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Mpeaucnoeue

Lenn, OCHOBHble MpUHUMNLI M MOPAAOK  nposegeHuss  paboT Mo

MEXrocyaapCTeeHHON cTaHgapTmsauum YCTaHOBMNEHbI rocTt 1.0—92
«MexrocyaapcreeHHas cuctema craHgaptmsaummn. OcHoBHble nonoxenunsy n NOCT 1.2—
2009 «MexrocyaapcreeHHasn cucrema cTaHgapTmsaymu. CraHpapTbl

MEXrocyaapCTBeHHble, MNpaBuna W pekOMEHAAUMW MO MEXrOoCyAapCTBEHHOM
craHgapTusaumn. Mpasuna pa3paboTkun, NPUHATUA, MPUMEHEHWUS, OBHOBNEHNS 1 OTMEHbI»

CeeneHun 0 cTaHaapTe

1 NOArOTOBNEH ®deaepanbHbiM rocyAapCTBEHHBIM YHUTAPHBIM NPEANPUSATUEM
«Bcepocecunckuii Hay4YHO-MCCneaoBaTenbCKUA MHCTUTYT CTaHaapTU3aUum 1 ceptudmkaLmm
B MawwmHocTpoeHun» (BHUNHMALLY)

2 BHECEH ®egepanbHbiM areHTCTBOM MO TEXHUYECKOMY PerynupoBaHuio 1
mMetponorum (PocctangapT)

3 NMPUHAT MexrocyaapCTBeHHbIM COBETOM MO CTaHAAPTU3aLUUKW, METPONOTMM U
cepTudmkaumm (npotokon Ne 40-2011 oT 29 Hosbpsa 2011 r.)

3a NpuHATUE CTaHAapTa NPOronocoBariv:

KpaTkoe HaumeHoBaHue cTpaHbl no|  Koa cTpaHbl no CokpalleHHoe HaMmeHoBaHune
MK (MCO 3166) 004—97 MK (MCO 3166) HaLUMOHanNbHOro opraHa
004—97 no craHaapTvsaymn
Benapycb BY FocctaHaapT Pecnybnvkv Benapych
KazaxcraH Kz loccranaapt Pecny6nukm KasaxcraH
KblprbisctaH KG Kblpreiactangapt
Poccuiickas degepaums RU Poccrangapt
TamKUKNUCTaH TJ TagxukcTaHaapt
Y3bekucraH uz YacraHaapT

4 TMpvkasom PepepanbHOro areHTCTBa MO TEXHWUYECKOMY PErynUMpOBaHUID U
meTpornorumn ot 13 pekabpsi 2011 r. Ne 1301-cT mexrocygapcreeHHbld ctangapT FTOCT
ISO 10993-16-2011 BBeAeH B AEWCTBME B KayecTBe HaLMOHamnbHOro cTaHaapTa
Poccuiickon depepaumm ¢ 1 sHBaps 2013 r.

5 Hacroswmii craHgapT uaeHTMYeH MexayHapoaHoMy crangapTty ISO 10993-
16:1997 Biological evaluation of medical devices — Part 16: Toxicokinetic study design for
degradation products and leachables (OueHka Guonornyeckoro AencTBMA MEAMLIMHCKNX
vagenun. Yacte 16. MopenuposaHMe W WUCCNEfOBaHWE TOKCUKOKUHETUKU MPOAYKTOB
ferpagaumm v BeIMbIBaHUS).

CTeneHe coOoTBETCTBUA — naeHTu4Has (IDT).

CtaHpapT noarotToeneH Ha ocHose npuMeHeHust TOCT P UCO 10993-16-2009

CeBefeHuss O COOTBETCTBUM MEXIOCYAAPCTBEHHbIX CTaHA@PTOB  CChbIIOYHBIM
MeXAyHapoAHbIM CTaHAapTam npvBeAeHb! B JOMOMHUTENBHOM NpunoxeHin JA

6 BBEJEH BIEPBbIE
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UHpopmayua o eseldeHuu e Oelicmeue (npekpaweHuu Oelicmeus) Hacmosawieeo cmaHOapma
nybnukyemcs 8 ykasamerne «HayuornanbHble crnaHlapmbly.

UHopmayus 06 u3MeHeHUsIX K Hacmosawemy cmaHdapmy nybnukyemcs 6 ykasamersie
«HayuorarnbHbie cmaHO0apmbly, @ MeKem U3MeHeHUll — 6 UHGhOPMayUOHHbIX ykasamensax «HauyuoHanbHbie
cmaHOapmbi». B cnydae nepecmompa unu OMMEHbl Hacmosweao cmaHdapma coomeemcmesyrouas
UHgpopmayus bydem onybnukogaHa 8 UHOPMAUUOHHOM yKalamerne «HayuoHanbHbie crmaHdapmbiy»

© CrangapTtuHgopm, 2013
B Poccuiickonn Pepepaumm HacToAWMIA CTaHAAPT HE MOXET OblTb MONHOCTbIO MU YACTUYHO

BOCMPOM3BEAEH, TUPAXKNPOBAH W PacnpOCTPaHEH B KayecTBe oduumManbHoOro usgaHus Ges paspeLueHust
defepanbHOro areHTCTBa No TEXHUYECKOMY PEryriMpoBaHmMio M METPONoruiu
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BBepneHune

CobntogeHne nonoxeHuin ctangapTtos cepum ISO 10993 «OueHka Bronornyeckoro
OEVCTBUA  MEAULUMHCKUX U3LENWM» MO3BOMUT 0OBecneunTs CUCTEMHbIA Moaxod K
nccnepoBaHnio 61MoNorMYeckoro AeNCTBUS MEAVULMHCKNX N3AENMUIA.

Llenbto 3TMX CTaHJapToB He siBnsieTcs Oe3ycrioBHOe 3akpenneHve eanHoobpasHbiX
METOA 0B UCCreaoBaHWA U UCTIbITaHUIA 3a rpynnamMy O4HOPOAHBIX MEAVLMHCKUX U3AEenni B
COOTBETCTBMU C MPUHSTON Knaccudpukaumen ux rno BUAY WM LAUTENbHOCTU KOHTakTa C
opraHMaMoM dJenoseka. [losToMy nnaHWpoBaHWe W NPOBEAEHWE WCCNeAOBaHWn U
MCMbITAHUA  [OMDKHbI  OCYLLECTBMSATL  CMEeuManucTbl, MMELoLMe COOTBETCTBYIOLLYHO
MOATrOTOBKY W OMbIT B 00nactm CaHUTapHO-XMMUYECKOW, TOKCUKOMOrM4eckon U
BO1ONOrMYECKON OLLEHOK MEANLIMHCKMX U3AEMNA.

CrangapTel cepum ISO 10993 aABNATCA PYKOBOASALWMMU AOKYMEHTamMn Ans
MPOrHO3NPOBaHNSA U UCCneaoBaHUs BUONOrMYECKOro AeCTBUSA MEAULIMHCKUX N3AENMUA Ha
cTtagun Bbibopa MatepuarnoB, MpeAHasHa4YeHHbIX ANS WX W3rOTOBMEHWS, a Takke ANns
vcenenoBaHnii roToBbIX U3AENUN.

B ceputo ISO 10993 BxoasaT cneaylowme yactu nog obwmm HassaHueM «OueHka
OMONOrMYECKOro AENCTBUSA MEANLIMHCKUX N3AENNAY;

Yactb 1 — OueHka u nccnepoBaHuns;

YacTb 2 — TpeboBaHus Kk 06paLleHMIO C XKUBOTHBIMM,

Yactb 3 — WccnepoBaHus reHOTOKCMYHOCTM, KaHLUEPOreHHOCTU U TOKCUYECKOro
AENCTBMS Ha penpoayKTUBHYIO (OYHKLMIO,

YacTtb 4 — UccnepoBaHue uagenuin, B3aumogencTByOWNX C KPOBbIO;

Yactb 5 — NccnepoBaHue Ha UMTOTOKCUYHOCTB: METOAbI in Vilro;

YacTb 6 — UccnepgoBaHmne MeCTHOMO 4ENCTBUS NOCIE MMMNaHTaUUK,

YacTb 7 — OcTaTtouHoe cogepxaHme aTUneHokcuaa nocne crepunusauyumu;

Yacte 9 — OCHOBHbIE MPUHLMMbLI MAEHTUMUKALMA U KONMMYECTBEHHOIO OMNpeaeneHns
noTeHuUuMarnbHbIX NPOAYKTOB AerpagaLuu;

Yacte 10 — UccnepoBaHue pasnpaxaroLero u CEHCMBnnMampyowero 4encTems;

YacTb 11 — Uccneposarme obLLETOKCUYECKOro AENCTBIS;

YacTtb 12 — NpurotoBneHue npob v ctaHaapTHbie 06pasypl;

Yacte 13 — WpeHTudukauma w  KONUMYECTBEHHOE OnNpeAeneHne npoayKToB
Aerpagaumm nonMMepHbIX MEAULIMHCKMX U3AENUI,

Yacte 14 — WpeHTudukaums W KONUYECTBEHHOE OnpefeneHve MNpoAyKTOB

Aerpagauunmn N3nenuii U3 Kepamukm;
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Yacte 15 — WaeHTUduKaums ©  KOMWMYECTBEHHOE ornpefdeneHue MpoayKTOB
Aerpagaunm n3nenuin U3 MeTansos 1 Cniaeos;

Yacte 16 — MopenvpoBaHne W WCCNEAOBaHNE TOKCUKOKMHETUKM MPOAYKTOB
Aerpagaumm 1 BbIMbIBaHUS;

YacTb 17 — YcTaHoBNEHNE NOPOroBbIX 3HAYEHUA A BbIMbIBEEMbIX BELLECTE;

YacTtb 18 — NccnenoBaHne XMMNYECKX CBONCTB MaTepranos;

Yactb 19 - WccnepgoBaHne — (PU3MKO-XUMUYECKUX,  MOPEONOrndecknx u
Tonorpacu4eCcKMx CBOMCTB MaTepmnarnos;

Yacte 20 — MpuHUMNBI 1 METOAbl UCCNEAOBAHNS MMMYHOTOKCUYECKOTO AEUCTBUA
MEAVNLMHCKUX N3AENNIA.

HacToawumn ctangapT COAEPXUT PYKOBOACTBO U TpeboBaHUS K MOAENMPOBAHUIO U
NPOBEAEHNI0 TOKCUKOKMHETUHECKMX UCCHE0BaHNN.

TOKCUKOKMHETUKA onucbiBaeT abcopbumo, pacnpepeneHne, wmetatonuam u
Bbl€NEHNE YYXXEPOAHbIX COEAUHEHUA B XMBOM OpPraHUsaMe Ha MNPOTSIKEHUM BPEMEHW.
YueT crabunbHocTM Matepuana(oB) in Vivo W BblLENEHWE NPOAYKTOB Aerpajauum u
BbiMblBaHUS HeoOXOoAUMbI AN  OueHKM ©e30nacHOCTM  MEeAULMHCKOro  U3faenus.
TOKCMKOKMHETMYECKME UCCNEefoBaHUss MoryT ObiTb MoneaHbl Ans oueHkn 6e3onacHoCcTy
MaTepuanos, NCNOMb3yeMbIX B paspaboTke MEAULIMHCKOrO U3JENUS, UK ANS NPOSCHEHNS
MexaHuama Habnogaemblx HebnaronpuaTHbIX peakuun. HeobxoammocTe v mMacwTab
TaKUX WCCNeAOBaHWM AOMKHbl ObiTb TLIAGTENbHO PacCMOTPEHbl, OCHOBbLIBaAsCb Ha
Xapaktepe 1 4nUTENbHOCTU KOHTaKTa U3AEenua C TKaHSMKU opraH13ma.

MoTeHumnansHas onacHOCTb MEeAWULMHCKOTO u3penus MoxeT Obitb cBsidaHa C
B3aUMOAENCTBMEM €ro KOMMOHEHTOB UM UX MeTabonuToB ¢ BMOMNoOrM4eckom CUCTEMOMN.
MeauunHckne um3nenus  MOTyT  BblAenATb  BbIMblBAaeMble BeLeCTBa  (HanpvMmep,
OCTaTOYHbIE KaTanmusaTopbl, areHTbl 06paboTkn, OCTaTOYHbIE MOHOMEPLI, HamnoONMHUTENN,
aHTUOKCUAAHTbI, NNacTUUKaTopbl) UMW NPOAYKTLI Aerpajauym, KOTopble MUTPUPYHOT 13
Marepuana u noTeHuManbHO MOryT CTaTb NPUYMHOM HEBNaronpusTHOrO BO3AEUCTBUS Ha
opraHuam.

Ony6nukoeaHo GorbLUOE YMCMO CTaTen Nno MCMoNb30BaHMIO TOKCUKOKUHETUYECKNX
METOAO0B ANA U3YyYeHUs] NOBELEHNS XUMUYECKUX BeELLeCTB B opraHvame. Metoponorus m
MoAX0Abl, UCMOMb30BaHHbIE B TaKUX UCCreA0BaHMsAX, COCTaBMNSAT OCHOBY PEKOMEHaLui
HacTosiero craHgapTta. PekomeHpauuMn no MCNOMb30BaHWKO HACTOSALLEro ctaHpjapTta
npvBeaeHbl B NpuUnoxkeHun A.

MpunoxeHne A ABNAETCS HEOTHEMIIEMOW YaCTbO HACTOSLLErO CTaHAapTa.

\
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MEXITOCYAOAPCTBEHHbB A CTAHAQOAPT

n3genna MEQULIMHCKUE
OLIEHKA BMONOMMYECKOro QEACTBUSA MEQULUMHCKUX U3OENUA

YacTtb 16
MogenupoBaHue 1 uccrnieqoBaHe TOKCUKOKMHETUKM NPOAYKTOB Aerpagauvm n

BbIMbIBaHUA

Medical devices. Biological evaluation of medical devices.

Part 16. Toxicokinetic study design for degradation products and leachables

Hata BBegeHna — 2013-01-01

1 O6nactb npUMeHeHus

Hacrosiumii ctaHpapT ycTaHaBnvBaeT NPUHLMMBI, B COOTBETCTBUM € KOTOPbIMU
NNaHVPYIOT 1 OCYLLECTBASIOT UCCNEA0BAHUS TOKCUKOKMHETHKY, OBYCIOBRNEHHOM
MPYMEHEHMEM MEAVNLIMHCKX U3LETNIA.

B npunoxeHun A nanoxeHbl pekOMeHAALMM MO BKITHOYEHWUIO TOKCUKOKUHETUYECKMX

nuccneaoBaHuin B OLUeHKy B1ONorMyeckoro AeUCTBMS U3AeNin MeAULMHCKOrO HasHauYeHus.
2 HopMaTuBHbIe CCbINKU

B HacTosiLleM cTaHaapTe WCMONb30BaHbl HOPMATUBHBLIE CCbINKM Ha Criegylolme
cTaHAapTbI:

ISO 10993-1:2003 Biological evaluation of medical devices — Part 1: Evaluation
and testing (OueHka Guonornyeckoro gencTems MeauuuHcknx nsgenui. Yacts 1. OueHka
W UccneaoBaHusl)

ISO 10993-12:2007 Biological evaluation of medical devices — Part 12: Sample
preparation and reference materials (OueHka GuonorMyeckoro AeNcTBUA MeAULIMHCKUX

msgenmn.Yacte 12. MNMpurotoBneHue npob u ctaHgapTHble 0bpa3subl)

3paHune opuumansHoe
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3 TepmuHbI U onpeaeneHus

B HacrosiweM crangapte npuMeHeHbl TepmuHbel no ISO 10993-1, a Takke
criegyloLme TEPMUHBLI C COOTBETCTBYHOLLMMMN ONPEAENEHNSMN:

3.1 npoaykT perpapaumm: Mpoaykr, obpasosaBLUMICA B pe3ynbTare gerpagauum
WINU XMMUYECKOTO pacnaga marepuana.

3.2 NnpoayKT BbIMbIBaHUA: OKCTparMpyemMoe BELLEeCTBO, Takoe Kak jobaBka,
MOHOMED MNN ONUTOMEp, BXOAALLEE B COCTAB MONMMEPHOrO Marepuana.

3.3 uccneayemoe Bewectrso: [lpoaykt Aperpagaumm  wmnn  BbIMbIBaHUS,
ABMSIOLNACA NPEAMETOM TOKCUKOKMHETUHECKNX UCCIIE[0BaAHUN.

3.4 abcopbuuna: [lpouecc, B pesynbTare KOTOPOro BEWEeCTBO MOCTynaeTr B
KPOBEHOCHYHI 1 (M) NMMaTUYECcKyro CUCTEMY.

3.5 pacnpepenenue: [lpouecc, B pesynbTate koToporo abcopbupyemoe
BELECTBO U (Mnun) ero MeTabonuTbl LMPKYNUPYIOT U pacnpeaensioTcs BHYTPY opraHusma.

3.6 metabonm3am: lNMpouecc, nocpeacTsom KoToporo abcopbupoBaHHOE BELLECTBO
CTPYKTYPHO UBMEHSIETCH B OPraHn3me B pe3ynbTare XMMUYECKUX U/nnn depMeHTaTUBHBIX
peaxkumn.

MpumevyaHune — [poayKTbl NEePBOHAYANLHOrO B3AUMOAEWCTBUA MOTYT BNOCNEACTBUN
V3MEHSATbCA MyTeM NoObIX (PEPMEHTaTUBHBIX UMW He(DEPMEHTATUBHBLIX peakuuii nepep KX
3KCKpeLmren.

3.7 akckpeuus: [pouecc, NOCpPencTBOM KOTOporo abcopbupyemMoe BeELLECTBO
n/vnn ero meTabonuThbl yAanstoTCs U3 opraHuamMa.

3.8 6uonoruyeckas QOCTYNMHOCTb: 3Ha4yeHne obwen abcopbumm NCXOLHOro
BeLlecTsa.

3.9 knupeHc: CnocobHOCTb OpraHMama K anMMUHaLmMnM UCCreayemoro BeLLecTsa B
pesynbTaTe metabonuama nnnm akcKkpeumm.

3.10 nepuon, nonyebiBeaeHusl, t»: Bpewms, Heobxogvmoe AN yMeHbLUEHWS
KOHLeHTpauun wuccrnegyemoro Bewectea Ha 50 % ero HavanbHOro Konuyectsa B
XMOKOCTAX U TKAHSIX OpraHMama.

3.11 cpepHee Bpemsi npebbiBaHUA: [lapameTp, CBA3aHHbLIA C NEPUOLOM
NnonyBbIBEAEHNS, KONMMYECTBEHHO OLIEHMBEKOLIMIA NPOAOIDKUTENBHOCTL  MPUCYTCTBUSA
MOIeKy bl BELLECTBA B OPraHn3me.

3.12 KOHuUeHTpaums, Cnax: MakcnmanbHas KOHLUEHTpauus BelecTsa B nnasve,

Bblpa@XeHHaa OTHOLEeHeM Macchbl K eauHULEe obbema.
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MpumeyaHne — Koraa ccbinaloTCa HA MaKCMManbHYIO KOHLUEHTpauuio BellecTsa B
XUOKOCTM UMW TKaHW, el npucBavBaloT o603HauveHne (Hanpumep, Cpax NEYEHW) U BblpaXkaioT
OTHOLLUEeHUeM eauHUL Mmacchl K eguHnyam o6bvema unm €AHNLY Maccbl K eanHuyam Macchbl.

3.13 BpeM# fmax: Bpems, npyn kOTOpOM focTUraeTcs MakcumanbHas KoHUeHTpaLms.

3.14 nnowagb AUCo.« MNnowanb y4actka nog KpuBoA U3MEHEHUN KOHUEHTpaLum
BELLECTBa B MNnasmMe OT Hyna (MOMEHTa BBeAEeHWsl) A0 BPeMeHu f, Npolleawero nocne
OHOKpaTHOro BBEAEHUS BELLECTBA.

MpumeyaHne — t— 2310 BpemsA, KOTOpoe OObIMHO 3KCTPANONMPYIOT Ha
6ECKOHEYHOCTbD.

3.15 nnomagb AUMCo . lMnowaab y4actka noa KpUBOA NPOU3BEAEHUSI BPEMEHN
Ha KOHLEHTpauuio BelwlecTsa B nnasMe OT Hyns (MOMEHTa BBEAEHWS) A0 BpPEMEHM f,
npoLueALLIero nocne o4HOKPaTHOro BBEAEHWA BELECTBa.

MpumeyaHne — t — 3T0 BpemMs, KoTopoe OObIYHO 3IKCTPaMONMPYIOT Ha
6ECKOHEUHOCTb.

3.16 obbem pacnpepenenusa Vy: [lokasatens pAana oOTAenbHOM  Mopaenw,
OonuChbIBaLWMIA npeanonaraeMblii 06beM, B KOTOPOM COAEPXUTCA BCE KONUYECTBO
1ccrnefyemMoro BewecTsa npy ycrnoBmMmu ero 04HOPOAHOro pacnpeaeneHns B opraHuame.

3.17 akcrpakT: >KuakocTb, KOTOpas nonyyaeTca B pesynbTate npouecca
3KCTPaKLMM nccnegyeMoro Matepmuana.

3.18 6uopgerpapauma: MameHeHne MeauUMHCKOrO msaenus vnu buomarepuana,
3aKniovaroLeecss B MoTepe LENoCTHOCTU UMM CNOCOBHOCTU  (DYHKLMOHUPOBaTL Mpw
BO34eNCTBM (PU3NONOrMYECKOr UM MOAENbHON Cpeabl.

3.19 omopesopbuusn: [lpouecc, B pesynbrate KOTOpOro Guomarepuan
paspylwaetca B U3NONONMYECKON cpefe, a NpoAyKT(bl), NOMyYaroLMecs npu 3TOM,

BbIBOAATCA niunmn abcopbupyroTcs.

4 MNMpuvHUUNbI NSTAHUPOBAHUA TOKCUKOKUHETUYECKUX

uccnegoBaHun

4.1 TOKCUKOKMHETUYECKNE  WUCCMEAOBaHUS MNaAHUPYKOT C  YYETOM  KOKAOro
KOHKPETHOrO U3 enus unn marepuana.

4.2TMporpaMMy  UCCNEAOBaHWIA COCTaBNSIOT M OPOPMAAIOT A0  Havana
akcnepumeHToB. [pu 3TOM B NporpamMmy BKIHOYAKT LUENb U METOAUKU UCCREAOBaHWNA.
MoapobHee 310 M3noxeHo B pasaene 5.

43Mpn BbiGOpe METOAOB TOKCUKOKMHETUYECKUX WCCNEAOBAHUA  YYUTbLIBAIOT

pe3ynbTaTbl U3yYeHWs Mpouecca BbiMbIBaHUS. Kpome Toro, yuutbiBaloT MHMOpPMaLuio o
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XUMNYECKMX U PUSMKO-XUMUYECKNX CBONCTBAX, CTPYKTYpPE MOBEPXHOCTU MaTtepuana u
BUOXUMNYECKNX CBONCTBAX BCEX NMPOAYKTOB BbIMbIBAHMS.

MpumeyaHne — KonmuecTtBO U CKOPOCTb BbIAENEHNS NPOAYKTOB, NOMYyYaloOLUXCsl B
pesynbTare npouecca BbIMbIBaHUS, 3aBUCAT OT KOHLEHTPaUWUW UX Ha MOBEPXHOCTU marepuana,
CKOPOCTU MUrpaLMM UX Ha NOBEPXHOCTb B CamMOM MaTepuane, Ux pacTBOPUMOCTU U CKOPOCTM
ABWXKEHUA NPOAYKTOB B OU3NONOrM4EcKon cpeae.

4.4 TOKCUKOKMHETUYECKME WCCNEAOBaHNS PEKOMEHAYETCA NPOBOAUTL C TEM
NPOAYKTOM npoLiecca BbiMbIBaAHWSA U NpoLecca agerpagauymm, 0 KOTOPOM U3BECTHO, YTO OH
obnagaeTt noTeHUManbHbIM TOKCUYeCkMM aenctemem. lNposeaeHne TOKCUKOKUMHETUYECKNX
MCCNeaoBaHNN Ha CMECSIX HECKOMBbKUX XMMUHYECKUX UHMPEANEHTOB BO3MOXHO TONMbKO Npw
onpeaeneHHbIX ycrnoBusax. B oTaenbHbIX crnydasx AOnycKaeTcs U3yyeHue 3KCTPakToB B
cootBetctBMM € ISO 10993-12, a Takke rpaHyn wnu MOPOLWIKOB W3 Mmarepuana
MEAUUMHCKOrO M3fenusa, Ho 3TO A0mkHO ObiTe 06OCHOBaHO NpYM  NNAHUPOBaHUK
nccnenosaHun.

45 BblbpaHHble aHanUTU4YeckKMe MeToabl  AOIDKHbI  OBHapyxuBatb W
XapakTepusoBaTb BCe MNPOAYKTbl Aerpajauunn, BbIMbIBaHUS, a Takke MX MeTabonuTbl B
Buonornyecknx Xmakoctax wn TkaHax. OHM  pomkHbl ObITb nNoapobHO onucaHbl B
ncecrnefoBaTenbCKUX oTyeTax B cootseTcTemm ¢ 5.1.11.

KonnuyecTBeHHble aHanuTMyeckue MeToAbl AOMKHbI HOCUTb  cneumduyeckmn
Xapaktep, ObiTb 4YyBCTBMTENbHBbIMM, BOCMPOU3BOAMMBLIMA U FIMHEWHBIMU MO BCEMY
npegnonaraeMoMy AuanasoHy KOHUEHTpauui wuccnegyemoro marepuwana. B otyerte
LOMKHO BbITb NpeacTaBneHo 06ocHOBaHME BbIBPaHHOrO METOA4a UCCNEA0BaHUS.

46 B nnaHe uccnenoBaHuns AomkHA ObITh YKkazaHa hU3NonormyecKasn XxmakocTb,
TKaHb WU 3KCKPET, B KOTOPLIX ByAyT onpeaensTsCa YPOBHU UCCMEaYyeMOoro BeLlecTsa.

MpumevyaHune — KpoBb 4acTO MCMOMb3YIOT ANS U3YYEHUS KMHETUYECKOro napameTpa
n abcopbuun. Mpu 3TOM HEOGXOAMMO ykasaTb, HA YEM MPOBOAST aHaNM3 — Ha LEeNbHOW KpOBY,
CbIBOPOTKE MNK nna3me, n obocHoBaTb 3TOT BbIOOP. CBA3bIBAHWE C LUMPKyNMpyoWmMm Benkamm
KPOBW UK 3pUTPOLMTaMM MOXKHO onpeaensTe METOAaMN in Vitro.

4.7 NccnepoBaTenbCKMA OTHET LOMMKEH cogepartb MHMOpMauuio O xapaktepe
CBSA3bIBaHWNSI OMpefensieMoro Belwectsa B npobe (Hanpumep, CTeneHb W XxapakTep
CPOACTBa) M MOKasbiBaTb, YTO 3TO He MPUBOAWT K HEAOOLEHKE aHanmsnpyemom
KOHLeHTpauuu.

4.8 [nsa onpepeneHns KMHETUYECKMX NapamMeTpoB AOMKHO ObiTb NpeAcTaBneHo

AO0CTaTo4YHOEe Konn4eCTBO AaHHbIX C AOMYyCTUMbIM p836pOCOM. TeopeTnyeckn OHU LOMKHBI
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COCTaBNATb HECKONIBbKO NepuoaoB NonyBbiBEAEHUA BelleCTBa, HA NpakTtuke opraHn4vyeHus

HaknaabiBaeT 4yBCTBUTENbHOCTb aHanNnMTU4YeCKMxX MeToaoB.
5 PykoBOACTBO NO MeToAaM uccnenoBaHumn

5.1 Obume nonoxeHusi

5.1.1 WccnepoBaHus BLIMOMHAOT Ha XXUBOTHBIX COOTBETCTBYIOLLIEro nona v suga.
3nopoBble MOMNOAblIE U MOMOBO3PESNbIE XMBOTHbIE NPOXOAAT aKKNMUMarusaumio B
naboparopHbIX yCrnoBusiX, MO KparvHErW Mepe, B TeueHue 7 cyT. Ecnn npu uccnegosaHun
Metabonunama UCronb3yT UHAMBMAYANbHbBIE KIETKWU, TO XXMBOTHBLIX NEPEBOAAT TyAa ANs
akknMmartu3auymm He MeHee 4YeM 3a 24 4. Okpyxawowme ycrnoBust  AOJDKHbI
COOTBETCTBOBaTbL PEKOMEHAALIMSAM MO COAEPKaHUIO 1 UCMONb30BaHUIO KUBOTHBIX (cM. 1ISO
10993-2). B TeueHMe BCEro 3KCMEPUMEHTA XXMBOTHbIE MOMy4YaloT OObIYHBIA PaLMOH ©
NATLEBYIO BOAY, €CNMU NporpamMa WCCNefOBaHUA He MpefycMaTpyBacT Kakmx-nmbo
M3MEHEHU B PEXUME MX coaepXaHuns.

OT160p XMBOTHbIX B rpynnbl ANs KaXAOro nepuoga WCCNeAoBaHWs HOCUT
NPOW3BONbHBIA XapakTep. pynnbl AOMKHBLI COAEPXaTb HE MEHEe TPeX MENKMX XKUBOTHbIX
1 He MeHee [ByX XWBOTHbIX Bonee kpynHbix BUAOB. B 3apaHee 3annaHupoBaHHOE BpeMs
XXMBOTHbIX NOABEPratoT 3BTaHa3MN.

5.1.2 BoaMOXXHO umCronb3oBaHWe UccrnegyemMoro BewecTBa, He  MEYEHHOro
pPanMoakTMBHBIMW N30TOMaMK, MPY HaNMUYMK COOTBETCTBYIOWUX YTBEPXAESHHBbIX METOA0B
1cenegoBaHNs 4aHHOrO BELLECTBa 1 ero MeTabonuTos.

5.1.3 MNpn HeobX0aMMOCTM UCCNEAYEMOE BELIEeCTBO METAT pPagnoakTUBHBIMU
n3oTonamn, cTaburnbHbIMM B OTHOLEHMN MeTabonmama. [peanoyTuTensHbIMN SBNAOTCS
pafMoxuMmMyecku uncTele (Gonee 97 %) '“C vrm °H. Mpu ncnonbsosaHum usotona °H
YUUTBIBAIOT BO3MOXHOCTb 3amelleHus Tputusa. MedeHHoe paauous3oTonammn BeLecTBO
npn HeOBXO4MMOCTM Pa3BOANAT BELLECTBOM, HE cofepXallyM pagnuomu3oTonos.

5.1.4 MNpn ncnonb3oBaHNMM BeLLEeCTBa, MEYEHHOrO pPagvon3oTonamn, yYUTbiBaloT
€ro cneymgunyecKkyto akTMBHOCTb M PaaNOXUMUHECKYHO YACTOTY.

5.1.5 Viccnepyemoe BelecTBO BBOAAT A03aMu  onpeaeneHHeim nyTtem. [lyTb
BBEAEHWS OMNPefensitoT B 3aBUCUMOCTM OT Ha3HadyeHus MepuumHckoro magenus. Mpobbi
1ccrneayeMoro BeLecTsa roToBAT C y4eTOM MyTu BBeaeHus Ao3el. Heobxoaumo 3Hats u
0TpasuTb B OTHYETE CTabUMbHOCTL NPobbl NpK BLIBPaHHOM NYTU BBEAEHUS.

MpumevyaHue — [llporpamma MccneoBaHUA MOXET BKNoyaTb B ceba pasHbie nyTu

BBeJEHNA BellecTBa ANg CpaBHeHUA.
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5.1.6 inA nsy4yenmsa cbanaHCMpOBaHHOCTU 03 >KMBOTHBLIX MOMELLAIT B KMETKM,
npegHasHaveHHble AN uccneposaHna metabonuama.

5.1.7 Mouy n dekanum COXpaHSAIOT MpU HWU3KOW TemnepaType UM B eMKOCTSX,
copepxXalx  KOHCEepBaHTbl, HEe  Melwawwme NpPOBEAEHUI0  aHanv3oB, Ans
npefoTBpaLLeHns pPas3BUTUA  MOCTIKCKPELMOHHBIX MUKPOOMONOrMyecknx mpoLeccoB U
CaMOmMpon3BOSIbHOMO M3MEHeHMs. KpoBb, nNpegHasHavyeHHyo Ans UCCreaoBaHust B BUAE
LEenbHOW KPOBM MNW MnasMbl KPOBM, COXPaHAIOT B MPUCYTCTBUM COOTBETCTBYHIOLLMX
aHTUKoarynsHToB.

5.1.8 [lo Hayana akcnepumMeHTa, No BO3MOXHOCTM, OTOMpaloT qpoHoBLIE Npobbl. B
HEKOTOpPbIX MCCnefoBaHusx ¢OHOoBble MpoBbl (HAaNpuUMep, TKaHW) Yy MOAONbITHLIX
KMBOTHbIX 0TOBpaTh HEBO3MOXHO, NO3TOMY UX 3a0UPAaIOT Yy KOHTPOLHOW rpynnbi.

5.1.9 Bpemsi ot6opa npob AOMKHO COOTBETCTBOBaTL TUMy uccregosaHus. OT6op
OCYLLECTBIAT B TEYEHVWE MNEPVMOLOB BPEMEHM ANUTENBHOCTLIO B HECKONMBKO MUHYT,
4YacoB, CYTOK, HeJernb WUnn gaxe MecsueB. [Ina nccnenoBaHUiA, BKIHOYAOWMX U3yveHne
NPOAYKTOB BbIAENEHNA, 0BbIYHO MCMONbB3YIOT 24-4acoBble NEpUOAbI, MO KpawnHen Mepe, B
TeyeHve 96 4. B nccneposaHusx, TpebytoLlmx B3sTMA Npob KpOBW, KPOBb COBMpatoT Mo
crneumansHOM nporpaMMme, B KOTOPOM MPOLECC B3ATUMA KPOBU MPOAOMKaeTcs ¢
WHTEpBanamm OT HECKOMNBbKMX MUHYT A0 HECKOMBKUX YACOB B TEYEHNE 72 Y.

5.1.10 TpebosaHma nabopaTopHON MNPaKkTUKLM MO MEXAYHapOAHbIM CTaHaapTam
GLP pomxHbl ObITb OCHOBOW A1 TOKCUKOKMHETUYECKUX UCCNea0oBaHNA.

5.1.11 OtyeT 06 nccnenoBaHUaX JOMMKEH BKIOYATL CNeayroLLyo MHGOopMaLMIO:

- JIVHUKO N UCTOYHMK MOCTYMMEHUSI KMBOTHbIX, YCIIOBUSA COAEPXaHUS, UX PaLMOH,
BO3pacT W Mo,

- uccnegyemMoe BelecTBo 1 npoby, UX YMCTOTY, CTabUNbHOCTb, XUMUYECKUA COCTaB
1 BBELEHHOE KONMYECTBO;,

- YCINOBMS UCCINEAOBaHWIA, BKNOHas NyTb BBEAEHUS BELLECTBE,

- METOAbI UCCNEA0BaHNS, 3KCTPaKLMK, ONPeAEeneHns U UX BanuaaLmio;

- MaTepuanbHbIi 6anaHc nccnefyemMoro BeLecTBa;

- MHAVBUAYanbHbIE Pe3ynbTaThl HA K&XKAOM 3Tane uccneaoBaHns B Buae Tabnuupb;

- 3asBMNeHVe 0 COOTBETCTBUM CTaHgapTaM KavecTsa unm TpeboBaHmnam
nabopaTopHOM NpakTukK no craHaaptam GLP;

- 0BCyxeHWE NOMyYeHHbIX Pe3yNbTaToB,;

- IHTEpPNpEeTaLMIO NOSyYEHHbIX Pe3ynbTaToB.

5.2 PykoBoacTBO No cneuuduyeckum MeToaam nccrnenoBaHumn
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5.2.1 OcHOBHbIe NONOXeHus

WccnepgosaHne nnaHvpyoT Takum oBpa3oM, 4ToObl NOony4uTb MHMOPMaLuo ans
OLIEHKW TOJbKO CTEMEHW PUCKa MCMONb30BaHUSA MEAMLIMHCKUX U3GEnui, Tak YTO 0ObIMHO
HeT HeoBXOAMMOCTHN B PACCMOTPEHNM BCEX ECMEKTOB.

5.2.1.1 Uccneposanns abcopbumn, pacnpegeneHus, metabonusma n 3Kckpeumu
NMPOBOASAT MO OTAENbHOCTM, W3yYasi OfLMH W3 MNEepPeYUCTiEHHbIX MNPOLEeCcCoB, WU
OHOBPEMEHHO, paccMmaTpmBasi HECKONBLKO acnekToB B O4HOM UCCMefoBaHuM.

5.2.1.2 KonnyectBo  mM3yyaemblX KMHETUYECKMX MapamMeTpoB BbibupaloT B
3aBMCUMOCTU OT MporpaMMbl UccrnegosaHuin. Cpean HUX: CKopocTb abcopbumm, cKkopocTb
BeiBeaeHns, AUCos AUMCot Cmax, fmax, NMEPWMOL MONyBbIBEAEHWNS, CPEAHEE Bpems
npebbiBaHUs, 06bEM pacrnpeseneHns N KNMPeHc.

5.2.1.3 KuHeTnueckme napamMetpbl MOryT ObiTb ONpefeneHbl TOnbko Ans
ornpefeneHHbIX MOMeKyn, W, CreaoBaTernlbHO, WUCNOMb3ylTcs chneuvduyHble MeToabl
UCMbITaHUA, YYBCTBUTENBHBIE K 3TUM Monekynam. VCTUHHbIE KMHEeTUYecKMe napameTpbl
KaxJoro BeLlecTsa MoryT ObiTb onpefeneHbl TONbKO NpU ero BHyTPUBEHHOM BBEAEHWUW.
MoaTtomy npu HEOBXOAMMOCTW B MPOrpaMMy BKKOYaOT UCCIEAOBaHUsi C OFpaHUYEHHBbIM
BHYTPUBEHHbLIM BBEAEHMEM. JTO MNO3BONSAET ONPEAENUTb KOMWYECTBO MOCTYMNMBLLUETO B
opraHvaMm BeLlecTBa ANs KOppekuun pesynbTaToB, nonyyYaemMblx Npu Apyrux crnocobax
BBEAESHWS.

5.2.1.4 Ans onpeaeneHns KMHETUYECKNX napameTpoB WCMNONb3YLOT
COOTBETCTBYIOLLYI KMHETUYECKyto Mogenb. CyLlecTBYHOT cneuuasnbHble KOMMbITEPHbIE
nporpaMMbl  ANA  BblUUCNEHUSA 3TuUx napametpoB. [lporpammHoe obecneyeHne
yTBEPXAAT A0 €ro UCMOMb30BaHWs U MOATBEPXKAAT 3TO  AOKYMEHTAanbHO.
MpeanonoxeHns, BBOASILLMECH B MpOrpaMMmy, M BbiBOP KUMHETUYECKOW MOAENN Takoke
OTpaxaroT B OTYETE.

5.2.2 AGcop6uusn

Mpouecc abcopbumm 3aBUCUT OT NMyTM BBEAEHWUA UCCNEeAyeMOro BeLlecTBa, €ro
PV3NKO-XMMNHECKOTO COCTOSIHUS W 3KCTparvpyrowen xuakoctu. Ero oueHusaor no
KOHLIEHTpaLUun AaHHOro BeLLecTBa B KPOBW, B CbIBOPOTKE, B BbIAEMEHUSIX M B TKAHAX
opraHuaMma. Taike paccMaTpuBaloT HEOOXOAMMOCTb NPOBEAEHMSA MOSHOrO UCCINeoBaHNs
Buornormyeckon  AocTynHOoCcTM  3Toro  Bewlectea. Bbibop TpeGyemoro metoga
vccrneaoBaHUa 3aBUCUT OT  MHGOPMAaLMK, KOTOPYIO HYXXHO MOSyYnUTb, BO3MOXHOCTM
NPUMEHEHNS MaTepuarna, MeEYEHHOro pajgvMoMsoTonaMmu, WM UCMOoNb3yeMoro MeTtoga

aHamv3aa. Mpu nccnefoBaHUM KMHETUYECKNX napamMeTpoB KOHCTaHTa CKOpOCTU npouecca
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abcopbummn MoxeT BbITb AOCTOBEPHO BbIYMCIIEHA NPU YCroBuK, YTo B ¢hase abcopbuum
B3ATO AOCTATOMHOE YMCHo Npob.

NMpumevyanune — CyllecTBYIOT METOAbI in Vifro, KOTOPbIE AAIOT BaXHYIO UHGOPMAaLMIO
0 KENYAOUYHO-KULLIEYHOW U KOXXHON abcopbLum XMMUYECKMX BELLECTB.

5.2.3 PacnpepeneHue

5.2.3.1 [nsa nccnepoBaHna npouecca pacnpeaeneHns, Kak npasuno, UCnonb3yoT
MeuYeHHoe paanounsoTonamm Belectso. MiccnenoBanus MOryT ObiTh:

- KOMUYECTBEHHbIMY, OMpefensioWmnMM YPOBHU COAEepXaHUsa BellecTBa B cpesax
TKaHewn;

- KQUeCTBEHHbIMW, UCTIONb3YIOLLIMMU OOLLYIO ayTopaamorpaduio;

- MOMNYKONNYECTBEHHbIMW, UCMONb3YOLWMMK BbIOOPOYHYIO ayTtopaguorpaduio no
CTaHAApPTHBLIM MONSAM.

5.2.3.2 O6bI4HO NpU N3y4YeHnM NpoLecca pacnpegeneHns BpeMeHem otbopa npod
ABNAETCA fmax, TO €CTb 24 N 168 4 nnu Gonee, B 3aBUCUMOCTU OT BPEMEHWU BbiBEAEHUS
nccnepyemoro Bewjectsa. Ot6op npo6 B NPOMEXYTOYHblE WHTEpBanbl BPEMEHU
NpoBoAAT, koraa TpebyloTcs [OMONHWUTENbHblE AaHHble. Bonee uvacTbii oTGop npo6
0BbIYHO BLINOMHSIIOT Ha paHHMX hasax abcopbuum 1 BbiBeaeHus. Mpu atom GepyT Kak
MOXHO 6Gonble npob B TeueHe dasbl BbiBegeHUA (TeopeTndeckn 3—4 nepuopa
nonyBbIBeAEHMA) AN TOro, 4Tobbl o6ecneunTs Gonee TOMHOE onpeaeneHe napameTpoB.

OCHOBHbIM peLuaroLLM HakTopoM ABNAETCA YyBCTBUTENLHOCTL METOAA.

5.2.4 MeTabonusm u aKckpeuus

5.2.41 Knetkn AnA COAepXaHUSa KUBOTHbIX MPU U3yuyeHUu MeTtabonuama
LOMKHbI MO3BOMNSATE MPOBOAUTL OTAEMbHBIM cOOp MouM M dekanuin Ha Bcex aTanax
uccnenosaHua. Mpu 4NMTENBHOCTM UCCReaoBaHui fo 14 cyT Mouy 1 dekanum oTbupatoT
OTAENbHO B TeveHne 24 4 N NOTOM — 4Yepe3 Kaxable 24 4 A0 KOHUA 3KCnepuMeHTa.
WMHorga nnaH wvccrnepoBaHMn MOXET npeaycMaTtpuBarb 3BTAHA3MIO JKUBOTHBIX Ha
NPOMEXYTOUHbIX CTAAUSIX.

Mpo6bl MoryT BbiTb OTOBpaHbl paHblue 24 4, koraa ecTbs BEPOATHOCTb BbICTPOro
BbIBElEHVS MCCreayemMoro BellectBa unu  ero metabonuros. [pu  AnuTenbHbIX
uccnepoBaHuax oTbop Mnpo6 B HavanbHOM Mepuofe MNpOBOAAT Tak e, Kak Ans
KpaTKOBPEMEHHbIX UCCreoBaHuiA. 3atem npobel OTOMPAOT HENPEPLIBHO B TEYEHWE 24 Y
yepes yCTaHOBMEHHbIV MHTEepPBan BPEMEeHW.

MpumeyaHne — Mcnonb3oBaHWE KMETOK Ans U3ydeHus metadonusma npu

ANUTErNbHBIX UCCNefoBaHnsIX MOXET ObiTb BPeAHbIM ANA 340POBbSA KMBOTHBIX. [oaTomy npu

NPOAOIMKUTENBHOM 3KCNEPUMEHTE AN MONYYEHUS LOCTOBEPHLIX PE3ynbTaTtoB Mpobbl cobupaiot
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uepes onpeAeneHHble WHTEpBanbl BPEMEHW, U 3TU pesynbTaTbl 3KCTPanonMpyloTcs, kKak mnpu
HenpepbIBHOM 0T60pe Npob.

5242 Tpymbl  XWBOTHbBIX WWMNN  UX  OpraHb-MULLEHWN  COXPaHAT  And
MCCNeAOBaHMN, a KPOBb 3TUX XXMBOTHbIX 3abupaloT ANA ONPeAEerieHns KOHLIEHTpaLmu
BELLECTB B nfa3me u LenbHon kpoeu. Mocne otbopa npob B MOMEHT 3BTaHa3uMW KMNeTKU
Ana  uccnenoBaHMnM Metabonmama, Mode- M KanoCOOPHWMKM  MOKT — cneumanbHbIMK
pactBoputensMM. BO3MOXHO HakomneHue Mofy4YeHHbIX CMbIBOB W COXpaHeHue
penpeseHTaTMBHOW YacTu ANS aHan13o0B.

5243 Korga u1CNonb3yrT BELLECTBO, [MOMEYEHHOe paguonsoTonamm  (CMm.
NPMMEYaHNe HWKe), BOCCTAHOBMEHNE WNW pacYETHOE BOCCTaHOBIEHME MWCCMEAYyEeMOro
BellecTBa B HoOpme aomkHO ObiTk (100 £ 10) %. KonmyecTBo mnccrneayemMoro Bellectsa B
Kaxnon dpakumm aHanmavpyroT C MOMOLLbI YCTaHOBMEHHBLIX MPOUEAyp ANs Kakaoro
MEYEHHOrO UM HE MEYEHHOrO PafMoM30TONaMu BELLECTBA B COOTBETCTBYHOLLEN cpefe.
Mpn uMcnonb3oBaHUM BELLECTB, MEYEHHbLIX pPaauouM3oTOonamMu, MPOBOAAT OLEHKY, Kak
NepBUYHOTO BELLECTBA, Tak U MeTabonuToB, eCnyv npu 5TOM He OblNM MCNOMNb30BaHbI
cneumansHele  MeToaukn.  Ecnm BelwectBo, MedveHHOe — pajuomsoTonamu,  He
BOCCTaHaBNMBAaETCA B AOCTATOYHOM KONMYECTBE B 3KCKpeTe (hekanusax n/mnm moude) nunm
B OpraHvM3ame MOAOMbITHOrO J>KUBOTHOrO, paccMaTpuBaroT HeobxoaumocTs cbopa
BblAbIXaEMOro Bo3gyxa.

MpumedyaHune — He BoO Bcex crnydyasx JocTwkuma Tpebyemas creneHb
BOCCTaHOBMEHUS. [pUUnHbI NOOLIX OTKMOHEHUIM PErncTpupytoT M 0DOCHOBbLIBAOT B OT4YeTe 00
ncenenoBaHUAaXx.

5244 YpOBHN pPagvoakTUBHOCT B OMOMOMMYECKON cpepfe Oonpenenstor
NoACYeTOM, HanmpuMep METOAOM  CUMHTMANAUMM  xumakoctn.  OpHako  cnepyet
Nof4YepKHYTb, YTO B @HHOM METOAE MCMOSb3YETCH CMELLaHHasi KOHLEHTpauus BeLlecTea
M ero MeTabonuToB, MO3TOMY Ha €e OCHOBE He MOryT ObiTb OMpefeneHbl KUHeTUYecKMe
napameTpbl. Tam, rae HeobxoAUMO OTAENEHNE METaDONUTOB, UCMOJL3YIOT PSS NPOLEAYP
3KCTPaKUMM U XpomaTtorpaduyeckmx METOLOB aHanmsa (Hanpumep, MeToAbl
BbICOKO3(O(PEKTUBHOM KUAKOCTHOW Xpomartorpadun, xpomatorpacdum B TOHKOM Crloe
copbeHTa — TOHKOCIIOMHOW Xxpomarorpadun, rasoxmgkoCTHOM XpomaTorpadum), a
MOMyYEeHHbIA MaTepuasn XapakTEpWU3YHT MOCPEACTBOM psifa XUMUYECKUMX WU PU3MKO-
XUMUYECKNX METOA0B (Hanpumep, Macc-CreKTPOMETPUHECKNIA MeTOog,
CMEKTPOCKOMUYECKMIN METO SAEPHO-MarHUTHOTO PE30HaHca).

MpumeyaHne — CyllecTByeT HayyHas nutepaTypa no NPUMEHEHUIO KynbTyp TKaHewn,

KINeTOoK, rOMOreHaToB U M30NMUPOBAaHHBIX PEPMEHTOB ANS U3yyYeHUs meTabonusma B OnbiTax in
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vitro. OTn MeToAbl, B OTNUYME OT METOALOB in Vivo, MNO3BONSIOT MNPOrHO3MpoBaThk NyTw
MmeTabonuama, korga BELeCTBO JOKanu3yeTcsl B HeLOCTYNMHOM Afsl WUCCMenoBaHuA MecTe.
CnepyeTt OTMETUTDL, YTO CTEMEHU N CKOPOCTM MeTabonuama npu onpegeneHnm MeTogamm in vitron

in vivo 4acTo OTNU4arTCs.

10
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MpunoxeHue A

(o6si3aTensHoE)

PekoMeHaaumm no npoBeAeHNI0 TOKCMKOKMHETMYECKUX UCCreaoBaHNi

A1 UcnonbsoBaHnme OONbLUMHCTBA  MEAMUMHCKMX — U3AENUN  CBA3aHO C
noTeHunarnbHon onacHocTeo. OfHaKo NpoBeAEHVE TOKCUKOKUHETUHECKUX UCCIIEA0BaHNN
BCEX WUABHTUDULMPYEMBIX MPOAYKTOB Aerpajauv U BbiMbIBAHWS U BCEX MEAMLMHCKUX
W3[enuin He ABNSIETCA HEOBXOAUMBIM UM NMPaKTUYHBIM.

A.2 PaccmatpuBad HeOOXOAMMOCTb TOKCUKOKMHETUHECKUX WCCNefoBaHUA Kak
4YacTn BUOMOrMYECKOM OUEHKNM MEAULMHCKUX W3AEenuiA, MNPUHUMaOT BO BHMMaHWe
KOHEYHBIA MPOAYKT, COCTaBMSIOLME €ro XMMWYECKME BELLECTBa, MNOTEHUManbHble W
MOZEenvpyeMble NPOAYKTLI Aerpagauum U BbiMbIBaHWS, a Takke Ha3Ha4YeHe N3genun.

A.3 Tam, roe BO3MOXHbI TEOPETUHECKME WCCNEAOBaHNA MPOLECCOB Aerpagaumu,
OHW AOMKHbI BbITh NPOBEAEHBI B OMbITaX in vitro (HanpuMep, Ha KynbTypax TKaHeR, KNeTok
WNn roMoreHarax) 40 Hadvana TOKCUKOKUMHETUYECKNX nccrneaoBaHnin. 3To oByCnoBneHo He
TOMbKO TpeboBaHMEM MUHMMANBHOMO WCMNOMB30BaHNSA XUBOTHBIX B 3KCNEPUMEHTAax,
npveegeHHeIM B ISO 10993-2, HO Tawkke HeoOXOAUMOCTbIO onpeaeneHus Hanbonee
BEPOSITHBIX MPOAYKTOB Aerpajauun.

A4 HeobxogMmocTb  MNpOBEAEHMS  TOKCUKOKMHETUYECKUX  UCCReaoBaHun
paccMaTpuBaeTcs, eCrnu:

-u3genve npu TMNpUMEHEHWA MO Ha3HAYEHUO MNOAMNEXUT paccacbiBaHUIO MO
BNMAHMEM Bronormyecknx akTopos, v

-u3genve UMeeT ANUTENbHbIN KOHTaKT C OpraHM3MOM YenoBeka Npy MMNaHTauum,
u3BecTHa unv npeanonaraeTcs ero Guogerpagaumsa nnu CyLLEeCTBEHHan KOppo3ns 1 (Mnu)
N3 U3AEeNMs NPONCXOANT MUrpaLms BbIMbIBAEMbIX BELLECTB, U

-eCTb CBEAEHVUA WNM CYLIEeCTBYET BO3MOXHOCTb 00pasoBaHWsA 3HAYUTENbHbIX
KONMUYECTB NOTEHLMaNbHO TOKCUYHBIX MW PEaKLMOHHOCTOCOGHBIX NPOAYKTOB Aerpasaumm
U BbIMbIBAHUS, MUMPUPYIOLLMX U3 MEAMLMHCKUX W3AENMN B OpraHu3m 4erioBeka npu
KIMHUYECKOM NPUMEHEHUM.

n pumevyaHne — 3HauyeHue TepMUHa «3HauvuTenbHble Konu4yecTtsa» 3aBUCUT OT
XUMUYECKUX CBOUCTB Bellecrtea, O KOTOPOM UAET peyb.

A.5 MNpoBeaeHne TOKCUKOKMHETUYECKMX UccrenoBaHun He Tpebyertcs, ecnu:

11
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-Mpy JOCTMraeMon MNW NpearnonaraemMon CKOPOCTM MWUrpauyv U BbIMbIBaHWS U3
M3LEenuA U MaTepuanoB YpOBEHb MPOAYKTOB 3TMX Mpoueccos GesonaceH WM ecTb
ZaHHble 0 6e30MacHOM KIMHUYECKOM NMPUMEHEHUN UM

-yXKe HaKoMMeHbl 3HaYUTENbHbIE TOKCWMKOMOIMYECKUE MM TOKCUKOKUHETUYECKME
JaHHble, OTHOCALMECS K NPOAYKTaM Aerpagaunm 1 BbIMbIBAHUS.

A.6 Murpauus NpogykToB AerpagaumMn U BbIMbIBaHWUA U3 METAassoBs, CraBoB U
Kepamuky 0BbIYHO OYEeHb He3HauuTeNlbHa W He ABMSETCH OCHOBaHMEM AMS MPOBEAEHMS

TOKCUKOKMHETUYECKNX NCCNEeaoBaHWNIA.
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Mpunoxenue A

(cnpaBouHoe)

CBepgeHus 0 COOTBETCTBUM MeXrocygapCrBeéHHbIX CTaHAAPTOB

CCbIJTOYHbIM MeXAYyHapoaHbIM CTaHAapTam

Tabnuya OA1

O6o3HayeHne N HaMmMeHoBaHwe CreneHb O6o3HayeHne 1 HaMMeHoBaHve
MEXAYHapOoAHOro cTaHaapra COOTBETCTBUS MEKroCyapCTBEHHOrO CTaH4apTa
ISO 10993-1:2003 OueHka IDT rOCT ISO 10993-1-2011 Usgenust
OMONOrM4YecKoro AenCcTBms mMeauumHckue. OueHka Buonornyeckoro
MEeANLMHCKUX usgenun. Yactb 1. LENCTBUSI MEAULNHCKUX u3genvi. Yactb
OueHka n nccnegoBaHus 1. OueHka 1 nceneoBaHus
ISO 10993-12:2007 OueHka IDT rOCT I1SO 10993-12-2011 U3genuns

OUONOrMYecKkoro AencTemns
MeAULMHCKUX n3genuii. Yactb
12. Mpurotosnexue npob n

CcTangapTHble o6pasupl

meguyunHckne. OueHka bruonornyeckoro
AENCTBUS MEAULUHCKUX u3genvi. Yactb
12. MpuroTtosneHune npob n

KOHTPOrbHbIE 06pa3sybl

MpumeuyaHue — B HACTOALIEM CTaHAAPTE WUCMONbL3OBAHO CREAYIOLIEE YCrOBHOE 0603HaYeHne

creneHun CoOOTBETCTBUA CTaHaapTa.

- IDT — ngeHTu4YHbIE CTaHZapThI.
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