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FOCTTI NCO 10993.3-99
BsegeHune

HactoAawunin cTaHAapT ABNAeTCH NPAMbIM NPUMEHEHWEM MeX[yHapoAHoro ctaHgapta WCO
10993-3—92 "N3penus meguuymnHckme. OLeHKa 6MONOTMYECKOro AeACTBUS MeAULMHCKUX n3genunin. Yactb
3. iccnegoBaHne N?NOTOKEMYNOCTW, KAaHLEPOTEHHOCTU U TOKCMYECKOTro AeCTBUS Ha PENPOAYKTUBHYO
YHKUMIO", NOATOTOBNEHHOTO TexHnyeckum komutetom VMCO 194 "Buonornyeckas oueHka MefULUH-
CKMX 1 3y6HbIX MaTepnanos W yCTpoOKcTB".

OueHKa 6MOCOBMECTUMOCTY MEANLUHCKNX U3[eNNiA 4acTO HOCUT aMNUPUYECKUn xapakTtep. CTumy-
NOM 15 NOJOBHbIX MCCcnefoBaHnii ABnseTca obecneyeHne 6e3onacHoOCTW yenoseka. He Bce MeTOAbl ONeH-
KW TeHOTOKCWYHOCTU, KaHLEePOreHHOCTU WAN TOKCMYECKOro f[eiCTBMA Ha PenpofyKTUBHYH (PYHKLUIO
MMeT 0AMHAaKOBO XOPOLIMIA YPOBEHb NPOPaboTKM. TO e camMoe MOXHO CKa3aTb 06 MX HafeXHOCTH.

OrpaHuyeHnem B UCMONb30BAHUM pPacCMaTpPUBaEMblX MeTOA0B ABMAIOTCA pa3mMepbl 06pa3Lia, 0CObeH-
HOCTV ero NPUroTOTEHHA, HayyHas UHTepnpeTayna pa3BUTUA NAaTONOrMYECKUX MPOLLECCOB B OpraHu3Me.
Ha paty yTBepXfAeHUA HacTofLero ctaHjapTa upegsaraemMble MeToAbl 6bi1 Hanbonee npuemaemsi.

AnbTepHaTWBOW nNpefnaraeMblM MeTofaM MOryT 6biTb Takue, KOTOpble MO3BONAT Hambonee TOYHO
MHTepnpeTnpoBaTh pesynbTaTbl MCCNEfOBaHUIA U HafjeXXHee OLEeHUTb 6e30NacHOCTb M3yYaeMblX MaTepua-
noB ATA yenoseka. Hanpumep 6nonornyeckme MexaHu3mbl KaHLeporeHesa U3yyeHbl He0CTaTOYHO rny6o0-
KO U MOXHO HafesTbCA, YTO JOCTVMIKEHWA HayKW B 3TOW 06nactv B 6Auxailuee BpemMs W3MEHAT Halwe
npefcraBiieHWe Ha NMPUPOAY 3TOr0 ABMEHUA, a TaKXe MeTofbl UCC/eflOBaHNA KaHLleporeHesa.

Mpu BbIGOPE METOAOB 4TS OLEHKM Kakoro-nn6o usfgenns Heobxogmma TuwaTesbHas OLeHKa UX BO3-
MO>XHOT0 WCMOMAb30BaHNA YeN0BEKOM W NOTEHLWNanbHOro B3auMOAeNCTBNA M3[4enna C pasNnyHbiMu 6mo-
NOTUYECKMMU cucTemammn. OTa KoHUenuusa 6yfeT nmeTb 0ocob0e 3HaYeHWe MPW U3YyYeHWW BPeAHOro BO3-
0eNCTBUA Ha PenpoAYKTUBHYIO CUCTEMY.

HacTosAwmnidi cTaHAapT pacnpocTpaHAeTCca Ha MeTOAbl onpejeneHuns cneunduyecknx 6MoNornyecknx
3P heKTOB U CBA3aHHbIE C HAMU MaKCUMafibHO YyBCTBUTENbHbIE TECTbl. HTEpnpeTaumns pesynbTaTos n uUx
3HayeHue ANd 340pOBbA Ye/I0BEKA He pacCcMaTpuBaloTCA B HACTOALLEM CTaHAapTe.

[MoTeHymManbHasa oNacHoOCTb AO/HKHA OLEHNBATLCA B KAXAOM KOHKPETHOM C/y4yae C yYeTOM BNUAHUA
Takux (haKTOpoOB, KakK CTeneHb BO3feiCTBUA, cneundunyeckme pasnnyuna, MexaHnvyeckue u usmyeckue
acrnekTbl, MOCKO/IbKY MONYYEHHbIE pe3y/bTaTbl He BCerfja paBHO3HauHbI.
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FTOCYALAPCTBEHHbBI W CTAHAOAPT POCCUMCKOW SEAEPALUMN

N3genus mMeguumHcKue

OLUEHKA BMONIOFMYECKOTO AENCTBUA MEAULMHCKNX U3AENUNI

YacTtb3
WccnepoBaHne reHOroOKCMYMOCTH, KaHLEPOreHHOEMH 1 TOKCMYECKOro AeiiCTBUA Ha PenpofyKTUBHYIO
(hYHKUMIO

Biological evaluation of medical devices.
Part 3. Tests for gcnotoxicity. carcinogenicity and reproductive toxicity

fata sBefeHna 2002-01-01

1 O6nacTb NpUMeHeHUs

HaCTOﬂLLI,VIVI CTaHAapT yCTaHaB/NNBAET TeCTbl ANA N3YyHYEHUA CI'IELWI(*)VILIECKOI'O 610N0rnyecKoro ,u,e17|-
CTBUA:

— FeHOTOKCUYHOCTb;

— KaHLeporeHHoCTb;

— TOKCMYeCcKoe felicTBMe HA PenpofyKTUBHYI (DYHKLUIO U pasBuTue.

3TU TeCTbl YMECTHbI MPU OCYLLECTBNEHNN BUONOTNYECKON OLEeHKN HEKOTOPbIX KaTeropuin MeguLuH-
CKUX n3genunin (cm. npumeyvaHue). PykoBoACTBO Nno Bbi6opy TecToB m3noxeHo B FOCT P MCO 10993.1.
Ecnm Heo6Xxo4MMO OLEHNTb NOTEHLNANbHY FeHOTOKCUYHOCTb. KAHUEPOTEHHOCTb U AeiCTBME Ha penpo-
OYKTUBHYIO PYHKLUMIO, cnegyeT NPpoOBOANTL 3Ty OL,eHKY B COOTBETCTBMW C HACTOALLMM CTaHAAPTOM.

B 60/bWMWHCTBE TECTOB, BOLWEAWMNX B HACTOAWMNIA CTaH[apT, COAEPXATCA CCbI/IKW Ha PYKOBOACTBO
MexayHapoAHOW opraHusaLmy nNo coTpyaHWMYECTBY B 061aCTM 3KOHOMUKK 1 pa3Butua (OECD/O3CP)
N0 TeCTUPOBAHUIO XMMUYECKNX BelecTB. Mpy 3TOM yKasbiBaloT COOTBETCTBYIOLW NI HOMep TecTa.

MpumeuvaHune —TepmuH "nsgenne” npusegeH 8 FOCT P MCO 10993.1.

TpeboBaHMS HACTOSILLErO CTAaHAApPTA SBAATCA PEKOMEHAYEMBIMW.

2 HopmaTuBHbIE CChIIKK

B HacToauWeM cTaHAapTe UCMOMb3YHT CCbIIKW Na cnefyrowmne ctaHaapThl:

FOCT P MCO 10993.1—99 U3genna meguumHckue. OueHka 6M0N0OrMyeckoro geincTema MeguLLMHc-
Kux nsgenunii. Yacte 1. OueHKa U uccnesoBaHus

FOCT P NCO 10993.12—99 N3genus meanumnmHckme. OHenka 6M0ONOrNMYecKoro geiicTeusa MeauLnNH-

CKMX nsgenwnii. Yacte 12. MpurotosneHne npob u ctaHfapTHble o6pasybl. MccnegoBaHma 06w eToKCHYecC-
KOro feiicTeus

PykoBogctBo O3 CP no TecTUPOBaHMIO XUMMUYECKNX BelecTB. OTAenbHble MEeTOAbl OLEHKM:
— TeCTbl HA TEHOTOKCMYHOCTb in Vitro:

* COOTBETCTBYET yTBEPXKAEHHOMY B Poccuiickoii ®enepauum Tecty 14.1 Ho P[, 64-126—91 "MpaBuna fLOKANHK-
YecKoI OMeHKW 6e30MacHOCTU PapMaKkoNOrMYecKnx CpefcTs".
** COoOTBETCTBYET YTBEpXeHHOMY B Poccuiickoii ®epepaumn Tecty 145 (P, 64-126—91).

M3paHne opuumanbHoe

I*
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471 reHeTuyeckas Tokcukonorus. Salmonella typhimurium. OueHka peBepTaHTHbIX MyTaLuin*,

472 reHeTuyeckasa Tokcukonorusa. Escherichia coli. OueHka peBepTaHTHbIX MyTauuii**,

473 reHeTnyeckas TOKCMKONOTruUA. LIMTOreHeTUYeCKUA TecT Ha KNeTkax mMaekonutalwLwWwmx in vitro.

476 reHeTMYeCKas TOKCUKONOTNA. M3yyeHUe reHHbIX MyTaunii Ha KNeTkax MAeKonuTawWwmux in vitro,

479 reHeTuyeckas TOKCMKonorna. MNsyueHne ceCTPMHCKOTO XpoMaTUAHOro o6MeHa Ha KneTkax mne-
KonuTarwmux in vitro,

480 reHeTuYeckas TOKCMKONOTUS. M3yuyeHune reHHbIX MyTaLuuii Ha gpoxokax. Saccharomyces cerevisiae,

481 reHeTuyeckas TOKCMKONOrna. N3yyeHne MUTOTUYECKOW pPeKOMOGUHALUMN Ha APOXOKaX.

482 reHeTuyeckaa Tokcukonorua. MNsydyeHmne nospexgeHua u penapauynn JHK Ha kneTkax mneko-
nUTaoLWKnX:

—TecTbl Ha FEHOTOKCUYHOCTb in Vivo:

474 reHeTnyeckasd TOKCMKoONorma. MukposgepHblil TecT*,

475 reHeTuyeckas TOKCMKONOTMA. LiuToreHeTMUYecKnii TeCT-XPOMOCOMHBbI/ aHann3 Ha KneTkax Koc-
THOTO MO3ra MIeKOMUTal LLNX**,

478 reHeTnyeckas TOKCMKONOTMA. [lOMUHAHTHbIN NeTanbHbIA TECT Ha FPbI3yHaxX***,

483 reHeTnuyeckad TOKCUKONOrusa. LiutoreHetuyeckume ncciefoBaHMa Ha MOMOBbLIX KNETKaX MJIeKO-
nuTal WnxX,

484 reHeTuyeckas Tokcukonorns. CMOT — TecT Ha Mblwax (TOYeYHble MyTayuu).

485 reHeTnyeckas TOKCMKonorns. N3yyeHune HacneAcTBEHHbIX TPaHCNOKaLUA Ha MblLLK;

— N3y4YeHue KaHLEeporeHHoOro geicTeus:

451 n3y4yeHue KaHUeporeHHoe™ *4

453 KOM6WHUPOBAHHOE M3YyYeHMe TOKCUYHOCTU U KaHLEpOreHHoe™ B XPOHUYECKOM ONbiTe*4;

— n3yyeHne TOKCMYECKOTo BO3AeiCTBMA Ha PenpofyKTUBHYIO PYHKLMIO:

414 n3y4yeHune TepaTOreHHOro addekra **

415 n3yyeHne BAUAHWNA Ha PENPOSYKTUBHYO DYHKLMIO METOLOM O4HOW reHepauum *.

MpaBuna No MeAULMHCKON NPOAYKUWUK, AelicTBYlOLWMe B rocyapcTBax EBponeiickoro coobuecTsa.
Tom 3. PyKoBOACTBO MO KayecTBy, 6€30MacHOCTUN, 3WPEKTUBHOCTN MefULUHCKNX U3LeNnil, ATA NCNOSb-
30BaHWA B MefuLMHCKOW npakTuke. Komuccus EBponeiickoro coobuectsa. 1989 ISBN 92-825-9619-2.

3 Onpegenexuns

B HacTodwWem cTaHfapTe MCMOML3YIOT TepMUHbLI, npusefeHHble B TOCT P MCO 10993.1. a Takxe
cnefytolne onpefeneHus:

3.1 TecT Ha reHOTOKCMYHOCTb: TecCT, B KOTOPOM WCMOMb3YKT KNETKM MAEKONMUTalWnUX U Apyrux
XMWBOTHbIX, a TakxXe 6aKTepuid, ApOXOKW unu rpubbl ANA ONpefeNeHns TeHHbIX MyTauuidi, W3MeHeHUi
XPOMOCOMHOW CTPYKTYpbl Unu apyrux nospexgenuii JHK. BbI3BaHHbIX N3yYaeMbiMy MaTepuanamu, nsge-
NUAMKN UK 3KCTPaKTamm U3 MaTepuATOB.

Il pumMcyaHunc— KaTomy onpefiefleHo MOTYT 6bITb TakXKe OTHECEHbI TECTbl Ha LIe/IOCTHOM OpraHu3me.

3.2 n3yyeHue KaHLeporeHHoe™ (TecT Ha KaHMepPOrCHHOCTb): TecT, cnyxalwuit a™ onpegeneHuns no-
TeHUManbHOW OHKOTeHHOW 0NacHOCTW W3LeNuil, MaTepuaToB H/WAN 3IKCTPAKTOB M3 HUX MPU OAHO- WK
MHOrOKpaTHOM BO34eACTBMW B TEYEHWE BCEIrO XM3HEHHOTO LWKAa 3KCNePUMEHTanbHOr0 XUBOTHOTO.

MpumeyaHne —Iofo6HbIE TECTBI MOTYT 6bITb PacCUMTaHbl Ha U3YUYeHKe KakK XPOHUUYECKOW TOKCUYHOCTK,
Tak U OHKOTeHHOI 0NacHOCTU B paMKax OfHOT0 3KCMepPUMEHTa.

3.3 n3yyeHve BO3feiCTBMSA Ha PENpOAYKTUBHY QYHKLWIO U pasBUTMe: MeToZbl, CNyXKallue ATS OHeH-

* COOTBETCTBYET yTBepPXAeHHOMY B Poccuiickoit ®epepayun Tecty 3.2 (MP M3, npotokon N5 6 ot
11.06.1998).

** COOTBETCTBYeT yTBEpPXAeHHOMY n Poccuiickoli ®egepaumnn Tecty 14.2 (PA 64-126—91).

*** COOTBETCTBYET yTBEPXAeHHOMY B Poccuiickoii ®egepauynn tecty 14.3 (P 64-126—91).

*4 CooTBeTCTBYeT yTBepXAeHHOMY B Poccuiickoin ®egepaynun tecty (MP M3, npotokon Ne 12 ot
27.11.1997)

** COOTBETCTBYeT YTBepXAeHHOMY B Poccuiickoin ®epepauun tecty 15 (P 64-126—91).

** COOTBETCTBYET yTBepXAeHHOMY B Poccuiickoii ®egepaunn Tecty 13 (P 64-126—91).

*’ CooTBeTCTB\RT yTBEpXAeHHOMY B Poccuiickoii ®egepauumn metogy (MP M3, npoTtokon Ne 8 ot
03.07.1997)
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KW MNOTEHLMNaNbHOro BO3AeCTBNA U3[ennin, MaTepnanos, N/MNM IKCTPAKTOB U3 HUX Ha PeNPOAYKTUBHYIO
yHKUMIO, 3MOpuoreHes (TepaToreHHOCTb), MpeHaTaNbHOe W NOCTHaTaAbHOE pa3BUTUeE.

3.4 makcuMmanbHO umnnaHTupyemasa gosa (MWA): MakcumanbHOoe KONWYECTBO UMMNAHTUPYEMOTO
maTepuana, KOTOpoe He Bbi3biBaeT Yy 3KCMEPUMEHTaNbHbIX XXUBOTHbIX PU3NUYECKUX U MEXAHWYECKNX No-
BPEXAEHNIA.

MpumeyaHwune —/Onda npegoTspaLeHna HeXxenaTenbHo 60/1e3HEHHOCTH Y XNBOTHbIX NPU OSTINTENBbHbIX
nccnegoBaHMAX moryTt I'IOHa,qOﬁVITbCFI npeaBapuTenbHble UCCNEAOBaHNA.

3.5 n3genue, Hakanimsalwllee sHepPrui0: Y CTpoiicTea, nNpefHasHayeHHble AN OCYL|ECTBAEHUS Tepa-
MeBTUYECKOTO AeCTBNA UM AMATHOCTMYECKOW DYHKLMUN NyTeM abCoOpOLMM 3NeKTPOMArHUTHOTO, MOHHO-
ro WAN ynbTPasByKOBOM) U3NYyUeHMS.

MpumevyaHune — 3ro He oTHOCUTCA K yCTpOI7ICTBaX!, Bblpa6aTbIBalOLIJ,VIM 3]'IeKTpVI‘—I€‘CKVIVI TOK. TakKuM Kak
3N1EeKTPOKayTepbl, BOAUTENN pUTMaA UK (byHKLlVIOHaﬂbeIe 3NICKTPOCTUMYNATOPLI.

4 MeToabl U3y4YeHUs reHOTOKCUYHOCTU

4.1 O6wume nonoxeHus

B cnyuae, korfa Heo6Xo04MMO OLEHUTb FEHOTOKCMYECKOe feliCTBUe MEeJULMHCKOTO U3Aenuns, cnegyet
NMPOBECTW CEPUID TECTOB in vitro. dTa cepusa [O/MKHA BKAKOYaTb N0 KpaliHeil mMepe TpW ucnbiTaHusA. Mpw
3TOM MO MeHblWel Mepe ABa M3 HUX HEOBXONMMO BBLIMOMHWUTL Ha KNeTKax MAEKONUTalLWmnX — KneTkax
MULEHAX. XenaTenbHO, YTOObl 3TW TeCTbl PacMpPoOCTPaHANNCL Ha TPW YPOBHA TEHOTOKCMYECKUX adhdek-
ToB: JHK-BO3AeiCTBME, TEHHbIE MYyTaLUW M XPOMOCOMHbIe abGepaynu.

Mpn mcuyaHmc—Tectol O3CP 471 n 473 nokaszanu cebd BecbMa LieHHbIMU. B cnyyae Heo6xogumMocTn ux
MOXXHO MOAKPEenuTbL TeCToM 476.

Bce nccnefoBaHUA Ha XXMBOTHLIX HEOOX0AMMO OCYLLECTBNATL B cooTBeTCTBMM € 4.1 MCO 10993-2 |39].

WcecnefosaHna MefUUUHCKUX U3LeNNIA Na TEHOTOKCMYHOCTb CleAyeT OCyLecTBAATL B COOTBETCTBUN
c FTOCT P NCO 10993.1. 3a UCK/IOYEHNEM M3AeNNIA U3 HEreHOTOKCUYHbIX MaTepuanos, n 6onee Toro,
KOrfja BCE OCHOBHbIE KOMMOHEHTbI 3KCTPAKTOB, KOTOPble MOTYT 6bITb UAEHTUPULUPOBAHbLI MOAXOAALUMM
aHannTU4yecKUMmM metTodamu, NposaBunn cebs Kak He ob6najallime reHOTOKCUYHOCTLIO (CM. Takxe Tabnu-
uy 1FOCT P NCO 10993.1).

4.2 MpuroTosnexHne npob

Mepen NPUroTOBNEHNEM IKCTPAKTOB M HayanoM WCMbITAHWA BCe MaTepuanbl MW M3LENUS [OMKHbI
6bITb B TOTOBOM K ynoTpe6neHuto sufie (T.e. B BUAe KOHEYHON NpoAyKuuu). TecTUpoBaHWIO NojBeprawT
NM60 IKCTPaKThbl, NGO pacTBOpPeHHbIe B NOAXOAALLEN cpefe MaTepuansl. Ecim He06X04MMO UCNONb30BaTb
fiBa BUNa IKCTparupyowWwmx cpes, To 0fHa U3 HUX MOXEeT 6biTb (DU3N0ONOTNYECKNM PacTBOPOM, a BTOpas,
Hanpumep, — pacTBOPOM AHMETUNCYNbOKCUAA, KOTOPbIA BMOIHE COBMECTUM C TECT-CUCTEMOA.

BHumanwue ! iumetuncynsokcHs (AMCO) aBnseTcqd LUTOTOKCUYHBIM B OTAENbHbIX TeCT-cucTemax
npy KOHLUEeHTpauunsax, npesbiwarwmx 5 r/n B BOGHOM pacTBope. Heo6xo4MMo MCNOMb30BaTh MakCUManbHO
BO3MOXHble COOTHOLIEHWA MolWanu MOBEPXHOCTU K 06beMYy 3KCTparupytouein cpefbl (BbipaXeHHble B
cml/mn). Matepuanbl 1 U3feNnsa, Ha KOTOpble HAaHOCAT fledebHble cpeAcTBa nepes ynotpebneHnem, cnegyet
nccnefoBaTb C HaHECEHHbIM NeYe6HbIM CpeACcTBOM U 6e3 Hero. JKcTpakyMio Heo6X04MMO NPOBOAUTL B 3aK-
PbITbIX EMKOCTAX C MUHWMa/IbHbIM MPOCTPAHCTBOM /19 PaBHOBECHO ra3oBoil thasbl.

[ns obecneyeHns conocTaBUMbIX Pe3ynbTaTOB 3KCTPAKThl XeNaTeNbHO BbIfiepXunBaTb Npu TeMnepa-
Type 37 "C He MeHee 24 u.

Heo6Xx04MMO yunTbiBaTb BO3MOXHOCTb NOJIYYEHUA ABONCTBEHHbIX PE3Y/bTATOB.

MpuvumeyaHune — lMpurotoBnenne npob npusegeHo B FTOCT P MCO 10993.12 n MOXeET MCMO/b30BATLCA
BMECTO HacCTOALLEro NyHKTa.

4.3 MeTofbl UccnefoBaHuna
431TeHOTOKCUMYHOCTbL in vitro
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MeToAbl TECTUPOBAHMA MOXHO BblGpaTh M3 pykoBoacTBa OO CP no ncnbiTaHN XMMUYECKUX Coean-
HeHUN - TecTbl 471-473, 476. 479. 480-482.

MpumeuyaHne— B HeKOTOpble U3AeNNsS BXOAAT COEAMHEHUS, KOTOPble MO 3aMbiC/ly Pa3paboTyMKOB
AeNCTBYIOT Ha KNETKW, Hanpumep aHTUGMOTUKN UAKN aHTUCENTUKN.

432 e N0OTOKe MYHOCTb in vivo

Ecnn ecTb HayuHble fjoKa3aTeNbCTBa UMW pe3ynbTaTbl UCCNE[OBAHUI in Vitro, yKasbiBaloLlMe Ha Ha-
AnYMe NOTeHWManbHON TeHOTOKCUYHOCTW, TO ChefyeT NPOBECTW TecTbl in vivo. MeTofbl TecTUpOBaHUA
MOXHO BblbpaTbh U3 pykoBofcTBa O3CP no McnbiTaHUIO XMMWUYECKNX COefuHeHuin: 474. 475, 478, 483—
485.

MpumeyaHune—BnocneaHee Bpems pa3pabaTbiBaloTCsA TECTOBbIE CUCTEMbI C MPUMEHEHNEM TPAHCTEHHbIX
XXWBOTHBbIX, MPeAHa3HayeHHbIe 419 TeCTUPOBaHNSA Ha reHOTOKCUYHOCTb. TN METOANKM BO3MOXHO 6yayT BeCcbMa no-
Ne3Hbl NpU UccnefoBaHUM UMMNAHTaLUKU, HO Ha faTy U3[aHUA HACTOALLEero craHgapTa MCMNoNb30BaHWe 3TUX TECTOB
eLe He 6bIN0 y3aKoHeHo. OnucaHune TeCT-CUCTEM C NPUMEHEHWEM TPaHCTEHHbIX XMBOTHbIX COAEPXNTCA B iMTepary-
pe, npuBegeHHol B A.l.

5 MeTogbl U3yyeHUsa KaHLeporeHHoe™

5.1 O6uiMe NONOXKeHUs

TecTbl N0 UCCNEAOBAHNIO KAaHLLEPOTeHHOCTHN CiefyeT OCYyLLecTBNATL B cooTBeTcTBUM ¢ TOCT P NCO
10993.1.

OcHOBaHMEM AN MPOBELEHWNA TaKUX UCMNbITAHWIA MOTYT 6bITb CleAytoLie YCNOBUA:

a) pesopbupytouime maTepmansl UAN U3LENUSA, €CNN HET ABHbIX afieKBaTHbIX CBEJEHWI N0 NX BO3aen-
CTBUIO Ha YENOBEKa;

6) maTepuanbsl U U3fenns, Npu nccnefoBaHUM KOTOPbIX HA TEHOTOKCUYHOCTb C NMPUMEHEHUEM Khe-
TOK M/IEKOMUTAIO LW UX NOJyYeHbl MONOXMUTENbHbIE Pe3yNbTaThl;

B) MaTepuanbl U U3LeNns, KOHTaAKTUPYIOLWNe C BHYTPEHHUMM cpejamun opraHusma u/unm ero nono-
cTAMM B TeyeHune 30 cyT u 6onee, 3a UCKOYEHUEM TeX. O KOTOPbIX UMEKOTCS [OCTOBEPHbIE U afleKBaTHbIE
CBefleHUs 0 pesy/nbTaTaX UX KOHTaKTa C OpraHM3MOM 4enoBeKa.

B cnyuasx, Korga TpebytoTca nccnefoBaHNA KaHLEPOreHHOro apdekta, HO He 06HapyXeHO reHoTOoK-
CMYHOCTMN, MOXHO OCYLLeCTBNATb OJHOBPEMEHHO C UCCNE0BAHNAMWN KaHLLEPOTEHHOCTN KIUHUYECKME UC-
cnefioBaHus.

B cnyuvae, Korga nMnnaHTauus He apnserca Hanbonee NoAXoAAW MM MeTOAOM M3yyeHUs, HeobXoan-
MO PaccMOTpeTb aNbTePHATUBHbIV Hay4YHO 060CHOBAHHbI CNOCO6 KOHTaKTa.

5.2 MoparoToBka npo6

Mo BO3MOXHOCTW WCMNbITAHUIO AO/KHO MOABEPraTbCA M3JeNnne B rOTOBOM ANS NMPUMEHeHUs (opMme.
Martepuany cnegyet npuaaTtb yA00HYO ANf UMNAaHTaunm Gopmy, yunTbiBas Npu 3TOM MOTEHLManbHoe
KaHLeporeHHoe aelicteue TBepabix Ten (ahekT OnneHrelimepa |15]).

MpwumeuyaH e — PaspaboTaHo 06Llee pyKoBOACTBO No nogrotoske npo6 (FOCT P NCO 10993.12),
KOTOPOE MOXET YaCTUYHO 3aMeHWUTb AaHHbIA MYHKT.

5.3 MeTogbl uccnefoBaHus

KaHLeporeHHbI TecT fOMKEH GbiTh BbINOMHEH COrnacHo ¢ pykosogctsom O3CP. cm. TecT 451 unm
453. noc/ie BbIACHEHNA COOTBETCTBYIOLWEr0 U3MEHEHWA, NOAXOAALLErO ANA UMMNNIAHTUPYEMOro MaTepuana.

O6bl4HO TpebytoTcs ABa [030BbIX YpoBHA: MU/ 1 ee yacTb (06bIuHO NonoBuHa MU /). B KoHTponb
cneflyeT BKAOYaTb NMOMUITUNEHOBbIE UMMNNAHTATbl MAM UMNNAHTaTbl U3 APYrUX MaTepuanos, Y KOTOPbIX
OTCYTCTBME KaHL,epOreHHOro apexkta nNpu CpaBHUMbIX (DOPME U pasMepe ABNAETCA JOKA3aHHbIM.

B nccrnefoBaHMAX KaHLEPOreHHOCTU Ha Tpbi3yHax cnegyet npuMeHate MW[. Ecav Bo3MOXHO, 3Ta
[03a [O/MKHA COOTBETCTBOBATb MaKCUManbHOW Ans yenoBeka (BbIpaXXeHHOW B MT/KT).

WcecnepoBaHne TKaHel 4OMKHO BKAOYATb N3yYeHUe MeCTa MUMMNAaHTaLum 1 OLeHKY COCTOSAHMA Npu-
nerawwWwmnx TKaHe.

MpumcuaHwus

1 ns npefBapuTe/IbHOrO CKPMHUHIA MOXHO WCMO/Mb30BaTb MOAXOAALLME CUCTEMBI KIETOUYHOR TpaHchopma-
umn. TecTbl KNETOYHOW Tpamc<]lopMUMMM MOKa He BXOAAT B MeXAYHapofHble W HaLuMOHanbHble CTaHAapTbl. CCblKM
na TecTbl KNeTOYHOW TpaHcopmauuy cogepxatcs B iuTepaTtype, NpuBefeHHoN B A.2.

2 CyLLeCTBYIOT CBEAEHUA, UTO ABYXCTYNEHYaTble MCCNEe0BaHNS N0 KNeTOYHO TpaHC(OopMaLMy MOryT BbISBUTH



FOCT P NCO 10993.3-99

KaHL,eporeHbl, KOTOpble HC NPOSBMAN TEHOTOKCMUYMOCTM. HO B TO Xe BPeMs Hefb3s YTBePXKAaTh, UTO BCE He MPOsBUB-
LUMe TEHOTOKCUYHOCTM KaHLEeporeHbl MOFyT GbiTb BbISIBNIEHbI C MOMOLbIO MCCNEA0BAHUM KNETOUHON TpaHcdopma-
uum. Monomy Heo6XoAMMO NPOBECTU WCCNef0BaHWe KaHLeporeHHoeTe in vivo No KpaiiHeii Mepe Ha OfHOM BuUfe
TPbI3YHOB B TEYEHME BCEWi XKM3HW XKUBOTHOTO.

6 MeToabl M3y4eHUs TOKCMYECKOTO BO3JEWCTBUS Ha PENpOAYKTUBHYH (PYHKLMIO
)KUBOTHbIX

6.1 O6LLMe NONOXKEHUS

M3yyeHne TOKCMYECKOTO AeCTBUSA Ha PENPOAYKTUBHYH (YHKLMIO LOMKHO NPOBOAUTLCA AN Cneay-
IOWMX BUAOB MEAULNHCKUX U3LENNIA:

a) BHyTpumaTouHble nsgenus (LUD) wnu gpyrve usgenus Ana LANTENbHOTO0 KOHTakTa. Bo3moxeH
NpsSMO KOHTaKT C peNnpoAYKTUBHbIMW OpraHamMmun U TKaHfMMW, TKaHSAMUW N/0Aa;

6) n3genns, HakannMBal L ue 3HepPruio;

B) paccacblBalolMecs A pacTBOPAOLWMECS MaTepuansl.

HeT Heo6X0AMMOCTM NPOBOAMTL MCCNEAOBaHWUS paccachbiBalOWMUXCA U3LENWUIA Uan usgenni, cogep-
Xalnx BbIMblBaeMble KOMMOHEHTbI, B Cly4ae CyL,eCTBOBaHWNA afekBaTHON uHdopmauumn 06 abcopbunm,
mMeTabonm3Me, pacnpejeneHun B OpraHu3Me W TOKCUYECKOM [e/CTBUM Ha PenpOAYKTUBHYI (YHKLUIO
OCHOBHbIX KOMMNOHEHTOB, 0OHAaPY>XEeHHbIX B 3KCTpaKTax. B BbITS)KKax U3 MaTepuanoB v U3Lenunii He LOMXK-
HO cogepXatbcs (MpU nx o6a3aTenbHON WAEHTU(HMKALWN) KOMMNOHEHTOB, OKa3biBAalOLWMUX TOKCUYECKOe
felicTBME Ha PenpofYKTUBHYH (YHKLUIO.

6.2 MoparoToska npo6

B cnyvae u3yuyeHnin m3genunin, HakannnBawWMX 3HEPTUIO, BCe TeN0 XUBOTHbIX MOABeprawT obnyye-
HUIO. NpY 3TOM [03a 06/1y4YeHNs A0MKHA GbiTb yBENMYEHa B HECKO/IbKO pa3 Mo CPaBHEHUIO C TOW. KoTopas
BO3MOXHa NPU NPakTUYeCKOM MPUMEHEHUN.

BHyTpumaTouyHble cpe/AcTBa, paccacbiBalolWwMecs u3fenusa u u3fenus, cofepxatime BblMbiBaemble
KOMMOHEHTbI, CNefyeT U3yyatb B roTOBOW K ynotpebneHunio opme. MOXHO TakxXe M3roTOBUTb U3 U3yya-
eMoro maTtepuana MmnaaHTaTbl NOAXOAALWEro pasmepa.

Heobxogmmo mncnonb3oBate MW/ maTepuana wnm usgenvs. Ecnm BO3MOXHO, OHAa JO/DKHA B He-
CKONbKO pa3 npesbllWaTb MakCUManbHyto f03Y, UCMOMb3YEMYIO MPU MPakKTUYECKOM MPUMEHEHUN.

MpumedyaHune—TlpuHaToe obLLee PyKOBOACTBO N0 NOAroTOBKe Npob B HacToswee Bpems (TOCT P NCO
1099112) MOXET YaCTUYHO 3aMEHUTb fAHHbIA MyHKT.

6.3 MeToabl nccnefosaHua

OueHka apthekTa Ha nepsomM nokoneHun (M) gonmxkHa 6bITb NPOBefeHa B COOTBETCTBUN C pe3ynbTa-
TamMy No KnHetuke abcopbumm n pykosogcteom OICP, Tectbl 414 n 415.

MockonbKy pykoBoAcTBO O3CP He 6bIN0 paccyMTaHO Ha UMNNAHTUPYEMbIe U3eNns, Heob6XOANMO
MPUHATL BO BHUMaHMWe crefylole napameTpbl:

—f[03a (B cnyyae M3genuwii, HakannBal W KX IHEPTUID);

— cnocob NpuMeHeHus;

— BpemMsA BO3feicTBMA (BOSMOXHOCTb AOCTWYb MOBbILEHHOrO YPOBHA MaTepuana u ero KOMMOHeH-
TOB B KPOBM BO BPeMS OpraHoreHesa).

Mpumem aH uWe—B3aBNCMMOCTY OT NPeANONAraeMoro UCMNob30BaHUA 1 XapaKTepUCTUK MaTepuana byaet
BO3pacTaTb po/ib MepU- U NMOCTHATANIbHOTO U3YYeHNs (CM. Take MpaBuna HO MeAULMHCKON NpoayKumm EBponeiicko-
ro coobuectsa, Tom 3).

Ecnun VIHCbOpMaLI,VIFI, nonyvyeHHaa U3 opyrnx TeCToB, yKasbiBaeT Ha Hann4vme NOTeHUMaNbHOIo TOKCU-
vyeckoro Squ)eKTa Ha MY>XCKYH penpoayKTUBHYK CUCTEMY, HEOﬁXO,D,I/IMO NPOBECTN COOTBETCTBYHOLLNE UC-
NblTaHNA NO ONeHKe TOKCUYEeCKOro ABVICTBVIH.

MpumeyaHue — B nocnegHee Hpems paspaboTaHbl METOAVKN A1 ONEHKN a3UsIHMS Ha PenpofyKTUBHYIO
(hyHKLMIO in vitro. OHKM MOTYT 6bITb MO/E3HbI B KA4YECTBE MPEABAPUTENbHBIX UCMIBITAHUIA MPYU U3YYEHUN TOKCUYECKOTO
LeiicTBUSA Ha PenpofyKTUBHYI (YHKLMIO. CCbIIKU Ha TECTOBbIE CUCTEMbI A8 U3YUYEHWUS BIUSHUA Ha PEnpofyKTUB-
Hyto (DYHKLMIO COofepykaTcs B ITepaType, NpuUBeAeHHOI B A.4.
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