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[lpeagucnoBue

Llenn 1 npuHuuMnel cTaHgapTusaunm B Poccunckon ®egepauum yctaHoeneHsl PegepanbHbiM 3aKOHOM
oT 27 aekabpsa 2002 r. Ne 184-P3 «O TeXHNYeCKoM perynmpoBaHn», a npasuna npuMeHeHUs HaunoHanbHbIX
ctaHaapToB Poccunckon ®egepaumm — FrOCT P 1.0—2004 «CTtaHagapTnsaumna B Poccunckon degepadini.
OCHOBHbIE NONOXEHUA»

CBeaeHUA o0 cTaHpapTe

1 NMOoArOTOBJIEH ABTOHOMHOW HEKOMMepYecKon opraHnsaumen «HCTUTYT MeanKko-6nMonormvyeckmnx
nccnegosaHu u texHonornny (AHO «MMBUKNT »)

2 BHECEH TexHun4yeckum komuteTomM no ctaHgaptusaunm TK 422 «OueHka brnonormyeckoro A4encTBus
MeaNLUUHCKUX U3aennny»

3 YTBEPXOEH 1 BBEJEH B JENCTBWE Mpukazom PefepansHoro areHTcTBa no TEXHUYECKOMY pe-
r'ynnmpoBaHuto n metponorin ot 2 aekabpst 2009 r. Ne 534-cT

4 HacTtoawumn ctaHgapT naeHTuyeH mexayHapogHomy ctaHgapty MCO 10993-16:1997 «OueHka dbuno-
NTOTMYeCcKoro AencTBUA MeamuMHCKuX nsgenuit. Hactb 16. MogenupoBaHue 1 nccnegoBaHUe TOKCUKOKUHETUKA
npoayKkToB gerpagauunn n BeiMbiBaHUA» (ISO 10993-16:1997 «Biological evaluation of medical devices — Part
16: Toxicokinetic study design for degradation products and leachables»).

[Tpy NpUMeHeHN HacToALLEro cTaHaapTa peKkoMeHayeTCA UCNONb30BaTb BMECTO CChINTOYHbBIX MeXayHa-
POAHLIX CTaHOAPTOB COOTBETCTBYOLWME UM HaLMoHanNbHble cTaHgapTel Poccumnckon ®egepauun, ceegeHnsa o
KOTOPLIX NpUBeAeHbl B AONONHUATENBbHOM NPUNoXKeHnn B

5 BSAMEH TOCT P MCO 10993.16—99

ViHcbopmayusi 06 UMEHeHUSIX K HacmosilweMy cmaHoapmy riybriukyemecsi 8 eXke200H0 u30asaeMoM UH-
opMalyUOHHOM yKazamerne «HalyuoHanbHbIe cmaHoapmabl», a Mekcm U3MeHeHUU U rMorpasoKk — 8 eXeMe-
CSYHO U30asaeMbiX UHGhbopMallUOHHBIX yKa3zamersax «HauuoHaneHbie cmaHoapmebi». B cniy4dae rnepecmompa
(3aMeHbl) Ui OMMeHbI Hacmosauw,e2o cmaHoapma coomeemcemesyroujee yeseoomMrieHue byoem ornybriukoeaHo
8 eXXeMeCSIHYHO u3dasaeMOoM UHDOPpMaUUOHHOM YKa3amerne «HauuoHanbHbie cmaHoapmebl». Coomeemcemay-
fowasl UHgpopmMayusi, yeeOoMIIeHUe U meKecmhbi pa3Melaromcs makxe 8 UHQopMalUUOHHOU cucmeme obuiezo
ro1b308aHUsT — Ha ouyualnbHOM caume PedeparibHo20 a2eHmcemea o MmexHU4YeCKoMy pez2yrupogaHuro U
Mempornozauu 8 cemu MIHmepHem

© CTtaHgapTuHdgopm, 2010

HacTtoawmnn ctaHgapT He MoXeT OblTb MOSHOCTLIO UMM YaCcTUYHO BOCTIPOU3BEAEH, TUPaXKUPOBAaH U pac-
MpocTpaHeH B KayecTBe oduLmanbHoro nsganua 6es paspeweHns PegepanbHOro areHTCTBa No TeXHUYECKo-
MY PeryimpoBaHno N MeTPOSIoru
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CopepxaHue

1 ObnacTb NpUMeHeHus .
2 HopMaTUBHbIE CChINTKA.
3 TepMUHBI 1 onpegeneHns .
4 TlpnHUKMNBI NNAHUPOBAHUA TOKCUKOKUMHETUYECKUX MCCeaoBaHNN
5 PykoBoACTBO No MeTogam uccneaoBaHU
5.1 Obwme nonoxeHus .
5.2 PykoBOACTBO Mo cneyungprnyeckum metogam nccnegosaHun

[MpunoxeHne A (obsizaTenbHoe) PekomeHaauum no NpoBeAeHUIO TOKCUKOKMHETUYECKUX NCCNeaoBaHUN .

[TlpunoxeHune B (cnpaBo4yHoe) CBedeHUs 0 COOTBETCTBMU HaLMOHAaNbHLIX CTaH4apTOB POCCUNCKOU
Pegepaynm CChIMOYHBIM MeXayHapodHbIM cTaHgapTaMm.
bubnuorpadgus .
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BBegoeHue

CobntogeHune nonoxeHunn ctaHagaptos cepun MCO 10993 «OueHka brnonornyeckoro AecTeUs MeguLmH-
CKUX N30enmn» no3BosnMT obecnedymTb CUCTEMHBLIA NoAXod K MccrneaoBaHuo bMonorm4eckoro 4eucTema mean-
LLMHCKNX 1U3genuni.

Llenbio 3TuX cTaHaapTOB He ABNsSIeTCHA 6e3yCnoBHOE 3aKkpenneHne eanHoobpasHbiX METOAOB UCCNeJ0OBa-
HAW 1 UCNbITAHWIA 3a rpynnamMmy ogHopoaHbIX MeAULIMHCKNX N3OeNnUA B COOTBETCTBUKM C NPUHATON Knaccudouka-
1Men nx no BUay 1 AnnTenbHOCTM KOHTaKTa C OpraHM3MoM vyenoBeka. [1osTomMy nnaHupoBaHue 1 NpoBeaeHme
nccnegoBaHMM M UCNbITAHUA OOMKHBI OCYLLECTBNATL CNeUMannucThl, UMeloLe COOTBETCTBYOLLYIO MOATOTOBKY
1 ONbIT B 0ONacTU CaHUTAPHO-XUMUNYECKOW, TOKCUKOMOTMYECKoU 1 DMONOrmieckon oLeHOK MeanLUHCKUX U3ae-
Nnn.

CtaHaapTtbl cepun MCO 10993 aBnaroTcs pyKoBoASALWMMN AOKYMEHTaMM ANSA NPOrHO3MPOBaHUA U UCCTIe-
OOBaHMA BUONOrM4ecKkoro AeNCcTBUA MeanLIMHCKMX N3gennin Ha ctagmm Bblbopa Mmatepuanos, npeaHasHaveH-
HBIX ANS UX N3rOTOBMNEHNUSA, a Takke And UccneaoBaHM roToBbIX N3aennn.

B ceputo MCO 10993 BxoaaT cneaytouwme yactu nog obwum HassaHuem «OueHka BMonorn4yeckoro
NeCTBUA MeaAUUNHCKNX N3aenning:

Hactb 1 — OueHka 1 nccnegoBaHnA;

UacTb 2 — TpeboBaHUA K obpalleHnto ¢ X KUBOTHLIMU;

Uactb 3 — WccnegoBaHUA reHOTOKCUYHOCTU, KaHLLEPOreHHOCTU U TOKCUMYECKOro AeUCTBUSA Ha pPenpo-
OYKTUBHYHO (PYHKLAIO;

Yactb 4 — WccneagoBaHua nsgennin, B3aMMoaeUCTBYIOLMX C KPOBbIO;

Yactb 5 — VlccnenoBaHme Ha UMTOTOKCUYHOCTL: MeToabl in vitro;

Hactb 6 — lccnegoBaHMA MEeCTHOMO AeUCTBUSA Nocne MMNnaHTauum;

UHacTb 7 — OcTatouHoe cogepXaHue 3TUNeHoKcuaa nocre crepunmsaumm;

HacTb 9 — OcCHOBHBbIe NpUHLKMLI MOeHTUdUKaULMA U KONMMYECTBEHHOMO onpeaeneHns noTeHuanbHbIX
NPOAYKTOB Aerpagaunn;

Yacte 10 — VccneaoBaHue pasapa)atoLlero n CEHCUbUNM3npyrowero A4encTBug;

Hactb 11 — UccneaoBaHue obLEeTOKCUYEeCcKoro A4eUCcTBUSA;

YacTtb 12 — lMNpurotoBneHune npobd u ctaHgapTHble obpasubl;

Yactb 13 — aeHTudunkayma n konndectseHHoe onpeaeneHue NpoaykToB Aerpagaunm nonmmepHbIX
MeaANLUWNHCKNX n30enunin;

Yactb 14 — MaeHTudgpukauma 1 KonndecTBeHHoOe onpegeneHne npoaykTos gerpagauim nsgennm ns Ke-
DaMUKU;

Yactb 15 — NaeHTudunkauma n konmdecTBeHHoe onpeaeneHmne npoaykToB gerpagaLuny nsgenuin us me-
TannoB U CN/aBOB;

Yactb 16 — MogenupoBaHue n nccnegoBaHme TOKCUKOKMHETUKW NMPOoAyKTOB Aerpagaunv N BbiMblBa-

HUS;
UHactb 17 — YcTaHOBNEHMe NoporoBbiX 3Ha4YeHUU ANS BbIMbIBAEMbIX BELLIECTB;
HacTb 18 — NccnegoBaHne XMMUYECKMX CBOUCTB MaTepuranoB;

Uacte 19 — WccnegoBaHne pU3nNKO-XUMUYECKNX, MOPdPOnormieckx 1 Tonorpadpmyecknx CBOUCTB Ma-
Tepuanos;
Uactb 20 — lNpuHUMNBlI 1 MeToAbl UCccNegoBaHUA UMMYHOTOKCMYECKOro AeUCTBUS MeaULIMHCKUX n3ae-

=y

JTMA.

HacTodawmnin ctaHaapT coaepXuT pyKoBOACTBO U TpeboBaHUA K MOAENMPOBaHUIO U NPOBEOEHUIO TOKCUKO-
KWHETUYECKMX UCCeaoBaHUN.

TOKCUKOKUHETMKA ONUCKLIBAET abcopbumnto, pacnpeaeneHme, Metabdbonmam 1 BblaeneHue YyXepoaHblX Co-
eANHEHUN B XXMBOM OpPraHmMamMe Ha NpoTSXKeHUN BpeMeHn. YUeT cTabunbHOCT MaTtepuana(oB) in vivo 1 Bblae-
neHuWe npoaykToB Aerpagauun U BbIMbIBAHUS Heobxogumbl ANA OUEHKM ©6e30nacHOCTUM MeaULIUHCKOro
n3genuns. TOKCMKOKUHEeTUYECKNe nccnegoBaHust MOryT ObITb NOMNE3HbI AN OLEHKM Be30nacHOCTU MaTepunarnos,
MCNOMb3yeMBIX B paspaboTke MeauLMHCKOro n3aenus, Unu Ans nNposiCHEHUs MexaH1u3ma HabnogaemMblX He-
bnaronpUATHLIX peakunin. HeobxoaMmMocTb M MacwiTad TakMx nccnegoBaHU AOMKHbI ObITh TWATENbHO pac-
CMOTpPEHbI, OCHOBLIBAsICb Ha XapakTepe U ANUTENbHOCTU KOHTaKTa U3genna ¢ TKaHAMM opraHu3ma.

IV



[OCT P UCO 10993-16—2009

[loTeHuManbHas oNnacHOCTb MEAULIMHCKOIO U30enmsa MOXeT ObITb CBA3aHa C B3aUMOOENCTBUEM €ro KOM-
MOHEHTOB UM UX MeTaboNMNTOB ¢ buonoriveckon cnctemon. MegmunmHckMe n3gennst MoryT BblAeNATb BbIMbI-
BaeMble BellecTBa (Hanpumep, OCTaTOYHbIE KaTanus3aTtopbl, areHTbl obpaboTkn, ocTaTOuHble MOHOMEPHI,
HanoNMHUTENN, aHTUOKCUAaHThI, NnacTudukaTopsl) U/MNU NPOAYKTLI Aerpagaunn, KoTopble MUTPUPYIOT U3 Ma-
Tepuana n noTeHuManbHO MOryT cTaTbh NPUYNHON HEDNAronNnpPUATHOrO BO3OAEWUCTBUSA HA OPraHMn3M.

OnybnukoBaHo 6OMbLLIOE YACNO CTaTEN NO UCMNOMNb30BAHUIO TOKCUKOKUHETUYECKMX METOAOB A1 N3YyYeHUS
noBeaeHNd XMMNYeCcKUX BellecTB B opraHnaMe. MeTtoagonoris 1 noaxoasl, UCNoNb3oBaHHBIE B TAKUX UCCedoBa-
HUAX, COCTaBMAT OCHOBY pekoMeHaau M HacTosLwero ctaHgapTta. PekomeHgauum no UCNonb30BaHUIO HACTOS-
Lero cTaHgapTa npueeaeHsl B npunoxkeHun A.

[TpounoXeHne A aABNgeTCS HEOTBEMIEMOW YacCTblo HACTOSILLEro cTaHaapTa.
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HAUMWOHANBbHBIUWNW CTAHOAPT POCCUUCKOWN PEOEPALUMN

U3NEJINA MEOULUMMHCKUE
OLIEHKA BUOJIOMTMYECKOIo QENCTBMUA MEOULUUHCKUX U3OENUIA

YacTtb 16

MOHGHMPOB&HMG U nccnegopaHne TOKCMKOKMHETUKM NpoayKTOB Aelrpaadalinii 1 BbiMbiIBaHUA

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

[lata BBegeHnsa — 2010—09—01

1 Obnactb NpMeHeHUA

Hactoawmnn ctaHgapT ycTaHaBnMBaeT NMPUHLKUMALI, B COOTBETCTBMM C KOTOPbLIMA MMNaHUPYOT KU ocyLle-
CTBNSAOT UCCNeaoBaHUA TOKCUKOKUHETUKN, 0ByCroBNEHHON NPpUMEHEeHNEeM MeaNLIMHCKUX U3aeNNIA.

B npunoxeHun A n3noxeHbl pekomMeHaaLun Mo BKHYEHU TOKCUKOKMHETUYECKUX UccrneaoBaHuin B
OLLeHKY Bronorn4yeckoro 4encTensa n3gennin MeamLmMHCKOro HasHa4eHums.

2 HopMaTuBHbIE CCbINKN

B HacTosileM cTaHaapTe UCNoNb30oBaHbl HOPMAaTUBHBIE CChINIKKM Ha cneayrowne ctaHaapThl:

NCO 10993-1:2003 OueHka buonormd4eckoro aenctemusa meguumnHekmx nsgenun. Yacts 1. OueHka n nc-
cneaoBaHUSA

NCO 10993-12:2007 OueHka buonornyeckoro genctema meguumHeknx nsgenun. Hacto 12. MNpurotos-
neHue npod mn ctaHgapTHbIe 0bpasLbl

3 TepMuHbI U onpeAaeneHus

B HacTodaweM ctaHgapTe npuMmeHeHbl TepMuHbl no UCO 10993-1, a Takke cneayroLwme TepMuHbl C COOT-
BETCTBYHOLMMK onpeaeneHnsMmu:

3.1 npoAyKT aerpagauunn: lNpoaykT, obpaszoBaBLINACA B pesynbTaTte gerpagaumm nnm XMMmy4eckoro
pacnaga martepuana.

3.2 NPOAYKT BbIMbIBaHUA: DKCTparmpyemoe BellecTBO, Takoe Kak AobaBka, MOHOMEP WU ONTUroMep,
BXoA4sdLlee B cocTaB NONUMEPHOro marepuana.

3.3 uccnepyemoe BewectBo: [1poaykT gerpagaunm Mnv BeiIMbIBaHUSA, ABNAKCLWNWACA NpeaMEeTOM TOK-
CUKOKUHETUYECKUX nccneaoBaHun.

3.4 abcopbuusn: Npouecc, B pesynbTaTe KOTOPOro BELEeCTBO NocTynaeT B KPOBEHOCHYIO U (UINN) NUM-
paTUYECKYO CUCTEMY.

3.5 pacnpepeneHue: [lpouecc, B pesynbTaTe KOTOpPOro abcopbupyemoe BeWECTBO U (UNN) ero MmeTa-
DONUTLI LLUPKYNUPYHOT U pacnpeaensaoTcsl BHYTPU opraHusma.

3.6 MeTabonuam: [lpouecc, nocpeaCTBOM KOTOPOro abcopdbupoBaHHOE BELLIECTBO CTPYKTYPHO U3MEHS-
€TCH B OpraHusMe B pesynbraTte XUMUYeCKNX U/nnn dpepmMeHTaTUBHBIX peakLivn.

[TpnmedaHnwue—IlpogykTel NnepBOHAYaNbHOrO B3aMMO4ENCTBUSA MOTYT BNOCNEACTBUN NUBMEHATBCH MNMyTEM IH0-
BbiX depMeHTaTUBHbBIX NN HEDEPMEHTATUBHbLIX PEaKLMU nepen nx aKCKpeLmnen.

3.7 akckpeuwus: Npouecc, nocpeacTBOM KoToporo abcopbupyemoe BelWecTBO W/UNU ero MeTabonuThl
yAanaTCca U3 opraH1usma.
3.8 6uonorunyeckana AOCTYNHOCTb: 3Ha4yeHne obLien abcopbLnM NCXOAHOro BelllecTBa.

U3pgaHne odbvumanbHoe
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3.9 knupeHc: CnocobHOCTL opraHnUamMa K 3afiMMUHaLLInUmM UCCreayemMoro BeLecTBa B peaynbraTte MeTtabo-
nM3ma n/mnu akckpeLmn.

3.10 nepuopg nonyBbiBeaeHus £, ,: Bpems, HeobxoamMmoe A58 yMeHbLUeHUS KOHLEeHTpaLUumu uccneaye-
Moro BellecTtBa Ha 50 % ero Ha4yanbHOMoO KONMMYECTBa B KUAKOCTAX U TKAHAX opraHn3ma.

3.11 cpepnHee BpemMA npebbiBaHUA: [MapamMeTp, CBA3aHHLIA C NepMoaoM NOMyBbIBEAEHUSA, KONNYec-
TBEHHO OL|eHMBALLIUA NPOAOIPKNTENBHOCTL NMPUCYTCTBUSA MOSEKYIbl BeLlecTBa B opraHu3me.

3.12 koHueHTpauua C__ : MakcumanbHaga KoHUeHTpaL s BellecTBa B NnasmMe, BblpaXkeHHas oTHOLLe-

max”

HUEM Macchbl K eguHuULEe obbema.

[TpnmeyaHune—Korga ccbinaldTcsd HA MakKCUMarnbHYIO KOHUEHTPaLUUIO BELWECTBA B XXUAKOCTU UMW TKaHWU, eN
npucBanBatoT 0603HaveHue (Hanpumep, C . NeYeHn) U BbIpaXalT OTHOLUEHMEM eAVNHUL, MACcChl K eguHnLamMm obbema nnm
eaNHNL Macchbl K eAMHULAaM MacChl.

mMax

3.13 Bpema t__ : Bpewms, npu KOTOPOM AOCTUraeTcsl MakCuMmaribHas KoHLeHTpauus.

3.14 nnowaab AUC, . lNnolwagb yd4actka nog KpnBou U3MeHeHUs KoHLIeHTpaL M BellecTBa B nnasme
OT Hynda (MOMeHTa BBedeHUdA) A0 BpeMeHu {, npolleLuero nocrne ogHoKpaTHOro BBeeHna BellecTsa.

[TpnMeyaHne—1{— 910 Bpemsl, KOTOpoe 00bI4YHO SKCTPanonupyoT Ha GECKOHEYHOCTD.

3.15 nnowaab AUMC, : [1nolagb y4acTka nog KpnBon npon3seaeHns BpeMeHN Ha KOHLeHTpaL Mo Be-
LLleCcTBa B NlasMe OT HyNda (MOMeHTa BBeAeHUs) 40 BpeMeHU [, npolleallero nocrne ogHOKpaTHOro BBeaeHUs
BelllecTBa.

[TpumMmeyaHune—1t—oaT0 Bpemsi, KOTopoe 0ObIYHO SKCTPanonupytoT Ha 6eCKOHEYHOCTb.

3.16 obbeM pacnpeneneHua V : lNokasatens And oTaensHOW Mogenn, onvcbiBaoLLnK npeanonarae-
MblI OO BEM, B KOTOPOM COAEPKNTCH BCE KONMMYECTBO UCCNeayeMOoro BelecTsa npm ycnoBun ero ogHopoaHoro
pacnpeneneHns B opraHn3Me.

3.17 akcTpakT: KNaKocTb, KoTopas nony4vaeTcd B pesynbTaTe npouecca 3KCTpakuuu ncecrnegyemMmoro
MaTepuana.

3.18 buopgerpapauua: MameHeHne MeOULMHCKOro nsaennsa unm duomartepuana, sakniovarowieecs B
notepe UenoCTHOCTU W/Nnn crnocobHOCTN PYHKLMOHUPOBATL NPU BO3AEUCTBUM PUINONIOTNYECKOWN UM MO-
OenbHOW cpeabl.

3.19 ouopezopbumna: Npouecc, B pesynbrtarte KOTOPOro buomarepunan paspyluaercsi B pu3nonorniec-
KOW cpene, a NpoayKT(bl), nony4vatoLlmecst npru 3ToMm, BbIBoOASTCA n/nnn abcopdbupyroTcs.

4 lNpyvHUMNLI NNaHUPOBaHUA TOKCUKOKMHETUYECKUX nccrnegoBaHUM

4.1 TOKCUKOKMHETUYECKNE NccneaoBaHNs NMaHUPYoT € YY4eTOM KaXKJoro KOHKPEeTHOro U3agenvsa unv ma-
Tepuana.

4.2 lNporpammy nccnegoBaHuU coCcTaBNAT U OPOPMNAIOT A0 HaYana akenepumeHToB. [1pyn 3TOM B NPOo-
rpaMmMy BKMOYAKOT Lenb U MeToaukn nccnegosaHuin. lNoapobHee 37O U3NOXKEHO B pasgene 5.

4.3 Tlpu BbIOOPE METOAOB TOKCUMKOKMHETUYECKNX UCCNEaOBAHUA YYNTHIBAOT pe3ynbTaThl U3YYEHUSI NPO-
Llecca BbiMbIBaHUA. Kpome Toro, yduTbiBaloT MHPOPMaLUUIO O XUMUYECKUX U (PUSUKO-XUMUYECKNX CBOUCTBAX,
CTPYKTYpE NOBEPXHOCTU MaTepuana n BUOXMMUIECKNX CBOUCTBAX BCEX MPOAYKTOB BbIMbIBaHUSI.

[TpnmeyaHune—KonnmiecTtBO 1 CKOPOCTb BblAENEHUS NPOAYKTOB, NONYYaoLWMXCH B pe3ynbrate NpoLecca Bbi-
MbIBaHWS, 3aBUCAT OT KOHLEHTPaLUWMM UX Ha NOBEPXHOCTU MaTepuana, CKopocTu MUrpaummn nx Ha NOBEPXHOCTb B CAMOM Ma-
Tepuane, ux pacTBOPUMOCTU U CKOPOCTU ABMXEHUST NPOAYKTOB B (PU3NONOMMYECKON cpee.

4.4 TOKCUKOKMHETUYECKUE UCCNeadOoBaHUA pekoMeHAOyeTCcd NpOoBOAUTb C TEM MPOAYKTOM npoLecca
BbIMbIBAHUA N NpoLecca agerpagaunmn, 0 KOTOPOM U3BECTHO, YTO OH obnagaeT noTeHuuanbHbIM TOKCUYECKUM
nencrteuem. lNpoBeaeHne TOKCUKOKMHETUYECKNX UCCNeaoBaHNUM Ha CMeCAX HECKOMbKUX XUMUYECKNX UHTpe-
ONEHTOB BO3MOXHO TOMbKO NpU onpeaeneHHbIX yCrnoBuax. B oTAeNnbHBIX cnydyasax AONycKaeTca U3yvyeHune
aKkcTpakToB B cooTBeTCcTBUKN ¢ NCO 10993-12, a Takke rpaHyn UM NOPOLLUKOB U3 MaTepuana MmeauUmHCKoro
n3aenunsl, Ho 3710 ACIMKHO BbITb OBOCHOBAHO NPU NIAaHUPOBAHMKN NCCNeaoBaHUN.

4.5 BblbpaHHble aHanUTUYeckMe MeTodbl A0MKHBI ODHAPYXUBATb U XapakTepu3oBaTb BCe NPOAYKTHI
aerpagaunn, BbIMbIBaHUS, a TakKe X MeTabonnTbl B OUONOrMYecKUX XXMAKOCTAX U TKaHAX. OHM AOMKHbI ObITh
noapobHO onucaHbl B UCcrneaoBaTeribCkMx oTyeTax B cooTBeTcTBMM € 5.1.11.

2
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KonnyecTBeHHble aHanMTU4Yeckme MeTodbl OOIMKHbI HOCUTB crneundudecknin xapakrep, ObiTb YyBCTBU-
TelbHbIMU, BOCNPOM3BOAUMBIMUA U NMUHENHBIMW NO BCEMY NpeanonaraeMoMy AnanasoHy KOHLEeHTpauun ncecre-
ayemoro matepuana. B otyeTe gomkHo ObITh NpeacTaBneHo 060CcHOBaHME BbIOpaHHOro MeToaa ncecregoBaHus.

4.6 B nnaHe nccnegoBaHusa AoKHbI ObITh YKasaHbl U3nonormdeckas XuakocTb, TKaHb U SKCKPET, B
KOTOpbIX ByayT onpeaenaTbcs YPOBHU UCCNeayemMoro BellecTBa.

[TpumeyaHwune—KpoBb4acTo UCNOMB3YIOT ANA U3YHEHUS KWNHETUYECKOrO napameTtpa n abcopbumun. [Npun 3Tom
HEODX0AMMO yKa3aTb, Ha YeM NPOBOASAT aHaNn3 — Ha UeNbHOW KPOBU, CbIBOPOTKE UK NNasme, n 060CHOBATL 3TOT BbIBOP.
CBsi3bIBaHME C LNMPKYNUPYIOWUMN Benkamm KPOBU NN SPUTPOLUTAMN MOXHO Onpeaensite MeTogamu in vitro.

4.7 VlccnepgoBaTenbCKM OTYET OAOIKEH codepXaTb MHPOoPpMaLUIo O XapaKTepe CBSA3bIBaHUSA onpeaensi-
eMOro BellecTBa B Npobe (Hanpumep, CTENEeHb N XapakTep CpOACTBa) U NOKa3biBaTb, YTO 3TO He NPUBOAUT K
HeJooLUeHKe aHanM3npyeMon KoHUeHTpaLuun.

4.8 [1na onpegeneHnst KUHEeTUYECKNX napamMeTpoB AOIMKHO BbITh NpeacTaBNeHo AoCTaTOYHOe KonYec-
TBO AaHHLIX C AONYCTUMBIM pasbpocom. TeopeTU4eckn OHM AOITKHBI COCTaBMNSATE HECKONLKO NepUoaoB NOJsy-
BbiBeEeHNA BelleCTBa, Ha NpaKTUKe opraHnyeHna HaknaabsiBaeT YyBCTBUTENbHOCTb aHaNnUTUYECKUX MeTO40B.

5 PykoBoacTBO No MeTo4amM uccneaoBaHuUm

5.1 O6WwuMe NnonoxeHun

5.1.1 VNccnegoBaHUS BEINOMHAKT HA XKMBOTHBLIX COOTBETCTBYIOLMX NMona U Buaa. 340poBble MOoable U
MNONOBO3pErble XXMBOTHLIE NMPOXOANAT akkNuMaTu3auuio B nabopaTtopHbIX YCNOBUSIX, MO KpanHen mepe, B Teve-
HWe 7 cyT. Ecnu npun nccneagoBaHUM Metadbonnama UCNonb3yoT MHAUBUAOYANBHBIE KNETKN, TO )KUBOTHbIX Nepe-
BOAAT TyAa ANgA akknuMmaTtusauum He MeHee vyeM 3a 24 4. OKkpyXatolme ycnoBua AoMKHbl COOTBETCTBOBATL
pekoMeHaauuam no coaepXaHu 1M Mcnonb3oBaHuMio XUBOTHBIX (cM. MCO 10993-2). B TedeHMe BCero aKcne-
PUMEHTA XXMBOTHbLIE MOMNy4atoT OObIYHBIA paLMOH U NUTbLEBYHD BOAY, €CNM NporpaMmma uccnegoBaHum He
npegycMmaTpuBaeT Kakmx-nmbo M3MeHeHNN B pexxmme nx coaepXaHus.

OTOOP XKMBOTHBIX B rpynnbl A4S KaXX4oro nepruoga nccnegoBaHnst HOCUT NPOU3BOSIbHBIA XapakTtep. ['pyn-
Nbl AOJKHBI CoOAepKaTb HE MeHee TpeXxX MENKMX )KUBOTHBLIX M HE MeHee ABYX XXMUBOTHLIX DoMnee KpynHbIX BUOOB.
B 3apaHee 3annaHnpoBaHHOE BPeMS XKUBOTHbLIX NOABEpratoT 3BTaHa3nN.

5.1.2 B0o3MOXHO UCMONb30oBaHWe UccnegyemMoro BellecTsa, He Me4YeHHOro pagnoakTMBHBIMU M30TOMa-
MW, MPU HANMMYNU COOTBETCTBYIOLLIUX YTBEPXKAEHHBIX METOA0B UCCNeaoBaHUSA AaHHOro BellecTBa U ero Mmeta-
OONUTOB.

5.1.3 lpn HeobXxoAUMMOCTU UCCNeayeMoe BeLLECTBO METAT paanoakKTUBHBIMW N30TOMNaMKU, CTaDUIMbHbI-
MW B OTHOLLEHUU MeTabonuama. MpegnovTntenbHbIMU ABNAOTCA paguoxXxmMmyeckn Yyuctole (bonee 97 %)14C
1nu 3H. Mpu ncnonb3oBaHnn n3otona 3H y4nuTbiBatoT BO3MOXHOCTb 3amMelleHus Tputua. MeyeHHoe paamonso-
TOMamMun BeLEeCcTBO Npr HeobxXoanMOCT pa3BOAAT BELLECTBOM, He coaepKallum paanonsoTonos.

5.1.4 Tlpn ncnonb3oBaHUM BellecTBa, MEYeHHOro pagnuonsoTonamuy, y4nuTeiBaloT ero cneundpuyeckyo
aKTUBHOCTb U pagnoXUMUYECKYIO YACTOTY.

5.1.5 Wccnegyemoe BelleCTBO BBOAAT A03aMM onpedeneHHbIM nyteM. [lyTb BBeaeHUs onpedensoT B
3aBUCUMOCTU OT HadHaveHUsa meguumnHckoro nagenusa. MNpobbl nccneayemoro BellecTBa roTOBAT C YY4ETOM
NyTKU BBeaeHUsa ao3bl. Heobxoanumo 3HaTbh 1 0TpasuTb B oT4eTe CTabUNbHOCTL NPODLI NMPY BEIDPAHHOM MyTH
BBeOEHUS.

[TpwnmeyaHune—Illporpamma nccnegoBaHum MOXET BKIOHaTh B cebs pasHbie NyTU BBEAEHWA BEWECTBA AN
CpaBHEHUS.

5.1.6 [Ons nsyvyeHus cobanaHcUpoBaHHOCTN 403 XXUBOTHbIX NOMELLatoT B KNETKN, NpeaHa3HavYeHHble A
nccnegoBaHua metadbonmama.

5.1.7 Mouy 1 dekanmmn coxpaHsaoT Npyu HU3KOW TemnepaType U B eMKOCTSX, coaepKallnX KOHCepBaH-
Thl, HE MeLlaloLme NPoBeAeHUI0 aHaNn30B, A1s NpeaoTBpaLlleHUs PasBUTUSA NOCTIKCKPELIMOHHBIX MUKPODUO-
NTOrMYECKNX NPOLLECCOB N CaMONPOU3BONBHOIO N3MeHeHus. KpoBb, NpeaHa3HaveHHyo ang nccnenoBaHus B
BMAE LienNbHOW KPOBWU U NNa3Mbl KPOBWU, COXPaHAT B NPUCYTCTBUN COOTBETCTBYIOLLMX aHTUKOArynsiHTOB.

5.1.8 o Ha4ana akcnepuMeHTa, No BO3MOXHOCTN, OTOUpatoT hoHOBLIE Npobbl. B HeKoTOpbIX nccneno-
BaHUAX POHOBBLIE NMPodLI (HanpUMep, TKaHW) Yy NOAOMNbITHLIX )KUBOTHLIX 0TOBpaTb HEBO3MOXXHO, MO3TOMY UX 3a-
OMpatoT y KOHTPOMNBHOW rpynmbl.

5.1.9 Bpemsa otbopa npod A0MKHO COOTBETCTBOBATL TUNY UccneagoBaHnsa. OTOOp OCYLLLEeCTBMNAT B Te-
YyeHue NepmoaoB BPEMEHN ANMMTENbHOCTbLIO B HECKOMBKO MUHYT, YacoB, CYTOK, HedleNnb UIN Aa)Xe MecsLeB.
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[ns nccnegosaHuin, BKIOYAOLWUX U3YyYEeHWE NMPOAYKTOB BblAeNeHUs, 0ObIYHO UCMONb3YIOT 24-4acoBble Nepu-
oAbl, NO KpanHeun mepe, B TeveHne 96 4. B nccnegoBaHuax, Tpedyrowmnx B3SATUA Npob KpOoBU, KPOBb cobMpaltoT
Nno cneuuManbHOW NporpamMmme, B KOTOPOU NPOoLLeCcC B3ATUSA KPOBU NPOAOKAETCH C UHTEPBaNnaMn OT HECKONbKUX
MUHYT 00 HECKOJIbKMX YacoB B TeyeHue /2 u.

5.1.10 TpeboBaHna nNabopaTopHOU MPaKTUKN NO MeXxayHapoaHbiM cTaHaapTam GLP aomkHbl ObITh
OCHOBOW AN TOKCUKOKNHEeTUYEeCKNX nccnegoBaHUn.

5.1.11 Ot14yeT 00 nccnegoBaHNAX ACIMKEH BKNOYaTb cneayioLwyo MHpopmMaLuio:

- JIMHUIO M UCTOYHUK MOCTYNNEHUSA XUBOTHbLIX, YCIOBUA codepXaHUd, UX pauuoH, Bo3pacT U Nnon;

- uccnegyemoe BeLecTBO U Npoby, X YNCTOTY, CTaDUMbHOCTb, XUMNYECKUN COCTaB U BBEAEHHOE KOJN-
YeCTBO;

- YCNOBUA UccnegoBaHUA, BKoYad NyTb BBeAeHUA BeLlecTBa;

- MeToabl UccneaoBaHUsA, SKCTpakuun, onpeaeneHns n Mx sanmagavuuto;

- MaTepuanbHbIM banaHc nccrneagyemoro BeLWecTBa;

- MHOMBUAYaNbHbIE pe3ynbTaTbhl HA KAXXOOM 3Tane UccneaoBaHus B Buae 1abnuubl;

- 3asiBNIeHMe O COOTBETCTBUW cTaHAapTamMm KadecTBa UMM TpeboBaHUAM nMabopaTopHON NPaKTUKU No
ctaHpgaptam GLP;

- 0bCcy)aeHune nonyvYeHHbIX pesynbTaToB,;

- MHTepnpeTauuio NoNyyYeHHbIX pe3ynbTaToB.

5.2 PykoBogcTBO No cneuncdpuuieckum Mmetogam uccneaoBaHUU

5.2.1 OCcHOBHbIe NONOXeHUA

MccneagoBaHue NNaHMpYOT Takum 0bpasom, YToObI NONYyYnTb MHOPMaLUIO AN OUEHKU TONBKO CTENEHU
pDUCKA UCMONb30BaHMA Me AULMHCKUX N3aennii, Tak YTo OObIMHO HET HECOXOAMMOCTU B PACCMOTPEHNN BCEX ac-
NEeKTOB.

5.2.1.1 UccnepoBaHusa abcopbuunn, pacnpegeneHust, Metabonumama 1 akckpeumm npoBoasiT No oTAeNb-
HOCTU, N3y4vaqa OaUH U3 nepedncneHHbIX NpoLeccoB, AN OAHOBPEMEHHO, paccMaTpUBada HECKOMBKO acneKkToB
B OAHOM UccneaocBaHUN.

5.2.1.2 KonnuecTtBo N3y4yaemblX KNHETUMECKUX NapaMeTpOoB BbIOUPpalOT B 3aBUCUMOCTU OT NporpaMmbl
nceneposaHUn. Cpeaun HUX: CKopocCTb abcopbuun, ckopocTb BeiBegeHusa, AUC, ,, AUMC, ,, C nepuon
NonyBbIBEAEHUSA, cpeaHee BpeMa npebbiBaHUA, 00beM pacnpeaeneHns 1 KnmpeHc.

5.2.1.3 KnHetnveckne napameTpbl MOTYT ObITb onpeaeneHbl TONbLKO ANd onpeaeneHHbIX MONEKyn, U,
cnegoBaTenbHO, UCMONBL3YIOTCA cneunduyHble MeToabl UCMbITAHUA, YYBCTBUTENbHLIE K 3TUM MONEeKynam.
MCTUHHBIE KUHETUYECKME NapaMeTPbl KaXXA0ro BelecTBa MOryT ObITb onpegeneHsl TOMbKO MPWU ero BHYTPU-
BEHHOM BBeAeHUU. INosTomy npm HeobXoAMMOCTU B NporpaMmMy BKIHOYAOT UCCNeaoBaHUSA ¢ orpaHUYeHHbIM
BHYTPUBEHHLIM BBeAEHUEM. OTO NO3BONSAET onpeaennTb KONMMYeCcTBO NMOCTYNUBLUEro B OpraHnsm BellecTBa
ONs1 KOpPeKUUU pesynbTaToB, NonyvaeMblX Npu Apyrmx cnocobax BBeAeHUS.

5.2.1.4 [na onpegeneHna KMHETUYECKMX NMapamMeTpoB UCNONb3YIOT COOTBETCTBYIOWYHO KMHETUYECKYIO
Moaenb. CYLWEeCTBYIOT cneunanbHble KOMNbIOTEPHBbIE NporpamMmMbl AN BblMUCIEHUSA 3TUX NapamMeTpoB. [1por-
paMMHoOe obecneveHmne yTBepKaatoT A0 eroc UCNOMNb3oBaHUA U NOATBEPXKAAT 3TO AOKYMeHTanbHo. lNpeano-
NoXXeHUs, BBOASALLMECH B NporpaMmmy, 1 BblOOp KWHETUYECKON MOAENN Takke oTpaXaloT B oTveTe.

5.2.2 Abcopbuun

[Tpouecc abcopbunm 3aBUCUT OT NYTU BBEAEHUSI UCCNEeayeMOoro BellecTBa, ero pusnko-XmmMm4eckoro
COCTOSIHUA U SKCTparnpyroLen Xmgkoct. Ero oueHmnBaroT No KOHLUEHTpaL MM AaHHOTO BelleCcTBa B KPOBW, B Chl-
BOPOTKE, B BbIAENEHUAX N B TKAHAX opraHu3ama. Takke paccMmaTpuBatoT HE0OXoAMMOCTb NPoBeAEeHUSA NOTHOMo
nceneaoBaHns BUONOrM4YecKom JOCTYNMHOCTU 3TOTO BellecTBa. Boibop Tpebyemoro metoga nccneoBaHuUs 3a-
BUCUT OT MHQOPMALINA, KOTOPYIO HYXKHO NONTYYUTb, BO3SMOXXHOCTU MPUMEHEHUS MaTepuana, MeYeHHoro pagno-
N30TONaMKn, U UCNOMb3yeEMOro MeToaa aHanmaa. [pn ncenegoBaHUN KUHETUYECKMX MapaMeTpPoB KOHCTaHTA
CKOPOCTU npoLecca abcopbumm MoXeT ObITb AOCTOBEPHO BblYMCIEHA NPU YCIIOBUU, UTO B dpase abcopbuum
B3SITO AOCTATOYHOE YNCNo Nnpood.

max’ tmax’

[TpnmedaHwme— CywecTBYOT METOAbI in Vilro, KOTOPbIE AA0T BAXHYIO MHPOPMaLUNIO O XENyaouHO-KULWEYHOW
N KOXXHOW abcopbumm XMMNYECKNX BELLLECTB.

5.2.3 PacnpepeneHue

5.2.3.1 AnaunccnegoBaHnsa npolecca pacnpegeneHnd, Kak npasuno, UCNob3yT MeYyeHHoe paanonso-
TOoNnamu BelwlecTBo. MiccnegoBaHns MOryT ObITb:

- KONn4yecTBEeHHbIMU, onpeaensarLWnMMn YPOBHN CoaepXaHNs BellecTBa B cpes3ax TKaHeu;
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- KayeCcTBEHHbIMW, UCMOSMb3YOLLMMU 0DLLYI0 ayTopaguorpaduio;
- NOSTYKONMYECTBEHHBIMU, UCMOMb3YIOLLIMMUN BbIOOPOYHYIO ayTopaguorpadnto No ctTaHAapTHBIM NOSISIM.

5.2.3.2 O0bIMHO NpUX U3y4eHUN Npouecca pacnpeneneHnsa spemeHeMm oTbopa npob asnsetca f
T.€. 24 n 168 4 nnn Gonee, B 3aBUCUMOCTU OT BPEMEHU BbIBeAEeHUA nccrneayemoro sBeuwectsa. OTéop npobd B
MPOMEXYTOUYHBIE MHTEPBAnblI BPpEMEHW NPOBOAST, KOraa TpebyloTca AoNoNHUTENbHbIE AaHHbIe. bonee YacTbin
oTOOP NPob 0BLIMHO BLIMOMHAKT HA paHHUX dhasax abcopbunm n BeiBedeHUs. [pn 3ToM DepyT Kak MOXHO
bonblie nNpod B TeveHne pasbl BbIBEAEHUS (TeopeTudeckn 3—4 nepuoaa rnonyebiBeAeHUN) Ansl TOro, Ytoosl
obecnevnTb Donee ToUHOE onpeaeneHne napamMmeTposB.

OCHOBHbIM peluaoLmMm pakTopom ABnsAeTca YyBCTBUTENbHOCTL MeToAa.

5.2.4 MeTtabonuam n akckpeuus

5.2.4.1 Knetkn gns coaepXaHusi XXUBOTHBLIX NPU U3yHeHUM MeTabonmama A0MKHbI NO3BONATL NPOBO-
OUTb OTAENbHLIN COOP MOoYM U PeKannn Ha Bcex atanax nccnegosanHus. lNpun anutensHOCTM nccnegoBaHnn Ao
14 cyT Mo4y 1 oekanun oTompatoT OTAENbHO B Te4YeHne 24 4 1 NOTOM — Yepes Kaxable 24 4 A0 KOHLA 3KCne-
pumMmeHTa. IHorga nnaH nccneaoBaHMmM MOXET npegycMaTpuBaTh 3BTaHA3MIO XKUBOTHBIX Ha NPOMEXYTOYHbIX
cCTagunsx.

[TpoOLI MOTYT ObITb OTODPAaHLI paHblle 24 4, Koraa eCcTb BEPOSATHOCTL OLICTPOro BhIBEAEHUS Uccneaye-
MOro BellecTBa Unn ero metadonuToBs. [Npn aAnuTenbHbIX UCCcneaoBaHUAxX oToop npod B Ha4varnbHOM nepuoae
NPOBOAAT TaK XKe, Kak Asl KpaTKOBPEeMEeHHbIX nccnegoBaHuia. 3atem npodbl 0TOMPaT HeNpPepbIBHO B TEYEHUE
24 4 yepes yCTaHOBMNEHHLIA UHTEpBAaI BPeMeHMN.

[TpunmedaHune—lcnonb3oBaHue KNETOK ANA U3yYeHUs meTtabonuama npu anMnTenbHbIX UCCNeaoBaHUNAX MO-
XeT ObITb BPpEAHbIM AN 340POBbSA XUBOTHbLIX. [T03TOMY Npy NPOAOIIKUTENBHOM 3KCNEPUMEHTE ANS NONYyYEHUSA OCTOBEP-
HbIX pe3ynbTaToB NPobbl cObupaeT Yepes onpeaeneHHbie MHTEPBarbl BPEMEHU, N 3TU PE3YNbTaTbl SKCTPaANONNPYIOTCS,
Kak Npu HeENnpepbIBHOM oTbope npob.

5.2.4.2 Tpynbl XUBOTHLIX U/UNN NX OPpraHbl-MULLEHN COXPaHST ANs MCCNeAoBaHWU, a KPOBb 3TUX XKU-
BOTHbIX 3abupatoT ans onpegeneHnsl KoHUeHTpauMM BewWwecTB B niasme 1 LuenbHou KpoBu. [locne otbopa
npod B MOMEHT 3BTaHa31WM KNeTKX ANns uccrneagosaHn Metabonmama, Mmove- 1 KanocbopHUKA MOKOT cneLnans-
HbIMU pacTBopUTenaMn. Bo3MOXHO HakonneHue MnoJiydeHHbIX CMbIBOB U COXpaHeHue penpeseHTaTUBHOW
yacTun Ans aHanu3oB.

5.2.4.3 Korga ucnosnb3yloT BeLeCTBO, NOMeYeHHoe pagnonsotTonamMm (CM. NpruMedaHne HUXe ), BoccTa-
HOBMEHWEe UMK pacyeTHOe BOCCTAHOBNEHUE nccneagyemMoro Bellectsa B Hopme A0KHO bbITh (100 £ 10) %. Ko-
NMMYECTBO LUCCeayeMOoro BellecTBa B KaXXaon dopakuum aHanmsnmpyrT ¢ MOMOLLbH YCTaHOBEHHbIX npoueayp
018 KaXXaoro Me4YeHHoro U He Me4YeHHoro pagmonsoTonamMmm BelecTsa B COOTBETCTBYOLWeN cpeae. [pu nc-
NoSIb30BaHNU BeLLEeCTB, MeYeHHbIX paguonsoTonamMmuy, NPOBOAAT OLLEHKY Kak NepBUYHOro BellecTBa, Tak 1 Me-
TabONMUTOB, €CNnA NPX 3TOM He ObINTM UCNOMb30BaHbl cneuuanbHble MeToauku. Ecnn BelecTBo, MeyYeHHoe
paguon3oTonamm, He BOCCTaHaBMNMBaETCA B AOCTAaTOUMHOM KONMMYECTBE B 3KCKpeTe (dhekanmax u/unm mode)
M B OpraHMamMe noAonbITHOrO XXUBOTHOTO, paccMaTpuBaloT HeobXoaMMOCTbL cOOpa BblAbIXaeMOoro Bo3ayxa.

[1TpwvmeyaHune— He BO Bcex cnyvasix 4OCTMXKUMA Tpebyemas cteneHb BOCCTAHOBNEHUS. [TpnYnHbI N0ObIX OT-
KNOHEHUN PETMCTPUPYIOT U 0DOCHOBLIBAIOT B OT4eTe 06 nccnegoBaHusix.

5.2.4.4 YpPOBHU pagnoaKkTUBHOCTU B BMONOrMYeCcKon cpeae onpeacnsatoT NoacHeToM, HanpuMmep MeTo-
OOM CUMHTUNNALUWK XXugkocTn. OaHako cneayeTt nogvyepKHyTb, YTO B AaHHOM MeTode UCMOoNb3yeTcs CMellaH-
HasA KOHLEHTpauusa BelwectBa U ero MetabonutoB, NO3STOMY Ha €e OCHOBE He MOryT ObiTb onpeaeneHsbl
KNHeTu4eckme napameTpbl. Tam, rae HeobxoamMmo otaeneHne MetabonnuToB, NCMONb3YIOT PAA NpoLeayp 3Ke-
Tpakun U xpomaTtorpadpuyeckmx MeTogoB aHanmsa (Hanpumep, mMetoabl BblCOKO3I(PEeKTUBHOU XXUOKOCTHOW
XpomaTtorpadpun, xpomaTtorpadomm B TOHKOM crnoe copbeHTa — TOHKOCNOUHON XpomMaTorpadunn, rasoknakoc-
THOW XpomaTorpaguun), a nonyvyeHHbl Mmatepuan XxapakTepusyloT nocpeacTBOM paga XMMUYECKUX 1 punsn-
KO-XUMUYECKNX MeTodoB (Hanpumep, Macc-CreKTpoOMeTpUudeckMn MeTtod, CNeKTPOCKONMUMYecKun metoa
A4epHO-MarHMTHOro pesoHaHca).

[TpumedaHune—CywecTByeT Hay4vHas nutepaTtypa no NPUMEHEHUIO KYINbTYP TKAHEW, KINETOK, TOMOreHaToB U
N30NTMPOBAHHbLIX PEPMEHTOB AN U3YyYEHUS MeTabonnama B onbitax in vitro. 3tm metoasl, B OTNNYME OT METOAOB iN Vivo,
NO3BOIAKT NPOrHO3NMPOBaTh NYyTU MeTaboNMMama, Korga BeLWeCTBO NOKANnM3yeTcs B HEAOCTYNHOM A5 UCCeA0BaHNN MEC-
Te. Cneayert OTMETUTL, YTO CTEMEHN U CKOPOCTU MeTabonuama npu onpegeneHnmn metogamm in vitro v in vivo 4acto oTnu-
4yaroTCH.
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[MpnnoxeHve A
(oba3aTenbHoOe)

PekomMmeHaaLuu no npoBeeHUI0O TOKCUKOKUHETUUYECKUX nccrnegoBaHUM

A.1 Wcnonb3oBaHne 6onblUMHCTBA MEAULMHCKUX U3OENUA CBA3AHO C NMOTEHUManbHOW onacHocTbio. OaHako npo-
BEAEHNE TOKCUKOKMHETUYECKUX UCCIEea0BaHUN BCEX NOAEHTUMUUNPYEMbBIX NPOAYKTOB Aerpagaumm u BbiIMbIBAHUA N BCEX
MeOANLUNHCKUX N3OENUN He ABMAETCH HEODXOANMbBIM UMY MPaKTUYHbIM.

A.2 PaccmarpuBas HeobXoauMOCTb TOKCUKOKMHETUYECKUX NCCIEA0BAHUN KaK YacTu BUONOrmyeckon oueHKU meam-
LMHCKUX U3genun, NnpuHMMalT BO BHUMaHUE KOHEYHbIM NMPOAYKT, COCTaBMNAOLWMNE ero XMMmn4yeckmue BeuwecTsa, noTeHum-
arbHble 1 MOAEeNnMpyemMble NPOAYKThI Aerpagaumn U BbIMbIBaHUA, @ TaKKe Ha3Ha4vYeHue nagenvn.

A.3 Tam, rage BO3MOXHbl TEOpPETUHECKNE NCCrnegoBaHns NPOLLECCOB Aerpagaunn, oHM AOXHbl ObiTb NPOBEAEHbI B
onblTax in vitro (HanpUmMep, Ha KynbTypax TKAHEW, KNETOK UNU roMmoreHartax) 4o Havana TOKCUMKOKUHETUYECKNX NCCNeaoBa-
HUW. ITO 0BYCNOBMNEHO HE TONBKO TPEBOBAHNEM MUHUMATBHOIO UCTMONb30BAHUS XXUBOTHbLIX B 3KCNEPUMEHTAX, NPUBEAEH-
HbiM B ICO 10993-2, HO TakXe HeobXxoaAMMOCTbIO onpeaeneHns Hanbonee BEPOATHLIX NPOAYKTOB Aerpagauunm.

A.4 HeobxoanmocTb NpoBeAeHUS TOKCUKOKUHETUHECKUX NCCNeaoBaHUN paccMmaTpuBaeTCs, €CIN:

- n3genve Npv NPUMEHEeHUM No Ha3HaAYeHto NOANEXNT paccacbiBaHUIO NOA BINIUSHMEM DMonormyecknx hakTopoB
NNK

- n3genve nMmeet ANUTENbHbIN KOHTAKT C OPraHn3mMmomM YeroBeKka npu uMnrnaHtTaumm, U3aBecTHa unu npeanonaraeTcs
ero buogerpagauns nnu cyuwecTBeHHasi KOPPo3uns 1 (MnNn) N3 nagenusi NPONCXoamT MUIpaLmns BbIMbIBAEMbIX BELWLECTB, UMK

- €CTb CBEAEHUS UNN CYLLECTBYET BO3MOXHOCTb 0O6pa3oBaHnsA 3HAYUTENBbHbLIX KONMMYECTB NMNOTEHUMANBHO TOKCUY-
HbIX NN PEaKLNOHHOCMOCODHLIX NPOAYKTOB Aerpagaunm N BbiIMbIBAHUS, MUTPUPYIOLLNX N3 MEONLIMHCKMX U3OENNN B Opra-
HU3M YEeNOBEKA NPU KNNHNYECKOM NPUMEHEHNI.

[TpuumeyaHune— 3HavyeHne TEPMUHA «3HAYUTENbHbIE KONMMYECTBAa» 3aBUCUT OT XUMUYECKUX CBOUCTB BELLEC-
TBa, O KOTOPOM UAET Peub.

A.5 TlpoBeaeHne TOKCUKOKMHETUHYECKNX NCCNeaoBaHNN He TpebyeTcs, ecnu:

- NPV 4OCTUraemMoun UIun npeanonaraeMmomn CKOpPoCTU MUNpPaumn N BbIMbIBaHUSA U3 U3LQENUN U MaTEPUNATIOB YPOBEHD
NPOAYKTOB 3TUX NnpoueccoB 6e3onaceH Unn ectb gaHHble 0 6e30NacHOM KINMHUYECKOM MPUMEHEHUWN, UNN

- V)K€ HaKOMI1€Hbl 3HAYNTENBbHbIE TOKCUKONONMYECKNE NN TOKCUKOKNHETUYECKNE OaHHbIE, OTHOCALLMECH K MPOAYK-

Tam gerpagaumm n BbIMbIBAHUS.
A.6 Mwurpauus npoaykToB Aerpagaumm u BbIMbIBAHUSA U3 METAanNNoB, CMaBoOB U KEPAMUKM 0ObIYHO OYEeHb HE3HAYU-

TellbHa N HE HABJIHETCHA OCHOBaHWEM Al rnpopeageHnd TOKCUKOKMHETUNYHECKMNX HCCJ’IEJEI,OBEIHHF’I.
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