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Mpeancnosue

Llenn n npuHumnel ctaHgapTm3aumn B Poccuiickoih ®egepaunn ycTaHoBNeHbl PefepasibHbIM 3aKOHOM
0T 27 gekabps 2002 r. Ne 184-93 «O TEXHUYECKOM perynnpoBaHumn», a npasnna npuMeHeHNs HaunoHanbHbIX
cTaHgapToB Poccuiickoli ®epepaunm — FOCT P 1.0—2004 «CrtaHgapTusauusa B Poccuiickoli ®eaepaumu.
OCHOBHbIE MONOXEHNA»

CBefioHVA 0 cTaHfapTe

1 NMOArOTOB/IEH ABTOHOMHOI HEKOMMEpPYECKOW opraHusauunein «MHCTUTYT Meanko-61onornyecknx
uccnegosaHuii n texHonoruii» (AHO «MMBUNT»)

2 BHECEH TexHunuyeckvm koMuTeTom no ctaHgaptunsauun TK 422 «OueHka 61Monornyeckoro feincrams
MEeAULMUHCKUX N34enunii»

3 YTBEPX/[EH V1 BBEJEH B IENCTBUE Mpukaszom defepanbHOro areHTCTBa No TEXHUYECKOMY pe-
rynnMpoBaHuio n meTponorumn ot 2 gekabps 2009 r. Ne 534-ct

4 HacToAwmii cTaHAapT NAeHTUYeH MexayHapogHomy ctaHgapty MCO 10993-16:1997 «OueHka 6umo-
JIOTMYECKOro AeliCTBUS MeAULIMHCKUX n3aennii. Yactb 16. MogenupoBaHue 1 uccrefoBaHne TOKCUKOKMHETUKM
NPoAYKTOB Aerpagauun v soiMbisaHnsa» (ISO 10993-16:1997 «Biological evaluation of medical devices — Part
16: Toxicokinetic study design for degradation products and leachables»).

Mpn NpyMeHeHNN HacToALWEero cTaHAapTa peKoMeHAyeTCsa UCM0/Ib30BaTh BMECTO CCbI/IOYHbIX MeXyHa-
POAHbIX CTaHAAPTOB COOTBETCTBYHOLLME MM HALMOHaNbHbIE CTaHAApThbl Poccuiickoii ®epepauuu, cBefeHns o
KOTOPbIX NpUBEAEHbI B AOMO/IHATE/IbHOM NPUIOXeHUN B

5 B3AMEH NOCT P MCO 10993.16—99

MHhopmaLmsi 06 M3MOHBHUSIX K HACTOSILLEeMY CTaHAap Ty Ny6vKyeTCsl B €XErofHo U3aaBaeMoM WH-
¢hopMaLMoHHOM yKasaTene «HaunoHasbHble CTaHAapThi», & TeKCT U3MEHEHWIi U MONpPaBoK — B eXeMe-
CSIUHO M3JaBaeMbIx MH(OPMALMOHHBIX YKa3aTensax «HaumoHanbHble cTaHaapThi». B ciyyas nepecMmoTpa
(3aMeHbl) UM OTMEHBI HACTOSAILLENO CTaHAapTa CoOOTBETCTBYKLLEee yBeoMeHNe 6yaeT ony6/MKOBaHO
B ©XXEMECSYHO 13aBaeMOM UH(DOPMaLMOHHOM YKasaTene «HaunoHasbHble CTaHgapThi». COOTBeTCTBY-
loLLas uHgopmauus, ysegomaeHne n TeKCThbl pa3MeLlalnTcs Takke B MHPOPMaLMOHHO cucTeme o6Liero
NoNb30BaHNUs — Ha ouumansHoOM caiiTe ®efepanbHOro areHTCTBa No TEXHNYECKOMY PEry/IMpoBaHuio 1
MeTposioruv B ceTu HTepHeT

© CrtaHgapTuHdgopm. 2010

HacToswuii cTaHAapT He MOXET GbITb MOMHOCTbLIO UM YACTUYHO BOCNPOU3BEEH, TUPaXMPOBaH U pac-
MPOCTPaHEH B kayecTBe OhMLManbHOrO Usfanns 6e3 paspelleHus defepasibHOro areHTCTBa No TeEXHUYEeCKo-
My perysiMpoBaHuio U1 MeTPosIoriun
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BeeneHve

CobntoaeHne nonoxeHuii ctaHgapTos cepun NCO 10993 «OueHka 6U010rMyeckoro AecTens MeguunH-
CKWX 13aenunii» no3sosmT obecneymTb CUCTEMHbIN NOAXOA K MCCef0BaHNio0 61MONOrMyeckoro 4encTeus Meau-
LIMHCKNX U3aenuid.

Llenbto aTx cTaHAApTOB He ABMAeTcA 6e3yC/I0BHOE 3aKpensieHne eAnHoo6pasHbiX MeETOL0B UccnefoBa-
HWIA 1 NCMbITAHWA 3a rpynnamy OAHOPOAHbIX MeAVNLMHCKNX N3ennii B COOTBETCTBUN C NPUHATON knaccudmka-
Lvei nx no Buay v ANnTeNbHOCTY KOHTaKTa C OpraHM3MoM Yenoseka. [103aToMy nnaHMpoBaHue u nposefeHve
nccnefoBaHuii U NCNbITaHUIA [OMKHBI OCYLLLECTBATL CNEeLnanncTbl, MMeL e COOTBETCTBYHOLLYH MOAr0TOBKY
1 OnNbIT B 06/14CTW CAHUTAPHO-XMMWNYECKO, TOKCUKOIOTMYECKOW 1 6UON0rMYeckoli OLeHOK MeaNLMHCKUX n3ge-
VA,

CraHgapTbl cepun NCO 10993 ABNAIOTCA PYKOBOAALLMMN LOKYMEHTaMU 418 MPOrHO3MPOBaHUA U nccne-
[0BaHNA GUOIOTMYECKOro AeiiCTBUSA MeAULMHCKUX U3Aenunidi Ha cTaamn Beibopa mMaTepnasnos, npefHasHauyeH-
HbIX ANA UX U3rOTOBMEHUSA, @ TaKkke 4719 UCCef0BaHUiA roTOBbIX U3AENNIA.

B ceputo NCO 10993 BXOAAT crieayowme yactu nof o6wmm HassaHnem «OueHka 61010rnyeckoro
nencTBua MeauLMHCKUX U3aennins:

YacTb 1— OueHka 1 uccnefoBaHus;

YacTb 2 — TpeboBaHus K 06paLLeHNio C XUBOTHLIMU;

YacTb 3 — MiccnepoBaHnsi reHOTOKCUYHOCTU. KaHLLePOreHHOCTU U TOKCMYECKOro AeiCcTBUA Ha penpo-
OYKTUBHYIO (OYHKLMIO;

YacTb 4 — MiccneposaHns usgenuii, B3aMMoencTByOLLMX C KPOBbIO;

YacTb 5 — MccnefoBaHve Ha LMTOTOKCUYHOCTbL; METOAbI in Vitro:

YacTb 6 — MccnenosaHuss MECTHOTO AeNCTBMSA Noc/e uMniaHTauymu;

Yactb 7 — OcTatoyHoe cofepxaHue aTuneHokcuaa nocne crepuamsauunu;

YacTb 9 — OCHOBHbIE MPUHLMMBI AEHTUMUKALMN U KOSIMYECTBEHHOTO OnpeeneHns noTeHumanbHbIX
NpoAyKTOB Aerpajauuu:

Yactb 10 — MccneposaHue pasgpaxaroero 1 CeHCUbunmanpyroLwero AencTens;

Yactb 11 — WccnepoBaHme 06LEeTOKCUYECKOTO AeliCTBUS;

YacTb 12 — MNpwuroTtoBneHue npob n ctaHgapTHble obpasLbl;

YacTb 13 — MaeHTudmkaumsa n KonnyecTBeHHoe onpefeneHne nNpoaykTos Aerpagauun nomMepHbIX
MeANLMHCKNX U3Aenuis;

YacTb 14 — MaeHTudmkaums v konmyecTBEHHOe onpeaesneHne NpoAykToB Aerpajgaunmn nsgenvin us ke-
pamuku;

YacTb 15— MpaeHTudmkaums v KoNM4ecTBEHHOE onpeaeneHne NpoayKToB AerpagaLnumn usgenuii us me-
Tas/10B 1 Cr/asos;

YacTb 16 — MogenvposaHue 1 UccriefoBaHne TOKCUKOKUUETUKN NPOAYKTOB Aerpajaunv U BbiMbiBa-
HUS;

YacTb 17 — YcTaHOB/EH/E NOPOroBbIX 3HAYEHWI AN BbIMbIBAEMbIX BELLECTB;

YacTb 18 — lVccnepoBaHne XMMUYECKUX CBOCTB MaTepuasos;

Yactb 19 — WccnepoBaHue husnKo-XnMmyecknx, Mopchoornyecknx n Tonorpadpnyeckmx CBOMCTB Mma-
Tepuanos;

YacTb 20 — lMpuHUMNbI 1 METOAbl UCCNeA0BaHNA MMMYHOTOKCUYECKOTrO AeACTBUSA MeLULMHCKUX n3ge-
nnii.

HacTosAwwmii ctaHaapT cofepXuT PyKOBOACTBO U TpeboBaHMsA K MOAENMPOBaHUIO N NPOBELEHMWI0 TOKCUKO-
KMHETUYEeCKNX nccnefoBaHuii.

ToKCHKOKMHETHKa onucbiBaeT abcopbumio, pacnpegenexHve, MetTabonnm3m 1 BblgeneHne Yy)XepoaHbIX CO-
€[VHEHNIA B XMBOM OpraHu3Me Ha MpoTsXKEHUU BPEMEHU. YUeT cTabuibHOCTU MaTepuana(os) in vivo 1 Bbige-
NleHne npoaykToB Aerpajauum 1 BbiIMbIBAHUA HEOOXOAUMbI ANSA OLEHKM 6e30nMacHOCTY MeAULMHCKOro
nsgenus. TOKCUKOKUMETUYECXne nccrefoBaHnsa MoryT 6bITb NosIE3HbI A5 OLLEeHKM 6e30MacHOCT MaTepuanos,
ncnonb3yembix B paspaboTke MeAVLUMHCKOTO U3Aenvs, Uan ANsS NPOSCHEHUS MexaHu3ma HabnogaemMbix He-
6naronpuaTHbIX peakunii. Heo6xoAMMOCTb U MacwTab Takux uccnefoBaHuii AO/MKHbI 6bITh T aTeNbHO pac-
CMOTpPEHbI. OCHOBbIBASICb HA XapakTepe u A/IMTENIbHOCTN KOHTaKTa U3fenusa ¢ TKaHAMU opraHusma.

[\
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MoTeHUMansHas oNacHOCTb MeAULMHCKOTO U3AENNst MOXET ObITh CBsi3aHa C B3aUMOAECTBUEM ero KoM-
NOHEHTOB U/IN X METAGONNTOB C GMONOrMyeckoii cuctemoii. MegnuUMHCKNe U3fennst MoryT BblAeNATb BbIMbl-
BaeMble BellecTBa (Hanmpumep, OCTaTOYHble KaTa/M3aTopbl, areHTbl 06paboTKM, OCTATOYHbIE MOHOMEPSI,
HanoSIHUTENN, aHTUOKCUAAHTbI, N1AcCTMUKATOPbLI) UYWIM NPOAYKTLI AerpajaLuu, KOTopble MUTPUPYIOT N3 Ma-
Tepuana u NoTeHUManbHO MOTyT CTaTb NPUYUHON HEGNAronpUATHOrO BO3LENCTBUS HA OpraHn3M.

Ony611KoBaHO 60/1bLLOE YMC/IO CTaTel Mo UCNOb30BaHNI0 TOKCUKOKMHETUYECKVX METOAOB A1 N3YYeHnst
NoBeAEeHUs XMMUYECKUX BELLECTB B OpraHnu3me. MeToLo/orvst v NoAXoAbl, UCMO/Ib30BaHHbIE B TAKWX UCCNEe0Ba-
HUsIX. COCTaBNSIIOT OCHOBY pEKOMEHaLMii HacTosLLero cTaHaapTa. PekoMeHaaLUmm no UCNob30BaHNI0 HACTos-
LLiero cTaHgapTa npuBeAeHsbl B NPUIOXEHUN A.

MpunoxeHne A IBNSIETCS HEOTHEM/IEMON YaCTbiO HACTOSILLErO CTaHAapTa.
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HAUMOHANBbHbBIMN CTAHAOAPT POCCUMCKOW OSGEJLEPALUNMN

N3LENNA MEAULIMHCKNE
OLIEHKA BMOJIOMMYECKOIO JENCTBUA MEAULMHCKUX U3AENNN

YacTtb 16

MogenunpoBaHne n nccnegoBaHne TOKCUKOKUHETUKN NPOAYKTOB Aerpagaunm v BbiIMbiBaHNA

Medical devices. Biological evaluation of medical devices.
Part 16. Toxicoklnetic study design for degradation products and leachables

flata BBegeHns — 2010—09—01

1 O6nacTb NpUMeHeHnA

HaCTOﬂLLI,VII‘/JI CTaHAapT yCTaHaBnMBaeT NPUHUUNLI, B COOTBETCTBUN C KOTOPbIMU NAaHUPYKOT U OCylle-
CTBIAKT nccnenoBaHna TOKCUKOKUHETUKN. O6yCl'IOB}'IeHHOVI npuMmeHeHnem mMeaununHCKNX VI3,CI,eI'IVIVI.

B npunoxeHnn A N3N0XeHbl pekomMeHAaunn no BKIHOYEHUIO TOKCUKOKUHETUYECKUX MCCﬂeAOBaHI/IVI B
OLEeHKY 61010rM4YecKoro ,El,el7|CTBI/IFI I/I3,D,el'IVIVI MeaNLUNHCKOIo HasHayeHuA.

2 HopmaTuBHbIE CCbIIKN

B HacTosiWwem cTaHAapTe UCnosib30BaHbl HOPMATMBHbIE CCbIJIKM Ha cneylolme cTaHgapThl:

MCO 10993-1:2003 OueHka 6M0N0rM4Yeckoro 4eicTenst MeanuUUHCKnx nsgenuii. Yacts 1. OueHka u uc-
cnepfoBaHus

NCO 10993-12:2007 OueHka 6MON0rMYecKoro AeicTBns MeanLMHCKMX n3genuii. Yacte 12. Mpurotos-
neHvie Npob u ctaHaapTHble 06pasubl

3 TepmuHbI 1 onpepeneHns

B HacTosiwem ctaHgapTe npuMmeHeHbl TepMuHbl Mo MCO 10993-1. a Takxe criefytoLimne TepMUHbI C COOT-
BETCTBYOLWMMMN ONpefeneHnsaMu:

3.1 npoaykT gerpagauun: NMpoaykT, o6pasoBaslLNiics B pe3ynbTare gerpajaunm nav XMmmnyeckoro
pacnafa marepuana.

3.2 NPOAYKT BbIMbIBaHMA: KCTparnpyemoe BeLLECTBO, Takoe Kak ob6aBka, MOHOMEpP Wn OIMromep,
BXOASlLee B COCTaB NOMMEPHOro Marepuana.

3.3 uccnegyemoe BewecTso: MpoaykT gerpagauuv Wi BbIMbIBaHUS, SABASIOWNIACA NpeAMEeTOM TOK-
CUKOKMHETUYECKNX UccneoBaHuii.

3.4 abcopbuusa: Mpouecc, B pesynbTare KOTOPOro BeLecTBO NOCTyNaeT B KPOBEHOCHY0 U (Mn) NnM-
dhatnyeckyto cucremy.

3.5 pacnpepgeneHue: lMpouecc, B pe3ynbTare KOTOPoro abcopbupyemoe BeLecTso 1 (Maun) ero meta-
60NUTbI LUPKYIMPYIOT 1 pacnpefensoTca BHYTpu opraHMsma.

3.6 meTtabonusm: Mpouecc, NocpeacTBOM KOTOPOro abcopbupoBaHHOE BELLLeCTBO CTPYKTYPHO N3MEHS-
eTcAa B OpraHn3me B pesysibTaTe XMMUYecKnX U/mnm hepmMmeHTaTUBHbIX peakuuii.

MpumeyaHue — MpoayKTbl NEPBOHAYANLHOTO B3aWMOAEeiCTBMA MOTYT BNOCNeACTBAN N3MEHATLCS NyTeM io-
6biX (hepMeHTaTUBHbIX N HehepMEHTATUBHbIX pPeakuuin nepes nx akckpeuueii.

3.7 akckpeuus: Mpolecc, NocpeacTBOM KOTOPOro abcop6upyemoe BELLEeCTBO W/MW ero MeTabonuThl
yAansoTca 13 opraHusma.
3.8 6uonormyeckas AOCTYNHOCTbL: 3HauYeHue obLeli abcop6LMU NCXOLHOTO BELLECTBa.

M3paHue ouunanbHoe
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3.9 knupeHc: Cnoco6HOCTL OpraHn3Ma K 3/IMMUHaLMN UCCNEeLYyeMOro BelllecTBa B pe3ysibTate MeTa6o-
nm3Ma u/mnn aKckpeLuun.

3.10 nepwuofa nonyBbiBeAEHUSA t1f2: BpeMsi, HE06X0AMMOe A1 YMEHbLUEHNUS KOHLEHTpaLuu nccnegye-
Moro BelyecTBa Ha 50 % ero HayasibHOro KOJIMYECTBA B XUAKOCTAX M TKAHAX OpraHm3ma.

3.11 cpegHee Bpems npebbiBaHUA: MNMapameTp, CBSA3aHHbIA C NeproAoM NOsyBbIBEAEHNS. KONNYec-
TBEHHO OLEHUBAKLLMIA NPOAO/IKUTENIBHOCTL NPUCYTCTBUSI MOJIEKY bl BELLECTBA B OpraHu3Me.

3.12 koHueHTpaumsa CT4x: MakcumanbHas KOHLEeHTpaums BeLecTBa B Nnasme, BbIpaXXeHHas OTHOLLe-
HVEeM Macchbl K efuHuLe obbema.

MpumeyvyaHune — Korga ccbllaloTCA Ha MakCUMasbHY0 KOHLEHTpauuio BeljecTBa B XUAKOCTU UAN TKaHu, e
npuceanBalT o603HaYeHne (Hanpumep, CTax NneyeHun) U BbipaxalT OTHOWEHEM €ANHUL, MACChl K eANHULAM 06bema nnu
eIUHNL, Macchbl K euHULaM Macchbl.

3.13 Bpemsa tmtx: Bpems, npy KOTOPOM [OCTUraeTCA MakcumasibHas KoOHLeHTpaums.
3.14 nnowaab AUCO MMnowasb yyactka nof KpMBO M3MEHEHUS KOHLLEHTPALMM BeLLeCcTBa B Niasme
OT HynA (MOMeHTa BBefEeHUA) 0 BpeMeHu t, NpoLuejLuero nocse o4HOKpaTHoro BBefeHnsa BeLecTsa.

MpunMmeuyaHue — t— 3TO BPEMS, KOTOPOE OBLIYHO IKCTPANONMPYIOT HA GECKOHEUYHOCTb.

3.15 nnowaab AUMCOf: Mnowaapk y4acTka nog KprBoii Npon3BeAeHUss BpEMEHMN Ha KOHLeHTpaLuuio Be-
LecTBa B nnasme oT Hyns (MOMeHTa BBeAeHUs) 40 BpeMeHH t. npollejLiero nocae 04HOKPaTHOro BBeAEHMS
BellecTBa.

MpumeuyaHune — — 37O BpeMsi, KOTOPOe 06bIYHO IKCTPAMNOMUPYIOT HA GECKOHEYHOCTb.

3.16 o6bem pacnpegenenua Va: MNokasaTenb AN5 OTAENbHOW MOAenun, onucbiBatoLnii npegnonarae-
Mbl1 06bEM, B KOTOPOM COAEPXKUTCH BCE KO/IMYECTBO NCC/efyemMoro BeLecTsa npu ycioBun ero 04HOPOAHOro
pacnpefeneHvs B opraHusme.

3.17 3KCTpaKT: XXnAKocTb, KOTOpasa nosydyaeTca B pesy/sbTaTe npouecca 3KCTpakuum nccnenyemoro
marepuana.

3.18 6uogerpagauma: MameHeHne MeAuLMHCKOTO U3gennsa unn buomaTtepuana, 3aknw4varnleecs B
notepe LefoCTHOCTM W/MAN CNOCOBHOCTU (PYHKLMOHMPOBATL NpU BO3LENCTBUM (PM3MOMIOTMYECKON UM Mo-
[enbHol cpeapl.

3.19 6uopes3op6uusa: Mpouecc, B pe3ynbTaTe KOTOPOro 6uomatepuan paspyliaertcs B huavonormyec-
KOl cpefe, a npoAykT(bl), NoNyyaroLmecs npu 3TOM, BbIBOAATCA nunu abcopbupyoTcs.

4 TpUHUMNbI NJaHUPOBAHUA TOKCUKOKMHETUYECKNX NCCneaoBaHNi

4.1 TOKCUKOKMHETMYeCKMe NCC/Ief0BaHMUs NIaHUPYIOT C YYETOM KaxLLoro KOHKPETHOTO U3JEeNns U Ma-
Teprana.

4.2 TporpaMmy uccrefoBaHuii COCTaBNSAOT M 0hOPMASAIOT 10 Havana IKCNepuMeHTOoB. MNpy 3ToM B Npo-
rpamMmmMy BK/IOUAtOT Lieslb ¥ METOAUKM UccnefoBaHuii. Mogpo6Hee 310 U3MI0XEHO B pasgene 5.

4.3 Mpu BbIGOpPE METOL0B TOKCUKOKMHETUYECKUX UCC/IEA0BAHNIA YUNTLIBAIOT pe3y/bTaTbl N3yYeHusi Npo-
Llecca BbiMblBaHUS. Kpome TOro, yunTbiBaOT UH(OPMALMIO O XUMUYECKUX U (OU3UKO-XMMUYECKUX CBOMCTBAX,
CTPYKType NOBEPXHOCTW MaTepuana u 6UoXMMUYecKrxX CBOCTBaX BCeX NPOAYKTOB BbIMbIBAHUS.

MpumevyaHune — KonmuyecTBo 1 CKOPOCTb BblA€NEHUS NPOAYKTOB, MOyHYaoLWUXCSA B pe3yibTaTte npoLecca Bbl-
MblBaHUSA. 3aBUCAT OT KOHL,EHTPaLKUN UX HA MOBEPXHOCTN MaTepuana, CKopocTu MUrpaLm Ux Ha N0OBEPXHOCTb B CAaMOM Ma-
Tepuasne. UX pacTBOPUMOCTU 1N CKOPOCTH ABUXEHNA NPOAYKTOB B (hM3NOOTNYECKON cpefe.

4.4 TOKCUKOKMHETMYecKue uccriefoBaHUsA pekomeHayeTcs NpoBOAWUTb C TEM MPOAYKTOM npouecca
BbIMbIBaHMA 1 Npouecca gerpagalum, o KOTOpOM U3BECTHO, YTO OH 061a4aeT NOTeHUNaNbHbIM TOKCUYECKUM
feiictBreM. MpoBefeHNe TOKCUKOKMHETUYECKMX UCCEA0BAHUI HA CMECSX HECKOMTbKUX XUMUYECKUX UHIpe-
OVNEeHTOB BO3MOXHO TOJIbKO MNpW onpefesieHHbIX YCN0BUAX. B oTAenbHbIX criydyasx AonyckaeTcs usyveHue
3KCTpaKTOB B coOTBeTCTBMM ¢ ICO 10993-12, a TaKxKe rpaHyn nam nopoLLKoB U3 MmaTepuana MmeauLmuHCKoro
U3esnns, HO 3TO AO/HKHO 6bITb 060CHOBAHO NPU MJIAHUPOBAHUN NCCNEN0BaHUNA.

4.5 BblbpaHHble aHanuTMyeckne MeTonbl AO/HKHbI 06HapYXuBaTb U XapakTepu3oBaTb BCe NMPOAYKTbI
Jerpajauuvu, BbIMbIBaHNS, a Takke X MeTabonnTbl B 6UONOrMYECKUX XUAKOCTAX U TKaHAX. OHN [O0/MKHbI ObITh
noapo6HO onucaHbl B UCccnefoBaTebCKMX oTYeTax B cooTBeTcTBum ¢ 5.1.11.
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KonuuecTBeHHble aHaUTUYECKMe MeToAbl JO/MKHbI HOCUTL creunduueckuii xapaktep, 6biTb YyBCTBU-
Te/IbHbIMU. BOCMPOU3BOAVNMBIMY U IMHEWHBIMU MO BCEMY NpeArnosiaraeMoMy AuanasoHy KoHLeHTpaumii uccne-
ZAyemoro Matepuasna. B otyeTe fO/IKHO 6bITh NPeACTaBIeHO 060CHOBAHME BbIGPAHHOTO METOAA UCC/IEA0BAHMS.

4.6 B nnaHe UccnefoBaHWs AOMKHbI BbITb yKa3aHbl (PU3M00TMUECcKas XUAKOCTb, TKaHb TN 3KCKPeT, B
KOTOPbIX BYAYyT ONPEefensTbCs YPOBHW UCCNEAYEMOTr0 BELLECTBA.

MprumeyaHne — KpoBb 4acTo UCMONb3YIOT A5 U3YUYEeHUs KUHETUYECKOro napameTpa u aécopbumu. Mpu aTom
HEeo6X04MMO yKa3aTb, Ha YeM NPOBOAST AHANMN3 — Ha LefIbHOI KPOBY, CbIBOPOTKE UK Nia3Me, M 060CHOBATL 3TOT BbIGOP.
CBsA3bIBaHWe C UMPKYNUPYylOWUMU GenkaMm KpoBM UM 3pPUTPOLUTAMKU MOXHO onpenensTb MeTogamu in vitro.

4.7 WccnepoBaTenbCKUiA OTHET JOMKEH COAEPXaTb MHChOPMALMIO O XapakTepe CBsA3bIBaHNA onpeaens-
emoro BoliecTBa B npo6e (Hanpumep, CTeNeHb U XxapakTep CPOACTBA) WU NOKa3biBaTb, YTO 3TO HE NPMBOAUT K
HeflooLeHKe aHa/IM3npyeMon KOHLeHTpaLmu.

4.8 [ins onpegeneHns KMHeTUYECKMX NapaMeTpoB AO/KHO ObITb NpeAcTaBNeHo AOCTAaTOYHOE Konyec-
TBO f@HHbIX C AOMYCTUMbIM pa3dbpocoM. TeopeTUyeckn OHU AODKHbI COCTaBNATbL HECKO/IbKO NepuogoBs nosy-
BbIBE/leHVSA BeLLeCTBa, Ha NpakTuke opraHnyeHmns HaknaabiBaeT YyBCTBUTE/IbHOCTb aHA/IMTUYECKUX METOL0B.

5 PyKoBOACTBO MO METOAAM MCC/efoBaHuii

5.1 O6wwme nonoxeHus

5.1.1 VccnefoBaHUsA BbINOJTHAKT Ha XXMBOTHbLIX COOTBETCTBYIOLLNX No/a U BUuaa. 340p0oBble MoJiofble 1
N0N0BO3pesble XNBOTHbIE NPOXOAAT akkIMMaTn3aumio B 1abopaTtopHbIX YCN0BUSAX, NO KpaiiHel Mepe, B Teye-
Hwe 7 cyT. Ecnv npu uccnefosaHnn Metabonmama Ucnonb3yT MHAVBUAYa/bHbIE KIETKW, TO XMUBOTHbIX Nepe-
BOAAT TyAa ANA akknumaTtusauum He MmeHee yeM 3a 24 4. OkpyxarLne ycnoBus 40/KHbI COOTBETCTBOBATL
pekomMeHZauunsam no CoAepXaHMio N NCNOob30BaHMI0 XXMBOTHbIX (CM. ICO 10993-2). B TeueHune Bcero akcne-
pYMEHTa XWBOTHbIE MOMyYalOT OObIYHbIA pPaLUMOH U NMUTbEBYID BOAY, €CAM Nporpamma WccnefoBaHuin He
npesycMaTprBaeT Kakux-imbo N3MEHEHUI B peXnMe UX COAepXKaHUs.

OT60p XMBOTHBIX B rPyNMbl 4151 K&XA0r0 Neproja nccnefoBaHns HOCUT NPOU3BOJIbHbIN XapakTep. Mpyn-
Mbl AO/MKHBI COepXaTb He MEHEe TPeX Me/IKUX XXUBOTHBIX N HE MEHee [1BYX XWNBOTHbIX 60/1ee KPYMnHbIX BULO0B.
B 3apaHee 3annaHvpoBaHHOE BPEMS XMBOTHbLIX MOABEPraloT 3BTaHa3nN.

5.1.2 BO3MOXHO UCMNO/Ib30BaHNE UCC/IelyeMOro BELLOCTBA. He MEYEHHOIO paAnoaKTUBHLIMKU U30TONa-
MU, NPV HaNIMYUK COOTBETCTBYIOLLUX YTBEPXAEHHbIX METOA0B MCCef0BaHNA AaHHOIO BELLecTBa v ero meta-
60/11TOB.

5.1.3 lpu Heo6xoANMOCTN Uccnedyemoe BeWecTBO METAT pafnoakTUBHbIMK n3oTonamu, CTabusnbHbl-
MW B OTHOLIEHUN MeTabonmsma. MpeAnouTUTeNbHLIMU ABNAITCA PagMOXMMUYEckn Ynctble (6onee 97 %)14C
wnu 3. MNpu ncnonb3osBaHnm nsotona 3H yunTbiBalOT BO3MOXHOCTb 3aMelleHnsa TpuTtna. MeyeHHoe paganonso-
Tonamu BeLeCcTBO NPy HEOBXOAMMOCTY Pa3BoOAAT BELLECTBOM, HE coAepXalum pagmon3oTonos.

5.1.4 Tpu ncnonb3oBaHUM BelecTBa, MEYEHHOro paguonsoTonamu, yunTbliBalOT ero crneungunyeckyto
aKTMBHOCTb M PafMOXUMUYECKYI0 YNCTOTY.

5.1.5 Vccnegyemoe BelLecTBO BBOAAT A03aMu onpeaeneHHbiM nytem. NyTb BBeAeHUSA onpeaensoTt B
3aBUCMMOCTUN OT HasHayeHUss MefULMHCKOro nsgenus. MNpobbl nccnegyemoro BellecTsa rotToBAT € y4eToM
nyTn BBefeHNA A03bl. Heo6xoanMOo 3HaTb M 0TPas3nTb B OTYETE CTabubHOCTb NPO6bI NPU BbIGPaHHOM MyTW
BBeieHuS.

MpurumeyaHune — MNporpamma UccnefoBaHuii MOXeT BKOYATb B Ce0si pasHble NMyTU BBeAEHUS BelecTBa Ans
cpaBHeHUs.

5.1.6 Onsa nsyuyeHns c6anaHCUpoBaHHOCTM 403 XMBOTHbIX MOMELLAKT B KNeTku, NpeAHa3HayeHHble 4
uccneposaHnsa metabonmsma.

5.1.7 Mouy n dhekanmmn CoXpaHsoT NPy HU3KOI TemnepaType U B EMKOCTAX, COAepXKallx KOHCepBaH-
Tbl. HE MeLlaloLne NPoBEAEHNI0 aHaNN30B, ANA NpefoTBpaLleHNs pasBUTNS NOCTIKCKPELMOHHBIX MUKPOBUMO-
NI0rMYeCcKnX rnpoLeccoB U caMonpon3BOsIbHOrO N3MeHeHus. KpoBb, nNpefHasHauyeHHyo A1 UccrnefoBaHuns B
BUAE LieNIbHOM KPOBW MW NNasMbl KPOBW, COXPaHSAOT B MPUCYTCTBUM COOTBETCTBYIOLLMX aHTUKOArynsHTOB.

5.1.8 [lo Hayana aKcnepuMMeHTa, No BO3MOXHOCTHN, OTOMpatoT hoHOBbIE NPO6bl. B HEKOTOPLIX UCCNeao-
BaHMAX (pOHOBbIE NPOOLI (HanpUmep, TKaHW) y NOAO0MbITHLIX XMBOTHbLIX 0TO6paTh HEBO3MOXHO, MO3TOMY UX 3a-
6UpaloT Yy KOHTPOJIbHO Tpymnbl.

5.1.9 Bpems oT6opa nNpo6 AO/HKHO COOTBETCTBOBATL TUNY UccefoBaHns. OT60p OCYLLECTBAAOT B Te-
YeHune nepuoaoB BPEMEHU A/INTENIbHOCTbIO B HECKO/IbKO MUHYT, 4acoB, CyTOK, HeAenb WK faxe MecCsLes.
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[ns nccnepoBaHuii, BKIOYAOLWMNX N3yYeHne NPOAYKTOB BblAeNeHNs, 06bI4YHO NCNOMb3YIOT 24-4acoBble nepu-
ofbl. N0 KpaviHeli Mepe, B TeyeHune 96 4. B nccneposanusx, Tpebytowmx B3aTuA Npob KPOBKM, KPOBb cObuparoT
no cneuuansHol nporpaMmme, B KOTOPOW NpoLecc B3ATHA KPOBY NPOAO/IKAETCS C UHTEPBaNaMn OT HECKOIbKUX
MUWHYT 1O HECKOJ/IbKMX YaCcoB B TeYeHne 72 u.

5.1.10 TpeboBaHusa nabopaToOpHOI MpakTUKM MO MexAyHapoaHbiM cTaHgapTam GLP go/mxHbl 6biTb
OCHOBOW [1/11 TOKCUKOKMHETUYECKNX UCCNEef0BaHNINA.

5.1.11 OTtueT 06 MccnefoBaHUAX AO/MKEH BKIOYATbL CNeayoLLyo MHhopmMauuio:

- JINHUIO U UCTOYHWK MOCTYMNIEHNSA XUBOTHBIX, YC/IOBUA COAEPXaHUA, UX paLoH, BO3pacT v Non:

- nccnegyemoe BeLecTBO U Npoby, UX YNCTOTY, CTabUNbHOCTb, XMMWUYECKWI COCTaB U BBEAEHHOE KOV-
4ecTBO:

- YCNnoBus UccnefoBaHuii, BKIOYaa NyTb BBEAEHUS BeLLeCTBa,;

- MeToAbl UCC/IeJoBaHUsA, 3KCTPaKLUK, onpedesieHns n X saimauuio:

- MaTepuasnbHbllii 6anaHc nccnesyemoro BelecTsa;

- MHAMBUAYasibHble pe3ynbTaTbl HA KaXA0M 3Tane uccrnefoBaHus B Bufe Tabnuubl;

- 3asB/leHNe O COOTBETCTBMM CTaHAapTam kayecTBa uav TpeboBaHMAM nabopaTopHOW NpakTuku no
ctaHpgaptam GLP;

- 0bCcyxaeHve NoslyvyeHHbIX pe3ynbTaTos;

- WHTeprpeTauuio Nosly4yeHHbIX pe3ysbTaTos.

5.2 PykoBOACTBO NO cneunduyeckum meTodam mccriefoBaHui

5.2.1 OCHOBHble NOM0XEeHUs

VccnepoBaHune nNaHnpyoT Takum 06pasom, YTo6bl NOYyUNTb MHGOPMALMIO 415 OLLEeHKU TOSTbKO CTENEHN
pvicka cnosib30BaHNsA MeANLUHCKAX U3AENNIA, TaK YTO 0O6bIYHO HET HEOO6XOAMMOCTM B PpACCMOTPEHMU BCEX ac-
NeKToB.

5.2.1.1 WNccneposaHuna abcopbuumn, pacnpegeneHus, metabonnsma v akcKkpeLuy NpoBoAAT Mo oTAe N b-
HOCTW. M3yyas OAUH U3 NepeyncrieHHbIX NPOLLEeCcCoB, UK O4HOBPEMEHHO, paccMaTpuBas HECKO/IbKO acnekToB
B OQJHOM UCC/efj0BaHUN.

5.2.1.2 KonnyecTBO M3yyaemMbIX KMHETUYECKUX NapaMeTpoB BblOMPAIOT B 3aBUCMMOCTM OT NMporpammbl
nccnenoBaHunin. Cpeam HUX: CKOPOCTb abcopbLuum, ckopocTb BbiBegeHus. AUCO3 AUMCND,, Crretl, tmat, neprog
nosyBbIBElEHUSA. CpefiHee Bpems npebbliBaHus, 06beM pacrnpefenieHus u KMpeHc.

5.2.1.3 KvnHeTuuyeckne napameTpbl MOryT 6GbiTb onpefesieHbl TONbKO A5 onpeAeneHHbIX MONekyn, u,
cnefoBartenibHO, UCMOMb3YTCA cneunduyHbie MeToAbl UCNbITaHWi, YyBCTBUTENbHbIE K 3TUM MOJIEeKynam.
VICTUHHbIE KUHETUYECKME napameTpbl Kaxoro BelecTsa MoryT 6biTb onpefesieHbl TOIbKO NPU ero BHyTpu-
BEHHOM BBefeHuU. Mo3aToMy Npu Heo6X0AMMOCTM B MPOrpaMMy BKIHOYAKOT UCCMef0BaHNsA C OrpaHNyYeHHbIM
BHYTPMBEHHbIM BBefeHneM. 3T0 N03BOASET ONpefennTb KONMYecTBO NOCTYNMBLUETO B OPraHW3m BellecTBa
ANS Koppekuun pe3ynbTaTtos, NoslyvyaembiX nNpu pyrux cnocobax BBefeHus.

5.2.1.4 Ona onpefeneHns KUHETUYECKUX MapameTpoB MUCMOMb3YIT COOTBETCTBYIOLWYIO KMHETUYECKYIO
mMogesib. CylecTByloT cnelnasibHble KOMMbIOTEPHbIE NPOrpaMMbl A1 BbIUNC/IEHUS 3TUX napaMeTpos. por-
paMMHOe obecrneyeHve yTBepxAatoT [0 ero NCcnonb3oBaHnsa 1 NOATBEPXKAAIOT 3TO AOKYyMeHTasbHo. Mpeano-
NOXEHUs. BBOASALLMECS B MPOrpaMmy, 1 BbIGOp KUHETUYECKON Mofenn Takke oTpaxaloT B oT4eTe.

5.2.2 A6copbuuns

Mpouecc abcopbumm 3aBUCUT OT NYTU BBELEHWUS UCCMELYyeMOro BelecTsa, ero hn3nmKo-XxmMmMm4eckoro
COCTOSIHUS M 3KCTparmpyoLLeit Xuakoctu. Ero oueHnBaoT No KOHLEHTPaLMn JaHHOTo BELLeCcTBa B KPOBU, B Cbli-
BOPOTKE. B Bbl€/IEHNAX 1 B TKAHAX OpraHn3ma. Takxe paccmMaTpusaloT He06X04MMOCTb NPOBELEHNSA NMOSHOMO
nccneaoBaHust 6G1ONOrMYECKoii OCTYNHOCTY 3TOr0 BelecTBa. Boibop Tpebyemoro Metosa nccneoBaHus 3a-
BUCUT OT MHDOPMALMK, KOTOPYIO HY>KHO MOJTYUYUTb, BOSMOXHOCTU NPUMEHEHNA MaTepuasna, Me4yeHHoro pagmno-
M30TOMaMu. 1 UCNOIb3yemMoro Metofa aHanusa. Mpu nccnefoBaHUN KMHETUYECKUX NapaMeTpoB KOHCTaHTa
CKOpOCTK npouecca abcopbunm MoXeT GbiTb JOCTOBEPHO BblYMCNIEHA MPU YCOBUK, YTO B pase abcopbuum
B3ATO 4OCTATOYHOE YMC/I0 MPOo6.

MpumeyaHne — CywecTBylOT METOAbI in Vitro, KOTOpPble AalT BaXHY UHPOPMALMIO O XeNyLOYHO-KULEYHO’
N KOXHOM aGCOpﬁLU/IM XUMUNYEeCcKnx sellecTB.

5.2.3 Pacnpegenexune

5.23.1 [ns nccnepoBaHnsa npolecca pacnpefeneHus, kak npasusio, NCNosib3yT MeYeHHoe pajMoun3o-
Tonamu BeLlecTBO. ViccnegoBaHms MOryT ObiTh:

- KOJIMYECTBEHHBLIMU, ONpeaeNnsoWMMN YPOBHN COAEPXaHUS BELLLECTBA B Cpe3ax TKaHel;
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- KauyeCTBEHHbIMU, UCNOJb3YOWUMN 06LLYI0 ayTopaguorpadguio;

- NOMYKONMYECTBEHMbIMU, NCMO/b3YIOLMMI BbIGOPOYHYIO ayTopagunorpadmnio no cTaHAapTHLIM MOJIAM.

5.2.3.2 OO6bI4HO Mpy M3yyeHUn npouecca pacnpefeneHns BpemeHeM oTbopa nNpob ABnAseTcs /BBX,
T.e. 24 n 168 4 nnn 6onee, B 3aBUCUMOCTM OT BPEMEHW BbIBEAEHUSI UCCeayeMoro Belwectsa. OT6op npob B
NPOMEXyTOUHbIe MHTEePBasibl BpEMEHW NMPOBOAAT, KOrga TPebyTcs AONONHNUTENbHbIE AaHHble. Bonee YacTbll
0T60p NPo6 06bLIYHO BLIMOMHAKT Ha paHHUX dhasax abcopbuuu n BbiBefeHus. [Npu aToM 6epyT Kak MOXHO
6o0nblue Npob B TeueHue hasbl BbiBeAeHMA (TeopeTuyeckn 3—4 nepuoga nosyBbiBeAEHNA) A4S TOTO, YTOObI
obecneunTb 60n1ee TOYHOE onpefesieHne napameTpos.

OCHOBHbIM peluaLM GakTopoM ABNSETCA YyBCTBUTE/ILHOCTL MeToa.

5.2.4 MeTabonu3m 1 aKckpeuus

5.2.4.1 KneTku gnsa cogepxaHus XUBOTHbIX NPU U3yYeHnn meTabonm3ma [LOSKHbI NO3BOMATL MPOBO-
ONTb OTAEeNbHbI cO0p MOUM U hekanuii Ha Bcex aTanax uccnefoanuns. Mpu 4nMTenbHOCTY UccnefoBaHunii fo
14 cyT mouy v thekanmm oTéMpatoT OTAENBHO B TeYeHne 24 4 1 NOTOM — depes Kaxable 24 4 10 KoHLa 3Kcne-
pvMeHTa. ViHorga nnaH uccnefoBaHuii MOXeT npegycMaTpusaTb 3BTAHA3MIO XMBOTHbLIX HA MPOMEXYTOUHbIX
cTagusx.

Mpo6bl MOryT 6bITb 0OTO6PaHbI paHbLue 24 4. Korga ecTb BEPOATHOCTbL ObICTPOro BbiBEAEHUA uccnenye-
MOrO BellecTBa uin ero MetabonmTos. MNpu A/IMTENbHBIX UCC/Ief0BaHUSAX 0T60P NPo6 B HaYasIbHOM nepuoae
NPOBOAAT Tak Xe. Kak AN KpaTKOBPEMEHHbIX UCCnefoBaHuli. 3ateM Npobbl OTOMPaOT HENPEPbLIBHO B TEYEHNE
24 4 yepes yCTaHOB/EHHbIi MHTEPBAT BPEMEHN.

MpumeyvaHue — Mcnonb3oBaHWe KNETOK AN1A U3yYeHUs meTabonusma nNpu ANUTENbHbLIX UCCAEA0BaHNAX MO-
XeT 6blTb BPeAHbIM /151 3,0POBbS XNBOTHbIX. [T03TOMY NpU NPOAOMNKUTENbHOM 3KCMEepPUMeHTe A NoNyYeHns JocToBep-
HbIX pe3ynbTaToB Npobbl cobupaloT yepes onpejefieHHble UHTEPBanbl BPEMEHU, 1 3TV pe3ynbTaTbl 3KCTpanonupyTCs,
KakK npu HenpepbiBHOM O0T60pe Npob.

5.2.4.2 Tpynbl XXMBOTHbIX W/UIN NX OPTaHbl-MULIEHU COXPaHSOT 4151 UCCNeA0BaHNNA, & KPOBb 3TUX XU-
BOTHbIX 3a6MpaloT /151 OnNpefeneHnst KOHLeHTpaLmM BellecTs B naasMe W LefbHoii kposu. Mocne ot6opa
Npo6 B MOMEHT 3BTaHa3uu KNeTkW 4151 UCCNefoBaHnii MeTabonnaMa, Mode- 1 Kasloc60pHUKM MOKT crneyuanb-
HbIMW PacTBOPUTENSIMW. BO3MOXHO HaKOMEHWE MOJyYEHHbIX CMbIBOB U COXpaHeHUe penpe3eHTaTUBHOW
yacTu ANna aHaaU3oB.

5.2.4.3 Korga ucnonb3ytoT BeLLECTBO, MOMeYeHHoe pasmon3oTonamMu (CM. NpyMeyaHue HUXe), BoccTa-
HOBJIEHWE UK pacyeTHOe BOCCTaHOB/IEHME UCCNIEAYEMOTO BelLecTBa B HOPMe JOKHO 6biTh (100 + 10) %. Ko-
IMYECTBO MCC/IeAyeMOoro BELLEeCTBA B KAXA0W (hpakum aHaM3npyoT C MOMOLLbI0 YCTAHOB/IEHHbIX Npoueayp
[N51 KAK0r0 MeUEHHOTo UM He MEYEHHOTro paauon3oTonamuy BelecTBa B COOTBETCTBYoLW el cpeae. Mpu nc-
No/Ib30BaHWUM BELLECTB, MEYEHHbIX PAAMOM30TONaMU, MPOBOAAT OLEHKY Kak MepBUYHOTO BeLLecTBa, Tak 1 Me-
TaboNINTOB. €C/IM MPW 3TOM He 6bIM MCMO/b30BaHbl creluasibHble MeTogukn. Ecnu BewecTso, MeyeHHoe
pasuousoTOonamu, He BOCCTAHABMMBAETCS B AOCTATOYHOM KONMYECTBE B IKCKpeTe (dhekanuax u/unu moye)
WK B OpraHn3mMe MogornbITHOTO XXMBOTHOTO, paccMaTprBaloT He06X0ANMOCTb C60pa BblbIXaeMOro Bo3ayXa.

MprumeyaHue — He BoBCex Cyyasax 4oCTUXMMa Tpebyemas cTeneHb BOCCTAHOBAEHNSA. [TPUUUHBI NI06bIX OT-
KMIOHEHWI# perncTpnpyoT M 060CHOBbLIBAIOT B OTHETE 06 MCCeA0BaHUAX.

5.2.4.4 YpoBHU pagMoaKkTVBHOCTM B GBUOSIOTUYECKON cpese onpeaensitoT NoACYETOM, HanpuMep MeTo-
OOM CUMHTUANAUUK XungrocTu. OfHako cnegyet nogyepkHyThb, YTO B JaHHOM MeToje UCMNOSb3YyeTCs CMeLlaH-
Has KOHLUEeHTpauus BellecTBa W ero metabosMToB, NO3TOMY Ha €e OCHOBE He MOryT GbiTb OnpejesieHbl
KMHeTuYeckne napameTpbl. TaMm. rae Heo6xoAnMo oTAeNEeHne MeTaboIUTOB, UCNOL3YIOT PSS NpoLeayp 3Ke-
TpakuMm 1 xpomatorpaduyecknx MeToAoB aHanmnsa (Hanpumep, MeToAbl BbICOKO3I((EKTUBHOW XUAKOCTHOM
Xpomarorpaduu, xpomatorpaduy B TOHKOM C/l0e cop6eHTa — TOHKOC/ONHOW XxpoMaTorpadumm, razoxmaroc-
THON XpomaTtorpagmu), a nosyyeHHbli MaTepyuan xapakTepusyoT NocpeAcTBOM psfa XUMUYECKUX U hnsu-
KO-XMMUYECKUX MeToAoB (Hanmpumep, Macc-CMeKTPOMEeTPUYECKUA MeTod, CNEKTPOCKOMUYECKUI MeTof,
AAEPHO-MarHMTHOrO pe3oHaHca).

MpumeuaHue — CyuwecTByeT HayyHas uTepatypa no NpUMEHEHUIO KybTyp TKaHel, KNeTok, TOMOreHaToB u
MN30/INPOBAHHbBIX PEPMEHTOB 411 M3yyeHus MeTabosimaMa B onbiTax In vitro. 3T mMeToAbl, B OT/INYMe OT MeToAoB In vivo.
No3BO/IAT NPOrHO3MPOBATHL NYTM MeTa601nM3Ma, Korga BewecTBO /I0KaM3yeTcs B HEAOCTYNHOM AN UCC/e0BaHuii mec-
Te. CfiegyeT OTMETUTb, YTO CTEMEHMN U CKOPOCTN MeTa60/M3Ma Npu onpegesieHn MeToAamu in vitro u In vivo 4acTto oTiu-
yatoTes.
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Mpunoxexnune A
(o6a3aTenbpHoe)

PekoMeHpaunn no NnpoBefeHN0 TOKCUKOKMHETUYECKUX UCCIef0BaHNA

A.1 Wcnonb3oBaHue G0MbLWMWHCTBA MEAULMHCKUX U34EeNNI Cas3BHO C MOTEHUMaNbHOW onacHoCTblo. OfHaKo Npo-
BeleHNe TOKCUKOKUHETUYECKUX UCCnefoBaHnii BCex NAeHTUdULMPYeMbiX NPOAYKTOB Aerpajauny U BbIMbIBAHUS W BCEX
MeANLUHCKUX N34eNNil He ABNSETCA HEOGXOAWMbBIM UMW NPaKTUYHBIM.

A.2 PaccmaTtpuBas Heo6X0AMMOCTb TOKCUKOKMHETUYECKUX NCCNefoBaHN Kak YacTn 6MONornyeckoil oLeHkn megm-
LMHCKUX U34ENWiA, NPUHUMAT BO BHUMaHWE KOHEYHbI NPOAYKT, COCTaBASOLWME €ro XMMUYeckue BellecTBa, NOTEHLUU-
anbHble U Mofenupyembie NPOAYKTbl Aerpajaluun 1 BbIMbIBaHUA, @ TaKKe HasHauyeHue n3genuii.

A.3 TaM. rage BO3MOXHbl TeopeThyeckme uccrefoBaHusa NpoLeccoB gerpagaynu, oHN AO/KHbI GbITb NPOBeeHbl B
onbiTax m vitro (HanpumMep, Ha Ky/ibTypax TkaHell, KNeToK UM roMmoreHaTax) 0 Hayana TOKCUKOKMHEeTUYEeCKUX uccnegoBa-
HUiA. DTO 06YCNOBNEHO HE TOIbKO Tpe6oBaHNEM MUHMMANbLHOTO NCMO/Ib30BAHUSA XUBOTHbLIX B 3KCNepUMeHTax, NpuBeAeH-
HbiM a MCO 10993-2. HO Takxe Heo6X0AMMOCTbIO onpefeneHns Hanbonee BEPOATHLIX NPOAYKTOB Aerpagauuu.

A.4 Heo6x0AMMOCTb NpOBeAEHNA TOKCUKOKMHETUYECKUX UCCNef0BaHnii paccmaTpuBaeTcs, ecnu:

- u3genue npu NPUMEHEeHUU No Ha3HAYEeHU MOANEXUT paccacbiBaHWO NOA BAUSIHUEM 6MONOrMYecknx akTopoB
nnu

- 13genue UMeeT ANNTe bHbI KOHTAKT C OpraHn3MoM YesioBeka npu MMMaHTauumu, U3BecTHa Unn npegnonaraetcs
ero 6uogerpajgauma unu cylecTBeHHasa Kopposnsa v (UNn) U3 N3gennsa NPOUCXoAUT MUTPALUS BbIMbIBAEMbIX BELWECTB, NN

- eCTb CBEAEHNS UM CYL ecTBYeT BO3MOXHOCTb 06pa3oBaHnsi 3HAUYNTE/NbHbIX KOJTIMYECTB MOTEHLMANbHO TOKCUY-
HbIX WM peakuMOHHOCMNOCOGHbIX NPOAYKTOB Aerpajauun n BbIMbIBaHWUS, MUTPUPYIOLLNX U3 MEAULUHCKUX U3aenuii B opra-
HU3M YyenoBeka Npu KIUHUYECKOM NPUMEHEHUU.

MpumeyvyaHune — 3HauyeHNe TepMUHA «3HAUYNTESNbHbIE KONIMYECTBA* 3aBUCUT OT XMMUYECKNX CBOWCTB Bellec-
TBa. 0 KOTOPOM UAeT peub.

A.5 TpoBefeHne TOKCUKOKMHETUYECKNX NCCEef0BaHUA He TpebyeTcs, ecu:

- Npu fOcCTUraemMoi Unv npeanonaraemMoii CKopocTW MUTpaLun U BbIMbIBAHUS U3 U3LeNUii 1 MaTepnanoB ypPoBeHb
NPOAYKTOB 9TUX NPOLEcCOB 6e30MaceH UM ecTb AaHHble 0 6e30MacCHOM K/IMHUYECKOM NMPUMEHEHNUN, Uan

- yXe HaKoM/ieHbl 3HAYMTESIbHbIE TOKCUKONOTMYECKME NN TOKCUKOKUHETMYECKME AaHHbIe, OTHOCSALWMECS K NPOAYK-
Tam Aerpagauuy u BbIMbIBAHUS.

A.6 Murpauusa npogykToB ferpajaynn n BbIMbiBaHWS U3 MeTas0B, CNIaBOB U KEPAMUKN 06bIYHO OUYEHb HE3HAUN-
TefibHa W He SIBISIETCS OCHOBAHWEM A/15l NPOBEAEeHNs TOKCUKOKUHETUYECKUX NCCNEef0BaHNMA.
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Mpunoxexnune B
(cnpaBoy4HOE)

CBefeHNA 0 COOTBETCTBMM HaLMOHaNbHbIX CTaHAAPTOB Poccuiickoih depepanmn cCblIOYHbIM
MeXAyHapoHbIM cTaHhapTam

0O603HaYeHne CCbIIOYHOTO

O603HaueHre N HaMMeHOBaHWe COOTBETCTBYIOLLETO HaLMOHAIbHOK CTaHapTa
MeX/yHapoJHOro cTaHaapTa yiouy 4 Aap

NCO 10993-1:2003 FOCT P NCO 10993-1—2009 M3genus meguunHckme. OueHka 6M0N0rmM4eckoro
AencTBna MeanUMHCKUX n3genunin. YacTte 1. OueHka n nccneposaHus

NCO 10993-12:2007 FOCT PWNCO 10993-12—2009 N3genua mepuumHckme. OueHka 6M0n0rnyeckoro
nelcTBUS MeaUUUHCKMX n3genunii. Yacte 12. MpurotoBieHne npo6 M KOHTPO/bHbIE
o6pasubl
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