npoLeaypy BBeAeHUs.

4.6 lyTb BBeAeHUA

MeanumnHckne nsgenus Unn nx BbiMblBaeMble BelllecTBa MOTYT pasfiniHO BO34eNCTBOBATbL Ha OpraHU3m.
Mccnegyembl NyTb BBEASHUA U3OENUA B OpraHnsm, rno BO3MOXKHOCTU, A0ITKEH ObITb Hanbonee npmMdnnKeH K
NCMONb30BAHMUIO B KIMMHUYECKOW NpaKkTuke. Ecnu HeobXoaum anbTepHAaTUBHLIN NMYyTb BBEAEHUS, OH OOJKEH
ObITb 0bOCHOBaH. NpuMepbl NyTen BBeAeHUA NpUBeAeHbl B NPUNOXeHUA A.

4.7 lNMoarotoBKa obpa3ua

PykoBOACTBO MO NoAroToBKe obpasua u ctabunsHoctu npueeaeHo B MCO 10993-12.

4.8 No3upoBaHue

4.8.1 BBegeHue uccnepgyemoro obpasuya

[Tpoueaypbl BBeAEHUA crneayeT NpoBoAUTb C y4eTOM PU3NONOrn4ecknx ocobeHHoCTeNn, n3beras HaHe-
ceHus yuiepba 340pOBbI0 XUBOTHLIX, HE CBSIZAHHLIX HANPAMYHO C TOKCUYHOCTLIO MCCNeayeMoro maTtepuana.
Ecnun exxeaHeBHO BBOAMMAS 403a UMK KOHLUEHTpaLUWS NpeBbillaeT BO3MOXHOCTY BBeAeHUA, 403y MOXXHO BBO-
ONTb MeHbLUAMW ACNAMU B Nepuod, He npeBblatoLmni 24 u.

Nccneayemble obpasubl crneayeT BBOAUTb NPU PUNONOrMYecKn npuemnemon temnepatype. B obuen
NpakTUKe, Kak NpaBuio, NpUMeHsIeTCcsl KOMHaTHad TemneparTypa unmtemnepatypa tena. OTKNOHeHUs A0KHBI
ObITb 0OOCHOBAHHI.

HanonHutenn, BBoOAMMbIE MapaHTepanbHO, AOMKHbI ObITb (PU3NONOrM4eckn coBMecTUMbIMIN. [Npr Heob-
XOAUMOCTU MOXHO UCNONMb3oBaTh pUNbTpauuo obpasla ans yaaneHusa 4Yactul, U oTpasnuTb 3TO AOKYMEH-
TanbHO.

MexaHn4yeckoe orpaHnyeHne ABMKeHUS X KUBOTHBLIX NP MOBTOPHOM BO3AEUCTBUN B UICCNEA0BaHUSAX CUC-
TEMHOW TOKCUYHOCTU AOIMKHO, KaK NpaBuno, orpaHnimMBaTbcs 4—06 U B CYyT. XapakTep U ANMMTeNbHOCTL ABUra-
TeNbHOro orpaHUYeHUs XKUBOTHLIX A0MKHbI ObITb MUHUMAaNLHO TREOYEMBIMU ANA AOCTUKEHNA HAYyYHbIX Leneu
N He OOMMKHbI camMu No cedbe HAHOCKUTL yIepb 340p0BLI0 UCCeayeMbIX XKUBOTHLIX. OTKNOHEHUSA AOMKHBLI ObITh
0OOCHOBAHHI.

Ecnu asuraTtenbHoe orpaHn4eHmne HeobXxoanmo, XXMUBOTHbLIE ACMKHBI ObITb aKKIMMaTU3IUPOBaHLI K orpa-
HAYMBAKOLLEMY YCTPOWUCTBY A0 BBeAEHUS Uccneagyemoro obpasua.

4.8.2 O6beMbl 4O03UPOBaAHUA

PykoBOACTBO Mo 06bemMy A031MPOBaHUA NMpUBeaeHo B NpunoxeHun B. MNpn ncnonb3oBaHNMU HECKOTTbKUX
NO30BLIX FPYNMN BapUaHTHOCTbL UCCeayemMoro obbema MoxeT ObITb CBegeHa 40 MUHUMYMa NyTEM PEerympoBa-
HS1 KOHUEHTpaummn ansa obecnevyeHnsa NOCcToAHHOro obtvemMa npu Bcex gosax. Micnonb3oBaHne obtLeMoB J03U-
POBaAHUA, MPeBbILLUALLUX NPUBEAEHHbIE B NMpUoXeHnn B, 4omMKHO BbITb 060CHOBAHO.

Heobxoanmo nsberatb BBeASHUNA opanbHbIM NMyTeEM 403 DONbLUMX 0O BEMOB, TaK KaK ObINO NoKasaHo, YTo
OHU NEPErpyXarT BMECTUMOCTb Xenyaka n HeMmeaNeHHO NOCTYNaroT B TOHKMU KULLEYHKUK. [1o3bl D0NbLINX 00b-
eMOB MOTYT BEPHYTbLCA B NULLEBOA.

BHyTpUMbILLEeYHOE BBeAEHUE TaKKe OrpaHNYeHo No 00bLEMY B 3aBUCUMOCTU OT pa3MepoB XKUBOTHOTO U
pacnonoXeHusa Mol bl. ObbeMbl BHYTPUMBILLEYHOTO BBEAEHWSA NO BUAAM paccMOTPEHbI B npunoXeHun B.

bontocHoe BHYTPUBEHHOE BNTMBaHUE OObIMHO BBOASIT 3a KOPOTKUW Nepuoa BpeMeHn Te4eHNEM NpUMepHo
3a 1 MUH. CKOPOCTb UHBEKLIUN SIBNSIETCH BaXKHBbIM (PAKTOPOM, M PEKOMEHAYETCS, UTODbI A4S TPbI3YHOB 3Ta CKO-
DOCTb He npeBbIlana 2 Mn/MuH.

[1na BBegeHna 6onbLIOro cdbbema MOXeT noTpedboBaTbCHa MeaneHHasa N paccynTaHHasa Nno BpeMeHU
MHBEKUMA U BHYTPpUBEHHaA MHQy3nd. Ecnin XXMBOTHOE nogaeT NPpUsHaKku siBHOMO U3SMeHeHUa KNMUMHUYECKOro
COCTOSIHUSA, CKOPOCTb BBEAEHUSA XKUAKOCTUN AOMKHA ObITb OCTAaHOBIEHA UMW CHMXKEHAa BHE 3aBUCUMOCTU OT pac-
CUNTAHHOW CKOPOCTH.

Onsnccneayemblx obpasuoB, OrpaHMYeHHbIX paCTBOPUMOCTLIO UMK pasapakar LM AeUCTBUEM, MOXKET
ObITb HeOOX0aAMMa MeaneHHas BHYTPUBEHHAA MHBEKLIUSA.

[1pW KMMHUYECKUX MOKa3aHUSIX MOXHO MCNONb30BaTh NPOAOIIKUTENBHYIO/NOCTOSAHHYO MHY3M0. ObbeMm
N CKOPOCTb BBEAEHUA OyayT 3aBUCETH OT BBOAUMOTO BELLECTBA, MPUHUMAS BO BHUMAHWUE CTaHOapTHYIO NPpaKTn-
KY XXWOKOCTHOW Tepanun. B kayecTBe pyKoBoACTBa €UHOBPEMEHHO BBOAUMBIA OOBbEM AO0MKEH COCTaBMATL
veHee 10 % obbema UnpKynupyowen Kposu 3a 2 Y. Npu annutenbHOn MHQY3MK KNtoveBbIM PakTopoM K pac-
CMOTPEHUIo ABNAETCA MUHUMaNbHO 3o eKTUBHOE ABUraTeNbHOE orpaHnyeHne nccregyemMblX )KUBOTHbIX.
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ObbemMbl 403UPOBAHNSA MPU NMOAKOXKHOM BBeAeHNN NpuBegeHbl B npunoxeHun B. CKOpOCTb U CcTeneHb
abcopbLuum 3aBUCSAT OT cocTaBa UCNbITyeMoro obpasua.

4.8.3 YacTtoTa go3upoBaHuUA

UacToTa 4o3mMpoBaHUAa A0MKHA OCHOBLIBATLCS HA KIMTMHUYECKON 3HAYMMOCTW. Y BENUYEHME YnCa NpoLLe-
Oyp OOIMKHO BbITb YEeTKO 0OOCHOBAHO 1 ONMUCAHO.

[1pn nccneagoBaHUSAX OCTPON CUCTEMHOW TOKCUYHOCTU XXUBOTHLIX MOABepratoT BO3AEUCTBUIO OOHOKpaT-
HOW A03bl UM €€ MHOToKpaTHBIMU A0NAMU, BBOAUMbBIMU B TeYeHne 24 v.

[Tpn nccnegoBaHUAX MHOTOKpaTHOMO BBeAEHUA XKUBOTHLIE AOJKHEI MoNyYaTh UCccneayemMyro o3y exen-
HEBHO, B TEYEHNE Hedenun, BCo NPoAoKUTENBHOCTL UccneaoBaHud. [pyrue pexkmmbl A03UPOBaAHNAA MOTYT
ObITb NPUEMMEMBI, HO AOTKHBLI ObITb 0DOCHOBAHHI.

4.9 MaccaTenau norpebneHue nuwn/sogbl

Nccneayembln 0O BEKT MOXET Bbl3BaTbh MBMEHEHUWS B MAaCCe Tena XXUBOTHOMo M B NOTPEdNEHNN UM NULLA U
BoAbl. CnegoBartenbHO, HeobXxoanmo onpeaendaTb UHAUBUAYANbHYIO MAaCCy KaXXaoro XXMBOTHOMO HE3aa0Mro Ao
BBeAEeHUA UCnbITyemoro obpasua (Hanpumep, obbIYHO B Npeaenax 24 4npu oaHoKpaTHOM UMW OCTPOM A03UPO-
BaHUW 1 He Bonee YeM 7 cyT Npu nccneaoBaHUAX NOBTOPHOIO BBEAEHUSN ), Yepes perynsapHble MHTepBanbl B
TeYyeHune nccneaoBaHus 1 No OKOHYaHumM nccenegoBaHus. [Npun 4o3MpoBKe NO Macce Tena HeobxoaMMo NCNOb-
30BaTb caMble nocneaHne NsmepeHuns.

[Mpnbonee gnnuTenbHbIX UCCNegoBaHUAX MHOMOKpPaTHOro BBeAeHUs A0MKHO ObITh onpeaeneHo Konnyec-
TBO NOTPebnaAe MO )XUBOTHbLIM NMULLLIA 1 BOAbI.

4.10 KnuHunyeckue HabnwaeHus

KnnHnyeckne HabnwoaeHmns AomKHbl NPOoBOANTL NOATrOTOBMEHHbIE NLa Ans obecneveHnsa nocneaoBa-
TeNbHOW OTYETHOCTU. HacToTa 1 ANUTENbHOCTb HAbNAEHUS AOMKHBI ONPEeaenATbCS XapakKTepoM U cepbes-
HOCTbIO TOKCUYECKUX peaKkuuid, CKOPOCTbIO TMPOABMEHUS CUMMTOMOB W nNepuoga BOCCTAHOBEHUS.
[ToBbILLEHHAs YacToTa HAbNoAeHUS MOXKeT ObITb HeObXoaAMMa Ha paHHUX CTaaUAX UccrneaoBaHus, 0CobeHHo
Npuv oCTPbIX UCCNegoBaHMAX. BpeMa noasneHna n uciesHOBeHUA NPU3HaKoB TOKCUYHOCTU, UX ANMUTENbHOCTb U
BPEMS CMEPTU SIBASIOTCH BaXKHbIMW, OCODEHHO ecnii HeBnaronpUATHbIE KIMMHUYECKUE NMPU3HAKN UIMN CMEepPTh
NMMERT TeHAEHLUUIO NPOABNATLCA No3aHee. Bo nsbexaHne HeHyXHbIX cTpadaHUn HeobXoaMMO NMPUMEHSATL
'YMaHHbIE KOHe4Hble Touku. OOwne KNUHUYeckMe HabnoaeHus AO0MKHbI YYMThIBATb MMKOBBLIA Nepuroa
oXnaaemblix 3P EeKTOB NOcne A03UPOBaHUS.

HabnogeHUs A0MKHBI cUucTeEMaTUYECKU PUKCUPOBATLCHA AOKYMEHTASIbHO Mo Mepe 1x BeaeHus. Ot4yeT-
HOCTb JO/MKHa ObITb NpoBeAeHa NO KAXXAOMY JKUBOTHOMY.

BuayanbHble HabnoaeHUA AOMKHBI ObITb 3anncaHbl, KaK MUHUMYM, OOWH pas B A€Hb, C UCNOMb30BaHUEM
oOLLEeNPUHATBIX NAabopaTOPHbLIX MPU3HAKOB perncTpaunm KnnHnyeckux sdpdekToB (CM. npunoxernume C).

Habntogaemast 00ne3HeHHOCTb UMM CMEPTHOCTL MPU MNOBTOPHOM BBEAEHUW A0KHA ObITb 3aPUKCUPOBa-
Ha AOKYMeHTanbHO He MeHee ABYX pa3s B AeHb. [1pn bonee npoaomKUTENbHbIX UCCNeaoBaHUSIX MOBTOPHOro
BBEeOEHUS MOXeT ObITb pacCMOTpeH bornee obLWNPHBIN, KaK MUHUMYM, exXeHeaeNbHbIN CKPUHUHT TOKCUYECKNX
3P PEKTOB.

4.11 KnuHu4veckaa natonorus

[ns nccnenoBaHUsa ToKCUYECKUX 3 PEKTOB Ha TKaHSX, opraHax n Apyrux cuctemMax npoBoasaT aHannabl
reMaTonorn4ecknx n BUoXMMmnYeckmux nokasatenen. o nokasaHUAM 3T aHanu3bl AOTKHBI MPOBOANTLCH Ha
npobax KPOBU XXNUBOTHLIX, UICNONb3YEMbIX B UCCNEeAOBAHUM NOBTOPHOIO BBEAESHUSA, NONYYEHHbIX, MO MEHbLLIEN
Mepe, HenocpeacTBEHHO Nepea 3annaHupoBaHHOW NpoLeaypon aTaHa3UM XKUBOTHBIX UMW KaKYacCcTb TakOBOW
npoLeaypbl. B HEKOTOPLIX cny4YasiX MOXeT ObITb HeoDXoAMMO ronoaaHne XUBOTHLIX nepea 3adbopom KPoBU.
Ecnu cyllecTBYOT Hay4YHble NOoKasaHUs, B TedeHe nocneaHen Heaenu gonNrocpoyHoro UccnegoBaHust Npn
MHOroKpaTHOM BBEAEHUN MOXKET ObITh MpOoBeaeH aHanns3 Movn ¢ MICNOMb30BaHUEM PpacCHUTAHHOIO Mo BPEMEHU
(Hanpumep, oT 16 go 24 1) cbopa odbbLema Moun.

PekomeHayemMble ANA OLeHKU NapaMeTpbl reMaTonormm, BUoxXummm 1 aHanmsa MmoYu npueeaeHbl B Npu-
noxeHmn D.

4.12 NaTtonoroaHaTtoMuU4yecKkue uccnegoBaHuA

[10 OKOHYaHNW UccnegoBaHU OCTPOU CUCTEMHOWN TOKCUYHOCTU HEODXOAMMO NMPOBECTM NATONOroaHaTo-
MUYECKYHO OLIEHKY.

Bce XUBOTHbIE AOMKHBI ObITb MOABEPTrHYThlI BCKPLITUO C NOMHBIM U MOoAPOOHBIM MaKpOCKOMUYECKAM
obcnegoBaHMeM, BKoYaloLW MM TLaTeibHoe obcrnegoBaHUe BHELLIHNX NOKPOBOB TENMA, BCEX OTBEPCTUN, a TaK-
Xe YepenHon, rpyaHon 1 OprollHOW NonocTen U nx cogepkmumoro. OpraHel, U3dbpaHHble And B3BELUMBaAHUS, NO
BO3MOXXHOCTU OO/MKHbI ObITb OUMLLEHBI OT NPUMEraroLWmx TKaHen, U X Mmacca BO BIaXKHOM COCTOAHUN AOTTKHA
ObITb U3MEpPEHa Kak MOXXHO BbicTpee BO U3bexXaHne BbICbIXaHUS.

B npunoxexunn E npnBeaeH CNUCoOK TKaHeW, KOTopble HEODXOQUMMO B3BECUTb M COXPaHUTbL B MPUEMITIEMON
hukcmnpyroLwen cpeage Ansi NaTorMcToNorMieckoro nccneaoBaHus.
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CnMcoK MMHUMAarbHBIX NapaMeTpoB AN UCCNeoBaHUs KaXkaoro Tuna npueeaeH B Tabnuue 2.

Tadbnwua 2 — Cnnucok HabnwaeHUN

HatbnwaeHne OcTpoe [TopocTtpoe CJ{EEEE:'::E;;;E/
I3ameHeHne macchbl Tena + + +
KnnHnyeckune HabnwogeHus + + +
KnuHnyeckasi naTonorus ") ). b) +
Makpockonuyeckas naTtonorus b) + +
Macca opraHoB ") ¥ +
mcTonaTonorus b) a), b) N

? ccnepoBaHue XPOHUYECKON CUCTEMHOM TOKCUHMHOCTU OBbIYHO SIBNSIETCS NPOAOMKEHHBIM BO BPEMEHU CYBXPOHU-
YecKMM nccnegosaHnem, 060CHOBaHHBIM NEPUOJOM BO3AENCTBUS HA YenoBeka. OTMevaeTcs1 N OTpaXKaeTcsl AOKYMEH-

TanbHO BOMbLIMHCTBO TeX Xe napameTpoB. Pasmepbl rpynn MOryT ObiTh yBENMYEHb! AN BKIIOYEHUA NapanienbHbIX
rpynn, 4ns KOTOPbLIX NPOBOASAT BCE UMM HEKOTOPLIE U3 9TUX HABMIoAEHWIA.

b) HEOGXO,EI,MMO VHUTbIBATb 3TU MNapamMeTpbl Npu KNMMHN4YECKUX NMoKa3daHUAX UIn B Criydae, eClin UccrieopaHune bonee

ONUTENBHOINo BBEAEHUS He nnaHupyeTtcs. CnMckn pekomMeHayeMblX aHanm3oB KPOBU U OpPraHoB/TKAHEW NMpuBeAEHb! B
npunoxeHunsix D un E.

4.13 llnaHupoBaHue nccnegoBaHUn
[TnaHbl nccneaoBaHUM NpuBedeHbl B MocneayoLlmMx pasgenax Hactodllero ctaHgapTta. nga coctaBne-
HMUA NNaHa uccnegoBaHUA pekoMeHayeTCcda KOHCynbTauuda akenepTa.

4.14 KavyecTBO UccnegoBaHun

HopMbl Hagnexawen nadbopaTopHOU NPaKTUKA OTHOCATCH K opraHusaLunm, NpoLLeccy U yCroBUSM, NMpu
KOTOpPLIX NabopaTopHble NCCNneaoBaHUs NNaHUPYOTCA, NPOBOAATCH, KOHTPOMUPYIOTC, PUKCUPYIOTCH O0KY-
MEHTaNbHO U ONUCLIBAKOTCA B oTYEeTE. TU HOPMbI NpeaHasHa4veHbl Anst obecnevyeHus kKadyecTsa U 3SHAYUMOCTU
OaHHbIX UccnegoBaHA. OHKU TakKe noaaepXmBatoT rnobanbHble YCUNUA Mo rapMOoHU3aLMM NyTeEM Crocob-
CTBOBaHUA 3aKMNQYEHUIO MeMopaHAYMOB O B3aUMOMOHMMaHUN MeXxay cTpaHaMuy TOProBbIMU NMapTHepamMu.
VlccneaoBaHUSA CUCTEMHOM TOKCUYHOCTU AOIMKHBI MPOBOAUTLCHA B COOTBETCTBUN C TAKUMU NPUHLIANAMMN.

5 OcTpas cucteMHass TOKCUYHOCTDb

5.1 O6bwme nonoxeHun

NcecnegoBaHue oCcTpo CUCTEMHON TOKCUYHOCTU NpegocTaBnsieT obwyo nHdopmMmaumnio 06 onacHoOCTU
OCTPOro BO3AeNCTBUS NPUMEHEH U MeaNLIMHCKOro naaennsa. ccnegoBaHme oCTPOnN TOKCUYHOCTU MOXKET BbITh
1epPBbLIM LLAroM B YCTaHOBNEHWUN peXXMa A03UPOBaHUA ANs NoA0CTPbIX/CYyOXPOHUYECKUX N APYTMX McCcrneoBa-
HAW U MOXKET NpeaocTaBUTb MHPOPMaLIUIO 0 cnocobe TOKCUMYeCKOro AeUCTBUS BelecTBa B 3aBUCUMOCTU OT ero
KMNHUYECKOro npumMmeHeHus. lNpu nccnegoBaHUM OCTPON CUCTEMHON TOKCUYHOCTW NMocne BBEAEHUS UCNbITYe-
MOro obpasua BegeTcsl HabnoaeHne 3a Bo3HUKaroWmMMn addekrammn (Hanpumep, HebnaronpusiTHbIE KNMNHN-
Yyeckune nNpusHaku, NIAMeHeHMne Macchl Tena, obHapyXeHne MakpoCcKOnMYeckon NnaTtonorn) 1 cMepTenbHbIMIA
cnyvyasamMmun. 2KMBOTHbIE C Cepbe3HbIMU U YCTONYMUBBLIMU NPU3HAKaMn cTpagaHnia u 60nn OomkHbl BbiTh HEMe-
NEHHO NOABEPrHYThI 3BTaHa3nnU. KOppo3noHHLIE UMK pasgpaxkarlwme matepuarnbl, 0 KOTOPbIX U3BECTHO, UTO
OHW BbI3LIBAIOT ABHYHO 6ONb N cTpagaHue, A0IMKHbI ObITb OTMEYEHbI B OTYETE KaK TaKOBLIE MHE HY)KOaloTCA B
TeCTUPOBAHUMN.

[TpumedvaHnune—ICCVAM n ECVAM B HacTosiLee BpemMs yTBEPXKOAOT UCCNEA0BaAHNA LUMTOTOKCUYHOCTW in
vitro Kak anbTepHaTnBy NCCIeaoBaHNAM OCTPOU TOKCUYHOCTMN.

5.2 lNnaHnpoBaHue UccnegoBaHUA

5.2.1 lNoarotoBKa

340pOBble MOJIoAbIE NOMOBO3PENbIE XUBOTHbIE aKKNMMaTUINPYIOTCSA K NabopaTopHbIM YCNOBUAM, NO
MEHbLUEN Mepe, B TeYeHNe S CyT A0 nccneaoBaHunsa. bonee KopoTkMe CpoOKM AOMKHBLI OblTb 0DOCHOBAHHI.
XKMBOTHBIX paHOOMU3UPYIOT U pacnpeaensitoT no rpynnam cbpadboTkn.

6
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5.2.2 JlabopaTopHble XXUBOTHbIE

5.2.2.1 Bbibop BMaa

OObIYHO UCNONBb3YIOT rPbI3YHOB (KPbIC, MbILLEN). XapakTepUCTUKN Mmoaenn (Bo3pacT, Macca U T. A.) Onu-
caHbl B4.2 n4.3. lcnonb3oBaHne BUAOB, HE ABMAIOLLMXCA rPbI3yHaMU, ACMKHO BbITb HAay4YHO 0DOCHOBAHO.

5.2.2.2 Hicno nnon

“H1Cno U TUN rpynn, YACNO XMBOTHLIX B rpynne 1 nx non onucaHbl B 4.5.

5.2.2.3 YCNoBUA pasMeLlleHNSa N KOpMNeHUS

TeMnepaTypa U 0OTHOCUTENbHAasA BNAXXHOCTb B MOMeLLleHUAX AN 3KcnepuMeHTanbHbIX XXUBOTHBIX AOMK-
Hbl COOTBETCTBOBATbL BUAY, HanpumMmep, Temnepartypa (22 = 3) °C 1 snaxHocTb oT 30 % Ao 70 % anga melilen.
PeXXnm NCKYCCTBEHHOMO OCBeLLEeHUA A0MKeH bbiThb 124 cBeTa U 12 4 TEMHOTHI.

[119 KOPpMMNEeHNSA MOXKHO UCMONb30BaTh CTaHAAPTHbIE KOMMepUYecKne nabopaTopHble KopMa U HeorpaHu-
YeHHbIW AOCTYN K NUTbeBoU Boae. ZKUBOTHLIE AOIKHBLI pasMellaTbCa B KneTkax rpynnamMu rno nony Unu, no Bos-
MOXHOCTU, UHAMBMAYANbLHO, NPW TPYNMNOBOM pa3MelleHn AonycTUMO nomMellatb He bonee 4emMm NATh
)KUBOTHLIX B OQHY KNETKY.

5.2.3 YcnoBusa uccnegoBaHuA

5.2.3.1 YpOBHU 003

YPOBHM 403 OO MKHBI COOTBETCTBOBATHL ONMCaHHbIM B 4.8.

ObpallueHme ¢ }KUBOTHBIMU KOHTPONBHOW Fpynnbl ACIPKHO ObITh MOAEHTUYHO O0DpaLLEHNIO C JKMBOTHBIMU
ONbITHOM FPYNMbl 3@ UCKNHOYEeHNeM BBeAeHUSI UCNbITYEeMOro cbpasua.

5.2.3.2 [llpoueaypa

XKMNBOTHbLIE MONy4YaroT OAHOKPATHYHO A03Y UCTIbITYEMOTro obpasiua unm, ecn HeodxXoanMMo, MHOToKpaTHbIE
003bl B TeYeHne oaHoro 24-yacoBoro nepuoga. lNpusHakm TOKCUYHOCTU AOMKHBI ObITb OTPa)KeHbl AOKYMEH-
TarbHO MO Mepe HabnwaeHus, BKIoYasa X Havano, cteneHsb U ArMTeNbHOCTb.

Heobxoanmo perynsipHoe HabnogeHme 3a XMBOTHLIMU ANS NpeacTBPaLleHUs CriyvyaeB nagexa ncere-
OyeMblX )XUBOTHBLIX U3-3a KaHHWDanMama, aBTonnsa TkaHen unu nodera. o OKOHYaHMKU UCCneaoBaHNs BCe
BbDKMBLUKWE XXUBOTHbLIE AOITKHBLI ObITh NOABEPTrHYTHI 3BTAHa3UN. JItoOble 60ne3HeHHbIe XKMBOTHLIE AOTKHbI ObITh
yaaneHsl U A0MKHbI ObITb NOABEPTHYTHI 3BTAaHA3UKN, €CNA 3aMedeHbl NPU3HaKN TaKoro NoBeaeHus.

Pacnncanne HabnwoaeHunst U npuMeHsieMble r'yMaHHbIe KOHEYHbIE TOUYKU AOTKHbI NPeaoTBPaTUTL Chlyvau
ODHapYXeHUSA XKUBOTHBLIX MEPTBLIMW HENOCPEACTBEHHO B pe3ybTaTe TOKCUYHOCTU UCMBITYEMOrO obpasua.

5.2.4 MaccaTena

13aMepeHns macchl Tena 4oMKHbI NPOBOANTLCHA HEMoCcpeACTBEHHO Nepen A03MpoOBaHUEM, eXXeJHEBHO B
TeYyeHMe NepBbIX TPpeX CYTOK nocne Ao3npoBaHus, exeHedensbHO nocne nepBon A03bl, eCcn ANUTENbHOCTL
nccneaoBaHMUA 3TO NO3BONAET, M NO OKOHYaHWUKM nccrnegoBaHug.

5.2.5 KnuHudyeckue HabnwaeHus

[na nccnegoBaHUA OCTPOWM CUCTEMHOWM TOKCUYHOCTU Nepuod HabnwaeHUst OOmKeH COCTaBnsATb He
MEHee TpeX CYTOK Unm boree, eCnun 3To NPM3HaHo npuemMnemMsiM. [letanmyacTtoThkl M TUNA HAb N aeHUA onuca-
Hbl B 4.10 1 npunoxeHun C. Bo Bcex cnyyvasax HabnwoaeHUe A0MKHO NPOBOANTLCS ¢ 4OCTAaTOUYHOU YaCcTOTON, a
TakkKe A0JDKHbI NpeanpuHMMaTbCca onpegeneHHble AeUCTBUA ANA CBeAeHUA K MUHUMYMY NOTepb cpean Uccne-
OYeMBIX )KUBOTHLIX, HanpumMep, BCKpbITUE UMK pedpukepalns )KUBOTHBLIX, HaMAeHHbBIX MEPTBLIMUA, N U30NAL NS
NN ymepuierneHue cnabbix nnn 6one3HeHHbIX XXUBOTHbLIX. BUayanbHble HAbNoaeHUs AOMKHbI BKoYaTh B
cebs cneayollmne obasaTenbHble akTopbl: U3BMEHEHUS KOXN U LLIEPCTU, rnas U CNM3UCTLIX 0DOMoYek, a Takke
M3MeHeHNs B nepnudpepnyeckon nLeHTpanbHOU HEPBHBIX CUCTEMAX, AblXaTeNbHOWU U KpOBEHOCHOMU CUCTEMAX, B
COMaTOMOTOPHOU AOeATeNbLHOCTM U B cXeMaxX MoBedeHUsl, UCNONb3ys OeCKpUnTopbl, nNpuBedeHHbIe B
npunoXxeHun B.

5.2.6 llaTonorusa

5.2.6.1 KnuHnyeckasa natonorns

[TpoBegeHne OLUEHKU KIMMHUYEeCKOW NaTonorMm AomKHO ObiTb PACCMOTPEHO NMPUY Hannuynm KIMHN4YeCcKUX
nokasaHui. Heobxoammo NpoBeCcTU cneayrolme nccneaoBaHus:

a) remarTosiorns, kak onmcaHo B npunoXxeHun D, AommkHa paccMmaTpuBaTbhCcs AN UccnegoBaHUS Mo OKOH-
YyaHUK nepuroaa NCNbITaHUSA;

L) NoO OKoHYaHWUM Nepuoga UCnblTaHUA HEODXOAUMO PACCMOTPETL BO3SMOXHOCTb KIMUMHUYECKOTO DNOXU-
MUYECKOro nccnegoBaHns KpoBU, NpueeaeHHoro B npunoxeHumn D. Obnactamm UcnelTaHnin, NpUemMiemMbiMin
ONs1 UCcneaoBaHnsl OCTPOro BBeAEHUS, cHMTAOTCA PYHKUMKM neYveHn 1 nodek. INpn HeobXxoanmMoCcT MOXKET
OblTb UCMOMb30OBaHa AOMONMHUTENbHAA KIMHUYeckasa ouoxmmua aOns npogneHnsa HabnwaeHust 3a
OTMeUYeHHbIMU 3dppeKkTamMun.

AHanmMs Mo4vKn Ha perynsipHom OCHOBE He obs3aTeneH 1N A0MKEH NPOBOANTLCS TOMBbKO NMPU NoKasaHUsX,
OCHOBAHHLIX Ha OXWOaeMon Unn HabnwagaemMon TOKCUYHOCTU. PekomeHayemble napamMmeTpbl npuBeaeHbl B
npunoxeHumn D.



[OCT P UCO 10993-11—2009

5.2.6.2 llaTtonorocaHaToMUYecKUe nccneaoBaHUs

[laTonoroaHaTomMmuyeckne nccnegoBaHUs AOMKHbI NPOBOAUTLCA B KOHLUE SKCNepUMeHTa nocre aBTaHa-
31N KNUBOTHLIX. OHU BKTHOYAKOT B cebs OCMOTP BHELLHUX NOKPOBOB Tera, BCeX OTBEPCTUN, a TakKe YepenHou
KOPOOKW, rpyaAHOW U BPIOLWHOW NONOCTEN U NX coagepXMmoro. Mo NpUMEeHUMOCTU HEODBXOANUMO PaCCMOTPETL
yuyeT Macchl MO3ra, nevyeHu, novek, Haano4e4YHMKOB N CEMEHHUKOB, KOTOPLIE A0MKHbLI ObITb B3BELLEHbI BO BI1aX-
HOM COCTOSIHM KaK MOXXHO CKOpee NMocne BCKPbITUSA BO 3DeXXaHWe BbICbIXaHUA U Nocneay oW NOXXHO HU3KNX
3Ha4YeHUN.

5.2.6.3 ['nctonornyeckne nccneaoBaHus

[Tpn nccnegoBaHUSAX OCTPON CUCTEMHOM TOKCUMHOCTU OOBIMHO HE NPOBOASTCS NOMHbIE TMCTONOMIMYecKme
nccneaoBaHUa Ha opraHax U TKaHSIX )KUBOTHBIX, eCnii 3TO 0CoD0 He NokKaszaHo HeODLIYHBIMU ODHaPYXKEHUAMU
obLLEero BCKpbITUS.

5.3 Kputepuum oueHku

5.3.1 Obwune nonoxeHun

B 3aBUCMMOCTM OT MCNONb3YEeMOro nnaHa uccneaoBaHuga NpUMeHMbI cneayroLlme Kputepmum oUeHKN:

a) AngduccnegoBaHMa apmMakonenHoro Tuna:

- eclln BO BpemMs nepuroga HabnogeHnsa ocTpon CUCTEMHOM TOKCUYMHOCTU HU OOHO N3 KUBOTHbBIX, 00pabo-
TaHHbIX UCClegyemMbiM 0bpasLIoM, HE AEMOHCTPUPYET 3HAYMMO DONbLLIYIO DNONMOrMYECKYH PEAKTUBHOCTL, YEM
XXUBOTHbIE, 0bpaboTaHHbIE KOHTPONBLHOW Cpeaoi, obpasel, oTBeYaeT TpeboBaHUAM 3TOTO UCTIbITAHUS;

- NPWY UCNOMb30BaHUN NATU XKUBOTHBIX, €CIN ABa UMK DoNee XXUBOTHLIX YMUPAKOT UM Takoe NoBeaeHUE,
Kak KOHBYNbCUU N NPOCTPaLUs, HabnogaeTcsly ABYX N 6onee XXUBOTHLIX, MMOO NPONCXOANT NOTEPS Macchl
Tena 6onee 10 % y Tpex unun bonee XMBOTHLIX, 0bpasel He oTBeYaeT TpeboBaHUAM UCMLITAHUS;

- ecnunboe XKMBoTHoe, 0bpaboTaHHOE 0Bpa3LOM, AEMOHCTPUPYET TOMBKO NEerkne npusHaku 6nonorn-
YeCcKoN PeakKTUBHOCTU U He Boree YeM OAHO XKUBOTHOE NPOSIBNSAET SABHbIE CUMMNTOMbI OUONOTMYECKON peaKTUB-
HOCTU U YMUPAET, UCNbITaHUE HY>XHO NOBTOPUTb, MCMONb3YSA rpyNnbl Mo A€CATb XXUBOTHBIX;

- eCclln Npu NOBTOPHOM UCCNeaoBaHUN BCe AECSTb XXUBOTHLIX, 0bpaboTaHHbIX 0bpasuom, B nepuos
HabnoaeHUA He NPOoABMSIIOT KAKOU-NTMOO HayuyHO 3HAYUMMOW DUOMOTMYECKOWN PeakKTUBHOCTU NO CPABHEHUIO C
XNBOTHBLIMW, 0O paboTaHHBIMW KOHTPONMLHOW cpeaon, obpasel, oTBevaeT TpeboBaHUAM 3TOrO UCMbITAHUA.

b) AanaunccnegoBaHMM OCTPOU CUCTEMHOM TOKCUYHOCTU HedpapMaKonenHoro Tuna.

CyllecTByeT BO3MOXHOCTb NpoBeAeHNA OLUEHKU C UCNONb3oBaHMeEM bonee obLLINPHBIX METOOOB, BKIMHO-
Yyasa KIMMHUYECKYHO U aHATOMUYECKYIO NaTONOMMKU, KOTOPLIE MOTYT CHATb HEODXOAMMOCTb MOBTOPHOIO UCMbITA-
HUA. OCTpoe BO3AEUCTBME MOXET BKMOYaTh B cebs nepeoLeHKy Npyu Hann4mm HeoaHo3HavYHbIX pasnnyni B
CONMYTCTBYIOLLUX KOHTPOMbHLIX rpynnax. Pasnuina AomkHbl ObITb 00 BACHEHBI, a UCCneaoBaHne OMKHO ObITh
npoaneHo ANg BKNOYeHUSA AONONMHUTENbHBIX MATU )KUBOTHLIX, eCN NTPUMEHUMO.

5.3.2 OueHKa pe3ynbTaToB

ObOHapyXeHHble ToKcuveckune adpdekTbl BO BpeEMA UCCNeaoBaHUA OCTPOW CUCTEMHOWM TOKCUYHOCTW
OOIKHbI ObITb CONOCTaBMEHLI C OTpULaTeNnbHbIMK 3dpdpekTamMu NpeaLlecTBYOWNX UCCNeaoBaHNIN, eClNU TaKo-
Bble cywlecTBYOT. OUeHKa O0MKHA BKIoYaTh B cebs onpeaeneHne B3aMMOOTHOLLEHNS MeXay A030M UCMbITye-
MOro BellecTBa U Hanm4imem Unm oTCYTCTBUEM, a TaKkKe CNy4YauHOCTbIO U CTEeMNeHbIo Cepbe3HOCTU Pas3fIMYHbIX
OTKITOHEHWW, BKNIoYaaA noBegeHYeckne U KIMMHNYeCcKe OTKINOHEHUSA, MaKpOoCcKonndecKne noBpeXxaeHna, Usme-
HEHWS1 MacChl TeNa, BNUAHWE Ha CMEPTHOCTL M Mobble aApyrie obLwme nnu KoHKpeTHbIE 3P eKThI.

5.4 3aknwUvntTenbHbIN OTYET

B 3akntounTensHoM otyeTe 00 UCnbiTaHUN OCTPOUN CUCTEMHON TOKCUYHOCTU AOMTKHA coaepKaTbCs cne-
ayrowasa MHgpopmauuna:

a) UCNbITyeMoe BeLlecCTBO:

- PU3NYEeCKUN XapakTtep, YACToTa U PU3INKO-XMMUYeCcKne CBOUCTRA, MO NPUMEHNMOCTN;

- Opyrue naeHtTugunumpyowe aaHHbIe;

b) moaenbHada cpena (ecnv NPUMEHUMO);

- obocHoBaHMe BblIbOpa MoAernbHOW cpedbl, €Cln OHa He BKYeHa B CNMUCOK, NpUBeAEeHHbIN B
NCO 10993-12;

C) 3KcnepuMeHTallbHble XXUBOTHbIE:

- MCNONIb3yeMbli BUA/NUHUS;

- YUCNo, BO3PAacT U NOJ X KUBOTHBIX;

- UCTOYHUK, BKMOYast MUKPOBUONOrMYeckuid ctatyc (Hanpumep, ¢ NoBbILLEHHLIM bapbepoM, OObIYHBIN),
YCIOBUA coaepXaHuda (TemMmnepaTypa, BMaXXHOCTb, NOACTUNKA, OCBelleHne, aneTta u.T. a.);

- Macca B Havarne uccrnegoBaHus,;

d) ycnoBusa uccriegoBaHng:

- obocHoBaHMe BbIbOpa O03bI;
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- NoApoBHOCTN CoCTaBa/MPUroTOBNEHUS UCMNLITYEMOrC BellecTBa;, AOCTUTHYThIe KOHLIEHTpauun; cta-
OUIMbHOCTL U TOMOTeHHOCTb, eCIT MPUMEHUMO;

- Aetalimn BBEeACHUA UCTNBITYEMOIO BELLECTBA,

- nepecyeT N3 KOHLUEHTpaL M1 UCTIbITYEMOTro BellecTBa B pealibHO BBOANMYHO A03Y (MI/Kr), ecnuv npume-
HUMO!

- nNoagpobHOCTU KavecTBa NULLM, BoAbl M NOACTUMKA;
e) pesynbTaThl:

- JaHHbIe MOTyT ObITh 0000LEHLI B popMe Tabnuubl, NoKasbiBatoLWen YNCNO XKMBOTHLIX B Ha4Yare UCHbI-
TaHUSA, YNCIIO XKUBOTHLIX, NMPOABAAOLWNX HEONAronpUATHLIE KNMUHUYECKUE NPU3HaKU, U YNCIO XXUBOTHLIX C
N3MeHeHUAMW MaccChl Tena Ana KaXXaou KOHTPONbLHOW 1 UCNITYEMOW rRYNMbI;

- Macca Tena/MsmeHeHUsa Mmacchl Tena;
- noTpebrneHue nuWKM 1 BoAbl, eCr MPUMEHUMO]

- [aHHble TOKCUYEeCKOro oTBeTa, pacnpeeneHHbie No nosy U ypoBHIO A03bl, BKITHOYasA NPU3HAKUA TOKCHY-
HOCTU;

- XapakTep, Cepbe3HOCTb U ANMUTENBbHOCTL KNUHNYECKMX HabnoaeHUA (00paTUMBIX U HET);
- HenponoBeaeH4yeckasd oLeHKa, ecn NPUMEHNUMO;

- MCMOMNb30BaHHbIe reMaTonornyeckne nccrnegoBaHnua U pesynbTaTbl C COOTBETCTBYHOLWMMN OOHOBLIMIA
OaHHbIMU, €CITM MPUMEHUMO;

- MCMNONb30BaHHbIe UCCNeaoBaHNA KITMHNYECKON BUOXUMUN U pe3ynbTaThl C COOTBETCTBYHOLWMMU POHO-
BbIMW AaHHBIMUW, €Crn NPUMEHUMO;

- aHanM3bl MOYM N pe3ynbTaThl C COOTBETCTBYHOWUMN POHOBBLIMM AaHHLIMW, €CNU NPUMEHUMO;

- KOHe4yHasi Macca Tena u gaHHble Maccbl OpraHoB, ecrn NPUMEHUMO;

- peaynbTaT BCKPbITUS;

- noagpobHoe onncaHme Bcex obHapyXeHHbIX TMCTONaTONOrMn, eCNN MPUMEHUMO;

- cTaTUCTUYECKAs OLIeHKa pe3ynbTaToB, €CNX UCMONb3oBanach, 1 obcyxgeHne nx 6Monornieckon 3Ha-
YAMOCTM;

f) obcyxaeHne pesynbTaToB;

g) 3aKnoveHus;

h) s3adBneHue o rapaHTUU KadecTBa.

NccnegoBaHne oCTpoOn CUCTEMHOW TOKCUMYHOCTU NpeaocTaBnsaeT nHgpopmaumio ob acpdekrax ocTporo
BBEAEHUSA UCNBITYEMOrO BELLECTBA. DKCTpanonsiLuns pesynbTaToB UCCNEA0oBaHNA Ha YeNoBeKa AENCTBUTEMb-
Ha B OrpaHUYeHHON CTENEHU, HO OHa MOXET NPeaoCcTaBUTb MNONE3HY UHOPMaLUIO O AONYCTUMOM BO3EN-
CTBUN.

6 CucreMHass TOKCUMHOCTb MHOMOKpPaTHOro BBeAeHus
(nogocTpas, cyoXpoHMUYecKasi U XpoOHMYecKass CUCTeMHasA TOKCUYHOCTb)

6.1 O6wue nonoxeHUn

B To Bpemsi Kak ocTpas TOKCUYHOCTL CBsI3aHa ¢ HebnaronpuaTHbIMU 3dpdpeKTaMmm OAHOKPaTHBLIX 403 (MNu
orpaHU4YeHHOro BBeaeHUs ), bonee pacnpoctpaHeHHON opMOon BBEAEHUS MHOTUX MeAULIMHCKUX U3aennn Ha
YyenoBeKa ABNAEeTCsA NOBTOPHOE UMM NPOACIKUATENbHOE BO3AeUCTBUE. SPdPEKT OT NOBTOPHOIC MMM MHOTOKpaT-
HOro BBeAeHUs1 NoTeHUUanbHO MOXeT BO3HUKHYThL MO NPUYNHE HAKOMNEHUA XUMUYeCKUX BELLIECTB B TKAHSAX UM
noa AeUCTBUEM OAPYrMX MeXaHU3MOB, MO3TOMY BaXXHO onpedennuTb BCe NoTeHUManbHble ANa 3TOoro gaktophbl
MnyTem 4ONroCPOYHbLIX UCTbITAHUK (MOAOCTPLIX, CYOXPOHUYECKNX, XPOHNYECKUX).

MccneaoBaHMs CUCTEMHOW TOKCUYHOCTU MHOITOKPaTHOrO BBeAEHUS AatoT MHpopMaLnto 0b6 onacHOCTU
019 300POBbS, KOTOpasa MOXET BO3HUKHYTh Nocne AnnTensHOro BBeaeHnd npegHasHavyeHHbIM KIMUHUYECKUM
nytem. OHU TaKKe MOryT gaTtb UHQOPMaLUIO 0 Criocobe TOKCUYECKOro AENCTBUA BelllecTBa npeaHasHauYeHHbIM
KIMMHNYECKUM NMyTEM BBeAEHUS.

MccnenoBaHUA CUCTEMHON TOKCUYHOCTM MHOTOKPATHOMO BBeAeHUS AatoT NogpobHyo MHpopMaLunio o
TOKCUYeCKUX adpdpeKkTax, opraHax-MULLIEHSIX, 0BpaTUMOCTU MNKU ApYTrux 3dPEeKTOB U MOTYT CNY>XXUTb OCHOBOW
ONs1 oUueHKU BesonacHOCTU. Pe3ynbTaTkl 3TUX UCcneaoBaHWUN NpeaoCTaBMsItOT BaXXHYIO MHpoOpMaLNUIO, YTO
noaTeep)xgaetca noapodbHbIMUA  UHCTPYKUMSIMKA N0 NPOBEAEHUHD  KMUHUYECKUX WU aHaTOMUYECKUX
nccneaoBaHUM NaToNorun.

MccnenoBaHUA MHOTOKpPaTHOMO BBEAEHUSI ODBIYHO HE NPeaoCcTaBnstioT KPUTEPUSI MOBTOPHOMO UCTbITA-
HUS. BMeCTO 3TOro pasmepbl rpynn paccynTaHbl C yY4ETOM CTATUCTUHECKOW OLIEHKM 3aPUKCUPOBAHHBIX HADMIO-
aeHun (cm. Tabnunuy 1).




[OCT P UCO 10993-11—2009

N3-3a pa3nnyHon NpoaoIKUTENBHOCTU UCCNeaoBaHNIN MHOTOKPaTHOro BBeAeHUA Uccneayemsle obpas-
Libl AOTKHBI NIPUFOTOBMNATLCS NO NOTPEDOHOCTMN ANA rapaHTUn X CTabUNbHOCTH.

6.2 NnaHnpoBaHne nccnegoBaHUA

6.2.1 lNoAarotoBKa

300pOBbLIE MOMOoAble NONOBO3PENbIE XXUBOTHLIE ACITKHBI ObITb aKKNMMaTU3NPOBaHbI K NabopaTopHbIM
YCNOBUSIM NO MEHbLUEN Mepe B TedeHue 5 cyT Ao nccneaoBaHus. KMBOTHbIE AOMKHbLI ObITb paHAOMU3NPOBAHLI
1N pacnpegeneHsbl Mo rpynnam.

6.2.2 JlabopaTopHble XXUBOTHbIE

6.2.2.1 Bbibop BUaa

OBObIYHO NCMNONMB3YOT FPLI3YHOB (KPbIC, MbILLEN). XapaKTepUCTUKXN Moaenn (Bo3pacT, Macca U T. A.) Onu-
caHbl B4.2 n4.3. icnonb3oBaHne BUAOB, HE ABMAKLLMXCA rPbI3yHaMU, A0MKHO ObITb HAy4YHO 0DOCHOBAHO.

6.2.2.2 Hncnounnon

YHncno n trun rpynn, YACNO XKMBOTHLIX B rpynne U nx nomn onucaHsl B 4.5.1. INpn Hay4yHOM 060OCHOBAHWM
HeobX0AUMO PACCMOTPETL BO3ZMOXHOCTb UCNOMBb30OBaHUA NapannenbHbIX rpynn, ¢ yBenM4eHHoOM 40301 BBeae-
HUA, HApPAAY C KOHTPOMBHBLIMU rpynnamMn. 3Ta rpynna U ee KOHTPOINb MOMYT UCNONb3oBaThCA ANA N3yYeHUd
adopeKkTa BBeAeHUA, BKNoYad obpaTUMOCTb (pe3opbTUBHOE AENCTBUE), BEIHOCIMBOCTb UMW 3aMednNeHHbIN
TOoKCcHnYeckn adpdpekT. Ins cydXpoHMIeCcKUxX nccneaoBaHnm HeodbXoanMmMo coaepKaTh XKUBOTHBIX-CATENMNNTOB
Ha CPOK HEe MeHee YeM 28 CyT

6.2.2.3 YCNoBus pasmelleHnUs 1 KopMneHus

TemnepaTtypa U OTHOCUTENbHaA BMNaXHOCTb B MOMeLleHUAX ANA 3KCnepUuMeHTanbHbIX YXUBOTHLIX
OOIMKHBI COOTBETCTBOBATL BUAY, HAnNpumep, TemnepaTtypa (22 £ 3) "C usnaxHocTb 0T 30 % o 70 % anakpoic.
PeXXnm NCKYCCTBEHHOMO OCBELLEHNS A0MKeH ObiTb 124 cBeTan 12 4 TEMHOTHI.

s KopMnNeHnst MOXXHO UCNONb30BaTh CTaHAAPTHLIE KOMMepUYecKkme nabopaTopHble KopMa U HEOTpaHK-
YeHHBLIN OOCTYN K NMTbeBOU BoAe. ’KMBOTHLIE A0IMKHBI pa3MellaTbCA B KNeTKax rpynnami, rno nony unm, no Bo3-
MOXHOCTW, UHOMBUAYANbLHO, NPW TPYNNOBOM pasMelleHun AonycTMMO nomMewlatb He Oonee vemM MsATb
XXMBOTHBIX B OQHY KIETKY.

6.2.3 YcnoBusa uccneagoBaHus

6.2.3.1 YpOBHM O03

N3yueHne adpdpekToB Ao3a — OTBET B UCCNeaoBaHUNA CUCTEMHOU TOKCUYHOCTM MHOTOKpPaTHOro BeBede-
HUAA TpebyeT NCMONMb30BaAHMUSA HECKONBbKUX rpynn. YPOBHW 403 AOMKHbI COOTBETCTBOBATL ONMMCAHHOMY B 4.8.

Mcnonb3yemas aosa B UccnegoBaHUSX TOKCUYHOCTUA MeaULUMHCKUX U3aennn gomkHa onpeaensaTtbesa B
COOTBETCTBUN C pe3ynbTaTaMmn OLEHKN pUCKa, ypaBHOBELLMBAas A03Y KIMMHUYECKOro BBeAeHNA ¢ UCNOMb30Ba-
HMneM pakTopoB be3onacHOCTM NOo NpUMeHUMOCTU. Ana bonee AnnUTenbHbIX UCcnegoBaHUi Heodbxoanumo npea-
TPUHATE YCUNUA AN BKITIOYEHUS, Mo MeHbLUeNn Mepe, TpeX YpOoBHEeW 403bl U COOTBETCTBYHOLWNX KOHTPOMbHBIX
"pynn. 3a ucknoveHmnem obpaboTkM nccneayemMoelM 0bpasLom, obpalleHne CXXUBOTHBIMU KOHTPOMBHOW rpynnbl
OOIMKHO ObITb NAEHTUYHO 0O paLLEeHUIO CXKUBOTHBIMW UCCeayeMoun rpynnei.

B oTnnumne o1 Knaccuvyeckmx XuMmnyeckmnx nccneaoBaHmin CUCTEMHOU TOKCUYHOCT NOBTOPHOIO BBede-
HUSA, UccnegoBaHUA MHOTOKpPaTHOro BBedeHUA, UCMOoNb3ylwne meguuuHcKue mns3genusa, 4acto He JaroT
adbdpekTaago3a — OTBET, TaKUM 0bpa3oMm, TOKCUIecKMN 3 ekT Nnpu HanBbICLLEM YPOBHE A03bl HEODA3aTeneH.
TeM He MeHee, UICNONb30BaHMe AnanasoHa 403 NpeaocTaBnsaeT nonesHy nHdgopmauunto od ypoBHAX besonac-
HOCTW ANd YenoBekKa.

6.2.3.2 lNpouenypa

B nageansHOM BapuaHTe XUBOTHbLIE NONyYatoT 403y UCNbITYEMOTro cbpasLlia eXXxeaHeBHO B TeveHne Heae-
N Ha BecCb Nepunoa NpoaAcIKUTENbHOCTU UccneaoBaHus. Ans 6onee AnNMTenbHbIX MCCNeaoBaHNN C MHOTOKpaT-
HbIM BO3OEUCTBUEM AOMYCTUMO BBeAeHWE A03bl B TeUYeHMe NATU CYTOK B HeAent, HO 3TO AOMMKHO ObITh
OTpa)keHo AOKYMeHTanbHO U 060CHOBaHO.

6.2.4 MaccaTena

N3mepeHnda macchl Tena AoKHbI NPOBOANTLCA HENMOCPeACTBEHHO Nepe A03UpoBaHMEM, eXXeHedernbHOo
nocne NnepBoOn A03bl, eCNN 3TO NO3BONAET ANMUTENbHOCTb UCCNeaoBaHUA, M N0 OKOHYaHUKW UCCNeaoBaHUA.

6.2.5 KnuHn4yeckue HaénwaeHus

[lepunog HabntoaeHUsa ANg nccnegoBaHUs CUCTEMHOW TOKCUMHOCTU MHOTOKPaTHbLIX 403 AOMKEH COOTBET-
CTBOBAaTb ANMUTENIbHOCTU UccneaoBaHus. [letanm 4actoThl U TUNa HabnoaeHnUsa onncaHsl B 4.10 1 npunoxe-
Hn C. Bo Bcex cnyvasix HabnogeHne OOMMKHO NMPOBOAUTLCHA C AOCTAaTOYHOWM 4YacTOTOW, a TakkKe OOJTKHbI
npeanpuHUMaTbCca onpeaeneHHblie AeUCTBUA AN cBedeHUsl K MUHUMYMY NMoTepb cpedn nccregyemMblX XXUBOT-
HbIX, HanNpUMep, BCKPbLITUE WU pedpukepaunss XMUBOTHLIX, HAWAEHHbLIX MEPTBbIMU, U UIONSALUUA UK
yMepLLUBieHUe crnadbix nnm 60M1e3HEeHHbIX XXUBOTHLIX. BU3yanbHble HabntogeHna A0 MKHbI 00SA3aTENbHO BKITHO-
yaTb B cebs1 cneaytoLme akropbl: U3SMEHEHUSA KOXU U LLEPCTK, rNa3 1 CNN3UCTLIX 060NoYeK, a TakKe N3MeHe-
HUA B Nepugepunveckon 1 LeHTpanbHOW HEepBHLIX cUCcTeMax, AbiXaTellbHOWM U KPOBEHOCHOWU CcUCTeMax, B
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COMaTOMOTOPHON AOeSATENIbHOCTM WU B CXeMax MNOBeAeHUsl, WUCNONMb3ysl OECKPUNTOpbl, NPUBEAEHHbIE B
npunoxeHum C.

O6bIYHO Nepea BBeAEHNUEM UCTBITYEMOIC BELLECTBA U MO OKOHYaHWUN UccneaoBaHUsA HEODBXoaMMO NPo-
BeCTN 0P TarNbMOOrM4ecknin OCMOTP C UCNONb3oBaHMEM o TarnbMocKona U 3KBUBaNEeHTHOro NpueMiIemMoro
obopyaoBaHUSA, NPeanoyYTUTENBHO BCEX XXUBOTHLIX, HO, MO MEHbLUEW Mepe, rpynn BbICOKOW A03bl U KOHTPOS.
[Tpn OOHapPYXXeHUN N3MeHEHWA B rnasax HeobXoaAnMMO OCMOTPETL BCEX XXUBOTHLIX. PelleHne He NpoBOAUTL
OCMOTP AOTKHO ObITh OTpaXXeHo A0KYMEHTalIbHO 1 0D0OCHOBAHO.

6.2.6 NaTonorus

6.2.6.1 KnuHnyeckasa natonorns

Heobxoanmo NpoBeCTU creayolne nccnegoBaHus:

a) remartonorus, Kak onmcaHo B npunoxeHunn C, gomkHa oblTb ccnegoBaHa rno OKoH4YaHumM nepuoaa
ncnblTaHus. B 3aBUCMMOCTU OT ANUTENBLHOCTU NCCNeAoBaHUA HEOOX0AMMO pacCcMOTpeTh bonee YacTbln3abop
npob;

b) Buoxmmuveckoe nccneaoBaHe KpoBU AOMKHO NPOBOANTLCH MO OKOHYaHWUK nepuoaa ncneitaHms. B
3aBUCUMOCTU OT ANNTENbLHOCTU CCNneaoBaHNUAa HeobXoaMMO paccMoTpeTh bonee YacThin 3abop Npob. Obnac-
TAMU UCTIbITAHUIA, NPUEMITEMbIMU AS151 BCEX UCCNeJ0BaHNN MHOTOKPaTHOO BBEAEHUSA, CHATAKOTCH 3MEKTPOSINT-
HblM BanaHc, MeTabonmam yrineBoaoB U PyHKUKMA nevyeHn n nodek. Buibop onpeaeneHHbIX UccrnegoBaHui
MOXET 3aBUCETb OT HAbnMaeHUA 3a cnocoboM AeUCTBUA UCNBITYEMOro BellecTBa. CrnnMcok pekoMeHayemMblX
aHann3oB NpuBeaeH B npunoXeHnn D. Npun HeobXoanmMoCcT MOXKeT ObITb UCNOMb30BaHa ACMONHUTETbHAA KITN-
HUYecKast broxmumusa ang npoaneHus HabnrogeHus 3a oTMedeHHbIMU 3dpdeKkTamu.

AHanna3 Mo4n Ha perynsipHon OCHOBE HeobasaTeneH, A0MKEH NPOBOANTLCA TOMbKO MNPU NoKasaHUsaX,
OCHOBAHHLIX Ha OXWaaeMon Unn HabnwagaemMon TOKCUYHOCTU. PekomeHayemMble napamMmeTpbl npyuBeaeHbl B
npunoXxeHun D.

[Tony4yeHHble paHee HOpManbHbIe 3HAYEeHUs1 NpUrodHbl ANs yCTaHOBNEHUS DOHOBLIX YPOBHEW U OANS
CpaBHEHUSA C CONYTCTBYIOLLIMMU KOHTPONBHBIMU rpynnamMmu nuccrneaosaHus. Ecnn paHee nony4vyeHHble QOHOBLIE
NaHHble coYTEeHbl HeaaeKBaTHbIMUA, HEODXOOAUMO PACCMOTPETb BOSMOXHOCTbL cbopa 3Ton MHpopMaLunn ans
XXUBOTHBIX TOTO XXe Bo3pacTa, nona, MTMHUN 1 UICTOYHUKA, NpearnodYTUTENIbHO B TOM Xe nabopaTopun.

6.2.6.2 [laTonoroaHatoMmyeckue nccriegoBaHus

Bce XXUBOTHLIE AOMKHBLI ObITb NOABEPrHYThI NONMHOMY 00LLIEMY BCKPLITUIO, BKIoYatoLeMy B cebs1 OCMOTP
BHELLIHWX MOKPOBOB TeNa, BCeX OTBEPCTUN, a TakkKe YepenHou Kopobkun, rpyaHoOU 1 BPOLLHOW NMONOCTEN N UX
cogepXXumoro. Hagnove4vHmkn, Mo3sr, annaunanmMuncel, cepase, NoYku, nevyeHb, SUMHUKN, ceneseHka, CeMeHH -
KN, TAMYC N MaTKa A0MKHbI ObITb B3BELIEHbI BO BMAXXHOM COCTOSAHUM KaK MOXKHO CKOpee nocne BCKPbITUS BO
n3bexxaHue BbICbIXaHUSA 1 MOCNeayoLWmMX NOXHO HU3KUX 3HavYeHUU. OpraHbl U TKAHW, NepevncneHHble B NpUno-
XXeHUU E, O0MKHBbI COXpaHATLCS B NPUEMNEMON cpeae AN BO3IMOXHOrMo byayulero ructonatonormieckoro
aHanmaa.

6.2.6.3 Mopdonorniyeckme nccnegoBaHus:

a) HeobxoaMMOo NPOBECTU NONHYHO MOPONOrno Ha opraHax U TKAHAX XKUBOTHBLIX KOHTPONLHOW rpynnbl U
rPYMNMNbl BEICOKOW A03bI;

b) BCe MakpocKonuyeckmne NoBpeXaeHUA A0MKHbI ObITb OCMOTPEHbI;

C) Nerkue XXMUBOTHLIX B rpynnax ¢ HU3KOMN U cpeaHen 4o3amMun, ecnii TAKOBbIE UCMOMNb30BaNTUCh, AOITKHbI
ObITb NOABEPTrHYThI TMCTONMOTMYECKOMY MCCNeaoBaHUIo Ha npeaMeT MHEKLUN, TaK KaK 3TO NO3BONAET OUEHUTL
COCTOSIHNE 300POBbS XKUBOTHBLIX. Takke He0bXoaMMO pacCcMoTpeTb NpoBeaeHUEe TMCTONMOMMYecKOro nccrneno-
BaHWSA NMeYeHn 1 NoYvek B 3TUX rpynnax. danbHenwee ructonornyeckoe NccneaoBaHme JKMBOTHBIX 3TUX TPYMN
ODBbIYHO MOXET He TpeboBaTbCH, HO 0bsI3aTeNbHO A9 OPraHoB, NPOABASAOLWMNX NPU3HAKN MaKPOCKONMNYECKOro
NoBpeXaeHUs B rpynne BbICOKOW 403k,

d) npuuncnonb3oBaHUU rPYNNblI CATENNUTOB TMCTONOMMA MOXET MPOBOAUTLCA HA TKAHAX M opraHax, onpe-
aeneHHbIX B 00paboTaHHbIX rpynnax kKak NposBUBLUNE pe3ynbTaThl 3dpdeKTa;

€) Kak npaBWufo, B XPOHUYECKUX UCCNeaoBaHUAX HEODXOANMO UCNOMb30BAaTL JKUBOTHLIX-MHONKATOPOB
O1S1 KOHTPOMS1 BO3MOXHOCTU MHMPEKUMOHHLIX areHToB. o nokasaHusiMm MOryT NPOBOAUTLCS CEPOSIornieckme
NN TUCTONOMMYECKNUe nccrneaoBaHUs rpynn KMBOTHLIX-CaTENTUTOB.

6.3 Kputepuun oueHKn

6.3.1 O6wune nonoxeHus

[daHHble MoryT ObITb 0600LWEHbI B dopmMe Tabnuubl, NoKasbiBaKOLWEN YACNO XKNUBOTHLIX B HAYare UCnbITa-
HUSA, YACNO XXUBOTHLIX, NPOSIBNAIOLNX NATONOrM4Yeckme N3MeHeHUs, TUnbl U3SMEHEeHN U NPOLEHT XXUBOTHBIX,
MPOABMALNNA USMEHEHUS KaXKaoro Tuna. HeobxoanMmo NpoBEeCTU CTaTUCTUYECKYHO OLLEHKY, HO B NEPBYIO OYe-
pedb y4MuTbiBaTbh OMONOrMYecKyo sHaYMMOCTb. [JonyCcTUMO UCNOMb30BaTh NMobble 0DLEeNPUHATLIE CTATUCTU-
yecKkune MeToAdbl; CTaTUCTUYEeCKMUE MeToadbl He0bX0AUMO BbIDMpaTL NpU NNaHNPoOBaHUN NCCea0BaHUS.
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6.3.2 OueHKa pe3ynbTaToOB

ObHapyXeHHble 3 EKTLI OT UCCNEeAOBaAHMS MHOTOKPATHOrO BBEAEHUS AOMKHbI ObITh OLIEHEHBI COBMEC-
THO ¢ ObHapyXeHHbIMN 3 ekTamMn NpeaLllecTBYIOLWMNX NCCneaoBaHU U pacCMOTPEHBI C TOUKN 3PEHUSA TOKCK-
yecknx appeKToB 1 BbIABMEHHbLIX OTKITOHEHWA NMPW BCKPBITUN U TUCTonornn. OueHka Ao/PKHa BKITHoYaTh B cebd
B3aMMOOTHOLUEHUA MeXxay A030U UCMNbITYEMOTo BelllecTBa U HanM4yMem Unn oTCYTCTBUEM, a TakkKe crlydYanHOocC-
TbtO U CTEMEHBLIO CEPLE3IHOCTU Pa3NUYHBIX OTKITOHEHUI, BKNIOYadA NoBeAeHYEeCKME U KIMMHUYEeCKNe OTKINOHEHUS,
MaKpOCKoNMYecKkne rnoBpeXxaeHnsa, MUKPOCKoNUYeckne U3MeHeHUd, YCTaHOBNEeHHble B opraHax-MULLEHSIX,
BIIUAHME HA CMEPTHOCTb U NoDble gpyrue obLne Nnu KoHKpeTHble 3 deKThl.

6.4 3aknwUvntTenbHbIN OTYET

NHdpopmauma, npusedeHHas B 5.4, A0IKHA cogepXaTbCs B 3aKMIOYUTENBEHOM OTYeTe UCCNeaoBaHUS
CUCTEMHOMN TOKCUYHOCTWU NOBTOPHOro BBeAeHUs. [ononHMUTeNnsHO HeobXoaumMo NpeaocTaBUTh CneayoLyio
NHPOPMaLLUIO!

- MACNONb30BaHHbIE reMaToniormyeckne nccrnegoBaHua U pesynbTaThl C COOTBETCTBYHOLWMMNU QPOHOBLIMU
OaHHbIMU;

- CNONb30BaHHbLIE UCCNeaoBaHNA KNMMHUYECKON DUOXUMUN U pe3yNbTaThl C COOTBETCTBYIOLMMU POHO-
BbIMW AaHHBIMW;

- pe3ynbTaTbl TMCTONMOMNH;

- CTATUCTUYECKYIO OLIEHKY pe3ynbTaToB, €CN UCNOoMb3oBanach, n obcyxgeHne nx bMonorn4eckom 3Ha-
YAMOCTMW.

NccnegoBaHue AoNrocpovYHOM CUCTEMHOWM TOKCUYHOCTU npegocTaBnsieT nHdopmauno ob adpdekTax
NMOBTOPHOIO BBeAeHUs UCMNBITYEMOro BellecTBa. JKCTpanonsaunuga pesynbetaToB UCCeaoBaHUA Ha YenoBeka
OencTBUTeNnbHa B orpaHU4YeHHOM cTeneHn, HO OHa MOXeT NpeaoCTaBUTb NONEe3HYI0 MHOPMaLUIC O ACNYCTU-
MOM BO31EeUCTBUN HA YeToBeKa.
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[MpnnoxeHwne A
(cnpaBo4HOe€)

[lyTn BBegeHuUA

A.1 Obowme nonoxeHus

HekoTopble nyTn BBeaeHus nepevncriensl B A.2—A.10. dpyrmne nytn BBeaeHNs MOryT bbiTb Honee KNMHNYECKN 3Ha-
YMMbI U, B TAKOM CIydae, 40MmKHbl BbITb NCNONb30BaHbl. Heobxoanmo ncnone3oBatb Hanbonee NoaxoasiWmMm NyTe BBE4E-
HUA. Vicnonb3oBaHne anbTEPHATUBHOIO NyTU BBEAEHUSA AOIMKHO ObITb 060CHOBaAHO. [1pn mogennpoBaHum NpUeMnemMbiX
NccneaoBaHNM PEKOMEHOYETCH KOHCYNbTaUWS 3KCnepTa.

A.2 NepmanbHbIM NyTb BBeOEHUS

MiccnepoBaHmne CUCTEMHOW TOKCUYHOCTU AePMarnbHO MOXET ObiTb NPUEMITEMO AN HAPYXKHbIX N3genun. Heobxogn-
MO Y4YUTbIBATb OrpaHUYeHne oparibHOro 40CTyna XMBOTHOIO K UCMNbITYyEMOMY 0Dpa3sLy.

A.3 AmnnanTauuns

MiccneaoBaHnsa CUCTEMHON TOKCUYHOCTU NYTEM UMNNAHTAUKMKN MOTYT BbITb NpUeMnemMsl 4N UMNNAHTUPYEMbIX N3e-
nun. VlccnepoBaHne MoOXeT BbiTb NPUEMNEMO ANA HEMOCPEACTBEHHOIO UCMbITAHUA MaTepuana nyTem rnpUMeHeEHns K
OBOLLEMY UITN KOHKPETHOMY y4acTKy. Heobxoanmo NpuHSATL BO BHUMaHWE OPMY U CTPYKTYPY npeamMmeTa ncnoiTatns. MeTo-
Obl nmnnantauum npueeaeHsl B MCO 10993-6.

A.4 NHranauwms

MccnepoBaHmnsa CUCTEMHOW TOKCUHYHOCTU NYTEM MHIANSAUMKM MOTYT ObITb MPUEMNEMBbI ANS N3AENNN C KOHTAKTHON Cpe-
aon, bnaronpusasTHON Ansi BO3HUKHOBEHUS NETYUNX XUMUYECKMX NAPOB, UNY AIA UCNbITYEMOro obpasua asposona/vactuu c
MHransiyMoHHbIM NoTeHunanom. etanu npoTtokona 3Toro Nyt BBEAEHUS NpuBeaeHsbl B BONbLWNHCTBE NCTOYHUKOB MO
MHransuMOHHOWN TOKCUKONOTUMN.

A.5 BHYTPWKOXHbLIN NyTb BBeOEHWS

MiccnenoBaHmnsa CUCTEMHOW TOKCUYHOCTU BHYTPUKOXHBIM MYyTEM MOTYT BbITb MpUeMnemMsl 4Nns N3genum, KOHTaKTUpYy-
IOLLMX BHYTPUKOXKHO. cnbiTyemble 00pa3ubl 0ObIMHO BBOASAT HEMOCPEACTBEHHO BO BHYTPUKOXHYIO 06M1acTb NyTEM UHBEK-
LMK, VIcnonb30BaHMeE HECKONbKUX y4aCTKOB 006paboTKM AOMKHO BbITb YETKO ONMcaHo n 060CHOBAHO.

A.6 BHyTpvMbIWEYHLIN NYTb BBeACHNA

MccnenoBaHmnsa CUCTEMHOWN TOKCUYHOCTU BHYTPUMbILLEYHBIM NYTEM MOTYT ObITb NPUeMNeMbl AN N3aennm, KOHTaK-
TUPYIOLWMX C MbILLEYHOW TKAHbIO, KOTOPAas CnocobCTBYET BbIMbIBAHUIO XUMUYECKUX BewecTB. McnbiTyemble obpasybl
0ObIYHO BBOAAT HEMNOCPEACTBEHHO B MbILLEYHYIO TKaHb NYTEM MHBEKLIMN NN XNPYPINHECKON MMMNIMAaHTaUuKn. Y4acTkn JOI-
XXHb! ObITb BbIOPaHbI C y4eTOM CBEAEHUSA K MUHUMYMY MOTEPU PYHKLNKN NN BEPOATHOCTU BONMK NO NPUYNHE MOBPEXAEHUS
HEPBA, BbI3BAHHOIO HaMNpPsXXEeHUEeM MbILLEYHOro BONOKHA MHBEKUMEN UM UMMNMaHTaunen ncnoityemoro obpasua. [Npn
nccneaoBaHnsX NOBTOPHOW A03bl YH4aCTKN HEOBX0AMMO YepeaoBaTh, TaK KakK, Hanpumep, HEBOAHbLIE COEANHEHUS MOTYT
06pa30BbIBATb HAKOMIEHUSA B TeYeHne bonee 24 4. VIcnonb30BaHMe HECKOIbKUX YHACTKOB 06paboTKM AOMKHO BbITh YETKO
ONMCaHo N 060CHOBAHO.

A.7 BHYyTpVOpPHOWWHHBLIN NYTb BBeAEHNA

MccnenoBaHmnsa CUCTE MHOW TOKCUYHOCTU BHYTPUDPIOWMHHBIM NYTEM MOTYT DbIThb NpUeMnemMs! 4NA N34ENNN, KOHTaK-
TUPYIOLWMX C BPIOLWHON NONOCTLIO, KOTOPas CNOCODBCTBYET BbIMbIBAHUIO XUMUYECKNX BELWECTB. ITO TaKXe SIBNSAETCH Npu-
eMIIEMbIM TMYTEM, €CITM 3KCTPaKT HEe AOIMKEeH BBOAUTLCH BHYTPUBEHHO, HarnpuMep, Npu UCMoONb30BAHUU BbITHMXKW
HEMOMAPHLIX Maces UM NP BO3MOXHOM Hann4mm Yyactuu. Takou nyTe BBEAEHUA NpeanovtuTeneH punbTpoBaHUIO Ans
BHYTPUBEHHON MHBEKUMN. cnbiTyemble 06pasubl 06bI4HO BBOAAT HENOCPEACTBEHHO B DPIOLWHYIO NONOCTh. [1py Bblunce-
HUW YacTOTbl A03bl HEOBXOAUMO YYUTBIBATL, UTO NPeaMeEThlI UCCNeAOBaHUSA, BBOAMMbIE 3TUM NyTEM, abcopbupyoTcs, B
OCHOBHOM, NOPTanbHOW LUMPKYNAUNEN U, TAKUM 0Opa3om, 40 NOCTYNIeHNs B 0bwee KpoBoobpaweHme, 4OMKHbI NPOUTH
yepea neveHb. Heobxoammo npmHATE Mepbl AN 3bexaHnsa MHbEKLUUN B XXENYAOK NN KNLLEYHUK.

A.8 BHyTpuBeHHbLIN NYyTb BBeAEHNA

MccnenoBaHmnsa CUCTEMHOM TOKCUYHOCTU BHYTPUBEHHBIM MYTEM MOTYT BbITb NPUeMNeMsbl 4NA N3AENNN, KOHTAKTUPY-
IOLWKX C KPOBbIO. cnbiTyemble 0b6pa3subl 0ObIMHO MNOMELWAT UMM HENOCPEACTBEHHO BBOAAT B COCYAUCTYIO cuctemy. [pn
HanM4YnMm YacTny HeobXoANMO PaCcCMOTPETb AOCTABKY BHYTPUDPICOWIMHHBIM NYTEM UNK hunbTpaumnic obpasua. Pekomer-
ayemble 06beMbl 403 U CKOPOCTb BBEAEHUS ANS BHYTPUBEHHbLIX NCCNeaoBaHNM Hanbonee 4acTo UCNONMb3yeMbIX BUOOB
nabopaToOpPHbIX XXMBOTHbLIX NPUBEAEHbI B NPUIOXeHUN B.

Heobxoanmo NnpunoXnTb yCUnus ansi CBeAeHns K MUHUMYMY BEPOSITHOCTU U3NULLHEN COCYAUCTON MHBEKLMN UCTIbI-
TyemMmoro obpasua. na nHbekummn, 3aHnmatoLen 5 MmH n bonee, HeoBxXoaMMo paccMOTPETh UCTMONTb30BAHNE UMM bl-«6ab0oY-
KW» NN BHYTPUBEHHOTIO KaTteTepa (KaHonm).

A.9 OpanbHbIM NYyTL BBeOAEHUA

MccneaoBaHmnsa CUCTEMHOWN TOKCUYHOCTU OparbHbIM NYTEM MOTYT ObITb NPUeMnNeMbl ANA U3AENUN, NPAMO UITUN KOC-
BEHHO KOHTaKTUPYIOLWMX CO CMU3NCTON POTOBOU MOSIOCTU, UMK ANA NPOAYKUMN C APYITUM SHTEparnbHbIM NPUMEHEHUEM.
MenbiTyemblie 06pasubl 06bI4MHO BBOAATCA Yeped 30HA. [1o BBeAEHUA NCNbITYEMOro obpasua skecnepmmMeHTarbHbIE XUBOT-
Hble 0ObIYHO AOIMKHbI ronoaaTh. [lepunoa ronogaHmns MoXeT ObiTb OT HECKONBbKMX HacoOB A0 0AHOW HOYU, ¢ Bornee KOPOTKUMMU
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nepuogamMmm Ans XMBOTHBLIX € Bonee BbICOKOW CKOPOCTbIO MeTabonuama. [Nocne nepunoga ronogaHus XMBOTHbIE AOMNXKHbI
ObITb B3BELLEHBI, MOCIME YEro UCNbITyeMbl 0bpasel, BBOAAT OAHOKPATHOW A030W, OCHOBLIBAsICb HA Mmacce Tena. [locne
BBEAEHUS UCMBITYEMOIro obpasua Npuem NUWK MOXeT BbITb OTNOXEH Ha gononHuTenbHble 3—4 . [1pn BBEAEHNN O03bI
OONAMN B TEYEHME ONPEaEneHHOoro nepmnoga HeobxoaAM Mo NPegoCTaBNATE XUBOTHLIM NULLY U BOAY B 3aBUCUMOCTU OT ATU-
TENbHOCTU NEPNOaAa BBEAEHUS.

A.10 lNoakoXHbIN NYyTb BBeAEHUA

McenepoBaHus CUCTEMHOW TOKCUYHOCTU NOAKOXHBIM MYTEM MOIyT ObITh NPUeEMIEMbl ANS U3AENUN C NOAKOXHON
cpenoun KoHTakTa. MenbiTyemble 06pasubl 06bIMHO BBOASAT HENOCPEACTBEHHO B NOAKOXHYI0 06NacTb NyTEM MHBEKLNN NNK
nMmnnanTaumn. Vicnonb3oBaHne HECKONBbKUX y4aCTKOB 06paboTkn A0MKHO BbITh YETKO ONMCaHO N 060CHOBAHO.

14



[OCT P UCO 10993-11—2009

[MpunoxeHve B
(cnpaBo4HOe€)

O01beMbl 4031pPOBaHUA

B.1 O6bwne nonoxeHwunA

[TpMHUMNbI T'YMaHHbIX NCCNEA0OBAHUNA HA XXUBOTHbLIX TPEOYIOT, UTOObLI DbINKM NPEANPUHSATBI BCE pa3yMHble MEpbI MO
CBeAEHUNI0 K MUHUMYMY U YCTPAHEHUIO BCEX HEBNAronpuATHbIX PU3NONOrniYecKux unm natonornyeckux 3o ekToB. 3Ha-
YEeHUs, NPUBEAEHHbIE B Tabnuue B.1, ABNAIOTCA MakcuManbHbIMY Npeaenamm, NpUBeAeHHbIMY B HAYYHOW NnTepaType. B
HacTosIWEeM CTaHAapTe 3TU 3HAYEHUSA HE AO0ITKHbI BOCMPUHUMATBCS KaK peKkoMeHaauum, HO uccriegoBaTenu A0XHbl MPU-
MEHATb BEPXHUE NMPeaenbl N0 OTHOWEHUIO K TakMM pakTopam, Kak macca Tena/mnowaab NnoBepPXHOCTU, CKOPOCTb BBEAE-
HUS, PUBNKO-XUMUYECKME N Bonormvyeckne CBOMCTBA UCMbITYEMOro obpasua n upeamepHoe NCNoNb30BaAHMNE XUBOTHbIX.

Heobxoanmo npeanpuHATb YCUIMUS N0 CBEAEHUIO K MUHUMYMY 06bema A403bl, 04HOBPEMEHHO YYUTbIBAs 3TN DaKTOPbI KOP-
PEKTUPOBKM.

Tabnwuua B.1— MakcnmanbHble 06beMbI AO3NPOBKN NS BBEAEHUS UCTIBITYEMOro obpasua

Bun [1oAKOXKHBIW, MI/KI BHyTpMﬁﬁ;ﬁequlﬁ’ BHyTszﬂ?KL:MHHbIH’ 30HOOBbIW, MI/KI BHyTTnB/irHHb'ﬁ’
Kpbica 20 1 20 50 40
MbiLWwb 50 2 50 50 50
Kponuk 10 1 20 20 10
Cobaka 2 1 20 20 10
ObesbsaHa 5 1 20 15 10

[ PMMEYaAaHWE— Pymaogcma OTA€JIbHbBIX CTPaH MOIYT USBMEHATDL INPUBEAEHHbLIE BblLLE MaKCUMallbHbIE obbe-

Mbl. OBbIMHO pekomMmeHayeTcs, YTOObl BHYTPUMbILLEYHbIE BBEAEHUS ANSA TPbI3yHOB He npeBbiwanu 0,1 mn/y4yactok
(MblWwb) 1 0,2 mn/y4acTok (Kpbica).

B.2 Ccbinkn Ha 00beMbl 4O3NPOBKW
Cwm. bubnunorpadwutio, yactb 2 [10]—[15].
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[MpnnoxeHwne C
(cnpaBo4HoOe€)

PacnpocTpaHeHHble KNTUHU4YeCKUe NPU3Haku u HabnogeHun

Tabnwuya C.1— PacnpocTtpaHeHHble KITMHUYeCKUe NpuaHakm n HabniogeHus

KnuHuvyeckoe HabnwaeHue Habniwaaembin npuUsHaKk 3a0eUCTBOBAHHBbIE CUCTEMbI

PecnmpaTtopHoe 3aTpygHeHue abiXaHus (bprowHoe abl- LleHTpanbHas HepBHAaA, nero4vHas,
XaHue, o4blllKa), OCTAHOBKA AblXaHWUs, UN- | cepaedHas

aHO3, yYalleHHOe ablXaHne, BblAeNEeHUA U3
HO3OpEWN

[1IBUratenbHas akTMBHOCTDb [ToBbILLEHHAA/NMOHWXEHHAA COHINU- LleHTpanbHas HepBHAas, coOMaTo-
BOCTb, MOTEPS pPaBHOBECUS, MNOTEPH 4Yy- | MOTOPHas, CEHCOpHas, HEePBHO-MbI-
BCTBUTENbHOCTU, KaTanencusl, artakcus, | WedyHas, aBTOHOMHas

HeobblvHOE nepeaBumxeHue, npocTpauus,
Tpemop, dhacumkynayus

KoHBYNbCUN KInoHn4eckne, TOHUYECKUE, TOHWUYEC- LleHTpanbHas HepBHas, HEWNpO-
KNe-KINOHNYEeCKne, acuKTUYeCcKne, Onnuc- | MyCKyIbHasl, aBTOHOMHAas, AblXaTerlb-
TOTOHYC Has

Pedhnekcol KopHeanbHbIW, paBHOBECUE, MUOTATU- LleHTpanbHass HepBHas, CEHCOP-
4YeCKNN, CBETOBOW, pedonekec ncnyra Has, aBTOHOMHas, HEUPOMYCKYIIbHas

[ Na3Hble NPU3HAKK Cnesote4veHne, MMO3, MNOPUNA3, 3K30M- ABTOHOMHAS, pasapaXeHue

TanbmMo3, nNTO3, TMNOMYTHEHME,  UPWUT,
KOHBIOHKTUBUT, Xpomogakpuopesi, ocnab-
neHne MmuratenbHon MmemopaHsbl

CepaedvHo-cocyancTtble bpagnkapausi, Taxvkapaus, apuTMus, LleHTpanbHas HepBHas, nepuade-
NPU3HaKW Bazogunartayus, Ba3oOKOHCTPUKUUS pu4veckasi, cepaedHasl, nerovHas

CnoHooTAENEeHne N30bITOUHOE MecTHOE BO3aencTeume

[Tnnonenommoma KecTKkas lWwepceTb ABTOHOMHAaS

AHanres3uns CHMXKeHHas peakyus LleHTpanbHas HepBHas, CEHCOP-
Has

MblLLEYHBIN TOHYC [ MNOTOHWMA, TMNEPTOHUSA ABTOHOMHaA

Kenygo4yHo-knwevHoe Marknn cTtyn, guapesi, pBoTa, MNonuny- LleHTpanbHas HePBHAA, ABTOHOM-

PUs, PUHOPES Hasl, CEHCOPHas, Xenyao4HO-KULLeY-

Hasg MOTOPUKA, NoYeYHas

KoxHoe 24emMa, 3puTema [ToBpexageHne TKaHen, pasgpaxe-
HUe
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[MpunoxeHune D
(cnpaBo4HOe€)

PeKomer,yeMble napamMeTpbl remMartTosnnori, KMUHUYECKOU XMMNUU U aHann3a Mo1u

D.1 NlemaTonorns

noteHuyman ceeprtoiBaemoctn (PT, APTT);
KOHUEHTpaLuuns reMmornobunHa;
reMaToOKPUT;

4yncno TPOMBOLUNTOB;

YNCIO SIPUTPOLUTOB,

YUCNo NENKOUNTOB;

nenkounTapHas popmyrna.

D.2 KnyuHn4dyeckaa XxvmMmus

ansbyMuH;

wenovHasi doccarasa (ALP);

anaHnHamuHoTtpaHcdepasa (ALT);

acnaparvHoBasi tpaHcamuHa3sa (AST);

KanbUWW;

xnopua;

Xonecrepon,

KpeaTUHWH;

ramma-rnytammntpancoepaza (GGT);

[M0KO33;

HeopraHn4eckumn ocgop;

Kanwmw;

HaTPUW;

o6LWmn BUNMPyYoUH;

oo WM Benok;

TpUrnuuepuabl;

a30T MOYEBUHbI;

OONONMHUTENbHbIE PEPMEHTHI, ECNU NPUEMITEMO C HAYYHOWN TOYKU 3PEHUS;
0bLmMe YPOBHN UMMYHOINOBYNMMHA MOryT BbITb PpACCMOTPEHbBI KaK NMNokasaTterb UMMYHOTOKCUYHOCTW.

D.3 AHann3 moumn (cOop paccUMTaH No BPEMEHU, Hanpumep, ¢ 16 oo 24 4)

BHELWHWUN BUA;

BunnpyouH;

rMIOKO3a;

KETOHbI;

CKpPbITasi KPOBb;

benok;

0CaaoK;

cneunduyHas NNOTHOCTb UMY OCMOMOSNANBHOCTD;
o00bEM;

Apyrne nccneaoBaHust, NPUEMIEMbIE C HAYHHOW TOYKU 3PEHUSA, NPU HANTUYUN NOAO3PEHNN, UTO NPEeAMET UCCINea0-
BaHWS Bbl3bIBAET TOKCUYHOCTb KOHKPETHLIX OpraHoB (0ObIYHO TpebyeTcs coop pedpUKNPUPOBAHHLIX NMPO6).
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OpraHbl/TKaHWU, OTMEYEHHbIE 3HAKOM «*», B AOMNONMHEHWE KTMCTONaTONOMMYE€CKON OUEHKE AOMKHbI OblTb B3BELLEHbI, B
TO BPEMS KaK Apyrme opraHbl B3BELWUBAKTCSH N0 HAYYHOW NPUMEHUMOCTU. KnNnHn4eckne n gpyrne obHapyXeHUst MoryT
nokasaTb HE06X0AMMOCTb NCCNEAOBaHNSA AONONHUTENBHbBIX TKAHEW. T akKke HeobXoanMo cCoXpaHUTb Mobble OpraHbl, CYK-

[MpnnoxeHwe E
(cnpaBo4HoOe€)

Cnucok pekoMeHAayeMbIX OpraHoB AN TMCTONaToNnoru4eckon oLueHKu

HaAMOYeYHUKN™;

BCE MaKpOCKONMU4YeCcKne NoBpexaeHus (BKNoYas y4acTkm obpaboTkn);

aopTa;

KOCTHbIN MO3r (beapeHHast KOCTb, pebpo UNu rpyanHHas KOCTb);

MO3r™ (NpeacTaBUTENbHbIE CEKLUMN, BKINOYAs roNOBHOW MO3I, MO3XXE4YOK 1 BapOITMEB MOCT);
cnenasi KNLWKa,;

TONCTas KULWKa,;

OABeHaauaTUNepCcTHas KU LKA,

anmananmMmucel (NpuaaTkm sndka)™;

NULEBOA;

rnasa;

XKESYHbIW NY3blpb (€CNN B HANU4NK);

cepaue’;

NOAB340LWHAs KNLWLKA,;

TOHKas KNLLKA;

MNOYKN™;

NneYeHb ™,
nerkme n BpoHxm (CoOXpaHeHHbIe HAaNOTHEHNEM (PUKCATOPOM N NOCNEAYIOLWLNM MOTPYXXEHNEM );
nmmMmaTrnyeckme yanol (MECTHbIE A5 y4acTKa BBEAEHUA N OTAANEHHbIE AN CUCTEMHbBIX 3P EKTOB);
MOJTOYHbIE Xeneabl (4N CaMoK);

Mbll L bl (CKENETHLIE);

HO34pPEBbIE PAKOBUHbLI {O1151 UHIANSAUNOHHbBIX NCCINEa0BaHNN);

HepB (CeganviHbIV UNn TMbranbHbIV, NPEANOYTUTENBHO pacnonaramwmMnca BOIIN3N MbiLL bl );
ANYHUKN™;

NoOKeNnyaodHas Xxereasa;

OKONMOLWNTOBUAHASA XKeneaa;

rmnodpuns;

npocrara;

NpsiMast KNLLKa;

CITIOHHbIE XXene3abl;

CEMEHHbIE MYy3blPbKY;

KOXa,

CMUHHOW MO3T,;

cereseHka®,;

rpyanHa;

XKenynok;

CEMEHHUKN ™,

TUMYCT;

LM TOBNAHASA Xenesa;

Tpaxes;

MOYEBOM MNy3blPb;

MaTka™ (BKNoYas Wewnky n Tpyobl);

BrRaranuuie.

TalkwnecH BepoATHbIMU OpraHaMnN-MNWLEHAMU Ha OCHOBaHWNN N3BECTHbLIX CBOUCTB UCIbITYEMOIO BELWECTBA.

Heobxoammo NpoBECTU NOMHYI0 TMCTONOMMI0 COXPAHEHHbIX OPraHOB Y TKAHEW BCEX XXKMBOTHbIX B IPYNMNax KOHTPONS U
HauBbICLLEW A03bl. OTU UCCNeJoBaHUSA, HanpaBleHHble Ha KOHKPEeTHbIE OpraHbl/ TKaHW, N0 HEOBXOAMMOCTH, AOITKHbI OXBa-
TbIBaTb XXMBOTHbIX U3 BCEX APYIMX IPYNMN AO03NPOBKW, €CNU B IPynne HamBbICLWLEN J03bl HABNIOAATCA N3MEHEHWNS], CBSI3aH-

Hbl€ C BO3AENCTBUEM.
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MpunoxeHune F
(cnpaBo4HOe€)

UHdopmaLma no nuporeHam, onocpefoBaHHbLIM MaTepuanom

[TMPOreHHOCTb — 3TO CNOCOBHOCTb XMMMYECKOIO areHTa Unu Apyroro BEWECTBA BbI3blIBATb NUXOPAA0YHYI0 OTBET-
HYO peakunto. [NMnporeHHble peakumm MoryT ObITb ONOCPEA0BaAHbI MATEPUANOM, SHAOTOKCUHOM U APYTMMU BELLLECTBAMMU,
TAKMMM Kak COCTaBNSOLWME rpamnonoXnTenbHbiX bakTepun n rpnbos. HacTosawmnm ctaHgapT OTHOCUTCSH K NMPOreHHOCTHN,
OornocpeaoBaHHON MaTepuarom.

MccnepoBaHne BCeX HOBbIX MeANUMHCKUX U3aenunu Ha NMPOreHHOCTD inN Vivo He SIBMAETCH HEODX0AUMbIM. TeM He
MEeHee, maTtepuarsl, cogepXxalmne HOBble XMMUYECKNE COEUHEHNA NN BELLECTBA, KOTOPLIE paHee BbI3biBanu NUPOreH-
HbI OTBET, AOINMXHbl ObITb OLleHEeHbl Ha NpeaMeT NMMPOreHHOCTU, oNocCPeaoBaHHOW MaTepuanom. KoHTaMmHauns 3SHOOTOK-
CUHAMWN MOXET OblTb UCTOYHUKOM NUPOreHHOW peakunun, KOTOpYIe cneayeTr oTnuyaTtb OT MUPOreHHOW peakuuw,
ornocpeaoBaHHON MaTepuarnom.

"IMporeHHoOCTb, onocpeaoBaHHasA SHOOTOKCUHOM

"IMPOreHHOCTb 3TOro TUNAa, Bbl3aBaHHAA BMONOMMYECKN aKTUBHbIM 3HOOTOKCUMHOM rpamMoTpuuarenbHbiX DakTepun,
ABMACLWMMCS NPUMECHIO NpoLecca NPon3BoACTBa MeANLMHCKUX U3aenuin, 006bIYHO BbI3bIBAET NOBbILWLEHUE TEMMNEPATYPHLI.
OueHnBaeTcs NyTeEM U3AMEPEHUSA KONTMYECTBA SHOAOTOKCUHA B N34eNNSAX SHAOTOKCUH-crieundmnynbiMm LAL (nn3at amebouum-
TOB MEYeXBoCTa)-TecToM 6e3 NpoBeAeHUs NCCIeA0BaHUA Ha Kponnkaxa),

"IMporeHHoOCTb, onocpeaoBaHHas MmaTepuanom

"IMPOreHHOCTb 3TOr0 TUNa BO3HUKAET MO NPUYNHE PAKTOPOB, HE CBA3aHHbIX C 3HAOTOKCMHaAMWU. HuXe npuBoanTCH
CNUCOK BELWLECTB, 0 KOTOPbIX NU3BECTHO, YTO OHU BbI3bIBAIOT NUPOreHHYI0 peakuunio, He byayyum SHAOTOKCUHAaMMN:

- 3HAOreHHble nuporensl (Hanpumep, IL-1, IL-6, TNFa, INF-v);

- npocTarnaHguH;

- MHAYKTOPLI (HANPUMEP, NonnageHunnoBas, nonnypunannoBasi, nonMbnoHOCMHOBAA 1 NONUPUBOLNTUANNOBAS KUC-
NnoThl);

- BELLECTBA, Hapywatwme PyHKUNIC TEPMOPErynupyoWwmx LeHTpos (Hanpumep, JICH, kokanH, mophun );

- pasbeguHalwme areHTbl okengatneHon docdopunsaumm (Hanpumep, 4, 6-AUHUTPO-0-KPE3or, AUHUTPOMEHON,
NMMKPUHOBAS KUCIOTa);

- N-thbeHnn-f-HapTunammH n anbgo-c-HaPTUNAMUH (MEXAHN3M NMTUXOPAAKN HEN3BECTEH);

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

- HenmpomMmeauaTopbl (Hanpumep, HopagpeHanuH, CEPOTOHUH);

- B HEKOTOPbIX CNyvasiX TakMe MmeTanrbl, Kak CoOnu HUKens.

ns onpegeneHnst NMPOreHHOCTH, 0OYCNOBMEHHON MAaTEPUATOM, B HACTOSILLEE BPEMSA PEKOMEHAOYETCH UCCIe40Ba-
HME NMMPOreHHOCTU HAa KPOINUKaX, KOTOPOE MMEET LUMPOKUU Ananas3oH 0DHapyXeHUA MMPOreHHOW akTUBHOCTU. MeToab! Npo-
BEeOEHUSA NCCrneaoBaHUs NMUPOreHHOCTU Ha Kponukax npusoastes no Papmakonee CLIA, EBponenckon ®apmakonee,
AnoHckon ®apmakonee. LAL-TeCT HE ABNAETCHA NPUMEHNMbBIM A4NA onpegeneHns NMPOreHHOCTU 3Tnx BewecTs. B cnyvae
pa3paboTKn N yTBEPXKAEHUA APYrMX METOA0B onpeaeneHns HeEAHAOTOKCUHOBOW NMUPOreHHOCTU TaKoBble ByayT paccMoT-
PEHbI B KQYECTBE 3aMeHbl NCCNEAOBAHUSA HA KPOIUKaX.

HoBown pa3paboTkon SBNATCHA NPobbl, OCHOBAHHbLIE HA LMTOKMHHOM Bblbpoce MOHOUMTaMu/Makpodaramm, KoTo-
pble COoCOBHbI OBHAPYXNTb NUPOreHHOCTb, CBA3AaHHYIO C COCTABMNAWUMU rPaMOTPULATENBHbBIX U TPAMNONOXUTENbHbIX
bakTepun n rpnbos. 3TN NPobbI HE YTBEPXKAEHI ANK onpeaeneHns NMPOreHHoOCTN, oNocpeaoBaHHOW MaTepuanom.

3 LAL-TecT: AAMI/ST72 — baktepnanbHbin 3HAOTOKCMH — MeTogonornm nccnegoBaHus, perynsapHbiv KOHTPOMNb
N anbTEePHATUBbLI CEPUNHBIM UCCITE40BaAHUSAM.

LAL Testing: AAMI/ST72 — Bactenal Endotoxin — Test methodologies, routine monitoring, and alternatives to batch
testing.
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MpunoxeHnve G
(cnpaBo4HoOe€)

CBefeHUA 0 COOTBETCTBMU HaLMOHaNbHbIX cTaHaapToB Poccumnckon ®epepauuu
CCbINTOYHbIM MeXAYHapoAHbIM cTaHAapTam

OBo3HaYvYeHUE CChITOYHOIO
MEXAYHAPOAHOro craHaapra

Obo3Ha4YeHue 1 HAaMMEeHOBaHKe CooTBEeTCTBYHOWEero HaunMoHaNnbHOro CtaHaapTa

NCO 10993-1 [OCT P CO 10993-1—2009 OueHka bB1Monornyeckoro 4encTBus MeauumMHCKUX N3a-
aenvn. Yactb 1. OueHka n nccneaoBaHus
NCO 10993-2 [OCT PINCO 10993-2—2009 OueHka B1uonorm4eckoro 4encTBmus MeanUMHCKUX N3-

nenun. Yactb 2. TpeboBaHus K 0b6paLlLeHUIo C XXUBOTHbIMUA

NCO 10993-12

[OCT

P NCO 10993-12—2009 OueHka BMoONorM4eckoro AeUCTBUs MeanUMHCKUX

nagenun. Hacto 12. lNpurotoBnexHmne npod n ctaHgapTHble 0bpasubl
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