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Mpeancnosue

Llenu, OCHOBHbIE MPUHUMNBI U OCHOBHON NOPSAOK NPOBEAEHUS paboT MO MEeXrocyaapCTBEHHON CTaH-
aaptusauun yctadosneHsl B FTOCT 1.0—2015 «MexxrocygapcTteeHHasa cuctema crtaHgaprusaumum. OCHOBHbIE
nonoxeHusa» n NOCT 1.2—2015 «MexrocyaapcreBeHHas cuctema ctaHgaprtusauuu. CtangapTbl Mexrocyaap-
CTBEHHbIE, NPaBMNa 1 PEKOMEHAALMUN MO MEXIOCYAaPCTBEHHONW CTaHaapTu3auun. Mpasuna pazpaboTku, npu-
HATUA, 0OHOBNEHUA U OTMEHbI»

CBegeHuA o cTaHgapre

1 NOAIOTOBNEH ABTOHOMHOW HEKOMMEPYECKON opraHusaumen «MHCTUTYT Meanko-O1onornyeckmx
uccnegoBanuii u texdonoruin (AHO «MMBUWT») Ha ocHOBe COBCTBEHHOTO NEPEBOAA HA PYCCKUI A3bIK aHrmo-
A3bIYHON BEPCUM CTaHAApTa, YKa3aHHOro B NyHKTE 5

2 BHECEH ®eaepanbHbiM areHTCTBOM MO TEXHUYECKOMY PErySIMPOBaHUIO U METPONOTNA

3 NMPUHAT MexrocygapCTBEHHbIM COBETOM MO CTaHZapTu3auuM, METPOnorMm u ceprudukaymm
(npotokon ot 25 oktabpa 2016 r. Ne 92-1)

3a NpuHATUE NPOroNocoBanu:

KpaTKoe HanMeHoBaHMe CTpaHbl Koa CTpaHbl No COKpaLL[eHHOE HanMeHoBaHWe HalMOoHarbHOro
no MK (MCO 3166) 004—97 MK (MCO 3166) 004—97 opraHa no cTaHgapTusaLuu

ApMeHuna AM MuH3akoHoOMUKKM Pecnybnvkn ApmeHuns

Benapycb BY locctangapT Pecnybnukv Benapycb

Kuprususa KG KblprelzactaHgapT

Poccusa RU Pocctangapt

4 TMpukasom degepanbHOro areHTCTBa No TEXHUYECKOMY PerynnpoBaHuio U meTponorum ot 31 okrsibpsa
2016 r. Ne 1534-cT mexxrocyaapcTBeHHbIN ctaHgapt MTOCT I1ISO 10993-16—2016 BBeaeH B 4ENCTBUE B Kade-
CTBE HauMoHanbHOro craHgapra Poccuiickon degepaumm ¢ 1 oktabpa 2017 r.

5 Hacroswumit ctaHaapT MAEHTUYEH MeXayHapoaHOMy cTaHaapty ISO 10993-16:2010 «OueHka 6uo-
JNIOTMYECKOro AEWCTBUA MeAULMHCKUX u3genuin. Yacte 16. KoHuenuma TOKCUKOKMHETUYECKMX UCCneg0BaHun
NPOAYKTOB pa3noXeHUs u BbilLienaynsaemblx BellecTs» («Biological evaluation of medical devices — Part 16:
Toxicokinetic study design for degradation products and leachablesy, IDT).

HaumeHoBaHue HaCTOALLEro ctaHfapTa U3MEHEHO OTHOCUTENBHO HAMMEHOBAHUSA YKA3aHHOTO Mexay-
HapOAHOro cTaHjapTa Ans yBA3KW C HAMMEHOBAHUAMMU, MPUHATLIMU B CYLLECTBYIOLLEM KOMMIIEKCE MEXIOCy-
[apCTBEHHbIX CTAHAAPTOB.

Mpu npuMEHeHnn HacTosALero cTaHaapTa pekoMeHAYeTCs UCMOMb30BaTb BMECTO CCbIMOYHbIX Mexay-
HapOoAHbIX CTAaHAapPTOB COOTBETCTBYIOLLME UM MEXTOCYAAPCTBEHHbIE CTAHAAPTbI, CBEAEHUSA O KOTOPLIX NPu-
BEAEHbl B AOMNOMHUTENBHOM NpunoxeHun OA

6 B3AMEH IOCT ISO 10993-16—2011

7 NEPEUSOAHWE. fekabpb 2018 1.
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UHbopmayus 06 usMeHeHUsX K Hacmosuiemy cmaH0apmy nybrnukyemcs e exea00HOM UHOopmMayu-
OHHOM yKasamere «HayuoHanbHbie cmaHdapmbi», @ MeKcm U3MEHeHUl U Mornpasok — 8 eXemMeCIYHOM
UHGhOPpMaLUOHHOM yKasamere «HayuoHarnbHble cmaHdapmbi». B criyyae nepecmompa (3amMeHbl) Ui OmmeHb!
Hacmosweao cmaHlapma coomeemcemeyowee yesedomneHue 6ydem OnybIIUKO8aHO 8 EeXeMeCSYHOM
UHOpMaUUOHHOM yKa3damene «HauyuoHanbHble cmaHOapmbly. Coomeememeyouwjas uHgopmayus,
ysedomMrieHUE U MEeKCMb! pa3Mewaromcecs makxe 8 UHGOpMayuoHHOU cucmeme obujeao nosb308aHus —
Ha oghuyuanbHom calime dedepanbH020 azeHmemea 10 MexXHUYeCKOMy Pez2yniupoeaHuro U Memposnoauu 6
cemu ViIHmepHem (www.gost.ru)
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B Poccuiickon degepaumm HaCTOALWMIA CTaHAAPT HE MOXKET ObITb NOMHOCTbLIO UMK
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BBeneHue

NCO (MexxayHapoaHas opraHu3aums no craHgaprusauuu) aenaetca BcemupHon degepaument Haumo-
HanbHLIX OPraHoB MO cTaHaapru3auun (opraHoB — 4neHos MCO). PaGoTy no NOAroTOBKE MEXIAYHAPOAHbIX
craHgaptoB npoBoasT yepes UCO TexHuyeckue komuTeTbl. KaXabii KOMUTET-YNEH, 3auHTepeCOBaHHbIN B
AeATenbLHOCTU, AN KOTOPOM Obin CO34aH TEXHUYECKUI KOMUTET, UMEET Npaso ObiTb NPEACTABNEHHLIM B 3TOM
komutere. MexxayHapoaHble opraHu3auum, NpaBUTENbCTBEHHbIE U HEMPABUTENLCTBEHHbIE, UMEIOLLME CBA3U
¢ ISO, Takke npuHumalot yyactue B pabore. NCO TecHO coTpyaHnyaeT ¢ MexxayHapoaHOI anekTpoTexHuye-
ckoi komuccuen (MIK) no Bcem BOnpocam 3MeKTPpOTEXHUHECKOW CTaHAapTM3aLun.

MexayHapoaHbie CTaHAapTbl MPOEKTUPYIOTCA B COOTBETCTBUM C NMpaBunamu, NnpuseaeHHbIMU B [upek-
TnBax MCO/MOBK, vacTb 2.

OCHOBHOW 3afja4enl TEXHUYECKUX KOMUTETOB ABNAETCA NOArOTOBKA MEXAYHAPOAHbIX cTaHaapToB. MNpo-
€KTbl MEeXAYyHapOoAHbIX CTaHAAPTOB, NPUHATHIE TEXHWUYECKUMU KOMMUTETAMK, pacchinaiotcs uneHam UNCO
Ans ronocoBaHuA. Mix onybrnmkoBaHMe B Ka4eCTBE MEXAYHAPOAHbIX CTaHAapToB Tpebyer 0a06peHusi He Me-
Hee 75 % KOMUTETOB-YNEHOB, NPUHUMAIOLLIMX Y4aCTUE B FONOCOBAHUM.

ISO 10993-16 661 nogrotoBneH TexHu4deckum komutetTom ISO/TC 194 «Buonornyeckasn oueHka meau-
LUMHCKOro 060pyaoBaHUs».

B cepuio ISO 10993 BxoaAaT cneayiowyme 4actu nog o6wmm HassaHmem «OueHka 6Monornieckoro aei-
CTBUS MEAULIMHCKUX U3AENUIN»

- yactb 1. OueHKa u ucnbiTaHUs B paMKax npouecca MeHeaXMeHTa pucka,;

- yacTb 2. TpeboBaHuUs K OXpaHe 340POBbA XUBOTHbIX;

- yacTb 3. UcnbITaHMa Ha reHOTOKCUYHOCTb, KAHUEPOreHHOCTb U TOKCUYMHOCTb, BAMAIOLLYIO Ha penpo-
OYKTUBHOCTb;

- 4yacTb 4. BbIBOp UCNbITaHUA, OTHOCALLUXCS K B3aUMOAENCTBUIO C KPOBBIO;

- yacTb 5. McnbITaHMsa Ha UMTOTOKCUMHOCTb in Vitro;,

- 4yacTb 6. McnblTaHns Ana onpeaeneHns NokanbHbIX 3¢hd)ekToB NOCNe MMNNaHTauuu;

- 4yacTb 7. OcTaTku Npu CTepUnU3aLmmn STUNEHOKCUAOM,;

- yacTb 9. CTpykTypa naeHTudukaumm u KBaHTUUKaLMmn NoTeHUManbHbIX NPOAYKTOB Pa3foXeHUS;

- yactb 10. Mpo6bl HA pasgpa)keHUe n anneprudeckyio peakumnio KOXm;

- yacTb 11. VIcnbITaHUsi HA CUCTEMHYIO TOKCUYHOCTb;

- yacTb 12. MpurotoeneHue npo6 u craHaapTHole 06pasubl;

- yacTb 13. MaeHTudmkaumsa n KONnMYeCTBEHHast OLEHKA NPOAYKTOB Pa3fnoXeHUsi B NMONMMMEPHbIX Meau-
LIMHCKUX YCTPOWCTBAX;

- yactb 14. ipeHTudMKaLmMA 1 KONMMYECTBEHHAS OLIeHKA NPOAYKTOB Pa3NOXeHUst KepaMUKH;

- yactb 15. UaeHTudukaums n KonmyeCcTBeHHasi OLEHKa NPOAYKTOB Pa3nNoXXeHUs METANNOB U CNaBoB;

- yacTb 16. KoHUenuusi TOKCUKOKUHETUYECKUX UCCIIEA0BaHUIA NPOAYKTOB PA3fOXKEHUS U BbilLenavuBae-
MbIX BELLECTB;

- yacTb 17. YcTtaHOBNEeHWe AONYCTUMbIX NPEAEnoB BbiLLENaYuBaeMblX BELLECTB;

- yacTb 18. OnpegeneHue XMMMYECKUX XapakTepUCTMK MaTepuanos;

- yacTb 19. Pusuko-xummudeckas, mopdonornueckas u Tonorpadpuyeckas xapakrepuctuka MaTepuanos
(TexHu4eckue TpeboBaHus);

- vyacrtb 20. NpuHUMNBLI U METOABI UCCNEAO0BAHNA UMMYHOTOKCUKONOTMYECKUX UCNILITAHUIA MEAULMHCKNX
n3penui (TexHudeckue TpeboBaHus).

TOKCUKOKMHETUKA onucbiBaeT abcopbumio, pacnpeaenenve, MeTabonuam U BbiAeNeHNE YyXepPOAHbIX
COEAMHEHUI B XXMBOM OpraHM3Me Ha MpOTSHKEHUM BPEMEHU. YYeT ctabunbHOCTU matepuana(os) in vivo un
onpeaereHne 0XXMaaeMbixX U Cry4anHbIX NPOAYKTOB Aerpajauum 1 BbILLENAa4YMBaAHUA HEOOX0AUMbI ANSA OLUEH-
ku 6e30MacHOCTU MeAULIMHCKOro usaenusi. TOKCUKOKUHETMYECKUE UCCNEA0BaHUA MOTYT ObITb NONE3HbI ANA
oueHkn 6e30nacHOCTM Marepuanos, UCMOMb3yeMbIX B pa3paboTke MeauLUHCKOro U3AEenus, Unu Ans BbisiCHe-
HUA MexaHu3Ma HabnoaaeMbix HebnaronpUATHLIX peakuuii. TOKCUKOKMHETUYECKUE UCCNeA0BaHUA TaKKe MO-
ryT ObiTb MPUMEHUMbI K MEAULIMHCKUM U3AENUAM, COAEPKALLUM aKTUBHbIE UHrpeaneHTbl. Heo6xoaumocTb u
macwrab Takmx MccneaoBaHun AOMKHbI ObITh TLATENLHO PAaCCMOTPEHbI, OCHOBLIBAsICH HA XapakTepe u Anu-
TENbHOCTU KOHTAKTa U3Aenus ¢ TKaHAMK opraHuama (CM. npunoxeHue A). CyLlecTByioLaa Hay4yHasa nutepa-
Typa NO TOKCUKONOTMU U AAHHBIE MO TOKCUKOKMHETUKE MOTYT ObITb JOCTATOMHBLIMU AN 3TOT0 PACCMOTPEHUS.

\%



roCTISO 10993-16—2016

MoTeHumanbHass onacHOCTb MEAWLMHCKOTO U3LEenusi MOXeT ObiTb CBSi3aHa C B3auMOAEWCTBUEM €ero
KOMMOHEHTOB UMU UX MeTabonuToB ¢ Buonornyecknmu cpeaamu. MeguuvHcKkue usgenus MoryT Coaepxarb
BbILLiENaYMBaeMble BELLECTBA (HanpumMep, 0CTaTo4HbIe KaTtannm3aTopsl, areHTbl 06paboTkn, 0CTaTO4YHbIE MOHO-
Mepbl, HanoNHUTENN, aHTUOKCUAAHTBI, NNACTUPUKATOPLI) U/MNK NPOAYKTHI A4ECTPYKLIMU, KOTOPLIE MUTPUPYIOT
U3 matepuana u NOTEHLMUanNbHO MOTYT CTaTb NMPUYUHON HEONAronpUATHOrO BO3AEWCTBUSA HA OPTraHU3Mm.

Ony6nunkosaHo BOMbLUOE YUCHO CTaTei No UCMOML30BAHUIO TOKCUKOKUMHETUYECKUX METOA0B AN U3yye-
HWSA NOBEAEHUS XMMUYECKUX BELLECTB B OpraHuame (cM. 6ubnuorpaduio). Metoaonorus u nogxoabl, MCNosnb-
30BaHHbIE B TAKUX UCCMNEAOBaHMAX, COCTaBMNAT OCHOBY PEKOMEHAALMI HacTosALwero craHaapra. ObocHoBa-
HWA ANA MCMNONb30BAHMS HACTOALLEro CTaHhapTa NpuBeeHbl B MPUMOXEHUN A.

VI
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M E XTOCVYAAUPTCTUBTETUHUHDbB H CTAHIAODAPT

M3AENUA MEOAULIMHCKUE. .
OLIEHKA BUONOIM’M4YeECKOIro oAEMCTBUA MEAULIMHCKUX U3AENTNA

YacTtb 16

KoHuenuus TOKCMKOKMHETUYECKMX UCCIIeQ0BaHUii NPOAYKTOB Pa3rioXeHus
" BbillleflayMBaeMbIX BELIECTB

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

Dara BBegeHusa — 2017—10—01

1 Obnactb NnpuMeHeHUs1

Hacrosawumit ctaHaapT yctaHaBnuBaeT NPUHLMNBI, B COOTBETCTBUM C KOTOPbIMU MAAHUPYIOT U OCYLLECT-
BNSIIOT UCCNEN0BAHNUS TOKCUKOKUHETUKMN, 0BYCNOBMNEHHON NPUMEHEHUEM MEANLIMHCKUX U3AENMUIA.

B npunoxeHun A MU3NOXKeHbl PEKOMEHAALMMU NO BKMIOYEHUIO TOKCUKOKMHETUYECKUX WCCNENOBAHUI B
OLIeHKY B1ONOrMYeckoro AeiCTBUA MEAULIMHCKNX N3aenuii.

2 HopmaTtuBHbIE CCbISNKU

Crieagyowme HOpMaTUBHbIE AOKYMEHTbI HEOOX0AMMbI ANnsi NPUMEHEHUs1 AaHHOTo cTtaHaapta. lMpu aa-
TUPOBAHHOW CCbINKE NPUMEHSAIOT TOMLKO YKazaHHoe usaanue. MNpu HepaTupoBaHHOW — nocrneaHee u3gaHue
yKa3aHHOro ctaHgapTa, BKIiodas BCe MOMNpPaBKu:

1ISO 10993-1, Biological evaluation of medical devices — Part 1: Evaluation and testing within a risk
management process (OueHka buonornyeckas MegmuMHCKMX nsgenuin. Yacto 1. OueHka u ucnbiTaHus B pam-
Kax npouecca MeHeIXKMEHTA PUCKa)

ISO 10993-2, Biological evaluation of medical devices — Part 2: Animal welfare requirements (OueHka
Buonornyeckaa MeamuUMHCKuX nsgenun. Yacto 2. TpebGoBaHUA K OXpPaHE 340POBbS XXUBOTHbIX)

ISO 10993-12, Biological evaluation of medical devices — Part 12: Sample preparation and reference
materials (Buonornyeckas oueHka MeauMuMHCKUX usgenui. Yactb 12. MpurotoeneHne npob u craHgapTHble
o6pa3supl)

1ISO 10993-17, Biological evaluation of medical devices — Part 17: Establishment of allowable limits for
leachable substances. (OueHka Buonormyeckas MeauUUHCKUX nsgenuin. Yacto 17. YcraHoBneHue gonycru-
MbIX NPEAENOB BbILLENaYNBAEMbIX BELLECTB)

ISO 10993-18, Biological evaluation of medical devices — Part 18: Chemical characterization of mate-
rials (OueHka Buonornyeckaa MeguUUHCKMX nagenuin. Yacte 18. OnpegeneHne XMMMYeCKMx xapakTepucruk
Marepuanos)

ISO 14971, Medical devices — Application of risk management to medical devices (M3aenua meguumH-
ckune. MpumeHeHne MeHeI>XMEHTa pucka K MeaULMHCKUM U3 ennusm)

3 TepMuHbI N onpepeneHns

B HacTosawem craHgapte npuMeHeHbl TepMuHbl o 1ISO 10993-1, a Takke cregyowme TEPMUHBI C COOT-
BETCTBYIOLIMMU ONPEAENEHUAMMU:

3.1 a6cop6buums: Mpouecc, B pesynsrarte KOTOPOro BELECTBO NOCTYMNAET B KPOBEHOCHYIO U (UMW) NUM-
haTu4eckyto cucTemy.

M3paHue ocpuuymanbHoe
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3.2 6uonoruyeckan [OCTYNHOCTL: 3Ha4yeHue obwen abcopOuum NCXOAHOTO BELLIECTBA.
3.3 6uopecTpykuua: Paspywenne matepuana nog Bosgaencrauem 6Monornieckoin cpeapbl.

MpumeyaHue—lMNpouecc 6GUOAECTPYKLMM MOXKET GbITb CMOAENUPOBAH UCCNeA0BaHUAMU in vitro.

3.4 6uopesopbuusa: MNpouecc, B pesynkrate KOToporo Guomarepuan paspywaercs B pusnonormye-
CcKo¥i cpefie, a npoAyKT(b) nomyvaloLLmiicsi(ecs) Npu 3TOM, BLIBOAATCS u/unu aGcopGupyioTes.

3.5 knupeHc: CKOpoCTb BblIBEAEHUSA MCCIEAYEMOro BELLECTBA U3 OpraHM3Ma Unu ero YacTen B pesynb-
Tare mMetabonuama u/unu aKkckpeuuu.

3.6 koHueHTpauma C, ..: MakcuManbHas KOHLIEHTPaLWUA KOHKPETHOTO BELECTBA B Na3sme, BbIpaXeH-
Has OTHOLLEHWEM Macchl K eauHuLe obbema.

MpuMeyaHue — Korga cCLINAIOTCS HAa MaKCUMarnbHYO KOHUEHTPaLWO BEWECTBA B XKUAKOCTU WK TKaHW, ei
npucsauBaloT o6o3HaueHne (Hanpumep, C,.. MEYEHN) 1 BbIPaXalOT OTHOLIEHUEM eAVHUL, Macchl K eAnHULAaM obbeMa
WU Macchl.

3.7 npoaykT pecTpykuuu: Mpoaykt marepumana, o6pa3oBaBLLUINCA B PE3ynbTate XMMUYECKOTO pac-
naga UCxoAHOro marepuana.

3.8 pacnpeaenenue: MNpouecc, B pesynsrare kOToporo abcopbupyemoe BELLECTBO U (UNK) ero MeTa-
6onNUTLI LMPKYNUPYIOT U pacnpeaensaioTcs BHYTPU OpraH3ma.

3.9 akckpeumsa: MNMpouecc, NOCPEeACTBOM KOTOPOro abcopbupyemoe BeLIeCTBO U/unm ero MetaGonurhbl
yAansioTca U3 opraHuama.

3.10 akctpakT: XKnakoctb, KOTOpasi NONy4YaeTcsl B pe3ynbrare npouecca 3KCTPakuum uccneayemoro
marepuana, unm KOHTpOsib.

3.11 nepuoa nonyebiBeaeHuA t,,,: Bpema, HeoOGxoaUMOe AN yMEHbLIEHUS KOHLIEHTPALIMKU uccneay-
eMoro BewiecTsa Ha 50 % OT ero Ha4anbLHOro KONMYECTBA B TOM XKe XXMAKOCTU UIM TKaHW OpraHu3ma.

3.12 Bblwenaynsaemoe (BbiMbiBaeMoe) BelecTBo: XMM1Yeckoe BELLECTBO, KOTOPOe MOXET MUTPU-
poBaTb U3 U3AENNUA AN KOMNOHEHTA NPU YCNOBUSIX XPAaHEHUS UNM NPUMEHEHMUS.

MpuMeyaHune — BeiMbliBaeMble BelyecTsa (Hanpumep, 4o6GaBKM, MOHOMEPHbIE WUITU OfIMFOMEPHLIE COCTaBHbIE
NorMMepHoro Marepuana) MoryT GbiTb 3KCTparupoBaHbl B TaGOpaTOpHbIX YCINOBUSX, UMUTUPYHOLLUX HOpMaribHbIEe YCrlo-
BUS BO3A4ENCTBUSA.

3.13 cpeaHee Bpems npe6biBaHUA: [lapameTp, CBA3aHHLIN C NEPUOAOM MONYBbLIBEAEHUA, KONU4e-
CTBEHHO OLIEHUBAIOLLMIA NPOAOMKMTENBHOCTL NPUCYTCTBUS KOHKPETHOIO BELLECTBA B OpraHu3Me.

3.14 metabonusm: [pouecc, NocpeacTBOM KOTOPOro aGcopbupoBaHHOE BELLECTBO CTPYKTYPHO U3Me-
HSIETCA B OPraHM3me B pe3ynbrare XMMU4eckux n/unu oepMeHTaTMBHLIX peakuum.

MpumMeyaHue — MpogyKTsl NepBOHAYaNbHOMO B3aUMOAEWCTBUA MOTYT BNOCNEACTBUN U3MEHSTLCA NyTEM fto-
BBIX hepMeHTaTUBHBIX UMK HedhepPMEHTaTUBHBIX peakuuii Nnepea Ux aKCKpeLuen.

3.15 uccneayemoe BelwecTBO: [1POAYKT AECTPYKLUN UNU BbIMBIBAHUSA, ABNAIOLLUIACA NPEAMETOM TOK-
CMKOKMHETUYECKMX UCCNESOBAHUIA.

3.16 Bpems 1 .. : Bpems, npu KOTOPOM AOCTUrAETCA MaKCUMarbHas KOHLEHTpaLys Crnax- §

3.17 obbem pacnpepnenenus Vy: MNokasarens Ana 04HOKAMEPHOH MOAEnNu, onuchiBaioWwmin npeano-
naraemblii 06bEM, KOTOPbIA ByaeT cogepxaTb BCe KONMMYECTBO UCCNEAYEMOro BELLECTBA NPU YCNOBUU €ro

04HOPOAHOro pacnpeaeneHna B opraHusme.

4 TpuvHUMNBbI NNTAHUPOBAaHUA TOKCUKOKMHETUYECKUX UCCrief0BaHUN

4.1 TOKCUKOKMHETUYECKMNE UCCIeA0BaHUA NITAHMPYIOT C YYETOM KaX0ro KOHKPETHOro U3aenus unu ma-
Tepuana.

4.2 Tporpammy uccneaoBaHWin COCTABAAIOT U 0POPMNSAIOT A0 Hayamna akcnepumeHTos. Mpu aTom B
nporpaMmMy BKIOHYAIOT Lenb U METOAMKM uccneaoBanuii. NMoapobHee a1o uanoxeHo B 4.3—4.8 u B pasgene 5.

4.3 TMpu BEIGOPE METOAOB TOKCUKOKMHETUHECKMX UCCNIEA0BAHUI YUUTLIBAIOT PE3YNLTATbl U3YYEHUS Npo-
uecca BbIMbIBaHUS. KpOME TOro, yYUTbIBAOT MH(POPMALIMIO O XMMUYECKUX U (DU3UKO-XMMUYECKNX CBOWUCTBAX,
CTPYKTYpE NOBEPXHOCTM Marepuana n GuOXMMUIECKUX CBOICTBAX BCEX NMPOAYKTOB BbIMbIBAHUSA.

MpuMeyaHue — KonnyecTBO U CKOPOCTL BhIZJ€NEeHUsI MPOAYKTOB, MOMyYatoLLUxcsl B pe3ynerate npoLecca Bbl-
MbIBaHUsI, 3@BUCAT OT UX KOHLEHTpaLUU Ha NOBEPXHOCTU Marepuana, CKopoCTU UX MUrpaLlun Ha NOBEPXHOCTb B CaMOM
maTepwuarne, X pacTBOPUMOCTU U CKOPOCTU ABUXKEHUS MPOAYKTOB B (DU3UONOMMYECKOi cpeae.
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4.4 TOKCMKOKMHETUYECKUE UCCNEAOBAHUS PEKOMEHAYETCA NPOBOAUTL C OXapakTepPU30BaHHbIM NOTEH-
UManbHO TOKCUYHbBIM NPOAYKTOM MPOLIECCOB BbILWENaunBaHuA U gectpykumu. NMpoBeaeHne TOKCUKOKMHETUYe-
CKMX UCCNEA0BaHUII HAa CMECSIX BO3MOXHO TONbKO NPU onpeaeneHHbIX yCNoBusX. B otaenbHbiX cnyvasax gony-
CKaeTCAa U3y4yeHne aKCTpakToB B cooTBETCTBUM C ISO 10993-12, a Takke rpaHyn unu nopoLLKOB U3 matepuana
U1 MeAULIMHCKOTO M3AENUsi, HO 3TO AOIMKHO ObiTb 060CHOBAHO NPU NNIAHUPOBAHUM UCCNEA0BAHUN.

4.5 BblOpaHHble aHanNUTMYeCKue MeToAbl AOMKHbI 0OHAPYXMBATb M XapaKTepu3oBaTb BCE MPOAYKTbI
[EeCTPYKUMK, BbILLENAauMBaHUS, a TaKkke UX MeTabonutbl B GUONOrMYECKUX XXUAKOCTAX U TKAHAX. Ona aHanuTtu-
YeCKUx METOAOB CrieayeT ucnonb3oBarb Apyrue 4actu ISO 10993 no npumeHMmocTu. MeToab! A0MKHbI ObITh
noapo6bHO onucaHbl B UCCNEeaoBaTenbCKMX OTHETaX B COOTBETCTBUM C N. 5.1.11.

Konn4yecTBeHHbIE aHANUTUYECKUE METOALI AOMKHbI ObITb KOHKPETHBIMU, YYBCTBUTENBHLIMU, BOCNIPOU3-
BOAMMBIMU U FIMHENHBIMW MO BCEMY Npeanonaraemomy gnanasoHy KOHUEHTpauui nccneayeMmoro matepuana.
B oTyeTe AOMKHO ObITb NpeAcTaBneHo 060CHOBAHME BbIOPAHHOTO METOAA UCCNEA0BaHUS.

4.6 B nnaHe uccnenoBaHusi 4OMKHA ObiTb yKa3aHa hu3nonornveckasl XXMaKoCTb, TKaHb UM IKCKPET, B
KOTOpbIX ByayT onpeaeneHbl YPOBHU MCCNEAYyEMOro BELLECTBA.

MpumeyaHue—KpoBb Hanbonee focTynHa ANA UCCNEAOBaHNA, NO3TOMY €€ 4acTo UCTONb3YIOT ANSA U3yYeHUst
KMHEeTUYecKoro napamerpa u abcopbuun. MNpu 3ToM HEOOXOAUMO YKasaTb, Ha YeM NPOBOAAT aHanu3 — Ha LUEeNbHOW KpoBH,
CbIBOPOTKE WNW Nnasme, U 060cHOBaTh 3TOT BblOop. CBA3bIBaHWE C LUPKYNUPYIOLWMMU GerikaMu KpOBW UK SpUTpoLUTaMm
MOXHO onpefensATb MeToAaMMm in vitro.

4.7 ViccrnenoBaTenbCKuii OTYET AOIMKEH coaepXaTh MHGOPMALIUIO O XapaKkTepe CBA3bIBaHUSA onpeaens-
emMoro BeLlecTBa B npobe (HanpumMep, CTeneHb U xapakTep CPOACTBA) U NOKa3biBaTb, YTO 3TO HE NPUBOAUT K
HeJOOLeHKE KOHLEHTPALMKM aHann3npyemoro BeLLecTsa.

4.8 [Ins onpeaeneHus KWHETUYECKUX NapameTpoB A0SHKHO ObiTb NPEACTaBNEHO AOCTAaTO4HOE KOnude-
CTBO Aa@HHbIX C AONYCTUMBIM PasbpocomM. TeopeTu4eckn OHU A0SDKHBI COCTABNATL HECKONbLKO NepuoaoB nory-
BbIBEEHUSI BELLECTBA, HA NPaKTUKE B AUANA30HE onpeaenieHna HaknaabiBaeTCcsl YyBCTBUTENbHOCTL aHasnm-
TUYECKUX METO40B.

5 PykoBoACcTBO NO MeToaaMm uccnenoBaHumn

5.1 O6wWwue nonoxeHun

5.1.1 WccneposaHMA BbIMOMHAOT HA XXMBOTHLIX COOTBETCTBYIOLLIETO NONa U Buaa. 340poBble MONoAble
1 NONOBO3PENbIE XMBOTHLIE NPOXOAAT AKKIIMMATU3aLMIO B NAbOPaTOPHLIX YCIOBUAX B TEYEHUE NO MEHbLUEN
mepe 7 cyT. Ecnu npu nccneposanmn metabonmama UCNonb3yloT UHAUBUAYATNBHbLIE KNETKU, TO XKUBOTHbIX Ne-
PeBOAAT TyAa ANA akKnMMMaTusaumm He MeHee YeM 3a 24 4. OKpy>XKaloLLMe YCINOBUSA AOMMKHbLI COOTBETCTBOBATL
pekoMeHaaLUuAM No CoAepXaHUIo U UCNOSb30BAHMIO XUBOTHBIX (CM. 1ISO 10993-2). B TevyeHune Bcero akcne-
PUMEHTa XMBOTHbIE NOSy4YaloT 0ObIYHBIN pPaLMOH U MUTLEBYIO BOAY, ECMU NporpaMmma UCCneaoBaHuii He npe-
JyCMaTpUBaET Kakux-nubo n3amMeHeHui B pexxume ux cogepxanusi. OTbop >KMBOTHbLIX B rPyNnbl ANA KaXKA0ro
nepuoga NccrneaoBaHusi HOCUT NPOM3BONbHBINA XapakTep. Mpynnbl AOMMKHBLI COAEPXATb HE MEHEe TPeX Menkux
KMBOTHBIX U HE MEHee ABYX XMBOTHbIX Oonee KpynHbix BUAOB. B 3apaHee 3annaHMpoBaHHOE BPeMS XMBOT-
HbIX MOABEPralT 3BTAHA3UMU.

5.1.2 B0O3MOXHO MCMONb30BAHME UCCNEAYEMOTO BELLUECTBA, HE MEYEHHOTO PaaMOaKTUBHLIMKU M30TONA-
MU, MPU HANUYKUM NOAXOASALLUX YTBEPKAEHHLIX METOAOB NPO6 AAHHOIO BELLECTBA B COOTBETCTBYIOLWMUX 06pas-
Lax 1 NOfTHON XapakTepuCcTUKon metabonuama uccneayemoro BeLecTsa.

5.1.3 MNpu HeobxoaMMOCTU UCcreayemoe BELLECTBO METAT CTabunbHbIMKU n3otonamu. MNpeanoytuTenb-
HbIMU ABASIOTCSA PaanoxMMmyeckm unctble (6onee 97 %) 14C unm 3H. Mpu ncnonb3oeanun nzotona H yuntbl-
BaIOT BO3MOXXHOCTb 3ameLleHust Tputusi. MeueHHoe pagnou3oTonaMm BELWECTBO NPU HEOBX0AMMOCTH pa3Bo-
[AT BELLECTBOM, He CoAepXalLMM pagmon3oTonoB.

5.1.4 TMpu MCnonbL30BaHMM BELLECTBA, MEYEHHOTO PaUON30TONAaMK, YHYUTLIBAIOT €ro cneuuduyeckyio
aKTUBHOCTb M PAAUOXUMUYECKYIO YUCTOTY.

5.1.5 Accnegyemoe BeLeCTBO BBOAST CMOCOOOM, KOTOPLIA OnpeAensioT B 3aBUCUMOCTU OT HasHade-
HWUA MeauumHckoro naaenus. Uccnegyemoe BeLLECTBO AODKHO ObiTh MPUIOTOBNEHO B NOAXOASLLEN JKCTpa-
TUPYIOLLEH XXUAKOCTH, yuUTbIBAsA (DU3UKO-XMMUYECKME CBOICTBA MCCeyeMOro BewecTsa (NPoaykKT Boiluena-
YUBaAHWA UNKU AECTPYKLMK) M UCNONb3Ysi COOTBETCTBYIOLLME CNOCOOLI BBEAEHUS U A03bl. HE06X0aAMMO 3HATH 1
0TpasuTb B OTYETE CTAabUNBLHOCTL 00pa3ua Npu yCnoBUsX, BbIOPAHHLIX A4 N5l BBEASHUA.

MpumMeyaHune — Nporpamma uccrnefoBaHWn MOXET BKIodaTb B cebs pasHble NyTW BBeAeHUS BellecTsa ANA
cpaBHEeHUs NpoLeHTa abcopbumu.
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5.1.6 [nsa usyyeHus c6anaHCUpOBAHHOCTU A03 XXMBOTHbIX MOMELLIAIOT TONbLKO B KNETKW, NPeAHA3HAYEH-
Hble ANA nccneaosaHua metabonuama.

5.1.7 Mouy un cbekanuu COXpaHSIIOT NpU HU3KOW TEMNepaType UMM B €MKOCTSIX, COAepXKaLLmX KOHcep-
BaHTbI, HE MeLLaloLLMe NPOBEAEHMIO aHaNU30B, ANA NPeAOTBPALLEHNUS PA3BUTUS NOCTIKCKPELIMOHHBIX MUKPO-
61onorn4eckux NPoLIeCcoB U CaMONPON3BONbHOMO U3MEHEHMUs. KpOBb. NpeAHa3HauYeHHYI0 AN UCCreaoBaHUS
B BMAE LEMNbLHOI KPOBM UMM NNa3Mbl KPOBU, COXPAHSIOT B PUCYTCTBUM COOTBETCTBYIOLLMX AHTUKOATYIISIHTOB.

5.1.8 1o Hayana SKCrepuMMeHTa, Mo BO3MOXHOCTH, Y XMBOTHLIX OTOMPAIOT KOHTPOSIbHbIE NPO6bLI. B He-
KOTOPbIX NCCNeaoBaHuaxX HOHOBbIE KOHTPONbHLIE NPOGLI (HANPUMEP, TKAHW) Y NOAOMNLITHBLIX XXUBOTHLIX OTO-
6paTb HEBO3MOXHO, MOSTOMY UX 3a6UPAIOT Y KOHTPOSMbLHOW IPYNMbl.

5.1.9 Bpems or6opa npo6 AOMKHO COOTBETCTBOBATL TUNY UCCNEA0BaHUS. OTGOP OCYLLIECTBRSIIOT MO He-
00X0AUMOCTU B TEYEHUE MEPUOA 0B BPEMEHU ANMTENBHOCTBIO B HECKONbKO MUHYT, YacoB, CYTOK, HefiefNb U
Aaxe mecaues. [Ana uccnefoBaHWA. BKIIOYAKOWMX M3yYeHUe NPOAYKTOB BblAENEHUsi, 0ObIMHO MCMONb3YIOT
24-4acoBble Nepuobl B TEYEHMUE M0 MeHbLUEN Mepe 96 4. B uccnegosanusix, Tpedyowmx B3aTus npod Kpoew,
KPOBb 3a0MpPatoT N0 KOHKPETHOMY PACNUCAHUIO C MHTEPBAaNiaMu OT HECKOMbKUX MUHYT 10 HECKOSbKUX YacoB B
TeyeHue nepuoaa Ao 72 u.

5.1.10 TOKCMKOKMHETMYECKUE WCCreaoBaHuA cneayer NpOBOAUTb B COOTBETCTBUMM CO CTaHAapTamu
Hagnexatlen nabopaTopHoON NPaKTUKK.

5.1.11 OtueT 00 uccneaoBaHUAX JOMKEH BKNOYATL CNeayoLLyo MHOopMaLUIo, eCRIU NPUMEHNUMO:

a) NMHUIO U NCTOYHUK NOCTYNMEHUS XKUBOTHbBIX, YCNOBUSI COAEPXKAHUS, UX PALUOH, BO3pacT U Nor;

b) nccnegyemoe selecTso u obpaseu, Ux YUCTOTY, CTABUIILHOCTb, XMMUYECKUIA COCTaB U BBEAEHHOE
KONMU4eCTBO;

C) YCrNOBUA UCCNEN0BAHWMI, BKIMIOYAA NyTb BBEAEHWUA BELLECTBA;

d) meToabl aHanu3a, 3KCTpakuuu, onpeaeneHun u sanuaauuu;

€) maTtepuanbHblii 6anaHc uccneayemoro BeLeCTBa;

f) uHAMBKMAYanbHbIE pe3ynbTaThl Ha KaXxaoM JTane UCCNeaoBaHus B BUAE Tabnuupl;

g) 3asBneHWe O COOTBETCTBUMW CTaHAapTaM KavecTBa unu TpeboBaHusM Haanexaiuein nabopaTtopHom
NPaKkTUKK;

h) obcyxaeHne nony4yeHHbIX pesyneLTaTos;

i) MHTepnpeTauuio NOoNyYEHHbIX PE3YNLTaTOB.

5.2 PykoBOACTBO NO KOHKPETHbIM MeTOAaM UCCreA0OBaHUN

5.2.1 OCHOBHbIE NOSIOXKEHUA

5.2.1.1 VccnegosaHue NnNaHUpyLOT Takum 06pasom, YTobbl NONyYuTb HEOBX0AUMYIO UHPOPMaLUUIO AnA
OLIEHKM TOMNbKO CTEMeHU pucka UCMNOMNb30BaAHUS MEAULIMHCKUX U3AENUIA, TaK YTO OObIMHO HET HEOOX0AUMOCTH
B PACCMOTPEHWUMN BCEX ACMEKTOB.

5.2.1.2 WccnegosaHusa abcopbuunu, pacnpeaeneHus, Mmetabonuama u sKCKpeuuu NpoBoASAT NO OTAeNb-
HOCTU, N3y4as O4MH U3 NEPEYNCIIEHHBIX MPOLIECCOB, UMM OAHOBPEMEHHO, PacCMaTpPUBasn HECKONbKO acnekTos
B O4HOM MCCIEea0BaHum.

5.2.1.3 Konn4ecTso U3y4yaembix KWNHETUYECKUX NapamMeTpoB BbIOMPAIOT B 3aBUCUMOCTU OT MPOrpaMMbl
uccnegosaHuii. Cpean HUX: CKOPoCTb abcopbumm, Nnowaab noj KPUBOW «KOHLIEHTpaUus nnasMmbl — BPEMSAY,
nnowiaib Noa KPUBOM KUCXOAHAA KOHLEHTpauus nnasmbl — BpemMsy, o6beM pacnpeaeneHus, C
nepuoa nonyeblBeAEHUs, CPeAHee BPeMS nNpedbiBaHWs, CKOPOCTb BbIBEAEHUS U KITUPEHC.

5.2.1.4 KuHeTuyeckue napameTpbl MOryT ObITb ONpeaeneHbl TONbKO AN onpeaeneHHbIX BUAOB MOMEKyn,
W, crnefoBartenbHO, METOAblI aHanNU3a AOMKHbI ObITb KOHKPETHLIMW U YYBCTBUTENbHLIMKU K 9TUM BUAAM MOMEKYI.
VCTUHHbIE KNHETUYECKME NapaMeTPbl COOTBETCTBYIOLLEIO COEAMHEHNUSA MOTYT ObITb OMNpeaernieHbl TONbKO Npu ero
BHYTPUMBEHHOM BBeAeHWUM. [osTomMy npy HeOBX0AUMOCTU B NPOrpamMmy UCCREAOBaHUI KWHETUYECKMX napamMe-
TPOB BKIKOYAIOT UCCNEA0BAHUA C OrPaHUYEHHbIM BHYTPUBEHHbLIM BBEAEHUEM. OTO MNO3BONSET BbIMUCIUTL A0SO
abcopbupoBaHHON A03bl AN KOPPEKLMU PE3YNbTaTOB, OXMAAEeMbIX B APYr1MX UCCNEA0BAHUSIX.

5.2.1.5 Ona onpegeneHnsi KNHETUYECKUX NapaMeTPOB UCMNOMb3YIOT COOTBETCTBYIOLLYK KMHETUYECKYIO
mMogenb. CyLIecTBYIOT cneumanbHble KOMMNbIOTEPHbIE NPOrpamMmbl NS BbIMUCIIEHUSA 3TUX napameTpos. po-
rpaMMHOe obecneveHue yTBePKAaloT 40 MOMEHTA ero UCMNOoMNb30BaHUA U NOATBEMKAAIOT 3TO AOKYMEHTANbHO.
MpeanonoxexHus, BBeAEHHbIE B NPOrpaMMy, 1 BbIOOP KWHETUYECKOW MOAENM TAKOKE OTPAXKAIOT B OTYETE.

5.2.2 A6copouusa

Mpouecc abcopbummn 3aBUCUT OT NyTW BBEAEHUS UCCIEAYEMOrO BELLECTBA, €10 PU3NKO-XUMUHECKOTO
COCTOSIHUSI U SKCTParupytoLwen xuakoctu. Ero oueHnBaoT no KOHUEHTpaLUMM JaHHOTO BELLEeCTBa B KPOBU, B
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CbIBOPOTKE, B BbIAENEHUAX U B TKAHSX OpraHnM3mMa. Takke paccMaTpuBaroT He0OxX0aMMOCTb NPOBEAEHNS MO~
HOro uccnefoBaHua 6GUONOrMYecKon AOCTYNHOCTM 3TOrO BellecTBa. Bbibop noaxoasLlero meroaa nccneaoBa-
HUS 3aBUCUT OT Apyroii Tpebyemoit nHcpopMaummn, BO3MOXHOCTI NPUMEHEHUA MaTepuana, Me4eHHOro paguo-
usoTonamu, U MCMNONbL3yemoro Metoga aHanusa. Mpu nccrnegoBaHUM KMHETUYECKUX NapamMeTpoB KOHCTaHTa
CKOpPOCTM npouecca abcopbumm MOXeT ObITb JOCTOBEPHO BbIMUCIIEHA NPU YCIOBMM, YTO B (hase abcopbumm
B3STO 4OCTaTOMHOE Yncno npob.

MpumeyaHue— CywecTBYIOT METOALI /N Vitro, KOTOPBIE JalOT BaXHYIO UHOPMaLNIO O XemnyAo4HO-KULLEYHON
1 KOXHOW abcopbLmnn XUMUYECKUX BELLIECTB.

5.2.3 PacnpepeneHue

5.2.3.1 Ons nccnegoBaHMA npouecca pacrnpeaeneHns, Kak npasurio, UCMOmNb3YT MEYEHHOe paauo-
usotonamu BeLlecTBo. MiccnegoeaHua MoryT ObiTb:

- KONIM4YECTBEHHLIMU, ONPEAENSAIOWMMUN YPOBHU COAEMKAHMSA BELLECTBA B Cpe3ax TKaHew,;

- Ka4eCTBEHHbIMU, UCMOMb3YIOLLMMIK 0DLLYIO ayTopaaunorpaduio;

- NMOSYKOSIMYECTBEHHbIMMW, CMONb3YIOLLMMK BLIOOPOYHYIO ayTopaauorpaduio no CTaHAAPTHLIM NONSAM.

OGbI4HO MpU M3y4eHnU NpoLecca pacnpeaeneHus Bpems otéopa npo6 LOmKkHO ObiTk mexay b =24 4
n 168 u unu 6onee, B 3aBUCUMOCTU OT BPEMEHU BbIBELEHUA Uccreayemoro sewecrea. Ot6op npo6 B npome-
)KYTOYHbIE UHTEPBAanbl BPEMEHU NPOBOASAT, Koraa TpebyloTCsa A0ONONHUTENbHbIE AaHHbIE. Bonee yacTbiii 0T60op
npo® 06bIMHO BbINOMHAKT HA paHHUX dhasax abcopObummu n BoiBegeHus. Mpu atom GepyT Kak MOXHO GonbLue
npo® B Te4yeHue hasbl BbIBEAEHMA (TEOPETUYECKU TPU-YETLIPE Nepuoga NonyBbIBEAEHUS) ANA TOro, YToObI
obecneuntb Gonee TOYHbIE ONPeAeneHns KNHETUYECKUX NapamMeTpoB.

OCHOBHbIM peLuaroLmm PakTopoM 4YacTo ABNAETCA YYBCTBUTENbHOCTb METOAA.

5.2.4 MeTaGonusm n aKkckKpeuus

5.2.4.1 Knetku ons COOEPXKAHWA XXUBOTHbLIX MPU U3YYEHUM MeTabonuama AOMKHbLI NO3BOMAATL NPOBO-
ANTb OTAEMbHbIN COOp MOYM U thekannii Ha BCex aTanax uccnenosanus. MNpu 4nNMTenbHOCTU UCCNeA0BaHUi A0
14 cyT mMouy u cbekanum cobupatot oTAeNbLHO Yepes 24-4acoBble MHTEPBAanbl A0 KOHLA 3KkcnepumeHTa. NHoraa
NAaH MCCrea0BaHMUIn MOXKET NpedycMaTpuBaTh 3BTAHA3UIO XMBOTHBIX HA MPOMEXYTOUYHbIX CTaaUAX.

MpoGbl MOryT GbITb 0TOGPAHLI paHee 24 4, koraa eCTb BEPOATHOCTbL OLICTPOro BbIBEAEHUS uUccneaye-
MOTO BELLEeCTBa UK ero MetabonuTos. Mpu AnUTenbHLIX MCCNeAOBaHUAX OTOOP NPO6 B HAaYanLHOM nepuoae
MPOBOAAT TaK Xe, Kak ANs KpaTKOBPEMEHHbIX uccnegosaHui. 3arem npobbl OTOMPAIOT HENPEPLIBHO B TeYe-
HUe 24 4 Ha nepuoa OLEHKN.

MpuMeyaHune—KMcnonb3oBaHue KNETOK A5 U3ydeHns MeTabonuama Npu AnNUTENbHbLIX MCCe0BaHNUsAX MOXET
6bITb BpeAHLIM ANS 300P0OBbA XMBOTHEIX. [103TOMY NPU NPOAOIDKUTENBHOM 3KCTIEPUMEHTE NS NOMyYeHUs! 4O0CTOBEPHBIX
pe3yneraToB cobupatoT penpeseHTaTUBHEIE BbIGOPOYHbLIE NPOGEI, M 3TU pe3ynbTaThl AKCTPanonupyIoTcsl, Kak npu Henpe-
pLIBHOM oT6ope npob.

5.2.4.2 Tpynbl XXMBOTHbIX W/UMN UX OPraHbl-MULLIEHW COXPAHSIIOT ANSi UCCNEAOBaHUIA, @ KPOBb 3TUX XK-
BOTHbIX 3abupalot Ans onpeferieHns KOHUEeHTpauuMu BewecTB B nnasme M LenbHoi kpoeu. MNocne ot6opa
npo6 B MOMEHT 9BTaHa3WUMW KNeTku ANns uccrefoBaHuii merabonmama, Move- U KarocOOPHUKM MOIOT cneuu-
anbHbIMKU pacTBOPUTENSAMU. BO3MOXHbI HAKOMMEHWE NOMyYEHHbLIX CMBIBOB U COXPaHEHME PENPE3eHTaTUBHOM
4YacTu 4N aHanu3os.

5.2.4.3 Korga ucnonb3yloT BELLECTBO, NOMEYEHHOE paauousoTonamu (CM. MPUMEYaHUe HWXe), nofs-
HOe BbIBE4EHWE MNKU pacyeTHOe MONHOe BbiBEIEHUE WUCCNEAYEMOr0 BelUecTBa B uaeane AOMKHO 6biTb
(100 £ 10) %. KonnyecTso nccneayemMoro BELLECTBA B KAXXA0M (DpakUumM aHanM3upyloT C NOMOLLbIO YCTaHOB-
NEeHHbIX npoueayp ANA Kaxaoro MEYEHHOTO UMM HE MEYEHHOT0 pPagMou30TONaMu COEAMHEHUA B COOTBET-
cTBylowen cpege. Npu UCnonbL3oBaHMU COEANHEHUI, MEYEHHbIX PAAMOU30TONaMM1, NPOBOAAT OLEHKY Kak UC-
XOAHOrO BELUECTBA, Tak U MeTaboNUTOB €CNU He UCMONb3YIOT KOHKPETHYIO Npoby. Ecnun BeWwecTBo, MeYeHHoe
paaMoM3oTonamu, He 0BHapPYXMBAIOT B [OCTATOYHOM KONMYECTBE B 3KCKpeTe (pexanusix u/unm Moye) unm B
opraHuamMe noAonbITHOFO XXMBOTHOIO, pacCMaTpUBaloT He06X0AUMOCTbL cOopa BbiAbIXaeMOro Bo3ayxa.

MpumMeyvaHue — He Bo Bcex criydasx JOCTUXKUM yKasaHHLIA AUanasoH NorHoro BuiBegeHus Bewectsea. Mpu-
YWHBI NIOOBIX OTKIOHEHWI PErUCTPUPYIOT M OGCYXAatoT B OTYETE 06 UCCreOoBaHUSIX.

5.2.4.4 YpOBHM paguOaKTMBHOCTM B OMOMNOrMYECKOW Cpeae onpeaensior, Hanpumep, METOAOM CLMH-
TUANALUK XXUAKOCTU. OAHAKO crieyeT NOAYEPKHYTb, YTO B JAHHOM METOAE UCMONb3YIOT CyMMAPHYIO KOHLUEH-
Tpaumio CoeAMHEHUs1 N ero MeTabonuToB, MOSTOMY HA €€ OCHOBE HE MOryT ObiTb onpeaeneHbl KNHETUYeCKue
napametpsl. Tam, rae HeobxoanmMo oTaeneHne MeTabonuToB, UCNONbL3YIOT PAA NPOLIEAYP SKCTPAKLMUU U XpOoma-
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Torpadymyecknx METOA0B aHanuaa (HanpuMep, METOAbl BbICOKOI((EKTUBHON XKNAKOCTHOW XpomMarorpaduu,
TOHKOCMOWHON Xpomarorpaduu, rasoxxuakoCTHOM xpomarorpadun), a nofnyvyeHHble BELLECTBA XapaKkTepusy-
10T NOCPEACTBOM psila XMMUYECKUX U (PUBUKO-XUMUYECKUX METOAO0B (HanpuMep, Macc-CrnekTpoMeTpuyecKui
METOA, CNEKTPOCKOMMYECKUI METOA, METOA SSAEPHO-MArHUTHOTO PE30HAHCA).

Mcnonb3oBaHue TKaHe, KNeToK, rOMOreHaToB U U30NIMPOBAHHbIX PEPMEHTOB ANSA U3YYEHUsI NPOLIECCOB
meTabonuama in vitro XopoLo onucaHbl. 3T METOAbI, B OTNMYKUE OT METOAOB in Vivo, MO3BONSIKOT NPOrHO3MPO-
BaTb NyTW MeTabonuamMa, Koraa BeLLEeCTBO NOKanNU3yeTcs B HEAOCTYMHOM ANa UccneaoBaHuii mecre. Cneayet
OTMETUTb, YTO CTENEHU U CKOPOCTM MeTabonuama npu onpeaeneHnn MeTogamu in vitro v in vivo 4acTto oTnu-
YaloTCA.
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MpunoxeHue A
(obsizaTtenbHoe)

O6CTOATENBLCTBA, MPU KOTOPLIX NPoBeieHNe TOKCUKOKMHETUYECKUX UCCre10BaHui HeoGXoaMMo

A.1 WUcnonb3oBaHue 6onblUMHCTBA MEAULMHCKUX U3 ENUIA CBSI3aHO C NMOTeHUManbsHON onacHOCTLI0. XapakrepucTu-
Ka XMMUYECKUX CBOICTB OrpeaenseT XumMmuieckme onacHocTu (noteHumansHble pucku) (cM. 1ISO 10993-18 n ISO 14971) n
[ 0IMKHa npefLLecTBoBaTh TOKCUKOKMHETUYECKUM uccneaosaHnaM. OfHako npoBefeHne TOKCUKOKUHETUYECKUX Uccrnepo-
BaHUii BceX naeHTMULMpYEMBIX 0XUAaeMbIX U CriydaiiHbIX NPOAYKTOB AerpajaLumn U BellenadmsaHus Ans BceX Meau-
LIMHCKUX M3AEeNunii He siBnsieTcsl HeobXoaUMbIM UK LienecoobpasHbIM.

A.2 PaccmatpuBasi Heo6x04UMOCTb TOKCUKOKWHETUYECKUX UCCNEeAOoBaHNI Kak YacTu Guonornieckoi oLeHKU Mefu-
LIMHCKUX U3[ENWNiA, MPUHMMAIOT BO BHUMAHNE KOHEYHbIN NPOAYKT, COCTaBMNAIOLLUE ero XMMUYeckne BeLlecTsa, oxuaaemMblie
1 criyqaiHble NpoAyKTbl AECTPYKLMN 1 BbiLeNnadnBaHua, a Talkke HasHadeHne usgenus.

HeobxoMMO TakKe yHUTbIBaTL BO3MOXHOE TOKCUKOKUHETUYECKOE B3aUMOAEUCTBUE MEXAY aKTUBHBIMU MHIPEeAUEH-
Tamu U NpoAYKTaMu AEeCTPYKLMN UW/MNu BbliWenavnsaHuns.

A.3 MeTogbl in vitro, koTopble TWATENbHO NpoBepeHLl, 060CHOBAHHBLIE N NPaAKTUYECKU AOCTYMHbIE, HaAEXHbIE 1
BOCNPOU3BOAUMEBIE, JOIKHBI ObiTb PAaCCMOTPEHBI K NPUMEHEHUI0 BMECTO UccrenoBaHui in vivo (cm. 1ISO 10993-1). Mpu
BO3MOXXHOCTW, UCCMEAOBaHuUs in vitro (Hanpumep, TKaHel, rOMOreHaToB WK KNETOK) CNeayeT NpoBOAUTL ANA N3YyYeHUs
BEPOATHLIX, @ HE BO3MOXHbLIX NpoaykToB Aerpagauyun. ISO 10993-2 npuMeHUM KO BCeM paccMaTpuBaeMblM UCCneaoBa-
HWUAM in vivo.

A.4 HeobxoanmocTb NpoBeAEHUA TOKCUKOKUHETUHECKUX UCCNef0BaHUA pacCcMaTpUBaeTCs, eCnu:

a) usgenue npu NPMMEHEHUN NO Ha3HAYEHUIO AOMKHO pe3opbupoBaTh Noa BAUAHUEM Buonorudeckux akTopos;

b) n3genne umeer ANUTENbHBIA KOHTAKT C OPraHU3MOM YenoBeka Npu UMNNaHTauuW, U3BeCTHa WNK npegnona-
raeTcs ero buogerpagaunsa unn cyllecTBeHHan KOppo3usa (4nNA usgenuin us MeTannos) U (UNn) U3 Usgennus NPOUCXoanuT
MUrpaLms BelMbIBaeMbIX BELLECTB;

C) eCTb CBEASHUA UNU CYLLEeCTBYET BO3ZMOXHOCTb 06pa3oBaHNA 3HAYUTENbHBLIX KONUYECTB NOTEHLUANbHO TOKCUY-
HbIX UMK peaKkLMOHHO-CNOCOBHBLIX NPOAYKTOB AECTPYKLUUN U BbiLLENAYNBaAHUS, MUrPUPYIOLLUX U3 MeLULMHCKOro N3genns B
opraHuaM YerioBeka npw KIWHUHECKOM NPUMEHEHWHN;

d) M3BeCTHO UNKM BEPOSITHO, UYTO MefULUHCKOoe u3fenue OGyaeT BbiAensTb 3HAYUTENbHbIE KONUHECTBA aKTMBHBIX
WHrpeaNeHTOoB.

M punmMmedYyaHune — 3HayeHue TEpPMUHA «3HaYUTENbHLIE KONMUYECTBa» 3aBUCUT OT XMMUYECKNX CBONCTB BelecTsa,
O KOTOPOM naeT pedb.

A.5 TMpoBefeHne TOKCMKOKMHETUYECKUX UCCnefoBaHuil He Tpebyertcs, ecnu:

a) YXXe HaKoMmeHbl 3Ha4YuTernbHble TOKCUMKONOrMYeckne Unmn TOKCUKOKMHETMYECKUE AaHHble, OTHOCALYUECA K Npo-
LyKTaM NpofyKTOB AeCTPYKLWUMN U BblLLenavnBaHus,

b) YK€ HaKoneHbl 3Ha4YUTEITbHbIE TOKCUKONOrMYEeCKne Ui TOKCUKOKUHETUYECKNE AaHHbIE, OTHOCALWMNEeCA K aKTuB-
HbIM UHIpejueHTam;

C) AocTuraemasi Unu npeanoraraemasi CkopocTb BbIXofa NPOoAYKTOB AECTPYKLUMN U BblLeNavuBaHn:A U3 KOHKPETHO-
ro usgenua npusHaHa (cm. ISO 10993-17) 6ezonacHoi U eMOHCTpUpPYeT 6e3onacHble ypoBHU KNUHUYECKOro BO3AEHCTBUS,

d) MHOroneTHWin onbIT JOKYMEHTanbHO MOATBEPXAaET, YTO KIMHUYecKoe BO3felcTBUE NPOAYKTOB Aerpagauun un
BbIMbIBaHUA ABNseTCcA 6e30nacHbIM.

A.6 Murpauusa npofykToB Aerpajauuu U BbIMbIBAHUA U3 METANMOB, CN1aBOB U KepaMUKKU OBbIMHO OYEHb He3Ha4U-
TenbHa U He SABMSAETCA OCHOBaHUEM L1151 NPOBEAESHUA TOKCUKOKUHETUYECKUX UCCIEe0BaHMA.

A.7 Ecnu maTepuanel SBRASIOTCA CMOXHLIMU U copepxXaT MPOAYKTbl, KOTOpble ABMAKTCS SHAOFMEHHBIMWU UMK Ha-
CTOSMBKO CXOXMW C SHAOreHHLIMU NPOAYKTaMU, YTO UX HENb3A aHalMTUYECKN OTITMYUTL, TO NPOBEAEHNE TOKCUKOKMHETUYE-
CKWUX MccnefoBaHnia, Kak npaBuno, HEBO3MOXHO.
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Mpunoxexue OA
(cnpaBouHoe)

CBegeHUs1 0 COOTBETCTBUM CCbISTIOYHbIX MEXAYHAPOAHbIX CTAaHAAPTOB
MeXrocyaapcTBeHHbIM CTaHAApTaM

Tabnuya OA1

0O603Ha4eHUe CCbINOYHOTO CreneHb O60o3HaueH1e U HaUMeHOBaHWE COOTBETCTBYIOLLETo MEXroCy[apCTBEHHOTO
MeXAayHapogHoro ctaHgapTta | CooTBeTCTBUA craHgaprta
ISO 10993-1:2003 IDT MOCT ISO 10993-1—2011 «M3penua meauuuHckne. OueHka 6uonorunde-
CKOro AeicTBUA MeanUUHCKUX usgenunii. Yactb 1. OueHka n uccneposa-
HUS»
ISO 10993-2:2006 IDT =1
ISO 10993-12:2012 IDT FOCT ISO 10993-12—2015 «M3penua meguunHckue. OLeHka 6uonormye-

CKOro AeWCTBUS MeUUMHCKNX uagenuii. Yactb 12. MpurotoBneHue npob u
KOHTpOnbHble 0BpasLbl»

ISO 10993-17:2002 IDT FOCT ISO 10993-17—2011 «M3genuna MeanunHckue. OLeHka 6uonorunde-
CKOro AeNCTBUA MeAULIMHCKNX usaernuii. Yacte 17. YcTaHoBNEHUe noporo-
BbIX 3HAYE€HWUI ANS BbIMbIBA€MbIX BELLECTBY

ISO 10993-18:2005 IDT FOCT ISO 10993-18—2011 «M3genusa MeanunHckue. OLeHka 6uonorude-
CKOro fencTena MeguuuHckux usgenuid. Yacto 18. Uccnepgosanne xumu-
YeCcKUX CBOICTB MaTepuanos»

1ISO 14971:2007 IDT FOCT ISO 14971—2011 «M3penua MeguumHckue. NpUMeHeHne MeHen-
XMeHTa pUcka K MEAULIMHCKUM U3[EeNUaAM»

* COOTBETCTBYHOLUMIA MEXTOCYAAPCTBEHHLIA CTaHAAPT OTCYTCTBYET. [lo ero yTBepXAeHUS pekoMeHAyeTcs Uc-
Mone30BaTk NepeBos Ha PYCCKUiA A3LIK JAaHHOTO MeXAyHapoAHOro cTaHaapTa.

MpuMeyaHue— B HacTosLEM CTaHLapTe UCNONb3oBaHO crefytollee ycrnoBHoe 0603Ha4YeHUe cTeneHmn co-
OTBETCTBUS CTAHAAPTOB:
- IDT — ugeHTUYHbIE CTaHAapThI.

1) B Poccuiickoii Depepaium geiicteyet FTOCT P MCO 10993-2—2009 «Magenus meanumHekue. OueHka Guonoru-
yeckoro AeWCTBUA MegULUHCKUX usgenuid. YacTtb 2. TpeboBaHUA K 06pallieHuNto C XKUBOTHLIMUY.
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