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BBefieHune

CobntogeHne nonoxeHuii ctaHgaptos cepun TOCT P MCO 10993 «OueHKa 61M0nornveckoro fei-
CTBUA MEANLMHCKUX U34eNniA* no3BoaMT 06ecneydnTb CUCTEMHbIN MOAXO4 K MCCMeoBaHM0 6uonoruyec-
KO [eliCTBUS MeAULIMHCKUX WU3AeNNiA.

Llenbto aTMX CTaHAAPTOB He ABNSAETCA 6e3YC/I0BHOE 3aKpersieHne KOHKPETHbLIX METOA0B McCnefoBa-
HWA WM uchbITaHWi 3a rpynnaMu OLHOPOAHbIX MELWLMHCKUX W3Le/INA B COOTBETCTBUM C MPUHATON
KnaccmmKaumein no BUAYy U ANNTeNbHOCTU KOHTaKTa C OpraHvM3MOM 4YesioBeka. [103TOMy niaHMpoBaHue
1 NpoBeAeHMe UCCNeJ0BaHN N UCMbITaHWI AO/MKHbI OCYLLECTBAATL CNeLnanncTbl, UMelLne cnewnans-
HYI0 MOAFOTOBKY M OMbIT B 06/1aCTU CaHUTAPHO-XMMWUYECKOM, TOKCMKOMOrMYEeCKol 1 6monornyeckom
OLLEHOK MEeAULIMHCKUX U3AeNnii.

CTaHgapTbl 3TOW cepun SAABMSIOTCA PYKOBOAAWMMY AOKYMeHTamMy &Ts1 MPOrHo3MpoBaHua 61Monoru-
YeCKOro [AeliCTBUA MeAULMHCKUX M3fennii Ha CTaguu Bblbopa MaTepuasioB, NpeAHasHaYeHHbIX ANns ux
M3roTOB/IEHNS, a TaKKe 4Nl UCCcneoBaHWlA rOTOBbIX 06pa3LioB.

B ctaHgapTbl cepun FTOCT P MCO 10993, nmetoLLme rpynnoBoii 3aro/ioBoK «M3genna meguumMHCKue.
OueHKa 61M010rMYecKoro AencTBUA MeAULMHCKNUX U3AENNR*, BXOAAT CrefyloLlme 4acTu:

- YacTb 1—oUeHKa 1 nccnesoBaHus;

- 4yacTb 3 —wuccnefoBaHVe FeHOTOKCUMYHOCTU, KaHLEepOreHHOCTM M TOKCMYEeCKOro AencTBMSA Ha
PenpoayKTUBHYIO (DYHKLNIO;

- 4acTb 4 — nccnefoBaHne U3Lenunii, B3auMOLENCTBYIOLNX C KPOBbHO;

- 4acTb 5 — unccnefoBaHMe Ha LUTOTOKCUYHOCTb: METOfAbI in Vitro;

- 4acTb 6 — nccnefoBaHMe MeCLUIOro AeicTBMA NOc/e UMNIaHTaumu,;

- 4acTb 7 — OCTaTO4YHOEe COAep’>KaHue 3TH/IEHOKCKAA Moc/e CTepuIn3aunn:

- 4acTb 9 — OCHOBHbIE MPUHLMNbI NAEHTUPUKALUN N KOSIMYECTBEHHOI0 ONpeaeneHns noTeHUab-
HbIX MPOJYKTOB AECTPYKLUN;

- YyacTb 10— vccnefoBaHve pasapaxatoLero n CeHCUBUNN3NPYIOLLLEro AeicTBMA:

- yacTb 11 — uccnefoBaHUe 06LLETOKCMYECKOTO AeACTBUS:

- YacTb 12 — npuUroToB/ieHe NpPo6 1 cTaHAapTHble 06pasLbl:

- 4acTb 13 —wufeHTUHUKALUA U KOJIMYECTBEHHOE OMNpefesieHre NPOoAyKTOB AeCTPYKLMM Nonnumep-
HbIX MeAULMHCKUX U3aenuii;

- YyacTb 16 — mofenvpoBaHne 1 nucciefoBaHe TOKCUKOKNHETUKWN MPOAYKTOB LeCTPYKUUN U BbIMbI-
BaHWA.

HacTosiwumiA cTaHAapT ycTaHaBNMBAEeT MeTOAbl OLLEHKMN MOTEHLMANbHOr0 06LLEeTOKCUYECKOro feicT-
BUSI MESULMHCKNX U30ENNIA.

MeTogbl nccnefoBaHUA, YKas3aHHble B CTaHAapTe, B3SATbl M3 MEXAYHAPOAHbIX, PErvoHa/IbHbIX U
HaUMOHa/IbHbIX CTaH4APTOB, AVPEKTMB U HOPMATMBOB. METOAMKM OMpese/ieHNst OCTPO TOKCUYHOCTU Ha
6enbIX MbILAX U UCCNefoBaHUI MUPOreHHOCTH, NpUMeHseMble B Poccum, npusefeHbl B NpuaoxeHnn b.

[JonyckaeTcs NpMMeHeHMe Jpyrux MeTOA0B, 06ecneymBaloLmMX OLEHKY 6MO0I0rMYecKoro feicTeums
MeANLMHCKNX W3Aenunii B COOTBETCTBUM C TPeBOBaHUAMWU MeXAYHapOAHbIX CTaHAapTOB Ha NPOAYKLMIO
KOHKPETHbIX BUOB.
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FOCYOLAPCTBEHHbBLIN CTAHALAPT POCCUNCKOMN OSGEOLEPALMUN

M3penva meguumHcKue
OLIEHKA BUOJTIOFMYECKOI O JIEMCTBUA MEAULMHCKUX U3OENNN

Yactp 11

ViccnefoBaHve 06LLIETOKCHUECKOro eicTBrS

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

[ata seegeHns 2002—01—01

1 O6nacTb NpYMeEHeHMs

HacToAwuii cTaHaapT ycTaHaB/IMBaeT MeTOAbI OLEHKM MOTeHLUa/IbHOr0 06LLETOKCHUECKOro AeincT-
BUSI XMMMWYECKMX KOMMOHEHTOB, MUTPUPYIOLLUX B OPTaHU3M M3 MeAULMHCKUX U3aenuii.

HacToAwmiA cTaHAapT pacrnpocTpaHaeTcsl Ha OLEHKY KOHEUHOro MpoAyKTa WM KOMMOHEHTOB ero
BbIMbIBaHVS. VIcCnefoBaHUS BbITSDKEK U3 U3LENMsS WU NPOAYKTOB BbIMbIBAHWSI CMedyeT NPOBOAUTL C
MCMo/b3oBaHMEM MOAeNbHOM cpedbl, KoTopas o6ecneunBaeT MaKCUMa/lbHYIO SKCTPaKUMIO NPOAyKTOB
BbIMbIBAHUA [/151 fa/ibHELero 61on0rMyeckoro NcCneaoBaHus.

2 HopmaTuBHble CCbINIKK

B HacTosLleM cTaHAapTe MCNONb30BaHbl CCbIIKM Ha CNefyroLine cTaHaapTbl:

FOCT P CO 10993.1—99 W3genns meguumHckue. OLeHKa 61M0n0rnveckoro eiicTBus MeguLmnH-
CKUX nsgenuii. OueHKa 1 nccnefoBaHms

FOCT P CO 10993.3—99 W3penusa megmumHckme. OueHKa 61M0M10rMyeckoro 4eicTBust MeguLmH-
CKUX mn3genuii. Metogbl MccneaoBaHUs reHOTOKCUYMOCTW, KaHLepOreHHoe™ 1 TOKCUYeCKOro felicTBus
Ha PernpoAyKTUBHYIO (PYHKLUUIO

NCO 10993-2—92* OueHKa 61010rM4ecKoro AeCTBUS MeAULMHCKMX m3genuii. YacTtb 2: TpeboBa-
HUA K 3almTe XUBOTHbIX

AMEPUKAHCKNIA HaLMOHaNIbHbIA MHCTUTYT cTaHAapToB/ AMeprKaHcKas accoumnanmsa 3y6HbIX Bpadel
Ne 41 OueHKa 61M010rMYeCKOro AelicTBMA CTOMATO/IOMMYECKUX MaTepuasio™

AMeprKaHCKoe 06LLEeCcTBO MO UCMbITaHUAM 1M MaTepnanam F 619:1986. MpaKTuyecKoe PYKOBOACTBO
Nno 3KCTPakUMn U3 MefULMHCKUX nnacTukos®, Tom 13.01

AMepuKaHCcKoe 00LLeCcTBO MO UCMbITaHMAM 1 MaTepuaniam F 750: 1987, MpaKTuyeckoe pyKOBOACTBO
Nno MCCNefoBaHMIO BbITSXEK U3 MaTEPNasioB Ha 06LLYI0 TOKCUYHOCTb B MHBEKLVMOHHOM 3KCNEPUMEHTE Ha
MbILLAX*

BpuTtaHckuii ctaHgapT 5736: YacTb 5: 1982* OueHKa 6M0/10rM4ecKoro pucka, CBA3aHHOro ¢ Meau-
LUMHCKUMW n3genuamn. YacTb 5. MeTog mnccrnegoBaHns Ha 06LLLeTOKCMYECKOe AeCTBUE; OLeHKa BbITSHKEK
U3 MeAULNHCKNX U34eNNA Ha MUPOreHNoCTb Ha KPOomKax

LLiBeiiyapckunin ctaHgapT 119800 OueHKa 6MOI0MMYECKOro AeACTBMSA CTOMATOMOMMYECKNX MaTepuma-
nos*, LlBeiuapckas accoumauus no ctaHgapTmsalmm

EBponeiickas thapmakoness XXII. 1990*

O3CP —PyKOBOACTBO M0 TECTMPOBAHUIO XMMNYECKUX BELLECTB*

OmuymanbHbIii XypHan EBponeiickoro coobuiectsa. 79/831*

OdmymanbHblii XypHan EBponelickoro coobulectsa, 84/449*

OdwmumanbHbIi XXypHan EBponeickoro coobuiectsa, 87/302*

CBog defepasibHbIX HOpMaTUBHbLIX JoKymMeHToB CLLUA 1500.40: MeTog TeCTUPOBaHNA TOKCUYECKNX
BeLLlecTB*

3MNA CLUA IMb 86/108958*

* MexgyHapogHble ctaHaapTel —Bo BHUWKI TocctaHgapTa Poccuu.

M3aaHne odmumanbHoe
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3MA CLUA I'1b 89/124077*

P OA CLUA TOKCMKOMOTMYeCKMe MPUHLNNBLI OLeHKN 6e30NacHoOCTU NULLEBBLIX A06aBoK. 1982*

dapmakoness CLLA XXII: TecTbl Ha 6M0N0rMYecKyo peakTMBHOCTbL in vivo. The National Formulari
XVII. Rockville. MD, Pharmacopeial Convention. 1990*. pp. 1497-1500

3 Onpepfenexus

B HacTosiLemM cTaHfapTe UCMONb3YT TepMUHbI, npuBefeHHble B TOCT P MCO 10993.1, a Takxe
CNefytoLLIne OnpeaeneHns:

3.1 mogenbHas cpega: XXUAKOCTb, KOTOPYIO MCMOMb3YIOT A1 3KCTPaKLMM NPOAyKTOB BbIMbIBAHUS U3
n3genms.

3.2 BbITAXKa: XKWAKOCTb, MOABEPraloLLasacs M3YYEHUIO C Lenblo BbISBEHWSA ee 6MO0I0rMyYecKom
peakummn Mocne TOro, Kak usgenne noaBeprsiocb B Heil 3KCTpaKLuu.

3.3 obpasey: WM3genve nnm et yacTb, nofsepraemble UCCNEL0BAHUIO.

3.4 x0n0cToM KOHTPO/b: MofenbHas cpega, He cofepkallas obpasel, NCnosibdyemasi B UCCNe0BaHNN
ATS CpaBHEHUA C BbITSHKKOMA.

3.5 obLeToKcuYecKoe fencTBue: TOKCMYeCKoe [eiiCTBUE HA BECb OPraHU3M.

3.6 ocTpas TOKCMYHOCTbL: HebnaronpusATHbIV 3pdeKT, BOHUKAOLWWIA Nocne BBeLEHNS 04HOKPATHOWN
WM MHOTOKpPaTHbIX 03 Ucciedyemoli Npobbl B TedeHne 24 u.

3.7 nopocTpas TOKCUYHOCTL: HebnaronpuaTHbIA adeKT, BOZHMKAIOLWWNIA Nocne exXeqHeBHOro BBe-
[EHUS1 OAHOKPATHOM WM MHOTFOKpaTHbIX 403 MccneayeMoii Npobbl B TedeHre 14 — 28 fgHeld.

3.8 cybxpoHMYecKas TOKCUYHOCTb: HebnaronpusiTHbIN 3(eKT, BOSHMKAKOLMNIA NOC/e eXXeLHEBHOI0
BBeJEHUS O4HOKPATHOW UM MHOTOKPATHbIX 403 Mccne(,)cyemoﬁ npo6bl B TeYeHMe YacTu 06LLLe NPOSOIXKN-
TeNbHOCTW XM3HW (06bI4HO 90 fHel, HO He 6onee 10 Y0 NPOAO/IKUTENLHOCTU XKU3HMN).

3.9 wuccnegyeman npoba: Msgenvie nnm BbITSHXKKA U3 HEFO, UCMO/b3yeMble AN U3yUYeHUs 06LLeTOKCHU-
YeCKOro AencTeus.

4 TMopgrotoBka Npoobbl

4.1 O6wwe TpeboBaHWsA

MauuneHT MOXeT nogseprarbCs BO3AENCTBUIO Pa3/IMYHbLIX YC/IOBUA U COCTOSIHWUI, CBA3AHHbIX C MPU-
MeHeHVeM n3genus. Mccnegyemble 06paslibl 0TOMPAKOT C YH4ETOM YCN0BUIA, B KOTOPbIX 06bIYHO UCMO/b3YOT
usgenve. VIsMeHeHWst yCNOBWIA 3aHOCAT B OT4HeT 06 MccrnefoBaHUM BMeCTe C 060CHOBaHUEM.

ViccnegoBaHvie NPOBOAAT Ha rOTOBbIX K YNOTPe6/eHNIO N3AeNNaX U MaTepuaniax uim penpeseLlaTmBmbIxX
o6pasuax KOMMOHEHTOB rOTOBOMO K YNoTPeb/ieHNIo n3genns. B oTAeNbHbIX Cy4dasxX MOXHO Takke PeKOMEH-
[oBaTb nccnefoBaHe Kakux-nnmbo KOMMOHEHTOB OTAENbHO UK cpasy Xke NocTe C60PKU KOHEUHOro 13fenuns.

4.2 TlpumeHeHWe ¢opm

Ecnu gns npuroToBfieHNs mccnefyemblx Mpob MCNonb3yoT opMy, OHa He A0/KHa B3auMOfelCTBO-
BaTb UM OTPULLATENIBHO BNNATL HA MaTepuas obpasHa. Bciyyae He06X0ANMMOCTM UCMOSb3YIOT NOAXOAALLYH0
N30NUPYIOLLLYIO Cpegy.

4.3 TMonupoBaHHble MaTepuabl

Ecnu roToBble K ynoTpe6ieHMo n3genms noavpyoT, TO MOBEPXHOCTbL o6paslia 06pabaTbiBatoT Tak
Xe. Monupyrowyto cpegy 3aTemM MOMIHOCTbIO yAansAloT. OCTpble Kpas 3akpyrnsawT TaK. Kak Toro TpebyeT
NPUMEHEHNE N3LeNuns.

4.4 Ycnosus NpounsBoACTBa

KOMMOHEHT vnu un3genve, ucnonb3yemoe B KadyecTBe o6pasua, nofsepratoT BO3AENCTBUIO TeX ke
YCNoBuWiA 1 BELLECTB, KOTOPbIM OHW MOABEPratTcs B NpoLecce NPoM3BOACTBa (0TMbIBKA, YNaKoBKa, CTe-
punusauusa n T.n.).

4.5 Crepunusaums

M3penvsa, npuMeHsiemble CTEPWU/IbHBIMU, WCMOMb3YIOT MOC/Ee CTepUIM3aLUn C yKasaHueM crnocoba
cTepuansaumm.

4.6 Pur3nyeckoe coCTOAHME obpasLa

4.6.1 Martepuasnbl, NpefHa3HayYeHHble 4719 NPSMOro KOHTaKTa (Hanpumep >XMAKOCTb, Macta Wi refb),
nccnedyroT, He NoABeprast MoguthnKaLmm, B aKCNepUMeHTaX C KOXXHO anninkaumein v opasibHbIM BBeEHUEM.

4.6.2 TlopolwKu (HanpvmMep NPOAYKTbI, OTHOCALLMECA K Knaccy abcopbeHTOB) MCCeAytoT npsMbIM
HaHECEHWEM WAN FOTOBAT M3 HWUX MacTbl C UCMO/Ib30BAHMEM MNOAXOASALLEr0 PacTBOPUTENS WU XWUAKOrO
gucnepcaHTa, a MmoTOM HaHOCAT.

4.6.3 XKugkocTu uccnegyroT NpsMbIM HaHeceHMeM NGB0 nocne Mx pasBefeHus.

MexayHapogHble ctaHgapTel —Bo BHUWKI Tocctangapta Poccuu.
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XKnakune matepuranbl, Takme Kak cripeil uam YepHUna, npegHasHayeHHble K MPUMEHEHUWIO B BbICYLLIEH-
HOI (hopMe, HAHOCAT B BUAE TOHKOrO C/1051 Ha CTEK/0, BbICYLLUMBAIOT, @ 3aTeM MOABEPratT 3KCTPaKLuK.

4.6.4 Taepgpble matepyasibl UCCNeAYOT NP NPSIMOM KOHTaKTe C KOXEN.

Ecnn Heobxogmmo, TBepablli MmaTepuvan pacnbLIAT WM CMadvBaloT vMbo BOAOW, NMn60O Apyrum
pacteopuTenem (5.4), He BbI3bIBaOLLMM pasgpakeHne, obecnevnBas XOPOLUNIA KOHTAKT C TKaHAMM.

5 MeTofbl NONYYEHNs BbITSXKEK U3 MEAULMHCKNX 13aenuii

5.1 ToscHeHwne

5.1.1 lMpuBeAeHHble METOAbl MOMYYEHUS BbITSXKEK W3 M3AeNuUid Anst fanbHelilero uccnefoBaHust
ABNSAKOTCA 06LWMUMM 418 BCeX BUAOB W3AENWNIA, OAHAKO MPU HEOOXOAMMOCTM MOFYT 6bITb M3MEHEHbI A/t
KOHKPETHOr 0 n3genusi.

5.1.2 YcnoBusi NpoBeAeHNS 3KCTPaKLUMM M O T 6bITb BbIGpaHbl 60/1e€ XECTKMMU, YeM Te. B KOTOPbIX
n3fenune NPUMEHSIETCS B MeLMLMHCKON NPaKTUKeE A5 OnpejeneHnsl NoTeHLMaNbHOro0 prcka TOKCMYECKOro
JelicTBUSI 6e3 3HAUMTENbHbIX M3MEHEHWI MaTepuasia, KOTOpble 06bIYHO He MPOUCXOAAT B peasibHol
npakTVKe, HaNpUMep 3aTBepAeHVe MW NnaBeHne. Ecnmn Bo3aeicTBIE B YCN0BUSIX KIMHUYECKOTO NprMe-
HEHMS W YCMOBUS MPOM3BOACTBA M3AENNS YETKO OMPeAeseHbl, BbIGMPAOT YCMI0BMSA MNMPOBEAEHNA 3KCTpa-
KUMKW, UIMUTUPYIOLLME BPEMS U TeMnepaTypy BO3AEACTBUS MpY NPUMEHEHUN U3denus.

5.2 TMoaroToBka obpasya

O6paseL, roTOBAT, pa3ae/iviB ero Ha YacTu; AONYyCKaeTCs McCrefoBaHme Lenoro obpasua.

Ecnun matepuranbl HEBO3MOXHO pasfe/inTb, He HapyLuasi UX Npupoibl, MAEHTUUYHOCTU UAN LeNOCTHOC-
TW. N BbIYUC/NEHHDbI 00bEM MOAENbHOM CPeAbl He MOKPbIBaeT obpasel, (Hampumep CAOXHbIE U3Lenus,
MeTa/I/IMYecKne npeameTbl, BHYyTPEHHWE MOBEPXHOCTU MELLKOB W T.[,), UCMO/b3YOT MUHUMANbHOE KO-
YeCTBO MOJENbHONM cpefbl, KOTOPOe MOKPOET WCC/efyemble MOBEPXHOCTM. ATS 06pasyoB HebO/bLIOro
pasmMepa NPoBOAAT 3KCTPAKLMIO HECKO/IbKMX 06pa3LL0B 04HOBPEMEHHO, YTOObI BbITSKKM 6bI10 LOCTATOUHO
4nsa nccnegoBaHus. B 3aBUCMMOCTM OT Buga o6pasua Bbl6MparoT 1160 onpefenieHHY Maccy (C TOYHOCTbH
40 0.1 r), nn6o nnowaab NoBepxXHOCTM obpasua (C TOYHOCTLIO 0 1CM2), NOABEPratoLLErocs 3KCTpaKLmm.
PernctTpupytoT 06beM BbITSKKM.

5.3 Tpe6oBaHus K 06pasLy

53.1 COOTHOLLEHME NoLany NoBepXHOCTU 06pasua K 06beMy BbITSXKKM NpuBeAeHO B Tabnuue |.

Ta6bnunuya 1

CooTHOWEHUE nnowaan NOBeEPXHOCTU U

®opma usgenua TONWMWHA., MM “
ob6bema MOAeNbHOW cpefbl
MneHka nan nnactTuHa (M301HPO- [o 0.5 6 cM* Ha 1mnl;
BaHHas WM B BWUAE MOKPLITMA Ha o1 0,500 1 3cm- Ha 1mn"
CTeKne)
Tpy6kn [o 0,5 (cTeHka) 6 cM2 Ha 1mn2%
ot 0500 1 (cTeHka) 3cm2 Ha 1wmn2
MAnTKK, TPY6KM 1 hoOpMOBaHHbIE Oor1l 3cm2 Ha | mn3
1raacvs
W3penus HenpaBwbHOW (HOPMbI — 0.2 r obpasHa Ha 1wmn

(nopoLwku, NuaAn, n 1. 4.)

1YunTbiBatOT 06€ CTOPOHDI.
CyMMa BHYTPEHHE 1 BHELUHEen NoBepXHOCTEN.
” YuuTbIBalOT BCE NOABEPraeMble NCCMef0BaHNI0 NOBEPXHOCTY.

Mpumeyva HW c- [lonofHUTENbHble NOACHEHMMN AaHbl B TOCT P MCO 10993.12.

5.3.2 O6pasupbl JO0/HKHbI 6bITb TAKUX pasmepoB, YTOObI ObI10 YA4O0O6HO NOMECTUTb UX B COCYAbl A/1A
3KCTpaKLUun; BCe MOBEPXHOCTUN 06pasLoB AO/MKHbI 6bITb MOHOCTBIO MOKPbIThI MOAE/TLHON Cpefoi.

5.3.3 MN3penua noctaeBnaloT CTePUSIbHbIMU W/WMAW YyNakoBaHHbLIMW B FOTOBOM K MPUMEHEHUIO B
MeAVLIMHCKON npakTuke Buge. CrnefyeT yYnTbIBaTb, YTO JONONHUTE/IbHbIE MAHUMNYNAUUA 1N BO3AENCTBUSA
BbICYLLUMBAIOLLMX TeMMepaTyp MOryT OTpMLAaTe/lbHO MOBAUATL Na pe3yNbTaTbl UCC/IEA0BAHWIA.

5.3.4 TpegHa3HayeHHbIN 4na 3KCTpakuMm obpasel, NMpOMbIBAKOT M BbICYLLMBAIOT, €C/IM €ro MoBepx-
HOCTb Ka)KeTCsl 3arpsi3HeHHOV wnau 3Toro TpebyeT mpoueAypa aKcTpakuuu. MaTepran NpoMbIBaKOT 04U-
LLleHHOM BOAOW WM BOAOW AN WMHBEKUWIA. Mpy HeobxoAaMMocTM o06pasel, MPOMbIBAOT MOBTOPHO W
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BbICYLUMBAIOT Meped 3KCTpaKLueld, ecnnm 3To TpebyeTcs Ansi 06ecneveHUsi COBMECTUMOCTU C BbITSDKKOMA.
Ecnmn obpasew, YACTbIN, er0 MOXHO He NPOMbIBaTb, TaK Kak B TaKOM C/lyvae pesy/bTaT nccnegosaHus oyger
OTpaXaTb XapaKTep npoecca NpoM3BOACTBA M CAMOro MaTepuana.

5.35 CnegyeT ybeguTbCcsi B TOM, YTO COCYAbl 4151 3KCTPaKLMW He BCTYnawT BO B3aUMOAENCTBME C
BbITSKKOM M3 MUCCNedyeMblX MaTepuasios.

5.4 MogenocHas cpega

B KauecTBe MOfeNbHbIX CPef MCNONb3YKT Penpe3eHTaTUBHbIE IKCTPareHTbl, CNOCO6HbIe 3KCTparu-
poBaTh LUMPOKMIA CMEKTP BELLECTB B COOTBETCTBUM ¢ 5.4.1 —5.4.3.

MpumevyaHue —Oco60e BHUMaHMWe cnenyet OﬁpaTVITb Ha 6MoCcoBMCCrMMacTb MO,qu'IbHOVI cpejbl.

5.4.1 K nonspHoin mogencHol cpeae OTHOCAT (hM3MON0TNYECKUIA PacTBOp.

5.4.2 K HemonspHOl MofenbHOM cpefie 0THOCAT HeTpasibHble Macna (Hanpumep PJIC gpakumoHu-
poBaHHOe KOKOCOBOE Macno; bpuTaHckas apmakonest 73) Unu pacTuTeslbHOE Macno (HanpumMep KyHXyT-
HOe Un x1o0nNKoBoe macno: Esponelickas apmakones nnm dapmakonest CLLUA). IMpu aToM pacTuTenbHble
mac/na fIo/MKHbI 6bITb CBEXepaPUHMPOBaHHbLIMU.

5.4.3 K fononHWTeNbHbIM MOAENbHbIM CpedaM OTHOCAT CAMPT—BOAY, CNUPT—{U3NO0I0rnYecKunii
pacTBop, MOANITUIEHTIMKONL 400. AMMETUNCYNbMOKCUL. MUHUMAIbHBIE CPEfbI C COAEPXaHMEM CbIBOPOT-
Kn TeneHka 5 — 10 %4 passefeHHbIA NOBEPXHOCTHO-AKTUBHBIN areHT, OUMLLEHHYIO MOdy, BOAY AN WHb-
eKUWiA 1 [UCreprupyoLime areHTbl.

5.5 TpuroTtoBneHve BbITSXEK

O6paseH, npefHasHayveHHbIVi AN 3KCTPaKUUM W MOArOTOB/IEHHbIVW COOTBETCTBYIOLMM 06pa3oMm,
NMoMeTalT B CMeuyabHbIi Cocyq 1 406aBAA0T BbIGPaHHYIO0 MOAEbHYIO Cpefy. STy NpoLefypy NOBTOPAIOT
C KaX[oi MofenbHOl Cpefioli B COOTBETCTBMM C MpOrpammoli uccnefosaHus. OAHOBPEMEHHO FOTOBAT Mo
04HOMY KOHTPOJ/I0 Ha Kax[ylo MOJeNbHYI0 cpefy 419 napasiniesibHOro BBefeHUA 1 CPaBHEHUS.

5.6 Ycnosus aKcTpakumu

5.6.1 Wcnonb3ytoT KasmbpoBaHHble COOTBETCTBYIOLIMM 06pasoM aBTOK/IaB, TepMOCTaT, BOASHYIO
6aHl0 nan nHKyb6atop. [ns 60MbLUNHCTBA U38ennid NOAXOAUT aKCTpakumsa npu (37 £ 2) *C He 6onee 72 u.
JlonyckaeTcs Mcnosb3oBaTb 60/1ee KOPOTKWIA Nepuoj BpemMeHU Npu 6onee BbICOKOW TemnepaType. Mpea-
Nnaraemble yCri0BUS 3KCTPaKLN:

- (37 £2) *C B TeyeHue (72 + 2) y;

- (50 £ 2) ‘C BTeueHue (72 £ 2) v;

- (701 2) ‘C BTeyeHue (24 £ 2) y;

- (121 £ 2) 'C B TeueHue (1 £0,2) u.

Mpoueaypy B3b6anTbIBaHUS HEO6XOAUMO OTMETUTL B OTUETE.

5.6.2 NpeanbHaa 3KCTpaKuuMs A1s1 OLEHKM MaTepvasia BO3MOXHA MpU MCMOMb30BaHWMM YC0BUIA,
UMUTUPYIOLLIMX NpejnonaraeMble YC/oBUSI NPUMeHeHNS n3fenus. BblbpaHHble Temnepatypa v NPofo/IKu-
TeNbHOCTb 3KCTPAKLUUM He AO/MKHbI a3nATb Ha CBOWCTBA W3AeNVs, HanpuMep Bbi3blBaTb 3HAYMTENbHbIE
N3MeHeHUs1 (hN3NYeCKNX CBOICTB.

Mocne n3bATUS COCYAOB U3 TEPMOCTATMPYIOLLMX YCTAHOBOK VX OX/TaXAAl0T 0 KOMHATHOM Temnepa-
Typbl. Bo BpeMsi oxnaxaeHWs coCy 3HepruyHo BCTPSAXMBAIOT B TedeHe 30 C 1 BbIIMBAOT BbITSKKY B CYXOit
CTEPUNbHBI KOHTENHEP.

MPEAOCTEPEXEHWME — B uensix 6e3onacHOCTX TemnepaTtypa W AaBfieHWe BHYTPU FepMeTUYHbIX
cocyfioB 6e3 BXOAHbIX OTBEPCTMWI, MUCMOMb3yeMbIX Mpy TemnepaType 121 'C. fo/MKHbI AOCTUYbL NOKasaTenen,
COOTBETCTBYIOLUUX BHELUHUM YC/TOBUAM.

6 MeToabl nccnenoBaHNsa 0OLLLETOKCUYECKOTO AeincTBus

6.1 O6uwme Tpe6oBaHNA

MeTogbl W nporpamMma MCCMefoBaHWS  W3Lenus  [LO/MDKHbl  COOTBETCTBOBAaTb  TPe60BaHMAM
FOCT P NCO 10993.1 c yyeTom BMAa 1 NPOAOC/KUTE/IbHOCTN KOHTaKTa C MauueHTOoM.

6.2 lMogroToBkKa

[oToBAT 06pasLbl ANa UccnefoBaHUA, Kak yKasaHo B pasgene 2.

6.3 PekomeHAOBaHHble METOANKM

MeToauKM Mn3/10KeHbl B JOKYMEHTaX, YKasaHHbIX B 6.5 —6.8. PekomeH[0OBaHHble METOANKU ABNS-
HOTCS 06LLENPUHATLIMU MEXAYHAPOLHLIMU U HAUMOHAIbHBIMW PYKOBOACTBaMU, CTaHAapTaMn 1 HOpMaTu-
Bamu.

6.4 TMporpamma v MHTEPMpPEeTaUMA pPesynbLTaToB MUCC/ef0BaHNSA

B onncaHMM MeTOAOB MCCNEA0BaHUI B 6OMbLUMHCTBE CyYaeB He yKasaHbl MOAPO6HOCTM, KOTopble
MOXXHO HaliTU B CTaHAAPTHbIX NPoueaypax BbINOAHEHUS UM NOAO6GHLIX JOKYMeHTaxX, TaK Kak TOKEHKO/10-
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rvsa sIBNSIeTCS pasBUBAIOLLENCA HAYKOWM, U CIMLLIKOM Y3KMEe PaMKU WX JeTaslbHble XapaKTepucTUK1N MOram
6bl NPeNATCTBOBAaTL ee AanbHelilleMy pasBuTU0. Heo6xoanMbIM yCI0BMEM NPOBEAEHNS TOKCUKOIOrn4yec-
KOK MCCNef0BaHUA AB/SETCA XOPOLLUEee BafeHWE METOAUKAMW 1N YMEHWE TPe3BO PaccyXiaTb.

J1t060e N3MeHeHWe MeTOANKW UCCNefoBaHNs BHOCAT B OTYET 06 MCC/efoBaHUAX U HAYYHO 060CHO-
BbIBAIOT.

6.5 OcTpas 06Las TOKCUYHOCTb

B cooTBeTCTBMM C TpeboBaHMSAMM 6€30NacHOCTU XXMBOTHBIX U HOBbIMU MeTO4aMU M3ydeHUs obLue-
TOKCUYECKOTO JeCTBUS HET HeobxogmmocTy onpegensts LDIJ MeTogbl (hMKCMPOBaHHOW A03bl 0becne-
UMBAIOT afleKBaTHbIe AaHHble N0 OCTPO TOKCUYHOCTM ANA KNaccugmKaumm, MapKUpOBKU 1 ONpeaeneHns
pvcKa MOTEHLMa/IbHO OMacHbIX BELLECTB W MNpenapaTos.

6.5.1 OpasibHOe BBefeHVEe B OCTPOM OMbITe

MeToAVKM nccnefoBaHNA MU3M0XKEHbI B CNEAYIOLLNX JOKYMEHTaX:

6.5.1.1 OOCP. PykoBsogctBo  401: OcTpast TOKCMYHOCTb (OpasibHOE BBELEHME).

6.5.1.2 ®OA CLUA. YnpaB/eHue No HALWEBbIM NPoAgyKTaM: TOKCMKOOrMYEeCKMe NPUHLNUMNbI OLEHKN
6e3onacHOCTU NuLLEeBbIX f4o06aBoK, 1982, MpunoxeHne 11 ctp. | IT

6.5.1.3 OdumumansHbI XXypHan EBponelickoro coobuiectBa, 19 ceHTsi6psi 1984, 84/449/B1. OcTtpast
TOKCMYHOCTb (OpanbHOe BBefAeHMe).

6.5.1.4 OtmumanbHbIR XypHan EBponeiickoro coobuiectsa. OCTpast TOKCUYHOCTb (OpasibHOe BBefe-
Hue). MeTog hmKcupoBaHHOW ao3bl. EC: 79/831/E3C. MpunoxeHune V. despanb 1990.

6.5.2 OcCTpbIil ONbIT C annanKauuned Ha KoXy

MeToAVKM nccnefoBaHNS M3M0XKEHbI B CNEAYIOLWLMX JOKYMEHTaX:

6.5.2.1 O9CP, PykoBogcTBo Ne 402: OcCTpblli OMbIT C annavKauueil Ha KOXy.

6.5.2.2 Cop PepepasnibHbix HopMm CLUA 1500.40: MeToa TecTUpoBaHMS TOKCUYECKUX BELLECTB.
OCTpbIV ONbIT C annanKauyed Ha Koxy (0fHOKpPaTHOe BO3AelCTBME).

6.5.2.3 3MA CLUA: OcTpblin onbIT ¢ annaMKauneid Ha Koxy. IMA. BawwnHrton AK, Hos6pb 1984
1B 86-108958. cTp. 39 I

6.5.2.4 OduumanbHbIli xypHan EBponeiickoro coobuiectBa. 19 ceHTAa6pa 1984. OcTpast TOKCMYHOCTb
(Koxa).

6.5.3 OCTpbI UHraNALNOHHbIN OMbIT

MeToAnKM nccnefoBaHNS U3M0XKEHbI B CNEAYIOLWLMX JOKYMEHTaX:

6.5.3.1 O3CP, PykoBogcTBo Ne 403: OCTpbIi UHTIALNOHHBIA OMbIT.

6.5.3.2 3MA CLUA. OcTpbli U Cy6XPOHUYECKMUIA UHIaNSILUMOHHbIA onbIT, 3MA, BawwuHrtoH AK,
oKTA6pb 1988. MB 89-124077.

6.5.3.3 OduumanbHbIi XypHan EBponeiickoro coobuiectsa. 19 ceHTsiops 1984, 84/449/ESC/B2.
OcTpas TOKCMYHOCTb (MHransauum).

6.5.4 OCTpbIil ONbIT C BHYTPUBEHHBLIM BBEAEHNEM

MeToanKM ncCNefoBaHNA U3N0XKEHbI B CNEfYHOLLNX JOKYMEHTaX:

6.5.4.1 AmepuKaHCKoe O06LLECTBO MO WCMbITaHWAM U MaTepuanam F 750: 1987, lMpakTuyeckoe
PYKOBOACTBO MO OLEHKE BbITSDKEK U3 MaTepuasioB B OCTPOM OMbITE C WMHBEKUMER MbIwK; (MeTog A).
BHYTpWBEHHbIA.

6.5.4.2 dapmakones CLUA XXII NF XVII (88), TecTbl Ha 61MOMOrMYECKYI0 PEaKTUBHOCTb, iN-Vivo.

6.5.5 OcCTpble onbITbl C BHYTPUOPIOLUNHHBIM BBEAEHNEM

MeToanKM nCCNefoBaHNA HAIOXKEHbI B CNeAYHOLLINX JOKYMEHTaX:

6.5.5.1 AMeprKaHCKOoe 06LLECTBO MO uUCMbITaHUAM K MaTepuanam F 750: 1987, lMpakTun4eckoe
PYKOBOACTBO MO OLLeHKe BbITSXKEK U3 MaTepraioB Npy NOMOLLM MHBEKLMOHHOIO ONbITa Ha Mbllwax: (MeTog
B). BHYTPHOPIOLUNHHBINA.

6.5.5.2 dapmakornes CLUA XXII NF XVII (88), TecTbl Ha 6M0ONOrNYECKYIO PeaKTUBHOCTb, iN-Vivo.

6.5.5.3 AMEpPUKAHCKMIA HaUMOHa/IbHbI MHCTUTYT CTaHAapToB/ AMeEpPUKaHCKan accoumaumns 3y6HbIX
Bpave M> 41: OueHKa 6MONOrMYECKOro AeNCTBUS CTOMATONOrMYECKUX matepuanoB: OCTPbIA ONbIT Ha
06LLIETOKCUYECKOE AeicTBHE.

6.6 MogocTpas 06LLas TOKCUYHOCTb

6.6.1 OpasbHoe BBefleHVe NOJOCTPbIX 403

MEeTOAMKIN UCCNefoBaHNA U3MI0XKEHbI B CNefyOLNX JOKYMEHTax:

6.6.1.1 O3CP, PykoBogcTtBo Ne 407: MHOrokpaTHoOe BBefeHWe TOKCUYHbIX 03 OopasibHO. pbI3yHbl.
MpogoMKNTENBHOCTL TecTa 28 unn 14 gHeil.

6.6.1.2 ®OA CLUA: YnpaBneHve MULLEBbIX NPOLYKTOB: TOKCUKOMOMMYECKME MPUHLMMbLI OLEHKU
6e3onacHOCTU NuLeBbIX f4o6aBoK. 1982. MpunoxeHue 11, cTp. 8 M.

6.6.1.3 OdmumanbHbIl XypHan EBponelickoro coobuiectsa. 19 ceHTsi6pa 1984, EC: 84/449/EEC/B7
N L251/118. MogocTpas TOKCMYHOCTL (OpasibHas).

6.6.2 TMogocTpblii ONbIT C KOXHOM annavkaumein
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MeToAMKWN ncCnefoBaHNA M3M0XKEHbI B CNEAYIOLNX JOKYMEHTaX:

6.6.2.1 O3CP. PykoBoactBo N° 410: KoXHaa TOKCMYHOCTb, NOBTOPHasA fo3a: 21/28-gHeBHOe nccre-
JoBaHue.

6.6.2.2 OdmumanbHbIv XXypHan EBponelickorocoobuiecta. 19 ceHTa6psa 1984. EC: 84/449/EEC/BY,
N L251/127. MogocTpas TOKCUYHOCTb (KOXHas).

6.6.2.3 3INJ1 CLUA: KoxXHaf TOKCWMYHOCTb, MOBTOpHas fo3a. 21-gHeBHOe uccnefoBaHue. OTA.
BawuHrton A K. Hos6pb 84. B 86-108958.

6.6.3 TMoAOCTPbIA UHTaNIALNOHHBINA OMbIT

MeToAnKM nCCnefoBaHUA U3M0XKEHbI B CNEAYIOLLMX JOKYMEHTaX:

6.6.3.1 O3CP. PykoBoacTBo No 412: NHransUuMoHHbI OnbIT, MHOroKpaTHasi gosa: 28 unm 14-gHeB-
HOe uccnegosaHue.

6.6.3.2 OduumanbHbIN XXypHan EBponeiickoro coobuiectsa, 19 ceHTA6psa 1984, EC: 84/449/ESC/B8.
MogocTpass TOKCUYHOCTb (MHransaLMoHHas).

6.6.3.3 3MA CLUA: OcTpas 1 cybXxpoHMYecKast TOKCUYHOCTb, WMHraasuMoHHbIn onbIT. AMJ1. Ba-
wnHrToH K. okTabpb 1988. 16 89-124077.

6.6.4 TMogoCTpbIA OMNbIT, BHYTPUBEHHAA MHbEKLMSA

ApantupytoT PykosoacTBo O3CP Ne 409: MogocTpas TOKCUYHOCTb, 3aMEHUB KOXHbIW OMNbIT Ha
BHYTPUBEHHYIO MHBEKLMIO B COOTBETCTBUN C METOAUKAMU, U3NOXEHHbIMU B 6.5.4.

6.6.5 TMogocTpblii ONbIT C BHYTPUOPIOLLNHHBIM BBEAEHNEM

AgantupytoT PykosoacTBo O3CP Ne 409: lMogocTpas TOKCUYHOCTb, 3aMEHVB KOXHbIA OMbIT Ha
BHYTPUOPIOLUNHHYIO MHBEKLMIO B COOTBETCTBUM C OAHON M3 METOAMK, U3MTOXKEHHBbIX B 6.5.5.

6.7 CybxpoHH4YecKasi 06Las TOKCUYHOCTb

6.7.1 CybXpOHMYECKNIA ONbIT C OPa/ibHbIM BBEAEHMEM

MeToAMKM nccnefoBaHna MU3MI0XKeHbI B CNEAYIOLLMX JOKYMEHTaX:

6.7.1.1 PykoBogcTBo OICP K» 408: Cy6XpOHMYECKMI A TOKCUKOMOTMYECKUIA ONbIT C OpasibHbIM BBE-
feHveM. pbisyHbl: 90-AHEBHOE nccnefoBaHue.

6.7.1.2 PykoBoacTtBo O3CP Ne 409: Cy6XpOHUYECKUIA TOKCUKONOrMYECKUA OMNbIT C Opas/ibHbIM BBe-
feHveM. HerpbidyHbl: 90-4HEBHOe ncCnefoBaHue.

6.7.1.3 ® /1 CLLUA. ¥npasneHuve no nuLLeBbIM NPoAyKTaM: TOKCUKOIOTMYeCcKue NMPUHLUMbI OLEHKN
6e30MacHOCTM HULWeBbIX fo6aBoK. 1982, MpunoxeHue W, ctp. 19 I

6.7.1.4 OdmymanbHbIi XXypHan EBponeiickoro coobuiectsa, 19 ceHTa6ps 1984 EC: 87/302/E3C,
N L133/8: 90-fHEBHbI 3KCMEPUMEHT C MHOFOKPaTHbIM Opa/ibHbIM BBEJEHWEM TFpPbI3yHaM.

6.7.2 Cyb6XPOHMYECKNIA KOXHbI ONbIT

MeToaKM UCCnefoBaHUSA HaI0XKeHbl B JOKYMEHTE:

PykoBogcTBo O3CP No 411: Cy6XpOHMYECKMIA KOXHbIV ONbIT: 90-4HEBHbI 3KCMEPUMEHT.

6.7.3 Cy6XpOHNYECKUIA UHTIALNOHHBIA ONbIT

MeToAnKM nccnefoBaHNs U3M0XKeHbI B JOKYMEHTE:

PykoBoacTBo O3CP N° 413: Cy6XpOHUYECKUIA UHTANSALNOHHBIA ONbIT: 90-AHEBHbIA 3KCNEPUMEHT.

6.7.4 CyGXPOHWYECKUIA ONbIT C BHYTPUBEHHbLIM BBEAEHWEM

MpucnocabnusatoT PykoBoacTBo OICP Ne 408: Cy6XpPOHUYECKUIA OMbIT C Opa/lbHbIM BBEAEHMEM,
3aMeHVB Opa/ibHOe BBefeHWEe Ha BHYTPUBEHHOe B COOTBETCTBMM C OAHOW W3 METOAMK WUCCNef0BaHUS,
N3M0XXeHHON B 6.5.4.

6.8 XpoHMYeckas TOKCUYHOCTb U KaHLEPOreHHOCTb

Mpy Heo6x0AMMOCTY NPOBOAAT UCC/ef0BaHNSA MELULIMHCKNX U3aeNnii Ha XPOHNYECKYH0 TOKCUYHOCTb
WM KaHWEpPOreHHOCTb. B Tex ciyyasx, Korga Heo6Xxo4uMo MccnefoBaTh YKasaHHble BUabl BO3AelCTBUS,
MeTOAMKY nccnefoBaHns Bbl6upatoT B cooTBeTcTBUN ¢ TOCT P ICO 10993.3.

Mpun nccnegoBaHU CTOMATO/IOTMYECKMX MaTepUasioB METOAOM OpasibHOro BBEAEHWUS PUCK NS 3[0-
pOBbSI OLIEHMBAIOT Ha OCHOBE TecTa OAHOKPATHOr0 pasBeAeHWs B COOTBETCTBUM co LLIBeliLapckum cTaH-
fapTom 119800.

7 MeToabl U3y4yeHUss NUPOreHHOCTH

MnporeHbl MOTYT BbI3bIBaTb BOCMa/INTENIbHbIE PeaKkumy y nauneHToB. MpPOreHHocTs TpaguLnoHHO
06BACHANN BO34elCTBMEM GaKTepuasibHbIX 3HLOTOKCMHOB, 3arpsAsHAOLWMX usgenvsa. B HacTosLee Bpems
[0Ka3aHo, YTO HEKOTOPbIe MaTepuasibl camy COAepXKaT NMporeHbl. Mpy oLeHKe M3gennii n/unn matepnanos
NPOBOAAT UCCNe0BaHMe Ha MMPOreHHoOCTb. MeToAMKM onpegeneHns NMPOreHoB U3/0XKEHbI B JOKYMEHTaX,
yKa3aHHbIX B 7.1 — 7.2.

7.1 OnpegeneHvie 3HAOTOKCUHOB W APYryX MMPOreHOB, NMEIOLLMX HebaKrepuasbllyto npupogy

dapmakones CLUA XXII, NF XVII (151). TecT Ha NUpOreHHocTb, cTp. 1515,

7.2 OnpefeneHne 3HL0TOKCUHOB
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7.2.1 ®dapmakones CLUA XXII, NF XVII (85). OnpegeneHne 6aKkTepuasibHOro 3HAO0TOKCUHA, CTP.
1493 1.
7.2.2 EBponelickas ®apmakonesi; yacTb V.2.1.0. MuporeHsbl, 1990.

8 OueHKa pe3ynbTaToB

Pe3ynbTaTbl UCCNEA0BAHMS NHO60M0 M3AeNMS HAa TOKCUYHOCTb CefyeT OLEHMBATb C YUETOM:

- Hay4HOro 060CHOBaHUsI.

- OrpPaHUYeHHbIX BO3MOXHOCTEN METOAWK;

- MpPeAnonaraemMoro KJMHWYECKoro NpuMeHeHWs MeAULMHCKOTO 13aenus;

- KO/MMYECTBa NOAOMbITHbLIX XMBOTHbIX;

- MPOAO/KUTENLHOCTW BO3AENCTBUS;

- OFPOMHOFO KONMYECTBA BELLECTB, KOHTAKTUPYIOLLMX C U3AENVEM:

- BO3MOXHOCTW HENpPaBW/IbHOTO NPUMEHEHUS U3aeNus.

OugeHKa pe3ynbTaToB B COOTBETCTBMM C KPUTEPUEM «MPOLLIEST TECT — HEe MPOLLIeN* He COOTBETCTBYET
Lenv 61oNorMUecKoro UCcCeaoBaHusl No BYM OCHOBHbIM MPUUMHAM:

- UCCNefoBaHMe Ma TOKCMYHOCTb He fJaeT rapaHTUK OTCYTCTBUSI BPEAHOro aihdeKTa M3fenus Ha
Ue/IoBeKa;

- BpeAHOe BO34eWCTBME, 06HAPY>KEHHOE MPU UCCNEL0BAHUM HAa TOKCUYHOCTb, MOXET 6bITb KOMMEH-
CMPOBAHO MPEUMYLLLECTBOM MPUMEHEHUS U3AENUS.

CnefoBaTe/ibHO, XOTS Pe3y/bTaTbl UCCE[0BaHUS HA TOKCUYHOCTb B 60/IbLUMHCTBE C/ly4aeB A0CTaTOu-
HO 3(h(heKTUBHO ONpeaenstoT NoTeHLUMabHYIO 0MacHOCTb, HE06X0AMMO TLIATeIbHO HA6/MIOAATL 3a COCTO-
SHMEM 3[0POBbsl Ue/loBeKa U TLLATeNIbHO OLEHUBATbL Pe3yNbTaTbl TECTUPOBAHMSI Ha TOKCUYHOCTb.

9 OTYeT 0 MPOBEAEHHOM UCC/Ie[0BaHNN

9.1 OTYeT [O/MKEH COOTBETCTBOBATb KOHKPETHOW WMCMO/Mb30BaHHOM MeToAMKe MCCNefoBaHus.

9.2 Kpowme TpeboBaHust 9.1, B 0TUeTe JO/DKHbI ObITb YKasaHbl:

- TUN n3genus;

- nonHaa mHpopmaumsa 06 mMlyvyaeMoMm M3genuu;

- pasmepbl, macca obpasua UM vacTu obpasua;

- KOJ M3roToBUTENs, HOMepP MO KaTasiory, HOMep U3Lenns Uiy gata u3roToB/ieHUs, TOProBoe HamMme-
HOBaHuWe U T.4.

9.3 Tlpu mnccnefoBaHMM BbITSHXXKW B OTHET BKNHOYAKOT ClefyloLLne AaHHbIe:

- COOTHOLUEeHME 06beMa MOJAeNbHOM Cpedbl U NOWaAn NOBEPXHOCTM 06pasua unm obbema Moaenb-
HOI cpefpbl 1 Maccbl 06pasLa;

- YCNoBUSA 3KCTpakLmMn B COOTBETCTBUM C 5.6.1;

- MAeHTUMKaLMIO MOAeNbHON cpedbl, BKIOYas NofpobHoe onucaHwe, Mo KOTOPOMY MOXHO BOC-
NPON3BECTW ee COCTas;

- Nobble laHHbIE 0 3HAUUTENbHBLIX (M3NYECKUX M3MEHEHUAX 06pasua WM BbITSHKKUA: U3MeHeHue
uBeTa 06pasLLoB, N3MeHeHMe LBETa BbITSHKKM, NOTeHUMalbHOe MHOrodasHoe pasgefnieHne v ap.
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MPUNOXEHWE A
(cnpaBoyHoe)

MNepeyeHb agpecos
Cnuncok afpecos, N0 KOTOPbIM MOXHO MPUOBPECTW JOKYMEHTbI, YKa3aHHbIE B HACTOALLEM CTaHAapTe.
EBponeiickas ®apmakones (EP)
N3pacT:

EBponeiicknii thapmakomneiHbliA KOMUTeT
Coset EBporbl

F —67006 Strasbourd Cede*

France

HarieyataHo n 0I'Iy6]'IVIKOBaHOZ

Maisonneuvc S.A. 57 Saintc-Rnfirnc
France

dapmakones CLUA

dapmakoneiiHas KoHBeHUus CLUA. MHK.
12601 Iwinbrook Parkway

Rockville, MD 20856

USA

PykoBoacTBO OSCP Mo TECTUPOBAHWID XUMUYECKNX COEAUHEHNIA
W3paTenbckuii otgen O3CP

2. rue Andrc-Pascal

F - 75775 Paris Ctdex 16

France

®OA CLUA ToKCUKONOrMYeckue NPUHLMNbLI OLEeHKM 6e30MacHOCTU NULLEBbIX A06aBOK
Ynpas/fieHVe Mo HULLEBLIM MPOAYKTam U fiekapcTBeHHbIM cpeacTeax! CLLIA
YnpaBneHne No NuLLEeBbLIM NPOAYKTam

200 C Street. NV

Washington, DC 20204

CLWA

US/EPA TecTupoBaHue Ha TOKCUYHOCTb
HauunoHanbHaa nHopmMaLlmoHHas cnyxba (NTIS)
[enaptamMeHT TOprosnn

Springfield. VA 22161

USA

AMeprKaHCcKoe 06LLeCTBO MO TeCTUPOBaHUo N MaTepuanam (ASTM)
1916 Race Street

Philadelphia. PA 19103 - 11S7

USA

Konun HaumoHanbHbix cTaHgapToB (Hanpumep ANS1/ADA AmepuKaHCKWiA cTaHgapT. BS BpuTaHCKuii cTaH-
[apT) MOXHO NPUOGPeCTN B HaLMOHaNbHOV OpraHu3aLynn no cTaHfapTusauumn B Nto6om rocypapctee —uneHe NCO.
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MNMPUNOXXEHVE b
(CnpaBouHoe)

MeTOAMKM 1CcCeoBaHUS 0BLLETOKCUYECKOTO feiiCTBUS

B.1 OnpefeneHvie 0CTPO TOKCMYHOCTW Ha 6efbiX MbiLLax

B.11 CpeacTBa mnccnefoBaHuii

Becbl nabopatopHbie Tuna B/IKT-500 Ho TOCT 24104.

LLnpuHbl 06bEMOM 2 MA.

Nyna.

b.1.2 Xop vccneposaHns

BbITSXKM 13 U3fenunii nccnefytoT Ha 6ecnopoaHbix 6enbix Mbilwax (camuyax) Maccoi 18 — 25 4. npolueALmx
7-CYTOYHbI KapaHTUH. BONbITHOW 1 KOHTPOALHOI Fpynnax foMXHO 6bITb He MEHEe BOCbMM XXMBOTHbIX. BbITSHXXKN
B Konuyectee 50 MmN Ha 1 Kr maccbl Tena XWBOTHbIX BBOAAT OfHOKPATHO BHYTPUOPIOWMHHO. YXKWBOTHbLIM
KOHTPO/bHON rpynnbl B TOM XXe 06beme BBOAAT MOfLeNbHYH cpedy. COCTOSHWE >KMBOTHbIX OLLEHWBAKOT HO
CrefyoLWmnM TecTam:

- Macca Tefia B rpaMmMax —OnpeaenstoT 40 BBEAEHUN BbITAXKEK U Yepe3 CYTKN MOC/e BBEAEHUSA, HaTOLaK;

- o0Llee COCTOSIHME >KMBOTHbIX: MOBefieHWe, MOABUXHOCTb, COCTOSHME LUEePCTHOrO MOKpPoBa —cpasy rnoche
BBeZeHVA, Yepe3 4 n 24 4 nocne BBEAEHUS,

- MaKpOoCKonmyeckas oLleHKa COCTOSIHUA BHYTPEHHUX OPraHoB MTKaHel Ha BCKPbITUU. XKUBOTHbIX YMepLUBASAIOT
JdeKaHTauunen yepes 24 4 nocne BBefleHNs BbITSXXKN. CHayana BCKPbIBAIOT KOHTPObHYHO Pynmy, 3a4eM NOAOMbITHYHO,
o6paTHas BHMMaHWe Ha 06/1acTb BBEAEHUS BbITSXKW, COCTOSHWE NOAKOXHOM KNeTyaTKu, 6PIOLIMNHbI, MbILLX GPIOLLHON
CTEHKW, PErmoHapHbIX TMM(OY310B U UX NPOTOKOB, BHYTPEHHNX OpPraHoB;

- B3BELWUVBAHWE BHYTPEHHUX OpraHoB (neyeHun, MOYeK, CefeseHKW): onpefeneHne KoaPPULMeHTOB Macchl
BHYTPEHHWX OpraHoB [ieNeHNemM Maccbl opraHa B MUAIUrpaMmax Ha Maccy Tena B rpammax. [onydeHHble faHHble
nogsiexxar ctaTucTuyeckoii 06paboTke C Mcnosb3oBaHWeM Kputepus CTbiogcHTa | Mpy nonyyYeHUM AOCTOBEPHOI
pasHOCTM [iBYX UCCNEeAYeMbIX MOKa3aTesnei ONbITHOW W KOHTPO/bHOW TPYHU BbITAXKY U3 U3AenUs NPU3HAO TTOKCUYHOA.
Mpu 06HapY>KeHNW [OCTOBEPHOK OT/MYMA MO OAHOMY W3 MOKasaTenell COCTOAHNS XUBOTHbIX WCMbITaHUW cnegyet
MOBTOPUTb Ha YABOEHHOM KOMNYECTBE XMBOTHbIX. [py NOBTOPHOM 06HAapY>eHUW AOCTOBEPHbIX Pasnuyunii nsgenve
CUMTAOT TOKCMYHBIM. Bcnyyae rmbenn ofHOro-ABYyX XXUBOTHbIX UCCef0BaHWe MOBTOPSAIOT Ha YABOEHHOM KONMYecTBe
XMBOTHBbIX (N0 16 MbILLed B Kaxgol rpynne). Mpu rnéenn xota 6b 0AHOI MOAOMNbITHOK XXMBOTHOK MPW NMOBTOPHOM
nccnefoBaHUM U3Lenvie CUMTAOT TOKCUYHBIM.

b.2 WccnefoBaHne Ha NMHPOTEHHOCTH Ha KPONMKax

b.2.1 CpeacTBa uccnegoBaHuii

LLinpuubl 06bemMoM 2 M.

TepMoOMeTp MeSULMHCKWIA.

b.2.2 Xop vccnefosaHus

OT60p, cofepxaHue, NOArOTOBKY XXMBOTHbLIX K UCCNef0BaHNAM, MOBTOPHOCTb UX WCMOMb30BaHWN NPOBOAAT MO
[ocypapcTBeHHO dapmakonee XI usgaHus.

TecT-f03a — 10 M1 Ha KWIOTPaMM MaccChl KPOMKa. BbITAXKY BBOAAT B YLUHYIO BEHY.

Vccnegyemyto NapTvio M3AeNuid CYMTatOT aNMpPoreHHOW. ecin nocne BBeAEHUS BbITSKKU HW Y OAHOTO M3 rpex
MOAOMbITHBIX KPO/IMKOB HW MPW OAHOM M3 TPeX W3MepPeHNn HC HabnioAanoch NoBbILEHKE TeMnepaTypbl 60/bLue YeMm
Ha 0.6 *C 1o cpaBHEHWIO C NCXOAHOW TeMMNepaTypoli U B CYMMe NOBbILLIEHWE TeMMepaTypbl NPY KaX40M U3MEPEHUN Y
rpex Kponvkos He npesbiwano 1.4 C.

MpumMeyvyaHue —3a NapTUIO U3LENNI NPUHUMAIOT KOMMYECTBO U3fENUI, NMPOCTEPUNN30BAKHBIX 33 CYTKM
PaAMaLMOHHBIM CMOCOGOM WMAM 33 OAWH LWKA CTEpPUU3aLMW B OLHOM CTEpPUAM3aTOpe NpU rasoBOM CMoco6e
CTepUnu3aLmm.

Ecnu y ogHoro vnu aByX KpoAMKOB TemnepaTypa noBbicuiack 6osiee yem Ha 0.6 *C 1 B CyMMe NpU Kaxaom
M3MEPEHNM y TPeX KPOINKOB MOBbILLEHVE TeMMepaTypbl cocTaBuno 6onee 1.4 'C. uccneposaHvie MOBTOPSIOT fOMOA-
HUTENIbHO Ha NATW KPOJIMKax.

MapTuio M3aenuii cunTaloT anvporeHHoW. ecnum He 6osee YeM y Tpex M3 BOCbMW KPOSIMKOB Habnoganochb
MHAVMBUAYaNbHOE NOBbILLEHWE TeMnepaTypbl HC 6onee Yem Ha 0,6 *C 1 06Las cyMma NOBbILLEHWIA TeMnepaTypbl Y BCeX
BOCbMMW KPOJIMKOB He npesbiwana 3.7 'C.

Jonyckaetca MakcumasnbHOe CHWXeHwe Temnepatypbl Ha 0,6 ‘C. Tpy CHMXEeHUW Temnepatypbl Yy OLHOro
Kponuka 6onee yem Ha 0,6 'C umccnefoBaHWe MOBTOPSIOT Ha NATU KPOSUKaX.

MapTnio N3genunii cYMTatoT anMPOreHHO, eciv NOcTe NOBTOPHOIO UCCE0BaHNS HU Y OLHOMO U3 NATU KPOIMKOB
MaKCuMasnbHoe MOHMXeHMe TemMnepaTypbl HC npeBbicuio 0,6 'C 1 HC 6onee YeM yABYX KPONMKOB U3 NATK TeMrnepaTypa
noHusmnack Ha 0.6 ‘C HO CpaBHEHMIO C UCXOAHOI. B NPOTMBHOM C/yyae NMapTUIO U3AeNUiA BpakytoT.
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B.3 VccnenoBaHna Ha NMPOTCHHOCTb METO/IOM PeaKLMW CBA3bIBAHWA KOMMIEMeHTa

b.3.1 TMpurotoBneHne BbITAXEK

5.3.11 MpuroTaBnnBaoT BbITSXKKN (CMbIBbI) N3 KOHKPETHbIX W3AeNNii COrNacHO HOPMaTWUBHOM [OKYMEHTauum
(HA) Ha npuroToBneHne BbITAXEK (CMbIBOB) U3 3TUX WU3LENNIA.

5.3.2 lMpumeHsiemoe 06opyaoBaHuWe

CTeHf anst ucnbiTaHuii no FOCT P MCO 1U9935.

Mpo6upku ¢ nputepToii Npo6Koii. 10 WT., 06beMoM no 3 M.

[o3atop nuHeTouHbIli 06bemom 0.S; 0,2: 0,1; 0,05; 0.02 mn.

Becbl aHanUTUYeCcKmne ¢ NOrpeLwHoCTLI0 B3BeLWwBaHMA He 6onee 0.001 .

MnHUEeT aHaTOMWUYeCKUiA ANUHON 250 MM.

Cocyga [btoapa. 2 LWT.

CTepunn3atop BO3AYLIHbIA MeAWLMHCKWUIA, TemnepaTypa (1804-2) 'C.

X0NofUNbHUK BbITOBOWA.

TepmocTaT ¢ MakCcuManbHoi Temnepatypoii 50 *C.

pH-meTp, T™in pH-121.

MprMeHsieMble peakTUBbI.

Xnopwg HaTpus, CTepUbHbIA anuporeHHbIA N30TOHWYecKnii pacnop 0.9 %-Hblii.

Cnepma 6biKa (3aMOpOXEHHas B XUAKOM a3oTe).

AHTUTENA (3aMOPOXKEHHbIE B XXMAKOM a30Te).

KomnnemeHT (3aMOPOXEHHbIN B XUAKOM a303e).

Nunononucaxapug (B amnyne).

B.3.3 [0TOBAT pacnop aHTWTeNn. 3aMOPOXEHHYH TpaHyny aHTUTen w3 cocyfa [btoapa 6epyT ANWHHBIM
aHaTOMMYECKUM MUHLETOM W NOMELLAOT B CyXyt0 NPo6MpKy.

B.3.4 [0TOBAT pacnop aHTWUreHa. BckpbiBalOT aMnyy ¢ (MMOMONMCaxapuaoM. cogepkatLlyto 500 MUHUMaNbHbIX
NMporeHHbIx 4o3 B 1 ma. 0.1 mn 3T0ro npenaparta NpuaMBatoT B Npobupky ¢ 0,9 Ma anuporeHHoOro pacnopa xaopuga
HaTpua. MpUroToBNEHHbIV PacTBOP TLLATENbHO NEPEMELLNBAIOT, MPU 3TOM KOHLEHTPaLMA aHTUreHa HHeM cocTaBnseT
50 MUHUMA/BbHBIX MUPOreHHbIX 403 B 1 MA.

5.3.5 MOTOBAT pacnop KomnnemeHTa. [paHyny 3aMOPOXXEHHOro KOMMEeMeHTa fAJMHHBIM aHaTOMUYeCKUM
MVHLLETOM NOMELLAIOT BCYXYH NPO6VPKY NpU KOMHATHOW TemnepaType 1 BblAEPXMBAIOT B TeveHne 10 MUH 40 NOMHOrO
oTTaunBaHus.

B.3.6 [0TOBAT ONbITHbIV 06paseH. B nmpobupky ¢ NMpuWTepToil NMpobKoi HanMBaroT 1 M BbITSXKKM (CMbIBA), a
TaKkXKe aHTUTeNa U KOMMAEMEeHT cornacHo nacnopty. CoaepXxuMoe NpobupKy NepeMeLLMBatoT BCTPAXMBAHKEM.

MpumMmeuyaHue —3aobpasew NPUHUMAIOT YaCTb BbITSXKKU, MOABEPTaEMYH0 HEO6X0ANMOMY UCCNE0BaHMIO.

B.3.7 [OTOBAT OTpULLATE/NbHbIA KOHTPO/bHLIA 06pa3ey. B npobupky c nputepToii Mpo6Koi HanusawT | Mn
arnuporeHHOro pacTBopa Xnopufa HaTpus, a TakXke aHTUTeNa M KOMMIEMEHT cornacHo nacnopty. Copaepxumoe
NPO6MPKM NepeMeLLnBaOT BCTPAXUBAHUEM.

5.3.8 0OTOBAT MONMOXWTENbHLIA KOHTPOMbHLIA 06pasel. B npobupky c nputepToil mpobkoi HanuBaloT 1 mn
anuporeHHOro pacTeopa xnopuaa Hatpus, fo6asnstoT 0.02 M pacTBopa aHTUreHa, NoyUYeHHOro B COOTBETCTBUM ¢ B.3.3,
1 B06aBNAIOT aHTUTENA U KOMM/IEMEHT COrnacHo nacnopTy. CofepXMMoe NPOBUPKM MepemeLLnBatoT BCTPAXMBAHUEM.

5.3.9 OnbITHbI U KOHTPO/bHbIE 06pa3Hbl MOMELLAIOT B TepmMocTaT. MpoBoadT MHKY6auuio B TedeHne 18 — 24y
npu Temneparype (27 + 2) ‘C B Tepmocrare.

5.3.10 oTOBAT 6MOCEMCOPHYIO cucTeMmy. OTMEPSAIOT NUMETKOW B NPO6MPKM 06beM pa3baBuTens, yKasaHHbIN
B Macrnopre, ¥ CTaBAT UX B BOAAHYIO BaHIo npu Temnepatype (41)+ 1,5) ‘C. B kaxayto npobupky fo6aBnstoT 06bem
aHTWTeN, yKasaHHbI/i B NacnopTe, W TLaTe/lbHO NepemMelLnBatoT BCTPAXUBaHNEM. OXNaxAeHHbIM J0 TeMnepaTypsbl
XWUAKOro a3oTa ANNHHBIM aHaTOMUYECKUM MUHLETOM M3BNeKalT U3 cocypa [btoapa rpaHyny cnepmbl U OMycKaloT
B HarpeTblii pacTBop. [locne oTNMBaHWA rpaHyNbl COAEPXXMMOe MPOOBMPKM MepeMellnBaldT U BblAepXnBaoT
10 muH. HE AOTYCKAETCH OTTAMBATbL HECKO/IbKO TPAHY/T B OHOW MPOBWPKE! Coaepxumoe
npo6upoK CN1BalOT B OHY W MepemMeLLMBatloT BCTPAXMBaHMEM. [MofyyaeTcqd MaTOUHbIA PacTBOP CMEpMbI.

5.3.11 oTOBAT paboume 06paslibl. B Kaxayto Npo6UpKY KOHTPONLHOM W ONbITHON cepuii 406aBNA0T Ho 0.2 Mn
MaTO4HOro pacTsopa Crepmbl.

B.3.12 [0TOBAT Npobbl K MUCCNeAoBaHWNIO Ha CTeHfe. Kaxpapblii pabounii o6pasel, NepeHOCST B KIOBETY. 3aTeM
KIOBETY (Kanwnnsp) ycraHaBnMBalOT B KIOBErofepxarc/b (kapeTky) cTeHAa Ans MCCnefoBaHuns.

B.3.13 HakannuBaloT aKCnepuMeHTanbHble AaHHble. [1py 4OCTMXKEHWUN HYNEBbIX 3HAYEHWIA MOKa3aTens NoABUXK-
HOCTW BO BCEX KiOBeTax MpekpalialoT NpoLecc HaKomMIeHUs faHHbIX.

b.3.14 O6pabaTbiBalOT 3KCMEPUMEHTaNbHble JaHHble C MOMOLWbLI KOMMbloTepa. CymMMapHyl ABUraTefibHYHO
aKTUBHOCTb S. B YC/IOBHbIX efjUHMLIAX, KaX40ro o6pasLa BbIYUCASAIOT N0 Gpopmyne

S ** m;
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rge T- —/-C 3HaYeHne MokasaTens NOABUXHOCTYU;
/ —TeKywwuii HoMep OLLeHKN MoKa3aTens MOABUXHOCTH:
M — KO/IMYECTBO OLEHOK MOKa3aTens noABM>KHOCTU.
5.3.15 OueHKa pe3ynbTaToB KOHTPO/IA
B.3.15.1 Ecnu ans KOHTPO/IbHbIX 06pa3LoB BbIMONHAETCS COOTHOLLEHME

rs“,

roe J&''n ' - cpegHee apuMeTMUECKOE 3HAYeHMEe CYMMApHOI ABWraTe/slbHON aKTUBHOCTU BbIGOPOK 06pa3LoB
MOMIOXUTENBHOTO U OTPULIATENBHOTO KOHTpONA.
pe3ynbTaTbl CYATAKOT CTATUCTUYECKN 3HAUMMbIMK, ecin 3 K' U T KO OT/IMYaloTea Apyr OT Apyra no /-KpuTepuio
npw ypoBHe 3HaunmocTmh 0.05. PesynbTaTbl McCnefoBaHMA 06pa3LoB OLeHMBaKOT B CO0TBETCTBMU ¢ B.3.15.2. B nto6om
[PYyrom cry4yae WCMbITaHUA MOBTOPAOT, HauvHaa ¢ b.3.4. Ecnum npu MOBTOPHbLIX MCCNefoBaHUAX pesy/bTaT He
M3MEHUTCA, UCCNef0BaHNSA MOBTOPSAIOT C HOBbIM HabOPOM PeakT MBOB U MOCYAbl.
5.3.15.2 OueHMBalOT pe3ynbTaTbl UCCNe[0BaHNA 06pa3Ha BbITAXKM (CMblBa)

S M. > ~S° — obpaseL, cuMTaloT anmMpOreHHbIM;
—o6paseL, NPU3HAIT NUPOTEHHbIM.

rne30 —cpefHee aputMeT nueckoe 3HaueHMe CyMMapHOI iBUraTelbHO aKTUBHOCTMW BbIGOPKM 06pasLioB onbITa.
Mpy 06HapY>KeHUN HHPOTELWKKTWU UCnbiTaHnA HO B5.3.4 noBTOpsAOT. [pyn 3TOM BbLITSHKKY (CMbIB) FOTOBAT U3
BHOBb 0TO6PaHHbIX M3fenuit. Mpn NonyyYeHUn Takoro e pesynbTaTa BbITMHKKY (CMbIB) NPU3HAIOT NUPOTreHHOA.
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