®EAEPANBLHOE ATEHTCTBO

MO TEXHUWHECKOMY PEFYIMPOBAHUIO U METPONOI NN

HALWOHANDbHbLINA roct P UCO
CTAHOAPT
POCCUMNCKOW 10993-16—
OEOEPALUUU 2009

n3genma MEQULUMHCKUE

OLIEHKA BUONOIMMYECKOIro AEUCTBUA
MEOUUWHCKUX U3OENUNA

YacTtb 16

MopenupoBaHue u uccrnegosaHue TOKCUKOKUHETUKU
NPOAYKTOB Aerpagaunun n BbiMmbiBaHUsA

ISO 10993-16:1997
Biological evaluation of medical devices — Part 16: Toxicokinetic study design for
degradation products and leachables
(IDT)

U3paHue odbuumnanbHoe

B3 4—2009/158

Mocksa
CraHgapTuHpopm
2010


http://www.kruzhevo-len.ru/vyazanye-kardigany-kruzhevnye-bluzki.html

rocT P UCO 10993-16—2009

Mpeaucnosue

Llenn n npuHumMnel ctaHgaptusauumn B Poccnitckon Peagepaunm ycraHoneHsl PegepanbHbiM 3aKOHOM
oT 27 pekabpsi 2002 r. Ne 184-d3 «O TexHU4YeckoM perynmpoBaHniy, a npasuna npMMeHeH1s HaunoHanbHbIX
ctaHgapToB Poccuinckon ®epepauun — MNOCT P 1.0—2004 «CtaHgapTtusaunst B Poccuitckoin degepaunn.
OcHOBHbIe NONOXEHNUSI»

CeefeHuA o cTaHgapTe

1 MOArOTOBJIEH ABTOHOMHOIN HekoMMepyeckoi opraHnsaunein « MHCTUTYT Meanko-6ronormdecknx
ncenenosaHnin u texHonornny (AHO «MMBUNT»)

2 BHECEH TexHu4yeckum kommnteToM no ctaHaaptusauun TK 422 «OueHka buonorndeckoro gencresmsa
MeANLMHCKNX M3aenniny

3 YTBEPXIEH V1 BBE[EH B AENCTBME Mpukazom dPeaepansHOro areHTcTsa no TexHu4eckomy pe-
rynMpoBaHuio U MmeTpornornm ot 2 gekabpst 2009 r. Ne 534-ct

4 HacTosiwumi ctaHaapT uaeHTndeH mexayHapogHoMy ctaHgapTty MCO 10993-16:1997 «OueHka 6uo-
NorMyeckoro AeNCTBNa MeanLMHCKUX u3aenuin. Yacts 16. MogenupoBaHue 1 UccregoBaHNe TOKCUKOKUHETUKN
npoayKToB Aerpagaumu n seimelBaHus» (1ISO 10993-16:1997 «Biological evaluation of medical devices — Part
16: Toxicokinetic study design for degradation products and leachables»).

Mpwn NpUMeHeHNn HacTosILLEro CTaHAapTa pekoMeHAyeTCs UCMOoMb30BaTe BMECTO CCbINOYHBIX MeXayHa-
POOHbIX CTaHAAPTOB COOTBETCTBYIOLUME M HaLMOoHanbHble cTaHaapThl Poccuiickoi ®eaepaunu, ceeaeHus o
KOTOPbIX NpUBeAEeHb! B AOMONHUTENBHOM NPUIoXeHUN B

5 B3AMEH rOCT P NCO 10993.16—99

UHgbopmauyusi 06 USMEHeHUsX K HacmosweMy cmaHOapmy rybrnukyemcs 8 exe200H0 u30agaeMOM UH-
opMayuoHHOM yKkazamere «HayuoHanbHble cmaHOapmbl», @ MEeKCM USMEHeHUL U rornpasoK — 8 exeme-
cA4YHO uzBasaeMbix UHGOOPMAUUOHHbLIX yKa3amessix «HauyuoHanbHbele cmaHdapmsi». B criyyae nepecMompa
(3ameHbi) unu ommeHbl Hacmoswe2o cma+Hlapma coomeemcmeyroujee yeedomreHue 6ydem ornybruKkoeaHo
8 EXXeMECSIYHO U30asaeMoM UHhOpMaUUOHHOM yKkasamene «HayuoHaneHbie cmaHdapmbly. Coomeemcemey-
rowast uHghopmauusi, yeedoMrieHuUe U meKcmal pa3melaromcesi makxe 8 UHGhopMayUoHHoU cucmeme obuiez2o
ronb308aHuUs — Ha oghuyuarnbHoM calime PedepanbHO20 azeHmemea o MexHU4eCKoMy pe2ynuposaHuio u
memporsioauu 8 cemu ViHmepHem

© CraHaapTtuHgpopm, 2010

Hactosiuuii ctaHaapT He MOXeT GbiTb MOHOCTbLIO UMK YacTUYHO BOCTIPOU3BEAEH, TUPaXKUPOBaH U pac-
MpocTpaHeH B kadecTBe ochuumanbHOro usgaHus 6es paspelueHus denepanbHoro areHTCTBa Mo TEXHUYECKO-
My peryniimpoBaHuio U METPONOrun
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BeBegeHue

CobntoaeHue nonoxeHnii ctaHaaptos cepun MCO 10993 «OueHka B1onorn4eckoro AecTBmUs MeauLLMH-
CKMUX U3AEeNniA» NO3BONUT 06ecnednTb CUCTEMHbIA NoAXoA K UccreaoBaHmnio 61uonormieckoro 4eicTeus meau-
LUHCKNX N3gennii.

Llenbto 8Tux cTaHAapToB He siBnsieTcs 6e3ycnoBHoe 3akpenneHe equHoobpasHbiX METOA0B UcceaoBa-
HWI U UCTIbITaHWIA 32 rpynnamMy 0gHOPOAHBLIX MEANLMHCKNX N3AeNNA B COOTBETCTBUMU C NPUHATON Knaccudunka-
Uunen ux no Buay v 4rMTENbHOCTM KOHTaKTa ¢ opraHM3mMoM Yenoseka. [103ToMy nnaHuposaHue 1 nposedeHue
ncenegoBaHWin v UCNbITaHUN AOMKHBI OCYLLECTBAATL CMeLManuncTbl, UMetoLLe COOTBETCTBYIOLLYIO NOATOTOBKY
1 oNbIT B 06NacTn caHNTapHO-XMMNYECKON, TOKCUKOMOTNYECKOM 1 B1ONOrnieckon oLeHoK MeauUmMHCKNX nsae-
nmn.

Crangaptbl cepuun MCO 10993 aBnsitoTcA pykoBOAALLMMN JOKYMEHTaMU A1 NPOrHO3MpOBaHUA 1 nccne-
noBaHusa Guonornyeckoro AeNcTBns MeqUUMHCKUX U3AenuiA Ha cTagun Bbibopa maTtepuanoB, npeaHasHadYeH-
HbIX AN UX U3rOTOBMNEHMUS, a Takke ANA UCCneaoBaHUi roTOBLIX U3AENUiA.

B cepuio UCO 10993 BxoaaT cnegytowme yactu nog o6wmm HassaHuem «OueHka 6uonornyeckoro
OeACTBUS MeQULNHCKUX U3aenuinn»:

Yacte 1 — OueHka 1 uccneaoBaHus;

Yactb 2 — TpeboBaHus K 06paLleHunio ¢ XXUBOTHLIMU;

Yactb 3 — UccnenoBaHusi reHOTOKCUYHOCTU, KaHLEPOreHHOCTU U TOKCUYEeCKOro AeNCTBUA Ha pernpo-
OYKTUBHYIO (DYHKUMIO;

Yactb 4 — UccnenosaHus usaennin, B3anmMoaencTByOLWMX C KPOBbIO;

Yactb 5 — UccnegoBaHuMe Ha LIUTOTOKCUMHOCTL: MeToAbI in Vitro;

Yactb 6 — UccnegosaHnst MECTHOMO AEUCTBUA NOCNe MMNNaHTauum;

Uacte 7 — OcraTtouHoe cogepXaHue STUNeHokcuaa nocne crepunusaunm;

Yactb 9 — OcHOBHble NpUHLMNLI MASHTUUKALUNN U KONUYECTBEHHOIO onpeaeneHnsa NoTeHunanbHbIX
NpoayKToB Aerpagauuu;

Yactb 10 — UccnegosaHne pasgpaxaiolero  CeHCUBUU3npyoLLero 4ENCTBUS;

Yacte 11 — UccneaoBaHne obLLIETOKCMYECKOro EACTBUS,

Yactb 12 — MpurotoBneHune npob u ctaHaapTHbIE 06pasLbl;

YacTb 13 — MaeHTudukauma n KonuyecTBeHHoe onpegeneHre nNpodykToB Aerpagaunn nonmMmepHbIX
MeANLUHCKUX N3aenuni;

YacTb 14 — VgeHTudukauma u KonnmyecTBeHHoe onpeaeneHne NpoayKToB Aerpagalnm usgennin us ke-
pamunKu;

Yacte 15 — NaeHTudumkaums n konudecTBeHHOe onpedeneHne NpoayKToB Aerpajaunn Usgenui us me-
TannoB U CNaBos;

YacTte 16 — MopenupoBaHue 1 UccrefoBaHUe TOKCUKOKMHETUKA NPodyKToB Aerpagauvn U BbiMblBa-
HUS;

Yactb 17 — YcTaHOBNEHUE MOPOroBbIX 3HAYEHWI NS BbIMbIBAEMbIX BELLECTB;

Yactb 18 — NccnegoBaHne XUMUYECKUX CBOMCTB MaTepuanos;

Yactb 19 — WccnegoBaHune oU3nNKo-XMMUYECKNX, MOPONormiyecknx 1 Tonorpaduyecknx CBOMCTB Ma-
Tepuanos;

Yactb 20 — lMpuHLMUMBLI U METOAbI UCCREA0BAHMSA UMMYHOTOKCUYECKOTO AeNCTBNA MeAULMHCKIX n3ae-
NWA.

HacTosawwmin ctaHgapT coaepkuT pykoBoACTBO U TpeboBaHMsA K MOAENMPOBaHMIC 1 MPOBeAEeHNIo TOKCUKO-
KMHETNYECKUX NCCIEdOBAHNNA.

TokcukoKkMHeTrKa onncbiBaeT abcopbuuio, pacnpegeneHne, MeTabonuam 1 BblaeneHne Yy>KepoaHblX Co-
edVHEeHNI B XXMBOM OpraHusme Ha npoTshKeHUN BpeMeHW. YyeT cTabunbHOCT matepuana(os) in vivo v Bbige-
neHve npodykToB Aerpagauun W BbIMbIBaHWSA HeoOXoauMMbl AN OLEHKM 6e30MacHOCTU MeaULMHCKOro
n3genus. TOKCUKOKMHeTUYECK1e uccriefoBaHns MOryT BbiTe MonesHbl A oLeHKM 6e3onacHoCT MaTepuarnos,
Mcronb3yeMelX B paspaboTke MeQnLIMHCKOro UIAENUS, UNK AN NPOACHEHUA MexaHuama HabnoaaemblX He-
6naronpusaTHeIX peakuuin. HeobxognmocTb M MacluTab Taknx nccneaoBaHuini A0KHbl BbiTb TLLaTeNbHO pac-
CMOTPEHbI, OCHOBbIBasICL Ha XapakTepe u ANIMTENIbHOCTM KOHTaKTa U34enus ¢ TKaHSMU opraHMama.
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MoTeHumManbHas onacHOCTb MEOULNMHCKOrO M3Aenusa MOXeT ObiTb CBAI3aHa ¢ B3aMMOAESNCTBMEM €ro KOM-
NMOHEHTOB UMK UX MeTabonUTOB ¢ Buonorndeckon cuctemon. MeguunHckme nsaenus MOTYT BblAeNATb BbIMbl-
BaeMble BelleCcTBa (Hanpwmep, OCTaTOYHbIE KaTanu3aTopbl, areHTbl OGpaGOTKI/I, OoCTaTo4Hble MOHOMEPHI,
HanonHUTENN, aHTUOKCUAAaHThI, ﬂﬂaCTl/I(bI/IKaTOpr) nmnn NPOoAYKThI Aerpagaunn, KoTopble MUTPUPYHOT U3 Ma-
Tepuana n noteHumnarbHo MOryT CTaTb I'Ipl/l‘-II/IHOIZ HeGJ‘IaFOI'IpI/IFlTHOFO BO3AENCTBUS Ha OopraHmn3m.

OI'Iy6J'Il/IKOBaHO 6oMbLIoce YMCIIO cTaTel No NCMOMb30BAHMIO TOKCUKOKMHETUYECKNX METOAOR AN n3yveHuna
nosegeHna XMMM4eCcKknx BeLeCTB B opraHn3mMe. MeTtogonorna n nogxogsbl, UCNofb30BaHHbIE B TaKUX UCCefoBa-
HUAX, COCTaBNAKT OCHOBY peKOMeH,CI,aLLI/IIZ HacToAlero ctaHgapTta. PekomeHgaLmm no UCNonb3oBaHUIo HacTos-
wero ctaHgapTa npuseaeHbl B NpUNoXXeHnn A.

I'Ipvmo>|<eH|/|e A aBrsieTca HeOTHEMIEMON YacTbo HACTOSILWEro cTaHaapTa.
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HAUMWOHANBbHBIN CTAHOAPT POCCUMNCKOWN ®EOEPALUUMU

n3genma MEQULUNMHCKUE
OLEHKA BUOJIOMTMYECKOIO AENCTBUA MEOULIMHCKUX U3OENUA

YacTb 16

MogenupoBaHue U uccnegoBaHue TOKCUKOKUHETUKU npoaykroB Aerpagaunm u BbiMbiBaHUA

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

HOata BBeaennsa — 2010—09—01

1 O6nacTb npuMeHeHunsA

Hacroswuia CTaHAapT ycTaHaBnMBaeT NMPUHLUKNLI, B COOTBETCTBUAN C KOTOPbLIMWU MITAHUPYIOT U OCyLlle-
CTBIIAKOT NCCNeaoBaHUA TOKCUKOKNHETUKN, 06yCJ'IOBJ'IeHHOIZ NpUMeHeHneM MeaULIUHCKUX U3Aenui.

B NMPUNOXeHNN A n3noxeHol pekoMeHgauUnn No BKMHOYEHUIO TOKCUKOKMHEeTUYECKUX uccneaoBaHWin B
OLEHKY 61oMorN4ecKoro 4encTems U3aenuin MeguLMHCKOro HasHadeHusl.

2 HopmaTuBHLIe CCbINKK

B HacTosilweM cTaHaapTe NCnonb3oBaHbl HOPMAaTUBHBIE CChINIKA Ha criegylowme cTaHaapThl:

MNCO 10993-1:2003 OLeHKa Buonornyeckoro AenNcTensa MeauumMHcknx nsaenuin. Yacto 1. OueHka u uc-
cnegoBaHns

MCO 10993-12:2007 OueHka Bronornieckoro AencTems MeanLuMHeKkux usgenuii. Yacte 12. Mpurotos-
neHne npob 1 cTaHaapPTHBIE 06pasLbl

3 TepMuHbI M onpeaeneHus

B HacTosilem cTaHaapTe npumeHeHbl TepMmuHbl o MCO 10993-1, a Takke criegylowme TEpMUHbI C COOT-
BETCTRYIOLUMMU onpeaeneHnamu:

3.1 npoaykT gerpapauun: MpoaykT, o6pasoBaBLUNCA B pe3dynbTaTe Aerpagauny Unm XMMUYeckoro
pacnaga MaTepuana.

3.2 npoayKT BbIMbIBaHUA: JKCTparMpyemMmoe BelLecTBo, Takoe kak Jobaska, MOHOMEpP 1Unu onuroMmep,
BXOdsiLee B cocTaB NOMMMEPHOro matepuana.

3.3 uccnepyemoe BellecTBO: [poayKT Aerpagalum Unv BelMbIBaHWs, ABNSIOWUACA NpeaAMeTOM TOK-
CUKOKMHETUYECKNX UCCNEeaoBaHNA.

3.4 abcopbuus: MNpolecc, B peaynbTaTe KOTOPOro BELWECTBO NOCTyMNaeT B KPOBEHOCHYIO U (MAW) NUM-
daTtudeckyo cnuctemy.

3.5 pacnpepeneHue: MpoLecc, B pesynbTate koToporo abcopbrpyeMmoe BeLLecTBO U (UK) ero MeTa-
60nNTLI LUPKYNUPYIOT U pacnpeensitoTcs BHYTPU opraHn3ma.

3.6 meta6onuam: MNpouecc, nocpedcTBOM KOTOpOro abcopbupoBaHHoOe BeLLeCTBO CTPYKTYPHO N3MeEHS-
eTcs B OpraHu3me B pesynbTaTe XMMUYecKnX N/unm doepmeHTaTUBHBLIX peakuuii.

MpumeyaHue— lNpoaykTbl NEPBOHAYaNBHOIO B3aMMOAEVICTBISA MOTYT BNOCNEACTBUN BMEHSITECS MYTEM Ito-
Bbix hepMeHTaTUBHBIX UM HehepMEHTATUBHLIX peakuuii nepes nx sKCKkpeumen.

3.7 akckpeuus: Mpouecc, nocpeacTBOM KOTopore abcopbupyemoe BelecTBO W/unm ero MetabonuThbl
yaansoTca U3 opraHnama.
3.8 6uonoruyeckasa gocTynHocTb: 3HadeHne obLiein abcopObLmm NCXoaHOro BeLLecTsa.

WU3paHvne ocpmumnansHoe
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3.9 knupeHc: CnocoGHOCTb opraH1uaMa K afMMUHaL MM NccredyeMoro BeLecTsa B peaynstate metabo-
nnsMa uiunm sKckpeLmu.

3.10 nepuop nonysbiBeaeHUsA t,,,: Bpemsi, Heobxoaumoe A5 yMeHbLUEHUS KOHLEHTpaLWn uccneaye-
Moro BellecTea Ha 50 % ero Ha4yanbHOTo KONMMYECTBA B XKUAKOCTAX M TKaHsIX opraHMama.

3.11 cpenHee BpeMs npebbiBaHuA: MapameTp, CBA3aHHLIA C NepUOAOM NOMyBLIBEAEHUS, KOMUYec-
TBEHHO OLEHMBAOLLMIA NPOACIHKATENEHOCTD NPUCYTCTBUA MOMEKy bl BellecTsa B opraHuame.

3.12 KkoHueHTpauua C ., : MakcumanbsHas KoHLEHTpaLMs BeLLlecTBa B NnasMe, BblpaKeHHas OTHOLLe-
HMeM macchl K eduHuLe obbema.

MpumedaHune—Korga cchinalTcA HA MakCUMarbHYIO KOHLEHTPALMIO BELLECTBA B XXWMOKOCTU UMK TKaHW, el
npuceavBaioT 0603HaveHve (Hanpymep, C__ MeYeHW) 1 BbipaxaioT OTHOLEHWEM eAUHUL, Macchl K eauHmLam obbema unm
eaVHUL Macchl K eaMHuLam Macchl.

max

3.13 Bpewmsa t__.: Bpems, npu KOTOpOM AoCTUraeTcs MakcumMarbHasi KOHLeHTpaLus.
3.14 nnowapb AUC, : Mnowaab yqactka noa KpUBON M3MEHEHUA KOHLEHTpaL/n BeLlecTsa B nnasme

OT Hynsi (MOMeHTa BBefeHUs) A0 BPEMEHN t, NpolleLlero nocne ogHoKpaTHoro BBeAeHNs1 BeLlecTsa.
MpumedaHue—{f— 3710 BpeMsi, KOTOpoe 06bIMHO SKCTPaNoONMpPyT Ha GECKOHEYHOCTD.

3.15 nnowapb AUMC,, . Mnowagb yyacTka noa Kpreoi npon3seeHnA BpeMeH Ha KOHLEHTpaL/Mio Be-
LecTBa B NnnasMe OT Hyns (MOMeHTa BBeAeHUA) 40 BpeMeHU ¢, npolueLlero nocne oaHOKpaTHOro BBeaeHns
BellecTBa.

MpuMmeyaHune—t—aTo Bpems, KOTopoe 06bI4YHO SKCTPaNonMpyIoT Ha 6ECKOHEYHOCTD.

3.16 obbeM pacnpegeneHus V. [NokasaTenb Anst oTAeNbHOW MoAenn, ONUCLIBatoWXiA Npeanonarae-
MbIA 06beM, B KOTOPOM COAEPKUTCS BCE KOMMYECTBO UCCIedyeMOoro BelecTsa Npu yCnosun ero 0aHOpPOAHOro
pacnpegeneHus B opraHusme.

3.17 akctpakT: XXnakocTb, koTOpas noflydaeTcA B pesyfibTaTe npouecca aKkCTpakuumM uccnegyemoro
mMaTtepuana.

3.18 ©uoperpapauma: NameHeHne MeauUMHCKOro nsaenusa unn buomartepuana, saknio4atolleecs B
noTepe LLENOCTHOCTA WM cnocoBHOCTM (hYHKLMOHUPOBAaTL NPU BO3AENCTBUM (PU3MONOTUYECKOA UM MO-
AenbHOoN cpeabl.

3.19 6uopesop6ums: Mpouecce, B pesynbTaTe KOTOPOro GuoMaTtepuan paspylwaeTca B pusmnonormyec-
Kol cpefe, a NpoAyKT(bl), NonyyaroLwmnecst Npu 3ToM, BLIBOAATCA U/nnn abcopbupyroTcs.

4 anIHU,MHbI nnaHnpoBaHUA TOKCUKOKUMHEeTUHYEeCKUX nccneaoBaHuUmn

4.1 TOKCUKOKUHEeTUYEeCKUe UccrenoBaHus NIIaHUPYIOT C YYETOM KaXXA0ro KOHKPETHOro Usaenust unu Ma-
Tepuana.

4.2 Tporpammy uccrnegoBaHuii cOCTaBnAoT 1 oopMIsOT A0 Havana akcnepumeHToB. MNpn 3ToM B Npo-
rpammy BKMOYaoT Lenb U MeToaukn uccnegoBaHuid. MoapobHee 370 U3NoxeHo B pasaene 5.

4.3 MMpu BbIGOPE METOAOB TOKCUKOKMHETUYECKUX UCCIEA0BaHNIA YUUTBIBAIOT pe3ynbTaThl U3y4eHnUs Npo-
Lecca BbiMbIBaHWUA. Kpome TOro, yuutblBaloT UHGOPMALMIO 0 XUMUYECKUX N (PUSUKO-XUMUYECKUX CBONCTBAX,
CTPYKType MOBEPXHOCTU MaTepuana n 6UoXMMUYeCKUX CBOACTBaX BCEX NPOAYKTOB BbIMbIBAHUSA.

MpumedaHune— KonmiecTeo u CKOPOCTb BbiAerNeHus] NPOAYKTOB, NONY4aloLWMXCA B pe3ynbTaTe Npouecca Bbl-
MbIBaHWS, 3aBUCAT OT KOHLEHTPALMU UX HA NOBEPXHOCTU MaTepuarna, CkopocTy MUrpauun UX Ha NOBEPXHOCTL B CAMOM Ma-
Tepuane, X pacTBOPUMOCTU U CKOPOCTH ABUKEHUS NMPOAYKTOB B (hM3NOIIOTMYECKOi cpeae.

4.4 TOKCUKOKWMHETUYEeCKUe UccrefoBaHUSA pekoMeHayeTcs NpoBOAUTL C TEM NPOAYKTOM npouecca
BbIMbIBaHUSA U NpoLecca Aerpagalum, 0 KOTOPOM U3BECTHO, YTO OH 06nagaeT NOTeHUManbHbIM TOKCUHMECKUM
aencteueM. MNMpoBeaeHNe TOKCUKOKUHETUYECKUX UCCNeaoBaHUA Ha CMECAX HECKOMbKUX XUMUYECKUX UHIpe-
OVEHTOB BO3MOXHO TOMbKO Npu onpeaeneHHbIX YCrnoBusx. B oTaenbHbIX cnyvaax gonyckaeTca usyyveHue
aKcTpakToB B cooTBeTCTBUU ¢ UCO 10993-12, a Tarke rpaHysn Unn NopoLIKOB N3 Matepuana MeanuumnHCKoro
n3aenusi, Ho 3TO AOMKHO BbITb 060CHOBAHO MpK NITAHMPOBAHUKN UCCNEeAOBaHNUNA.

4.5 BbibpaHHble aHanUTUYeckue Metodbl AOMKHbI OOHapyXXMBaTb U XapaKTepu3oBaTb BCe NPOAYKThI
Aerpagaumm, BbIMbIBaHUS, a Takke UX MeTabonuTbl B GUONOrMyecknX XXMakocTsax U TkaHsax. OHWM 4ormkHbI ObITb
noapo6bHO onucaHbl B UCCNeaoBaTenbCKUX oTyeTax B cooTBeTcTBUMN € 5.1.11.
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KonuyecTBeHHble aHanuTuyeckMe mMeTodbl AOSMPKHBI HOCUTL cneu,wcbwqecmﬁ XapakTtep, ObITb YyBCTBU-
TenbHbIMK, BOCMIPOU3BOAUMBIMU U FIMHEAHBIMU MO BCEMy npegnonaraeMoMy ananasoHy KOHLleHTpaLIMI;i uccne-
Ayemoro MaTtepuana. B oTyete 4OMmKHO ObITb npeacrtaBneHo 060ocHOBaHWe Bbl6paHHOI'0 MeToaa uccneaoBaHus.

4.6 B nnaHe uccrnegoBaHWs A0OMKHbI BbITh YKa3aHbl CbI/ISMOJ'IOI'W-IeCKaﬂ XUAKOCTb, TKaHb UN 3KCKpPeT, B
KOTOPbIX 6y,qu onpeaendaTbCcd ypoBHU UCccneagyemoro selecrea.

MpumeyaHne— KpoBb 4acTo NCNONb3YIOT ANst U3y4eHWs KNHETUYECKOro napameTpa n abcopbuun. MNpu atom
HeobXxoaMMOo ykasaTb, Ha YeM NPOBOASIT aHanM3 — Ha LielNbHOW KPOBW, CHIBOPOTKE UMK Nnasme, n 060CHOBaTL 3TOT BLIGOp.
CBesi3blBaHue C LUPKYNUPYOLWMMU Genkammy KpOBK UIM SpUTPOLMTAMW MOXHO ONpeaensTe Metogamu in vitro.

4.7 ViccneposaTenbCkuid OTYET AOMKEH coAepkaTbh MHGOpMaLIMIO O XapakTepe CBA3bIBAHWA onpeaensi-
eMoro BelliecTBa B npobe (Hanpumep, CTeneHb 1 XapakTep CPOACTBA) U NOKa3bIBaTb, YTO 3TO He NPUBOAUT K
HeJoOoLeHKe aHanM3nMpyemoin KoHLeHTpaLuu.

4.8 [nsa onpegeneHns KUHETUYECKX NapamMeTpoB AOMKHO GbiTb NpeAcTaBneHo AoCTaTouHOe KoMyec-
TBO AaHHbIX C AONYCTUMBIM pa3bpocom. TeopeTUieckn OHWU AOKHBLI COCTaBNATbL HECKOMNBKO NEPUOAOB NOJTy-
BbIBEIEHUS BELLECTBA, Ha NpaKTu1Ke opraHnieHnsl HaknaablBaeT YyBCTBUTENBHOCTb aHANUTUYECKUX METO/I0B.

5 PykoBoAcCTBO NO MeToAam uccrneagoBaHUmn

5.1 O6wune nonoxeHus

5.1.1 NccneposaHns BLIMOMHAIOT HA XXMBOTHBIX COOTBETCTBYIOWNX Nona v suaa. 340poBsble monogbie
MOSIOBO3pPErbIe XXUBOTHBIE NPOXOAAT akKNMMaTnsaLmio B nabopaTopHbIX YCNOBUAX, MO KpalHen Mepe, B Teye-
Hue 7 cyT. Ecnv npu uccnegosarumn metabonuama UCnonb3yloT UHAMBUAYaNbHbIE KNEeTKW, TO XKUBOTHLIX Nepe-
BOAAT TyAa ANsA akknuMaTusaumMm He MeHee YeM 3a 24 4. OKpyxatolwme yCnoBusl AOMMKHBI COOTBETCTBOBATH
pekoMeHaaunsM no cogepkaHnio U NCrnonb30BaHnio XUBOTHBIX (cM. NCO 10993-2). B TeveHue Bcero akcne-
PUMEHTa XUBOTHbIE MONy4aroT OObIMHBIA PauuoH U NUTLEBYD BOAY, €CNU NporpaMMa UccriefoBaHWin He
npegycMaTpuBaeT Kakux-nnmbo n3MeHeHUn B pexnMe Ux cogepkaHus.

OT60p XMBOTHBIX B rpyNMbl AN KaX40ro nepuoaa uccneaoBaHusa HOCUT NPoU3BOSIbHLIN xapakTep. Mpyn-
Mbl AOIMKHEI codepKaTb He MeHee TPeX MENKUX XXMBOTHBIX U He MeHee ABYX XXMUBOTHLIX Boree KpynHbIX BUAOB.
B 3apaHee 3annaHnpoBaHHOe BPEMS XXUBOTHLIX NOABEPraloT 3BTaHa3UMN.

5.1.2 Bo3MOXHO MUCNOMNb30BaHUe UCCNelyeMoro BELEeCTBa, He MEYEHHOro paauoakTUBHbBIMU N30Tona-
MU, NPY HaNM4YMN COOTBETCTBYIOLUMX YTBEPXAEHHBIX METOAO0B UCCNeA0BaHWUA 4aHHOMO BELECTBA U ero MeTa-
6onnToB.

5.1.3 Mpu HeobxoaMMOCTU UCcriedyemMoe BELECTBO METST paAnoakTUBHBIMA U30TONaMu, CTabunbHbI-
MW B OTHOLLEHUN MeTaGonuama. MpeanoyTuTenbHLIMA ABNAIOTCA PaAMOXUMUYEcKn YncTble (6onee 97 %)™C
1 3H. Mpu ncnonb3oBaHUM n3oTona 3H yunThIBaoT BO3MOXKHOCTbL 3aMeLLeHna TpUTUA. MedeHHoe paanonso-
TOonamu BeWEeCTBO NpY HeOHBXOAMMOCTU pa3BOAAT BELECTBOM, HE coaepXallMM paauon3oTonos.

5.1.4 Tpu ucnonb3oBaHUM BelwecTBa, MEYEHHOro PagMor3oToNnamu, yUUTLIBatOT ero cneunduyeckyo
aKTMBHOCTb U pagUOXUMUYECKYHO YUCTOTY.

5.1.5 Uccneayemoe BellleCcTBO BBOAAT AA03aMu onpeaeneHHbIM nytem. [NyTb BBEAeHUS onpeaenstoT B
3aBMCUMOCTU OT HasHaveHust meguumHckoro usgenus. MNMpobbl nccnegyemMoro BewecTBa roToBAT C y4eToM
nyTu BBeaeHus aosbl. Heobxoanmo 3HaThb U 0Tpasutb B oTyeTe cTabunbHOCTb NPo6bl Npy BbIGpaHHOM NyTH
BBEOEHMS.

M pumeyaHun e — [porpaMma nccriegoBaHuin MOXeT BKTIOYaTL B ce6s pasHble NyTH BBEASHNS BewwecTsa ans
CpaBHEHMUS.

5.1.6 [Ansa nsy4eHus c6anaHcUpOBaHHOCTU 103 XMBOTHLIX MOMELLAIOT B KNETKWN, NpeaHasHaYeHHble Ans
nccnenosaHua metabonusma.

5.1.7 Mouy 1 chekanumn coxpaHsioT Npu HU3KOW TemnepaType UK B eMKOCTAX, CoAepXKaLlnX KOHCepBaH-
Thl, He MellialoLLmMe NPOBEeAEHUIO aHarn3oB, Ans NPeAoTBpaLLEeHNA Pa3BUTUA NOCTIKCKPELIMOHHBIX MUKPOBUO-
NOrMYECKMX NPOLIECCOB Y CaMOMNPOU3BONLHOrO M3MeHeHUs. KpoBb, NpeaHasHauyeHHyIo AN UCcCneaoBaHus B
BUAE LeNbHOW KPOBM UK NIasMbl KPOBM, COXPaHSAIOT B MPUCYTCTBUN COOTBETCTBYIOLMX aHTUKOArynsaHTOB.

5.1.8 [1o Hauyana aKcrepuMeHTa, No BO3MOXHOCTU, OTOUpatoT (hoHOBbIe NPo6bl. B HEKOTOPLIX Uccneao-
BaHUAX hoHOBLIE NPo6LI (HAaNpUMep, TKaHWU) y NOACNLITHBLIX XKUBOTHLIX 0TOGpPaTbL HEBO3MOXHO, NO3TOMY WX 3a-
6UpaloT Y KOHTPONbLHOW rPyMbI.

5.1.9 Bpems ot6opa npo6 AoMKHO COOTBETCTBOBATL TUNY UccneaoBaHus. OT6op ocylLecTBAAIOT B Te-
YyeHue NepuoaoB BPeMeHU ASIMTENbHOCTLIO B HECKONBLKO MUHYT, YacoB, CYTOK, HeJlernb UMu Aaxe MecsLes.

3



rocT P UCO 10993-16—2009

Ons nccnegoBaHWiA, BKNIOYAOWMX U3yYeHWe NpoayKToB BbldeneHnsl, 06bIMHO MCMOMb3YT 24-4acoBble Nepu-
ofbl, No KpaHel mepe, B TeveHue 96 4. B nccnegosaHusix, Tpebytowmnx B3aTusa npob KpoBK, KpoBb cobupatot
no crneynansHON NporpaMme, B KOTOPOW NPOLLECC B3ATUS KPOBW MPOAOIKaeTCA C MHTepBanaMm 0T HECKOMbKNX
MUWHYT 0O HECKOSbKUX YacoB B TeYeHWE 72 4,

5.1.10 TpeboBaHua nabopaTopHOW NPaKTUKL Mo MexayHapodHbiM cTaHaapTaM GLP gormkHel 6biTb
OCHOBOW /1191 TOKCUKOKMHETUYECKUX UccrenosaHui.

5.1.11 OT1yeT 06 UccnepoBaHUAX AOIPKEH BKMOYATL CneayoLwyo MHdopMauuio:

- NIUHWIO N UCTOUHUK NOCTYNSIEHUS XKUBOTHBIX, YCNOBUS COAEPXKaHMUs, X paLMoH, BO3pacT U Nos;

- uccnegyemoe BelecTBo U Npoby, UX YNCTOTY, CTabUNbHOCTb, XMMUYECKUIA COCTaB U BBEAEHHOE KOMW-
YecTBO;

YCNoBUs UccneaoBaHuin, BKIMoYast MyTb BBEASHUA BELLECTBA;

- MeToAbl UCCNeaoBaHuUs, 3KCTpakLUKn, onpeaeneHna n ux Banuaaumio;

- MaTepuanbHbit 6anaHc uccregyemMoro BeLecTBa;

- uHAMBUAYanbHblE pe3ynbTaThl HA KAXAOM 3Tane uccnenoBaHusi B Buae Tabnuubl;

- 3asiBNieHNe O COOTBETCTBUM cTaHAapTam kadecTBa wunu TpeboBaHuaM nabopaTopHO NpakTUKK no
ctangaptam GLP;

- obcyxxgeHue nonyveHHbIX pe3ynbLTaTos;

- WHTeprpeTauuio NONyYeHHbIX pesynbTaTos.

5.2 PykoBoACTEO NO cneuuduryeckum MeToaam UccneaoBaHun

5.2.1 OcCHOBHbIe NONOXeHUsA

MccnenosaHue nNaHUpyoT Takum 06pas3oM, 4Tobbl NoNy4nTL MHDOPMaLMIO ANSA OLEHKN TOSbKO CTeNeHn
pyUcKa UCNOSb30BaHUA MEAULUHCKUX U3AENNIA, TaK 4TO 0BbIYHO HET Heo6X0aAUMOCTH B pacCMOTPEHUN BCex ac-
NeKToB.

5.2.1.1 WUccnegoaHua abcopbuum, pacnpegeneHus, Metabonuama u akckpeuuu npoBoasaT no oTaesb-
HOCTK, U3y4as oanH 13 NepeyvncneHHbIX NpoLeccoB, UMM OAHOBPEMEHHO, paccMaTPUBaa HECKONbKO acnekToB
B OAHOM MccriegoBaHUM.

5.2.1.2 Konn4yecTBO M3y4yaeMbIX KUHETUHECKUX NapaMeTpoB BbIBMpatoT B 3aBUCUMOCTU OT NPOrpaMmbl
nccneposaHuii. Cpeam HUX: ckopocTb abcopbumm, ckopocTb BbiBegeHus, AUC, , AUMC,, C l . Nepuoa
nonyBebIBeAEHUS, cpeaHee BpeMsi NpebbiBaHus, 06beM pacnpegeneHust U KNMpeHc.

5.2.1.3 KnHeTuueckume napameTpbl MOryT ObiTb onpefeneHbl TOMbKO AN onpeaeneHHbIX Monekyn, u,
cnepgoBaTernbHO, NUCMonb3yloTcsa cneunduyHble MeTodbl UCMbITAaHUA, YyBCTBUTENbHbLIE K 3TUM MOJIEKYNaM.
UCTUHHBIE KMHETUYECKME NapaMeTpbl Kaxaoro BellecTsa MoryT 6biTb onpeaerneHbl TOMbKO MpU ero BHyTpu-
BEHHOM BBeAeHWU. MoaTomMy nNpu HeobXoAMMOCTU B NPOrpamMmMy BKIIOHAOT UCCNeOBaHUsl ¢ OrpaHUYEHHBbIM
BHYTPUBEHHbLIM BBeAeHUEM. DTO MO3BONSAET ONpeaAenUTbL KONMYECTBO NMOCTYNMBLUENO B OpPraHU3M BellecTBa
NSt KOPPEKLMM pe3ynbTaTos, NoslydaemMblX npu Apyrinx cnocobax BBeAEHUsI.

5.2.1.4 [ns onpegeneHus KUHETUYECKUX NMapaMeTpOB UCMONb3YIOT COOTBETCTBYIOLLYIO KUHETUYECKYIO
mogenb. CyLlecTByHOT cneLumanbHble KOMIbIOTEPHBIE NPOrpaMMbl Ansl BbIMUCIIEHUA 3TUX napameTpoB. Mpor-
pamMMHoe obecrneyeHune yTBePK4AOT 40 ero UCNonb3oBaHUsa U NOATBEPXKAAT 3TO AoKyMeHTanbHo. Mpeano-
NoXeHus1, BBoAALLMecs B NporpaMmmy, 1 BbIbop KUHETUHECKOW MOAEeNn Takke oTpaxaloT B oTyeTe.

5.2.2 AGcop6uuna

Mpouecc abcopbunm 3aBUCUT OT NYyTWU BBEAEHMUSA UCCIEQYEMOro BeELeCTBa, ero (hmMsanKo-XMMM4ECKoro
COCTOSIHUSA U AKCTparupyoLLen xnakoctu. Ero oLeHnBatoT Nno KOHLEHTpaLumn AaHHOTO BELLECTBA B KPOBM, B Cbl-
BOPOTKE, B BblAEEHNAX 1 B TKaHSX opraHuama. Takke paccMaTpuBaloT Heo6xoaMMOCTb NPOBEAEHUS MONHOro
nccnegosaHmns 6Monornyeckoi AoCTYNHOCTUN 3TOro BewecTea. Bulibop Tpebyemoro MeTofa uccnegoBaHus sa-
BMCUT OT MHCPOPMALK, KOTOPYHO HYXKHO NOMY4rTb, BO3MOXHOCTUA NPUMEHEHUS MaTepuarna, Me4eHHOro pagmo-
n30TOMaMU, U UCNOMb3yeMoro Metoaa aHanusa. Npu nccnegoBaHUM KUHETUMECKUX NapamMeTpoB KOHCTaHTa
cKopocTu npouecca abcopbumm MoXeT BbiTb JOCTOBEPHO BblUMCIIEHA MPU YCnoBsuK, 4To B hase abcopbuum
B3AITO AOCTATOYHOE YMCho npob.

max?

M p umeyaHune— CywecTByloT MeToapl in Vitro, KOTOpbIE AAI0T BXXHYI0 MHOPMALMIO O XKENYAOHHO-KULLIEYHON
M KOXHOMN abcopbunm XMMmniyecknx BeLLECTB.

5.2.3 PacnpegeneHue

5.2.3.1 [ns uccnegoBaHus npoLecca pacnpeaerneHus, Kak npaBurio, MCNonb3yoT MeYeHHOe paanonso-
Tonamu BewecTBo. NccneaoBaHus MOryT GbiTh:

- KONMWYECTBEHHBLIMU, ONpPEeAENSIOLLIMMU YPOBHU COAEPXKaHUA BeLLecTBa B cpe3ax TKaHeu;
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- KayecTBeHHbIMMU, UCTIONb3YIoWMMK obLyto ayTopaguorpacduio;
- NONyKoNM4ecTBEHHLIMWU, UCMONb3YIOWMMU BIGOPOYHYIO ayTopaauorpaduio No cTaHg4apTHIM MONAM.
5.2.3.2 O6blvHO NpU M3y4eHUN Npouecca pacnpeaeneHusi BpeMmeHem otbopa npob asnaetea ¢,
T.€. 24 n 168 4 nnu Gonee, B 3aBUCUMOCTU OT BpeMeHU BbiBeAeHUs uccneayemoro sewectsa. Ot6op npob B
NPOMEXYTOYHbIE MHTEPBanbl BpeMeHU NPOoBOAAT, koraa TpebytoTcs AononHUTenbHble AaHHbIe. Bonee YyacTein
0T60p Npo6 06bLIYHO BLINOMHAKT Ha paHHUX asax abcopbumm n BoiBeaeHUs. Mpu aTom GepyT Kak MOXHO
6onbLie Npob B TeveHUe hasbl BbiIBeAeHUA (TeopeTudecku 3—4 nepuoda nonysbiBeieHAs1) AN TOro, 4Toobl
obecneuntb Gonee To4HOE onpeAeneHne napaMeTpos.

OcCHOBHbIM peLlaLUM (hakToOpoM SIBMSIETCA YYBCTBUTENLHOCTL MeToAa.

5.2.4 MeTabonusm n akckpeuus

5.2.4.1 KneTkn Ansa cogepXaHusi >KMBOTHBIX MPU U3ydeHUn MeTabonuama OOIPKHbI MO3BONATL NPOBO-
ONTb oTAEeNbHbIA cBop Moun 1 dhekanuin Ha Bcex aTanax uccrieqosaHust. Npu ANUTenbHOCTU UccnegoBaHNUiA 4o
14 cyT MoYy U hekanum oTéupaloT 0TAENbHO B TeueHue 24 4 1 NoTOM — yepes kaxable 24 4 A0 KoHUA 3Kene-
pumeHTa. MiHorga nnaH nccnefoBaHnin MOXeT nNpefycMaTpyUBaTh 3BTaHa3MUIo XKUBOTHBIX HA MPOMEXYTOYHBLIX
cTagusix.

Mpobkl MOryT BbITh 0TOBPaHbl paHbLUe 24 Y, kKoraa ecTb BepOosiTHOCTb BLICTPOro BbiBeIeHNs uccneaye-
MOro BelllecTBa Unn ero metabonutoB. Mpu AnuTenbHbIX UccnegoBaHusix oTbop npob B HaYanLHOM nepuoae
NPOBOAAT TaK XKe, KaK A4J1 KpaTKOBPEMEHHEIX UccneaoBaHui. 3aTem npobbl oTbUpaloT HEMpepbLIBHO B TEYeHUe
24 4 yepes ycTaHOBNEHHbIN NHTEpBan BpeMeHu.

MpumedaHue— Vcnonb3oBaHve KNETOK Ans U3ydeHnst MeTabonuama npv AnuTenbHbIX UCCIEA0BaHNUAX MO-
XeT ObiTb BpeAHbIM A5 340POBbS XMBOTHbIX. [103TOMY NpW NPOAOIKMTENBHOM SKCMEPUMEHTE Ansi NonyyYeHusi QOCTOBEp-
HbIX pe3ynbTaToB Npobbl cobupatoT Yepes onpedeneHHble MHTEPBAarbl BPEMEHW, U 3TW pe3ynbTaTbl 3KCTPanonupyoTcs,
Kak npv HenpepbIBHOM 0TOope Npo6.

5.2.4.2 Tpynbl XXNBOTHBIX UW/UNN UX OPTraHbl-MULLEHN COXPaHSAIOT ANS NccnefoBaHUA, a KpOBb 3TUX XU-
BOTHbIX 3abupatoT 4N onpedeneHnsl KOHUEeHTpauumM BelecTB B Niasme W LenbHoW kpoBu. MNocne otbopa
nNpob6 B MOMEHT 3BTaHas3nu KIeTKW 415 nccrnegosaHnii metabonuama, Moye- U KanocbopHUKM MOIOT crieupmanb-
HbIMW pacTBopUTENAMWU. BO3MOXHO HakoMmeHue NoryyYeHHbIX CMbIBOB W COXpaHeHue pernpeseHTaTUBHON
YacTu Ans aHanu3os.

5.2.4.3 Korga ncnonb3yoT BELWECTBO, MOMeYeHHOe pagnon3oTonamm (CM. npumedaHne Huxe), BoccTa-
HOBIEHWe W1 pacyeTHOe BOCCTAHOBIEHWE NCCriegyeMoro BeLlecTsa B HopMe AosmkHO 6biTb (100 £ 10) %. Ko-
AMYeCTBO NUCCeQyeMoro BeLEeCcTBa B kaXaoi (hpakun aHanmanpyoT C MOMOLLLIO YCTaHOBNEHHBIX Npoueayp
ONS KaXXA0ro MEYEHHOTo UM He MEYEHHOTo paanonsoTonamMmn BellecTsa B COOTBETCTBYoWen cpeae. MNpu uc-
MOnb30BaHNN BELLECTB, MEYEHHBIX PagMoM3oTonaMum, NPOBOAAT OLEHKY KakK NepBUYHOro BeLWEeCTBa, Tak U Me-
TabonMTOB, ECnn Npu 3ToM He BbiN MCNOMb30BaHbl cneuunansHble MeToanku. Ecnu BelecTso, MeveHHoe
paguousoTonamu, He BOCCTaHaBNMBaeTCH B 4OCTAaTOMHOM KONMYECTBE B akckpeTe (dhekanuax niunn move)
Unx B opraHiamMe noJonbliTHOMO XMBOTHOMO, paccMaTpuBatoT HeobxoAnUMOocCTb cbopa BbiAbIXaeMoro Bosayxa.

M pumMedaHue— He Bo Bcex cnyyasix gocTuxuma Tpebyemas creneHb BocCTaHOBNEHUA. [pnunHbl Nobbix oT-
KIMOHEHUIA PErncTpupyoT U 060CHOBLIBAIOT B 0TYeTe 06 nccreoBaHusIX.

5.2.4.4 YpoBHM paguoakTUBHOCTU B Bronornyeckon cpee onpeaensioT nogcyeTom, HanpuMmep MeTo-
OOM CLUMHTUANSILMK XXnuakocTU. OaHako cnedyeT NoAYepKHyTb, YTO B JaHHOM MeTole UCMNONb3yeTCsl CMeLUaH-
Hasl KOHUEHTpauus BellecTsa M ero MetTabonutos, MO3TOMY Ha ee OCHOBE He MOryT 6blTb onpeAeneHsb
KUHeTUYeckne napameTpbl. Tam, rae HeobxoanMo oTaeneHve MeTabonuToB, UCNONb3YOT paA Npoueayp aKC-
TpakumMm n xpomMartorpauyecknx MeToAoB aHan1sa (Hanpumep, MeToAbl BbICOKO3((EKTUBHON XUAKOCTHON
Xxpomarorpacduu, xpomatorpacdum B TOHKOM crioe copbeHTa — TOHKOCMONHON xpomaTorpadun, rasoxuakoc-
THOW xpomaTtorpacuun), a NoAyYeHHbI MaTepuarn XxapakTepusyloT NocPeAcTBOM psiga XUMUYeckux U pusn-
KO-XUMWYECKUX MeToAOB (Hanpumep, MacC-CNeKTpoMeTpu4eckuid MeTof, CreKTPOoCKONUYeckuin metoq
Si1IePHO-MarHUTHOro pe3oHaHca).

M pumeyaHune— CyuwectByeT Hay4yHan nuTepaTypa no NPUMEHEHUIO KyNbTyp TKaHeMW, KNeTOK, rOMOreHaToB U
M30NMPOBaHHbIX (DEPMEHTOB Arisl U3yueHns1 MeTabonuama B onbiTax in vitro. 3tm MeToAbl, B OTAWYME OT METOAOB in Vivo,
Mo3BOISIOT NPOrHO3MPOBaTh MyTH MeTabonuama, Koraa BeLeCcTBO NOKaNU3yeTcsi B HeAOCTYNHOM ANS UCCneaoBaHnin Mec-
Te. Cnegyet OTMETUTD, UTO CTENEHN U CKOPOCTU MeTaGonuama npu onpeaeneHun metogamm in vitro v in vivo yacto otnu-
valoTcs.
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MpunoxeHne A
(o6sa3aTenbHOe)

PekomeHpgauuu no npoBefeHU0 TOKCUKOKMHETUYECKUX UccrnenoBaHUiM

A.1 Wcnonb3oBaHvne GonbWMHCTBA MEANUMHCKUX U3AENWI CBSI3aHO C NoTeHUumanbHow onacHocTbio. OgHako npo-
BeEHNe TOKCUKOKMHETUYECKMX UCCeA0BaHNIN BCEX MAEHTUDULMPYEMbIX NPOAYKTOB Aerpajaumm 1 BbIMbIBAHUS U BCEX
MEAVNLMHCKUX U3Jenuii He ABNsieTcst HeOOXOAMMbBIM UMM NPaKTUHHBIM.

A.2 PaccmarpuBasi He0OX0AMMOCTb TOKCUKOKMHETUYECKUX UCCrefoBaHUI Kak YacTy BMonormieckom oLeHku Megu-
LUMHCKMX U3Oenvi, NPpMHMMaIoT BO BHUMaHWe KOHEYHbIV NPOoAyKT, COCTaBMALWME ero XMMMYECcKre BeLecTBa, NoTeHuu-
anbHble 1 Mogdenupyemble NPOAYKTLl Aerpagaunu 1 BbIMbIBaHWS, a Takke Ha3HavYeHne n3genui.

A.3 Tam, rae BO3MOXHbI TEOPETUYECKME UCCINIEQOBaHNS NMPOLLECCOB AErpaaaLmm, OHW JOMKHb! BbITh NPOBeaeHb! B
onblTax in vitro (Hanpumep, Ha KynNbTypax TKaHen, KNeTOK NN roMoreHaTax) A0 Havarna TOKCUKOKMHETUYECKUX uccnegoBa-
HUIA. BTO o6ycn0|3neHo HE TOINbKO TPGGOBaHMGM MWHUManNbHOIO NCNOJIb30BaHUA XXUBOTHbIX B 3KCMEPUMEHTaX, NpuBeaeH-
HbiM B ACO 10993-2, HO Takke HeoBX0AMMOCTbIO onpeaeneHus Hanbonee BepOSTHLIX NPOAYKTOB Aerpagaumm.

A.4 HeobGxoanmocTb NpoBeaeHusi TOKCUKOKMHETUYECKMX UCCIeaoBaHni paccMaTpuBaeTCs, ecnu:

- M3genuve npu NpYMEHEHUN MO Ha3HAYEHWIO MOANEXUT PaccacbiBaHUI0 Mo BnvsHUeM Bnonormveckux hakTopos
unm

- M3Jenue NMeeT ANUTENbHbIN KOHTaKT C OPraHN3MOM YenoBeKa Npu UMMNNaHTauum, U3BeCTHa UK NpeanonaraeTcs
ero Groaerpagauvs Unu CyLLLECTBEHHAS KOPPO3WS U (UMW) U3 M3AENvs NPOUCXoanT MUTPaLUsi BbIMbIBEEMbIX BELLECTB, UMK

- €CTb CBEAEHUS! UMW CYLLECTBYET BO3MOXHOCTb 06pa30BaHusl 3HAUMTENbHBIX KOMMYECTB NOTEHLMANBHO TOKCHY-
HbIX UM PEAKLMOHHOCMOCODOHBIX NPOAYKTOB Aerpajalmm U BbIMbIBAHWS, MATPUPYIOWKX N3 MEAULIMHCKUX N3Aenuii B opra-
HM3M YeroBeKa Mpu KIMHUYECKOM NMPUMEHEHN.

MpumMeyaHune— 3HadyeHVe TepMMHA «3HAYUTENbHbIE KONNYECTBa» 3aBUCUT OT XUMUYECKNX CBOICTB BelLec-
TBa, O KOTOPOM MAET peyb.

A.5 lMpoBegeHne TOKCUKOKMHETUHECKUX NCCIeaoBaHNN He TpebyeTcs, ecnu:

- NPV gOCTMraeMol Unu npeanonaraeMoin CKOPOCT MUIPaUMn U BbIMbIBAHUA U3 U3AENUIA U MATEPUanoB ypPoOBEHb
NPOogyKTOB 3TVX NpoueccoB 6e3onaceH unu ectb AaHHble 0 6830NacHOM KNMHUYECKOM NPUMEHEHUN, UNn

- YK€ HaKOMMeHbl 3Ha4NTENbHbIE TOKCUKONOTMYECKUE NN TOKCUKOKMHETUYECKNE JaHHbIE, OTHOCALLMECA K NPOAYK-
Tam gerpagaumm v BbIMbiBaHUS.

A.6 Mwurpauma npoaykToB Aerpagaummn n BbIMbIBAHUSI U3 METAINOB, CIIIABOB U KePaMUKK O6bIMHO OYEHb HE3HauM-
TeNbHa U He SIBNAETCA OCHOBAHMEM ONS1 NPOBEAEHUS) TOKCUKOKMHETUYECKUX UCCNIENOBaHNNA.
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