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BBeneHue

Cobmonenue rnogoxeHuit crangaptoB cepuu 'OCT P MCO 10993 «OmeHka 6M0I0ru4ecKoro JAei-
CTBHUS MEOULIMHCKMX U3IEAUN» IMO3BOJUT O0ecrieYuTh CUCTEMHBIN IMOAXOA K UCCIeAOBAHUIO OHMoJornyec-
KOr'o HeUCTBUS MEIULIMHCKUX U3NECIUHN.

Ilenpio 3TUX CTAHAAPTOB HE SIBJISICTCS 0€3yCIOBHOE 3aKPEINIEHUE KOHKPETHBIX METONOB UCCIIENOBAHUMN
M MCITBITAHUH 3a IpyniiaMy OJHOPOAHBIX MEOIUIUHCKUX U3JEJUN B COOTBETCTBUHU C NIPUHITON KIACCU(DHU-
Kanuen 1Mo BUAY U JUIMTEJILHOCTH KOHTAKTa ¢ OpraHu3MoM 4enoBeka. [1o3ToMy rutaHupoBaHHE M IIPOBE-
OIEHUE HCCISAOBAHMN M HMCHOBITAHHMHU JOJDKHBI OCYIUECTBISATH CHENUATHCTHI, UMEIOINHE CHELHAJIBHYIO
[IOJAIOTOBKY M OIBIT B 00JIACTH CAHUTAPHO-XUMHYECKOM, TOKCUKOJOTUIECKOU U OHOJIOTMUECKON OLIEHOK
MEAULIMHCKUX U3E/INHN.

CTaHpapTel 5TOM CepHUM SABISIOTCS PYKOBOMSIIIUMH HJOKYMEHTAMM JUISI IIPOrHO3MPOBAHMS OUOJIOTH-
YeCKOro JeHUCTBUS MEOIUUMHCKMX HW3OCIMI Ha CcTaguM BbLIOOpa MAaTEpUAJIOB, TIPEAHA3ZHAYCHHBIX UL MX
MU3TOTOBJICHUSI, 4 TAKXE JUISI UCCIEIOBAHNNA FOTOBBIX 0Opas3IioB.

B crangaprtel cepun TOCT P UCO 10993, umeronue rpyroBoi 3arojioBokK «M3nenus Me fuLiHHCKIUe.
OnieHka OMooruueckoro AeMCTBUS MEMUIMHCKUX U3AEIHUK», BXOIAT CICAYIOLINE YaCTH:

- 4acTh | — oLleHKa U UCCJIENOBAHUSI;

- 4acTh 3 — HUccleqoBaHUe e HOTOKCUYHOCTH, KAHIEPOreHHOCTH U TOKCHUYECKOT 0O JEMCTBUS Ha perl-
POAYKTUBHYIO (PYHKIIMIO;

- 4yacTh 4 — HcCIeqOBaHUE U3IEINNA, B3aUMOAECHUCTBYIOIIKMX C KPOBBIO,

- 4acTb 5 — MccaegoBaHUe Ha HUTOTOKCUYHOCTh: METOObI In VItro;

- 4acTh 6 — UcceqoBaHUEe MECTHOIO AEMCTBUS MMOCE UMILUIAHTAIIUM;

- YacTh 7 — OCTATOYHOE COAEPXAaHHE STUJICHOKCUNA TIOCJIE CTePWIN3ALIUU;

- 4YacTh 9 — OCHOBHBbIEC NPUHIUIIBI HICHTUPHKALIUM U KOJIMIECTBEHHOIO OIpeae/IeHAS ITOTEHUNAIIb-
HBIX IIPOAYKTOB JIECTPYKILIMH;

- Yyacth 10 — McchaenoBaHKE pa3apaxaromnero 1 CEHCUOMTHU3UPYIOLIETO NEUCTBUSA;

- 4yacth 11 — HccienoBaHHe OOIETOKCHYECKOIO JEMCTBUS;

- 4acth 12 — npurorosyicHHE Npod U CTaHAAPTHRIE OOpa3libL,

- 4acTh 13 — uaeHTUPUKAUUA U KOJUYECTBEHHOE OIIPEACAEHHE MPOIYKTOB AECTPYKINU IMOJUMED-
HbIX MEAMIIMHCKUX U3IEJIUU;

- 4acTh 16 — MOIeIupoOBaHHE U MCCIEIOBAHNE TOKCHKOKMHETUKH ITPOAYKTOB JCCTPYKIIMUA U BBIMbI-
BaHUSIL.

Hacrosiiuuit cranaapr ycraHaBIMBaeT MeTOAbl OLIEHKU IMOTCHLUUAJIBHOIO OOIHETOKCUYECKOIO IEHCT-
BUS MEOUIMHCKHMX HU3IC/THN.

MerTonpl MccieaoBaHUA, YKa3aHHbIE B CTAHAAPTE, B3ATHL M3 MEXKIYHAPOIHBLIX, PETHOHAILHBIX H
HALIMOHANBHBIX CTAHAAPTOB, JUPEKTHB 1 HOPMATHBOB. MeTOIMKHA ONpEeNeIeHHS] OCTPOA TOKCHUYHOCTH HA
OeJIbIX MBILIAX ¥ WCC/IeJOBAHUM IMTMPOreHHOCTH, MpUMeHsIeMble B Poccuu, IpUBeIcHR! B MPIIOXEHUU b.

JlonmyckaeTcsi MpMMeHEHHE OPYTUX METONOB, 00eCIeYHBaAIOLIMX OLEHKY OMOJIOTHYECKOro AEeHCTBUA

MEIUIIMHCKUX U3NEJIHI B COOTBETCTBMH C TpeOOBAHMSIMHM MEXIYHAPONHBIX CTAHJIAPTOB HA MPOAYKIIUIO
KOHKPETHBIX BHIIOB.
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FTOCYIAAPCTBEHHBIHN CTAHJIAPT POCCUUCKOU OPEAEPAIINUNU

N3 nennsa MeImIuHCKHE

OIIEHKA BHOJOI'MYECKOTI'0O JTEVMCTBUA MEINIIMHCKUX U3IEJINN

Hactp 11

HccaenoBanie o0mMeTOKCHIECKOrO AeHCTBUS

Medical devices. Biological evaluation of medical devices. Part 11. Tests for systemic to xicity

JlaTa Beenemmns 2002—01—01
1 Ob0aacTh npumMeHeHns

Hacrosnuii cTaHnapT ycTaHaBJIMBaeT METOABI OLIEHKH NMOTEHILMAJBHOIO OOILETOKCHUYECKOTO NECHCT-
BUSI XUMHUYECKUX KOMIIOHEHTOB, MUTPUPYIOLIUX B OPraHU3M M3 METUIMHCKUX U3TEIIUN.

Hacrosumit craHmapt pacrpocTpaHsieTcsl Ha OLICHKY KOHEYHOro MNpOAYKTa M KOMIIOHEHTOB €ro
BbIMbIBAaHUSI. KiccienoBaHUs BBITSDKEK M3 M3ICHHS WIM NPOAYKTOB BBIMBIBAHHUS CJIEAyeT IIPOBOIUTE C

HCITONIb30BAHUEM MOAEIBHOM Cpenpl, KoTopas o0ecrieuMBacT MAKCUMAIBHYIO 3KCTPAKLHUIO ITPOAYKTOB
BBIMBIBAHUS [IST JaJbHENIEro 6MoIornyeckoro UCCaexOBaHHUs.

2 HopmarusHbie CCHLIKM

B HacrosiueM CTAHJApPTC HCIIOJABb30BaHblI CCBLUJIKHK Ha CJICAVIOINME CTAHIAPTbI:

TOCT P UCO 10993.1—99 Wznmenust Mmeaunivackue. OueHka duonormieckoro geicTeusd MeIulivH-
CKUuX u3nenuin. OQlieHKa ¥ UcCIeIOBAHUSA

[OCT P ACO 10993.3—99 H3menus meaunmHckue. OueHKa OMOJIOrMuecKoro JAeicTBUS MEIULIVH-
CKMX u3nenuii. Meronbl vccienoBaHusl reHOTOKCHUYHOCTH, KAHLIEPOTEHHOCTH UM TOKCHUYECKOTO NEHCTBUA
Ha PENPORYKTUBHYIO DYHKLIMIO

UCO 10993-2—92* Ouenka 6MOJOTMYECKOr0 NelcTBUA MeIuMHCKuX u3neiauit. Yacte 2: Tpebosa-
HUS K 3allMTe XHBOTHBIX

AMEpUKAHCKMIT HAIIMOHAJIBHBIA MHCTUTYT CTAHAAPTOB/ AMEPUKAHCKAs accouyals 3yOHbBIX Bpadyei
Ne 41 Ouenka 6HOJIOTHYECKOTO OJEUCTBHSA CTOMATOJIOTHYECKHX MaTepHasoB*

AMepHKaHCKoe OOILECTBO IO MCIBITAHUAM U MatepuanaM F 619:1986, IIpaktuaeckoe pykoBoJCTBO
10 KCTPAKIMM U3 MEAUIIMHCKUX IUIacTUKOB*, ToM 13.01

AMepuKaHCcKoe o01LIecTBO Mo ucrbiTaHusaM M mMatepuanaM F 750: 1987, IlpakTHyecKkoe pyKoBoICTBO
10 MCCJETOBAHHUIO BhITSDKEK U3 MAaTEpPHAIOB HA OOIIYIO TOKCUYHOCTh B MHBEKIIMOHHOM SKCIIepPHUMEHTE Ha
MBIax*

bputanckuii crangapr 5736: Yacte 5: 1982* OueHka OHMOJOrHYECKOro pucka, CBSI3aHHOIO C MeH-
HIAHCKUMHU H3AenussMUu. Yacte 5: MeToa ucciefoBaHUS HA O0LIeTOKCHYECKOe NeUCTBUE, OlLIEHKA BBITSIKEK
U3 MEIULIMHCKUX U3MeJUNA Ha NMUPOreHHOCTh Ha KposuKax

HIseinapckuii cranmapt 119800 Onenka 6uomoruyeckoro JEMCTBUST CTOMATONIOTMYECKUX MaTepua-
jgos*, HIseiiapckas accouuanys 1Mo cTaHaapTU3aluu

Esporneiickas dapmakones XXII, 1990*

OOCP — PykoBoacTBO IO TECTUPOBAHUIO XUMUYECKUX BELIECTB*

OduuuanbHbiil XypHan EBporneiickoro coodliecTsa, 79/831*

OduuumanpHbiil XypHain Esponeiickoro cooOuiectna, 84/449*

OduluanbHbIN XypHal EBporieickoro coobuiectsa, 87/302*

Cson PenepanpHbeix HopMaTUBHBIX ToKyMeHTOB CHIA 1500.40: MeTon TecTHUpOBAHUSA TOKCHYECKUX
BeLleCTB*

DITA CIIIA I1B 86/108958*

el

* MexnaynaponHpie cranaaptel — Bo BHUHWKMH Toccranmapra Poccun.

N3panue ohunyannHoe



rocCT P UCO 10993.11-99

SIIA CLIA IIb 89/124077*

OIJA CIUA Toxcuxkosornueckne OpUHIMIBI OLIEHKHN 0e30MacHOCTH ITUILEBEIX 100aBOK, 1982*
Papmaxones CLHIA XXII: Tectsl Ha Guonormyeckyio peakTMBHOCTE in vivo. The National Formulari
XVII, Rockville, MD, Pharmacopeial Convention, 1990*, pp. 1497-1500

3 Onpenenenns

B HacTosuieM craHpapte ucnoan3yioT TepMuHsbl, npusegeHHble B TOCT P MCO 10993.1, a Takxe
CJIEAYIOLIME ONpPEACICHUS:

3.1 mozneannas cpena. KUIKOCTb, KOTOPYIO UCIIOJIB3YIOT JUISL KCTPAKIIMM IMTPOLYKTOB BEIMEIBAHUSA 13
U3IETUS.

3.2 BuITEKKA. KUAKOCThb, NMOABEprarmoilascs HM3YYCHHIO C 1I€Jbi0 BBISIBICHHUS €€ OHMOJOrM4YecKou
peaKIIMH IMOCJIE TOrO, KaK M3AEJIUE MOABEPIIIOCH B HEN SKCTPAKIIVH.

3.3 obpazen: M3nenue uiu ero 4yacth, rnoaBepraeMble HCCIEI0BAHUIO.

3.4 xoaocToi KOHTPOAb: MolesbHas cpena, He cojiepxaliast oopazer, MCII0JIb3yeMasi B UCCIeIOBAHUA
IUTS1 CPABHEHUS C BBITSIKKOH.

3.5 obmeTokcHaeckoe aeiicTeHe. TokcHueckoe JeHCTBHE HA BECh OPraHU3M.

3.6 octpad TokcmuHocTh: HeOnaronpusaTHeIN 3¢ deEKT, BOZHUKAIOUIUMNA ITOCIE BBEISHUS OMHOKPATHOM
WIY MHOTOKPATHBIX 03 UCCeoyeMOoi MpoOhl B TeueHUe 24 d.

3.7 nomoctpaa TokcwaHocTh. HebGnaronpusaTHeid 3¢dexT, BOSHUKAOUUA [Tochae €XEeIHEBHOIO BBE-
HEHUSI OOHOKPATHOM MJIM MHOTOKPATHBIX J03 UccaexyeMoM NpoOnl B TeyeHUe 14 — 28 aHeu.

3.8 cyOxponudeckas TOKCHIHOCTDL. HeOnaromnpusaTHelil 3¢ dexT, BOHUKAIOLINNA [10C/IE €XEeIHEBHOIO
BBEICHUS] OJTHOKPATHOM WJIM MHOTIOKPATHBIX 103 UCCIEAYEMOM IIPOOBI B TEYECHUE YaCTU OOLLEN ITPOIOTIKH -
TEJIbHOCTH XHU3HU (06braHO 90 mHeil, Ho He Oonee 10 % nporoJIKUTEIBHOCTH XHU3HU).

3.9 uccaenyemas npoba: Fiznenue WM BBITSKKA U3 HETO, MUCITOJL3YEMBIEC I U3YYEHUSA OOLIETOKCU -
YyeCcKOro NeUCTBUS.

4 IloarorosBka nmpooOnI

4.1 O6mme TpeboBanns

[1anueHT MOXET noABEPraTbCsl BO3ACHUCTBUIO PA3IUYHBIX VCJIOBUHM U COCTOSSHUN, CBA3AHHBIX C I[IPHU-
MeHEeHUEM u3neaus. UccaemyeMmbie o0pa3lbl OTOMPAIOT ¢ YYETOM YCJIOBUM, B KOTOPBIX OOBIYHO HCITOIH3YIOT
usngenve. UaMeHeHNs yCIOBUI 3aHOCAT B OTYET 00 MCCIE0OBAHNM BMecTe ¢ OOOCHOBAaHUEM.

HccnegoBanye IIpoOBOIST HA FOTOBLIX K VITOTPEOJICHHUIO M3ISAHSIX U MaTEPHAJIaX WIH PeITpe3eHTATUBHEIX
o0Opa3liax KOMIIOHEHTOR NOTOBOIO K YIIOTPEOJNCHUIO H3ACAUA. B OTACABHBIX CIIy4asiX MOXHO TaKXEe PEKOMEH-
IIOBATh UCCIEHOBAHME KaKUX-TMO0O KOMITOHEHTOB OTACIBHO WX Cpa3y Xe 11oCiae COOPKHU KOHEYHOro U3Ne/IUA.

4.2 Ilpumenenve cdhopMm

Ecau pis npurorosaeHUst UCCIEAYEMBIX ITIpod UCHONB3YIOT (popMy, OHA HE NOJIKHA B3aMMOIEHCTBO-
BaTh WM OTPHULIATEJIbHO BJIUATE HA MaTepHall obpasua. B ciayyae HeobXoauMOCTH HCIOB3YIOT ITOAXOAALIYIO
W30JIMPYIOLIYIO CpEeny.

4.3 Tlomaposannnie MaTEPHAIILI

Ecny rotoBele K yIIOTPEOJNCHUIO U3JCIIHUS MOJHUPYIOT, TO MOBEPXHOCTh 00pasna odpadaThIBAIOT TAK

Ke. [lonupyrolyo cpemy 3ateM MoJHOCTHIO yaAanoT. OcTphele Kpas 3aKpyrsilOT Tak, KaK TOro Tpedyer
MPUMeHEH e U3EITUS.

4.4 Ycaosus npon3BOICTBA

KoMITOHEHT WIM M3Ienue, UCIONb3yeMOe B KadecTBe oOpaslia, IMOABEPramT BO3NEHCTBHUIO TEX XK€

YCJIOBUHM U BEILECTB, KOTOPHIM OHU ITOJABEPraloTcA B IIpoliecce ITPOM3BOACTBA (OTMBIBKA, YIIAKOBKA, CTEPU -
JIA3aUUsI U T.I0L.).

4.5 Crepmm3anus

WU3nenus, nmpUMeHsieMbie CTEpWIbLHBIMM, UCIIOJIB3YIOT MOCTE CTepWIM3AallMU ¢ YKa3aHUeM crocoba
CTePHIIM3ALIYH.

4.6 Du3ngeckoe cocTosHMEe 00pasna

4.6.1 Marepuanbl, npegHa3HaYeHHbIE IS IIPSIMOTO KOHTAKTa (HarpuMep XHIKOCTb, 11acTa WU Telb),
UCCJIEYIOT, He IToABeprass MoqudUKalMH, B SKCIIEpUMEHTAX ¢ KOXHOM aIumKale Wiy opajibHbIM BBEICHHEM.

4.6.2 Ilopowmku (HanmpuMep IMPOAYKTHI, OTHOCALIMECA K KiIaccy abCcOpOeHTOB) MCCJIEAYIOT IPSIMbIM

HAHECEHUEM WIH FOTOBAT W3 HMX IACThl C MCITOJIb30BaHMEM ITOOXOMAILETrO PACTBOPUTEIIST WIM XUIKOTO
JIUCIIEpCAHTa, a IIOTOM HaHOCHT.

4.6.3 KMIKOCTH MCCIenyIOT IPSIMBIM HaHECEHHEM JIMOO ITocje UX pa3BeleHM].

¥ Mexnaynaponnsie craHgapTsel — 80 BHHUHWKHW INoccranagapra Pocceun.
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Kunkue MaTeprabl, TAKUe KakK CIIped WM YepHMIIa, NpeaHa3sHaYeHHbIEe K IPUMEHEHUIO B BBICYILIEH-
HOM dopMe, HAHOCIT B BUIE TOHKOIO CJIOS Ha CTEKJIO, BBICYLIMBAIOT, a 3aTeM NOABEPraloT 3KCTPAKIIUY.

4.6.4 Trepnbie MaTepuaabl MCCIEAYIOT [IPU MPAMOM KOHTAKTE C KOXEIA.

Eciu HeoOXxoauMMoO, TBepAbIA MaTepUal paclbUBIIOT MAM CMA4yMBAIOT JMOO BOHOM, JUOO HpYrUM
pactBopuTeieM (5.4), HE BBI3BIBAIOIUMM pa3fipaXeHue, obecIieyBas XOPOIIN KOHTAKT ¢ TKAHAMH.

5 MeToap! NOJYYECHHS BHITIAKEK U3 MEOUIMHCKHAX H3ACJIHH

5.1 tloacuenue

5.1.1 IlpuBeneHHbBIE METOHBI TTOJYYEHUS BBITSDKEK W3 MU3NCAUNA UIS JaJIbHEHIIEero MCCAEIOBaHUS
SABJIIOTCA OOLIMMM IS BCEX BHIOB M3ACJIUMA, OJHAKO IIPHU HEOOXOOUMOCTU MOIYT OBITH M3MEHEHEI IS
KOHKPETHOIo U34EHsL.

5.1.2 Ycnosust npoBeaeHUS SKCTPAKLIMM MOTYT OBITh BBIOpaHbl 60j1€€ XKXECTKUMHU, YEM T€, B KOTOPIX
U3geaue IIpUMEHSIETCS B MEIULIMHCKOM MpaKTUKE JUIS OIIpeacNeHnsl MOTeHIIMAIbHOTIO PHCKA TOKCHYECKOro
NeCTBUA 0€3 3HAYUTEbHbIX M3MEHEHU M MATepHUasia, KOTOpbhle OOBIYHO HE IIPOUCXOAAT B peajIbHOM TipaK-
TUKE, HATIpUMED 3aTBEpACHME WIH IUIaBiaecHUe. Eciy Bo3aeiiCTBUE B YCIOBUSIX KIMHUYECKOrO ITPUMEHEeHUS
U YCJIOBHUSA IPOU3BOACTBA M3ACNHUS YETKO OIpeHesicHbl, BRIOMPAIOT YCJIOBUS TIPOBEACHUS 3SKCTPAKIIMU,
UMWUTHUDPYIOLIME BpeMSI U TEMIIEPATYPY BO3INECHCTBUS IIPU NPUMEHEHUHN WU3IECIHS.

5.2 Ioaroroska o0pa3na

OO0pa3zel roToBAT, pasnesivB €ro Ha YacTy, NonycKaeTrcs MccaeJoBaHMe LEJIoro odpasiia.

Ecan MaTepuanabl HEBO3MOXKHO pa3/eJINTh, HE HApyllIast UX NMPUPOIbl, UICHTUYHOCTH WIM LEJIOCTHOC-
TU, U BBIUMCIEHHBIN 00BEeM MOIEILHOH Cpelbl He ITOKpBbIBAeT oOpasell (HanmpuMep CJIOXHBIE M3/EJIHS,
METAJUIMYECKHE IIPEOIMETHI, BHYTPEHHUE ITOBEPXHOCTU MEILUKOB U T.1.), UCIIOJB3YIOT MUHUMAILHOE KOJU-
YeCTBO MOJEJbHOW CpEIbl, KOTOpPOE INOKPOET HCCAeAyeMble IMoBEepXHOCTU. st oOpasuoB HeOOJbUIONO
pasMepa IMpOoBOIST IKCTPAKIUIO HECKOJBKUX 00pa31[0B OXHOBPEMEHHO, YTOOE! BBITSDKKH ObBLIO JOCTATOYHO
IUIST uccliegoBaHUs. B 3aBUcuMoOcCTH OT B1J1a oOpa3na BhIOHPAIOT 1100 OIpeHeICHHYIO MAcCy (C TOYHOCTBIO
mo 0,1 r), 1udo mIouiaab MOBEPXHOCTH 00pa3na (¢ TOYHOCTHIO 1o 1 cM?2), [TONBEPraIOILErocs 3KCTpakLHH.
Peructpupyior o0bpeM BBITSIKKH.

5.3 TpeGosanua K odpa3sny

5.3.1 CooTHolleHE TUICLIAAM [TOBEPXHOCTH 00pa3lia K 00beMY BbITSDKKH [IPUBEAEHO B Tabiuie 1.

Taonnua 1

CoOTHOLUEHHE IUIOIUAH TIOBEPXHOCTH U
dopma uzgenua TomuuHa, MM 06beMa MOLENLHON CpebI

[TneHka Wiy rylacTuHA (Haonnpo— J]o 0 5 6 CM2 Ha 1 Mﬂl)
BaHHas WI¥ B BHIC TNOKPHITHS Ha or 0,5 1o 1 3 cm2 Ha | mal)
cTeKJie)

Tpybku | Io 0,5 (cTenKa) 6 cM2 Ha 1 mn?);

or 0,5m0 1 (creHka) 3 eM2 Ha 1 mMn?)

[Tnutiu, Tpy6ky U GopMOBaHHHIE Or 1 3 cM2 Ha | M)
M3lIeus

HUznenusa HernpaBWIBHON (HOPMBI — 0,2 r obpasua Ha 1 M
(MOpOIUKH, MUIIONH, U T. 1.)

1) YuuTteiBaloT obe¢ CTOPOHBI.

2) Cymma BHYTPEHHEI ¥ BHELIHEU ITOBEPXHOCTEH.

, 3) Y‘{HTI:IBEHOT BCC IIOI[BE]JI‘B,CM]:IE HCCJIG,[[OBEIHH}O MTOBEPXHOCTH.

.

S ki, - - i S

I1pumMeduaHue— JdononHureabHbie nosicienus1 gadel 8 FOCT P UCO 10993.12.

5.3.2 OO0pazubl JOKHBL OBITH TAKUX PA3MEPOB, YTOOBI OLLIO yIOOHO MOMECTUTh UX B COCYIM g
3KCTPAKIU, BCEC IMMOBEPXHOCTH 00pa3lioB JOJKHBI OBITh I1IOJIHOCTBIO ITOKPBITEL MOIEJIBHON CPEeIOH.

5.3.3 M3menusi moOCTaBISIOT CTEPWIBHBIMM HM/WAM YIIAKOBAHHBIMU B TOTOBOM K IIPUMEHEHUIO B
MeOULMHCKOM mpakTuke Bune. CiaeayeT yYUuThIBaTh, YTO JOITOJHUTEIbHBIE MAHUITY/ISIHUM U BO3AECHUCTBUSA
BBRICYIIIMBAIOUIUX TEMIIEPATYp MOIYT OTPULIATEJILHO ITOBJIIUSTE HA PE3YAbTAThl MCCIETOBAHUM.

5.3.4 TlpegHazHa4yeHHbIMA IJIsI OKCTPAKIIMM 00pa3en MpOMbBIBAIOT ¥ BBICYLIMBAIOT, €CJIM €r0 TOBEPX-
HOCTh KaXKETCS 3arpsi3HEHHOM MM 3TOro TpeOyeT Mmpoleaypa 3KCTpakiuu. Martepuan IIpOMBIBAIOT OYH-
LIeHHOH BoINONH MaAM BoNoM [id UHBEKUHHA. Ilpn HeobGxomumoctu oOpasell IpOMBIBAIOT ITOBTOPHO H
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BBICYHIMBAIOT IIEPEN 3KCTpaKIiIMel, ecii 3To Tpelyercs WA 0OecneyeHsi COBMECTHUMOCTU C BBITSDKKOM.
Eciu oOpa3zell YUCTBIA, €I'0 MOXHO HE IPOMbBIBATh, TAK KaK B TAKOM CJIydae pe3ybTaT UCCIECNOBAHMUSA OyaeT
OTpaxXaTh XapaKTep Ipoilecca IMMPOU3BOACTBA M CAMOTO MaTepUaa.

5.3.5 Cnenyetr yOeIUTBCS B TOM, YTO COCYAbI JUIA BKCTPAKIMKA HE BCTYIIAIOT BO B3aUMOIEHCTBHUE C
BBITSDKKOM U3 UCCIAEAYEMBIX MaTEPHANOB.

5.4 MoneabHas cpeaa

B xayecTBe MOICIBHBIX CpeJ MCHOJIL3YIOT PEINPE3CHTATUBHBIE 3KCTPAreHTh!, CIIOCOOHBIE SKCTparu-
pPOBAaTh IHUPOKUIM CHEKTP BEILIECTB B COOTBETCTBUHU ¢ 5.4.1 — 5.4.3.

[IpuMeuaHdHue — Ocoboe BHUMaHHe cleayeT oOpaTUTh Ha OMOCOBMECTUMOCTb MOICTIBHOM CPEIbI.

5.4.1 K mossspHOiI MOIEJbHOM cpefe OTHOCAT (PU3NOJOTUYECKUN pacTBOP.

5.4.2 K HenoJsipHOM MOHIEJBHOM cpele OTHOCAT HelTpaiabHble Macia (HampuMep PAC dpakimoHu-
pPOBAaHHOE KOKOCOBOE Macio; bputaHckas dapMakornes: 73) WK pacTUTEAbHOE MACIIO (HallpuMep KYHXYT-
Hoe WK XIonKoBoe Macio;, Espomneiickas dapmakones: win ®apmakones CIIIA). IIpu stoMm pacTurenbHbIe
MacJia IOJDKHBI OBITh CBEXEepa(pUHUPOBAHHBIMHU.

5.4.3 K DOIMOJMHUTENbHBIM MOIENBHBIM CpelaM OTHOCSAT CIIMPT—BOLY, CHUPT—HU3NOIOrHIECKNI
pacTBOp, MOJUITWICHIVIMKOAL 400, TUMETUACYILPOKCUL, MUHUMAIBHBIE Cpeabl C COAECPXAHUEM ChIBOPOT-

K1 TeneHka 5 — 10 %, pa3BeleHHbII MOBEPXHOCTHO~AKTHBHBIM areHT, OYMILUEHHYIO BOIY, BOAY JUISI UHb-
eKIIUM M HUCIIEPTUPYIOLLVIE ar€HTEI.

5.5 IlpuroroBiieHMe BBITAKEK

OO0paszell, IpegHasHAYeHHBIA Ui 3KCTPaKLUMM M IIOATOTOBIEHHBIA COOTBETCTBYIOIIMM 00pa3oMm,
[TOMEIAIOT B CIECIUAIBHBINA cOCyn ¥ 100aBIsIOT BRIOPAHHYIO MOIEIBHYIO Cpeay. DTy IIPOLEAYPY IIOBTOPSIOT
C KaXJIO0¥M MOHENBHOUN Cpelloil B COOTBETCTBUM C MporpamMMmoil MccaegoBaHust. OTHOBPEMEHHO I'OTOBST 10
OIHOMY KOHTPOJIIO Ha KaXIYIO MOAEABHYIO Cpeay IS MapajulebHOI'O BBEACHUSI U CPAaBHEHUS.

5.6 YciaoBus 3KCTpaKuuu

5.6.1 Hcrnonp3yioT KajMbpoBaHHbBIE COOTBETCTBYIOLIMM 00pa3oM aBTOKJIAB, TEPMOCTAT, BOLNSAHYIO

OaHIO Wiy MHKy6aTop. it 6oabIIMHCTBA U3HeIU rToaXoquT 3Kcrpakuusa npu (37 + 2) °C He 6onee 72 v.
JlomycKaeTcsi UCIONB30BaTh 0oJice KOPOTKUI NEpUO] BpeMEHH NpU 0osiee BbhICOKON TeMneparype. Ilpen-
JlaraeMble YCIOBUS 3KCTPaKIINH:

- (37 £ 2) °C B TeyeHue (72 + 2) y;

- (50 £ 2) °C B TeyeHue (72 + 2) u;

- (70 £ 2) °C B Teyenue (24 + 2) u;

- (121 £ 2) °C B Teuenue (1 $0,2) u.

[Tpouenypy B30aThIBAHUSA HEOOXOOUMO OTMETUTEL B OTYETE.

5.6.2 WneanbHast 3KCTpakUUsl IS OLIEHKW MaTepuana BO3MOXHA IMPH HCIIOJNB30BAHHMHM YCJIOBHIA,
UMMUTHUPYIOLIUX MpearionaracMele yCJIOBUS MpUMEHEHUST u3aeaus. BeiOpaHHbIe TeMIIepaTypa U NPpoNOJIKH-
TEJIBHOCTb 3KCTPAKLIMMA HE HOJUKHBI BIMUSITH HA CBOMCTBA U3IENWsi, HAIIpUMEP BBI3bIBATH 3HAYUTEJILHbIE
U3MEHEeHUs PU3UYECKHUX CBOMCTB.

[Tocsie U3BATUA COCYIOB M3 TEPMOCTATUPYIONUIMX YCTAHOBOK HMX OXJIAXIAalOT JO KOMHATHOM TeMIlepa-

TYpbi. Bo BpeMs oxXJ1aXXIeHUS COCYA SHEPruYHO BCTPAXUBAIOT B TeueHKE 30 C ¥ BbUIMBAIOT BBITSLKKY B CYXOH
CTEPUJIBHBIA KOHTEHUHED.

NNPEJOCTEPEXEHMNME — B peaax 6e30IaCHOCTH TEeMIEpPATYpa M JaBJeHHE BHYTPH IepMETHYHBLIX

cocynos 0e3 BXOAHLIX OTBEPCTHI, HCMOAb3yeMbIX npn Temneparype 121 °C, 10/oKdabl JOCTHYb NOKA3aTeNeH,
COOTBETCTBYIOIIUX BHEIIHHM YCJIOBHSAM.

6 MeToapl BCCIeNOBAHNSA 00IMEeTOKCHYECCKOT0 AeHCTBUA

6.1 O0mme TpeGoBanus

Metogpl M 1nporpaMmMa MCCAEIOBaHUS M3IENIUA JOMXKHBI COOTBETCTBOBATH TpeOOBAaHUSAM
['OCT P MCO 10993.1 ¢ yueToM BMIa U MPOJOJLKUTEILHOCTH KOHTAKTA C MalEHTOM.

6.2 Iloarorosxa

['oToBAT OOpas3ibl ISt UCCIENOBAHUS, KaK YKA3aHO B paszueie 2.

6.3 PexomeHnoBaHHble METOIHKH

MeTomuku KU3JI0XKEeHbI B JOKYMEHTAaX, YKa3aHHbIX B 6.5 — 6.8. PexoMeHIoBaHHbIE METONUKM SIBJISI-

IOTCSI OOLUEITPUHATHIMU MEXAYHAPOIHBIMHA U HALIMOHAIBHBIMM PYKOBOJICTBAMHU, CTAHAAPTAMU Y HOPMAaTH -
BaMH.

6.4 Ilporpamma m wHTepnperanus pe3yJabTATOB HCCIACHOBAHNS
B onucaHnu MeTONOB MCCIENOBAHWI B OOJBINMHCTBE CIy4aeB HE yKa3aHb! MOAPOOHOCTH, KOTOphIE
MOXHO HAWUTH B CTaHOAPTHBIX IPOIEAYPAX BHIITOMHEHHUS WJIM ITONOOHBIX JOKYMEHTAX, TAK KaK TOKCHKOJIO-

4
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rUs SIBJISIETCS pa3BUBAIOLICicd HAYKONU, M CIKIIKOM Y3KHE paAMKH WIHM NEeTAIbHBIC XapaKTePpUCTUKY MOIJIU
OBl IPEIIATCTBOBATL €¢ AajJbHEeHIIEMy pa3BuTUio. HeobxonruMbIM yclioBUeEM ITpOBENEHUS TOKCHKOJIOTUYEC-
KOTO MCCNENOBAHUS SIBJSIETCS XOpolliee BlIaJeHHe METOAMKAMH U YMEHME TPE3BO PACCYXIATh.

JIro00€e u3MeHEHE METOAUKM HUCCIEIOBAHUS BHOCAT B OTYET 00 MCCIENOBAHUSIX U HAYYHO OOOCHO-
BLIBAIOT.

6.5 OcTtpas 00mas TOKCHIHOCTD
B coorBeTcTBHH ¢ TpeOOBAaHUAMU 0€30ITI2aCHOCTH XXMBOTHBIX ¥ HOBBIMU METOJAMU H3YVUEHUS OOlle-

TOKCHUYECKOTO ACUCTBUS HET HEOOXoMuMocCTH onpeaeasits LD, Metonbl dukcupoBaHHOM 10361 obecrie-

YUBAIOT aAeKBATHBIE JaHHbIE [10 OCTPOI TOKCUYHOCTH IS KJIaCCH(PUKALMU, MAPDKUPOBKY U OIIPeReSICHUS
PHCKA ITOTeHLUAJIbHO OIACHBIX BEUIECTB M IIPENapaToB.

6.5.1 OpannHO€E BBEAECHUE B OCTPOM OIIBITE

Meroayku ucciaegoBaHUS U3JI0XEHBI B CCOYIOILMX JOKYMEHTAX:

6.5.1.1 OBCP, PykosoactBo Ne 401: OcTpasi TOKCUHYHOCTD (OpaJIbHOE BBEAECHHUE).

6.5.1.2 OJA CIIA, YopasneHue 1o nuieBbIM NPOAYKTAM: TOKCHUKOJOTUUECKHE TIPUHIUIILI OLIEHKH!
Oe301macHOCTH NUILEBhIX Jo6aBok, 1982, IIpunoxenue 11, cTp. 1 ff.

6.3.1.3 OdbunuanpHbiil XypHait Esponeiickoro coodbuiectra, 19 centabps 1984, 84/449/B1. Octpas
TOXCUYHOCTb (OpajIbHOE BBEACHUE).

6.5.1.4 OduumnanspHbIi XypHat Esponeiickoro coobiectsa, OcTpasi TOKCHYHOCTD (OpajibHOE BBEJIE-
Hue). Mertox dpuxkcuposanHoit go3sl, EC: 79/831/EDC, Ilpunoxenue V, dpespans 1990.

6.5.2 OcCTpbIif ONBIT C AIIIMKALMEH HAa KOXY

MeToauKH UCCIeNOBAHUSA U3JIOXKEHBI B CIEOYIOHNX JOKYMEHTAX:

6.5.2.1 OBCP, PykosoacTtBo Ne 402: OCTpbIi ONBIT C AllTUIMKALMEN HA KOXY.

6.5.2.2 Cron ®PenepanbHbix HopM CIIA 1500.40: Meton TecTHpoBaHUS TOKCUYECKHUX BELUECTB.
OcTpblil ONEIT € arnIuIMKalyuen Ha Koxy (OIHOKpaTHOE BO3JAECHCTBHE).

6.5.2.3 BI1A CHIA: Octpulil onbIT ¢ arrutMkamuet Ha Koxy, DITA, Bawmmnrron 1K, HosOpe 1984
[1b 86-108958, cTp. 39 ff.

6.5.2.4 OdwuimanpHbil XypHai Eppornefickoro cooduiecTsa, 19 centsadps 1984. Ocrpasi TOKCUYHOCTD
(KOXa).

6.5.3 OcTpblil UHTAISILAOHHEIIA OIIbIT

MeTomuKH UCCeAOBaHMUSE U3NO0XEHBI B CIEHYIOUIUX JOKYMEHTAX:

6.5.3.1 OBCP, PykoBoacTtso Ne 403: OcTpblii MHIUISILMOHHBIA OIIBIT.

6.5.3.2 BIIA CHIA: OcTpbiit U cyOXpOHUYECKUN UHTAISUMOHHBIA onblt, BI1A, Bammurron K,
okTa6pp 1988, I1b 89-124077.

6.5.3.3 OduuumanpHblit XypHan Epponeiickoro coobuiectBa, 19 ceHtabpst 1984, 84/449/EDC/bB2.
OcTpast TOKCUYHOCTD (MHTAJISLIUHN).

6.5.4 OcTpblil ONBIT C BHYTPUBEHHBIM BBEAECHUEM

MeTonuky HccnesoBaHUS U3J10XeHb] B CACAVIONIUX JOKYMEHTAX:

6.5.4.1 AMmepukaHckxoe oOniecTBO Mo UchnbiTaHusM U MatepuanaMm F 750: 1987, Ilpaxktuueckoe

PYKOBOJACTBO IO OLIEHKE BBITSDKEK M3 MaTepyMajoB B OCTPOM OIIBITE C MHBEKLMEH MBILLH; (MeTOod A),
BHYTpUBECHHBIA.

6.5.4.2 ®apmakonest CIIHA XXII NF XVII (88), TecTsl Ha 6M0IOrHYeCcKy10 peakTUBHOCTD, in-Vivo.
6.5.5 Octphble onbITHl ¢ BHYTPUOPIONIMHHBIM BBEICHHUEM

MeToauKU HMcceqoBaHUS U3JI0XKEHBI B CEOYIOIIUX JOKYMEHTAX:

6.5.5.1 AMepukKaHcKoe oOI1eCcTBO IT0 HcObITaHUAM M MartepuanaM F 7350: 1987, Ilpaxkrtudeckoe

PYKOBOICTBO IO OLIEHKE BBITSDKEK U3 MATEPUAIOB IIPU MOMOLIN UHBEKIIMOHHOI'O OITbITa Ha MBILIAX; (METON
Bb), BHYrpuOpIOILMHHBIA.

6.5.5.2 ®apmaxkornes CIHA XXII NF XVII (88), Tectsl Ha OHOJIOTHYECKYIO PEAKTHUBHOCTD, 1N-Vivo.

6.5.5.3 AMepuKaHCKUHII HALIMOHAIBHBIN MHCTUTYT CTAHAApPTOB/ AMEPMKAHCKASl aCCOLMALIMS 3YOHBIX

Bpaueil No 41: Onenka OuoJsioruyeckoro AeiCTBHUS CTOMATOJOTMYECKHX MaTepuaioB: OCTpbid OINBIT Ha
ODIIETOKCHYECKOE IEUCTBUE.

6.6 IlonocTpas o0as TOKCHAYIHOCTD
6.6.1 OpanpHoe BBeleHUE MMOTOCTPLIX 103
MeTonuKHM HUCCIEAOBAHUS U3JIOXKEHDI B CIASAYIOUINX TOKYMEHTAX:

6.6.1.1 OBCP, PykoBoacrso Ne 407: MHOroKpaTHoe BBEACHHUE TOKCUYHEBIX 03 OpaAIbHO. I pBI3yHEI.
IIpomoskuTenbHOCTD TeCTA 28 WK 14 OHEH.

6.6.1.2 OJJA CIHIA: YmpasjeHUEe NULIEBLIX MPOAYKTOB. TOKCHUKOJOrMYECKHE MPUHLMITEL OLIEHKHU
6e3omacHocTH nuiueBniX Aobasok, 1982, IIpmnoxenue 11, ctp. 8 fi.

6.6.1.3 Oduumanebt xypHan Esponelickoro coobuectna, 19 centabps 1984, EC: 84/449/EEC/B7
N L251/118. IlomocTpasi TOKCUYHOCTD (OpasbHast).

6.6.2 IloxocTphi#l oNBIT ¢ KOXHOMN anIuiMKaluei
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MeTtomuKH UcCaeNOBaHUS U3NTOXEHBI B CIEAYIOIUX JOKYMEHTAX:

6.6.2.1 OBCP, Pykosoxcto Ne 410: KoxHasi TOKCHYHOCTh, ITOBTOpHAsI 103a: 21/28-qHeBHOE KCCIIE-
NOBaHUE.

6.6.2.2 OdunmanbHbiil XypHai EBsponeiickoro coobiecrna, 19 ceHTsiops 1984, EC: 84/449/EEC/BY,
N L251/127. [1ogocTpast TOKCUYHOCTD (KOXHAs).

6.6.2.3 BIIA CIHA: KoxHast TOKCUYHOCTb, NMOBTOpHas Oo3a, 21-nHeBHoe uccregopaHue, IBIIA,
BamuHrroHn 1K, HosiOpe 84, I1b 86-108958.

6.6.3 TlomocTphlit MHIAUIAIIMOHHBIN OIBIT

MeToauku UccaegoBaHUS U3TOXEHBI B CICAYIOLIUX JOKYMEHTAX:

6.6.3.1 OBCP, PykosonctBo Ne 412: MHransilimOHHBIIA OIBIT, MHOTOKpaTHas go3a: 28 i 14-aHeB-
HO€ MCCJICNOBAHUE,

6.6.3.2 Oduumaneusiif xypHan Espomneiickoro coobiiectna, 19 cenrsiopsa 1984, EC: 84/449/EDC/BS.
[TomocTpasi TOKCUMHOCTD (MHTAISILMOHHAS).

6.6.3.3 BIIA CIIIA: Octpast 1 cyOXpoHHUYecKasi TOKCHYHOCTh, UHTAALIMOHHEIN onelT, OIIA, Ba-
mHTTOH JAK, okTa0pe 1988, IIb 89-124077.

6.6.4 IlomocTphlii OIBIT, BHYTPMBEHHAS] WHBEKLIUS

AnanrupyotT Pykosozctso ODCP Ne 409:. Ilomoctpas TOKCUYHOCTb, 3aMEHMB KOXHBIA OITBIT HA
BHYTPUBEHHYIO UHBEKLIUIO B COOTBETCTBUU C METOAMKAMHU, U3NIOXEHHBIMU B 6.5.4.

6.6.5 IlomocTphIlil ONBIT ¢ BHYTPUOPIOIUMHHBIM BBEACHUEM

Ananrtupyiotr Pykosoactso ODCP Ne 409: TlomocTtpass TOKCUYHOCTb, 3aMEHMB KOXHBIA OIIBIT HA
BHYTPHOPIOMIMHHYI0O MHBEKIIUIO B COOTBETCTBUU C OJHOM M3 METONUK, HIIOXEHHBIX B 6.5.5.

6.7 CyOxponwueckas o0mas TOKCHYHOCTD

6.7.1 CyOxpoHUYECKHI ONBIT C OPAJIBHLIM BBEACHUEM

MeToauKH HCCIeOBAHUA U3JIOXKEHBI B CACAVIOIHUX JOKYMEHTAX:

6.7.1.1 PyxoBosctBo ODCP Ne 408: CyOXpOHHYECKUNA TOKCUKOIOTHYECKHUNA OMBIT ¢ OpaJIbHBIM BBE-
neHueM. I'pb13yHEBl: 90-1HEeBHOE UCCIENOBAHNE.

6.7.1.2 Pykosouacto ODCP Ne 409: CybxpoHUUECKHIT TOKCUKOJIOTHYECKHUI OIBIT C OpaJIbHBIM BBE-
nedveM. Herpoi3yHbl: 90-IHeBHOE UCCAEAOBAHUE.

6.7.1.3 ®JA CIIIA, YnpasineHue 1o MALIEBLIM MPOAYKTAM: TOKCUKOIOIMYECKUE ITPUHLIMIIBI OLIEHKH
Oe3o0racHOCTH nuuleBblx 1o0asok, 1982, Ilpunoxenue I, cTp. 19 ff.

6.7.1.4 OduumanpHblit XypHan EBporneiickoro coobuiectna, 19 centadpsa 1984 EC: 87/302/EDC,
N L133/8: 90-mHeBHBIN 3KCIMMEPUMEHT ¢ MHOTOKPATHBIM OpPaJIbHBEIM BBEIECHUEM I'PBI3YHAM.

6.7.2 CyOxpoHUUYECKHII KOXHBIN OIbIT

MeToouKH HccieloBaHUS U3JIOXEHBI B JOKYMEHTE:

Pykosoactso ODCP Ne 411: CyOXpoHUYECKUIT KOXHBIN ONBIT: 90-1HEeBHBIA 3KCIIEPUMEHT.

6.7.3 CyOxpoHMYECKMH UHTANSAIIMOHHBIN OMBIT

MeToaNKU UccaeA0BaHUS U3NI0XKEHB! B JOKYMEHTE:

PykoBonctso ODCP Ne 413: CyOXpOHMYECKUNA MHTAJSILIUOHHBIA OIBIT: 90-THEBHEBI 5KCIIEPUMEHT.

6.7.4 CyOXpoHHYECKHII OTBIT ¢ BHYTPUBEHHBIM BBeIeHHEM

[Ipucniocabnuparor PykoBoacteo OOCP Ne 408: CyOXpoHMYECKUI OIBIT C OpaJbHBIM BBEACHHEM,

3AMEHUB OpajbHOE BBeJlEHUE HAa BHYTPHMBEHHOE B COOTBETCTBMH C OXHOI M3 METOOMK MCCJIENOBAHMS,
U3TOXEHHOU B 6.5.4.

6.8 XpoHnyeckas TOKCHIHOCTb H KaHIEPOreHHOCTD

[1pn HeoOXoMMMOCTH IIPOBOASAT UCCEAOBAHUA MEAULIMHCKUX U3AEIUNA HA XPOHUYECKYIO TOKCHYHOCTD
WIM KaHLEpOreHHoCTh. B Tex ciyyasix, Kkorma HeoOXonuMMO MCCIIeN0BaTh YKAa3aHHbBIE BUIOBLI BO3HCHCTBUS,
METOAMKY UccaenoBaHus BbiOUpaloT B cootBeTcTBUM ¢ TOCT P MCO 10993.3.

[Ipu MccrenoBaHHM CTOMATOJIOIMYECKUX MAaTepHaoB METOAOM OPAJIbHOTO BBEACHHUS PUCK IS 3[0-

pPOBbSI OLICHUBAIOT HAa OCHOBE TeCTa OJHOKPATHOIO pa3BedcHUsI B cooTBeTCTBUH co IlIBeHliapckuM cral-
naproMm 119800.

7 MeTtoapt H3y4eHHSA MTHPOTEHHOCTH

[InporeHrs! MOTyT BHI3BIBATh BOCHAIUTE/bHBIE peaKIIMU Y NMauueHToB. [1nporeHHOCTh TPAIMLIMOHHO
OOBACHSIIM BO3AeHCTBUEM OaKTEpUAJbHBIX SHAOTOKCHHOB, 3arpA3HAIOIIMX U3nenusi. B HacToslee BpeMs
JIOKa3aHO, YTO HEKOTOpblE MAaTEpUAJIbl CAMHU colepxXKaT MuporeHel. [Ipu oleHKe U3geui H/WiIH MaTEpUaIoB

[POBOJAT UCCIENOBAaHHE HA IMTUPOreHHOCTh. MeTOMUKY OIIpeAcHAeHMS MMMPOreHOB U3JIOXEHEI B IOKYMEHTAX,
yKa3aHHbIX B 7.1 — 7.2.

7.1 Onpenenenye 3HAOTOKCHHOB M APYTHX MMPOreHOB, HMEIOLIMX HeOAKTEpHAJIbLHYIO NPHPOAY
Qapmakones CIHA XXII, NF XVII (151). Tect Ha nmMuporeHHocTs, ctp. 1515.

7.2 Onpenenenne 3HIOTOKCHHOB
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7.2.1 ®apmakones CIIIA XXII, NF XVII (85). OnpenencHue GakrepualbHOro 3HIOTOKCHHA, CTP.
1493 ff.

7.2.2 Espomeiickasg ®@apmakones; yactb V.2.1.0. ITuporensr, 1990.

8 Omnenka pe3yJabTaToB

PesynpraThl HccenqoBaHus JI000r0 U3ENUsI HA TOKCHYHOCTD CJIEAYET OLIEHUBATh C YYETOM:
- Hay4YHOro o0OCHOBAHWUAA;

- OrP@aHUYEHHBIX BO3MOXKXHOCTEH METOIHUK;

- TIpeAIIoJaracMoro KJIMHHYECKOro MpUMEHEHUS METULMHCKOI'O U3IeUs;
- KOJIMYECTBA MOAOINBITHBIX XXMBOTHBIX;

- TIPONOIXKUTCIBHOCTA BO3ACUCTBUSN;
~ OTPOMHOI0 KOJHMYECTBA BEUISCTB, KOHTAKTHPYIOIIHX C U3NECITHEM;
BO3MOXHOCTHA HENPABUIBHOIO NPUMEHEHHUS U3CITHUA.

OueHKa pPE3VJIBTATOB B COOTBETCTBUU C KPHUTEPUEM <«IIPOLIE] TECT — HE Ipolles» HE COOTBETCTBYET
e OMOJIOTMYECKOro UCCIeJOBAHUS IO IBYM OCHOBHLIM IIPUYHHAM:

- HCCJe/lOBaHHE HAa TOKCHUYHOCTb He HAET rapaHTUMU OTCYTCTBUSI BpenHoro >gdexra u3fenus Ha
4E€JIOBECKA,

- BpeIHOE BO3AcHCTBUE, OOHAPYXEHHOE IIPU UCCIEIOBAHUM HAa TOKCUYHOCTh, MOXET ObLITh KOMIIEH-
CUPOBAHO MPECUMYUIECTBOM IIPUMEHEHUS U3OCAUS.

CiefgoBaTesIbHO, XOTS pe3y/bTaThl HCCACHOBAHNSA HA TOKCHYHOCTD B OOJIBIIMHCTBE CIIyYaeB JOCTATOY-
HO 3 deKTUBHO oNMpeleAsioT NOTeHIIAUIBHYIO OIaCHOCTh, HEOOXOAUMO TLIATEIBHO HAOMI0AATE 38 COCTO-
STHUEM 3I0pOBbLS UYEJIOBEKA U TUIATEIBHO OLIEHUBATH Pe3yJIbTaThl TECTUPOBAHKUSA HAa TOKCUYHOCTb.

9 OTtyer 0 NpPOBEAEHHOM HCCJICIOBAHHM

9.1 OtyeT ZoMXEH COOTBETCTBOBATH KOHKPETHOH MCIIOJB30BAHHOU METOOUKE UCCJIEIOBAHUS.
9.2 Kpome TpeboBanus 9.1, B oT4eTE JOJIKHBI OBITH YKA3aHB!:

- THI U3AEIIUS;

- ToJHas uHopMauuss o0 U3yyaeMoM U3ACINY;

- pa3Mephl, Macca obpasnua Wwin 4acTu o0pasla;

- KO U3roTOBUTENA, HOMCD ITO KaTaJlory, HOMED U3ACHUA UIIH faTd U3roTOBJACHUA, TOProso HauMe-
HOBAHUC U T.A.

9.3 Tlpu uccaea0BaHUM BBITSDKKM B OTUET BKIIIOYAKOT CACAYIOLIME OJAHHBIE:

- COOTHOILIEHUe 00beMa MOACIbHOMN Cpe/bl U TUIOLIAAM MOBEPXHOCTH obpa3iia uiIu 00beMa MOJIEh-
HOU cpedbl U MAacchl obpasiia;

- YCJOBMS SKCTPaKLUU B COOTBETCTBUM C 5.6.1;

- WASHTU(PHUKALMIO MOIXENbHOU Cpelbl, BKIIIOYAs [IOAPOOHOE OMUCAHHUE, MO KOTOPOMY MOXHO BOC-
[IPOU3BECTU €€ COCTAB;

- JI0ObIE JAHHBIC O 3HAYUTEJNbHBIX (PH3HYECKMX HM3MEHEHMsIX 0o0pasla MW BBITSDKKY: U3MEHEHHE
LiBeTa 00pa31oB, U3MeHEeHHe LIBETA BBITSDKKHU, ITOTEHLIMATbHOE MHOrodasHoe pasaejaeHue U ap.
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[TPUITIOXEHUE A
(cnnpaBOYHOEC)

IIepedenn aapecos
Cnucox agpecoB, IO KOTOPBIM MOXHO NpHOOpecTH JOKYMEHTDBI, YKa3aHHLIE B HACTOALLIEM CTaHIApTe.
Esponeiickag Papmakones (EP)
H3naer:

EBponeiickuii papmMakonerHbIA KOMUTET
CoseT EBpornmr

F — 67006 Strasbourd Cedex
France

HameuyaTtaHo # OonyO0JMKOBaHO:

Maisonneuve S.A. 57 Sainte-Ruffine
France

Papmakornesa CLLIA

PapmaxoneitHaa koHBeHIMs CHIA, nHk.
12601 Iwinbrook Parkway

Rockville, MD 20856

USA

Pyxosoacteo ODCP 1o TecTHpOBaAaHUIO XMMHUUYECKMX COCAMHEHU
Hanarenbckuii oraen OICP
2, rue Andre-Pascal

F — 75775 Paris Ctdex 16
France

OOA CHIA Toxcukonormyeckue NpyiHIUIIL OlIEHKY 0e30TIaCHOCTU [UILIEBBIX 100aBOK
YnpagpaeHue 1o NMUIUEBBIM ITPOAYKTaM H JieKapcTBeHHBIM cpencrBaM ClIIA
YnpasneHne 110 NUINECBLIM IIPOAYKTaM

200 C Street, SW

Washington, DC 20204

CHIA

US/EPA TecrypoBaHue Ha TOKCHYHOCTD
HauuonanbHas vddopmanonHasa ciyxoa (NTIS)
HernapramMeHT TOProBin

Springfield, VA 22161

USA

AMEpHKaHCKOe ODIECTBO M0 TECTUPOBAHHIO M MatepUasiaM (ASTM)

1916 Race Street
Philadelphia, PA 19103 — 1187
USA

Koy HauuoHalnbHbIX cTaHaapros (HanpuMmep ANSI/ADA AMmepuxadckui cradaapr, BS bpuraHckuit cran-
A2PT) MOXHO IMPHOOPECTH B HALMOHAILHOM OpraHu3alMy 110 CTaHIapTU3aluy B A1000M rocyaaperse — uneHe HICO.
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[TPUIOKEHHWE b
(cripaBOYHOE)

MeToaukn HCCAeN0BAHMA 00IIETOKCHICCKOTO NEeHCTBUA

b.1 Onpenesenne ocTpod TOKCHIHOCTH HAa O€JIbIX MBIUIAX

b.1.1 Cpencrea nccnenoBaHuif

Becnt naboparopusie Tuna BJIKT-500 no 'OCT 24104.

IInpuusr oGbeEMOM 2 MII.

JIyna.

b.1.2 Xon uccnenopaHus

BrITAXKY M3 N3IeNUN UCCIeay1oT Ha HecriopoAHHIX OeblX MBIax (camMiuax) Maccoi 18 — 235 4, npoureauinx
7-CyTOUHBIH KapaHTHH. B onbITHOHM ¥ KOHTPOJBHOM TPYIIax JOMXKHO OBITh HE MEHEE BOCbMH XKUBOTHBIX. BhITAXKH
B KonuyectBe 50 M Ha 1 Kr Macchl T€l1a XMUBOTHBIX BBOAAT OAHOKPATHO BHYTPUOPIOIIMHHO. KHMBOTHBIM KOH-
TPOJBHOU TPYIITILI B TOM Xe 00beMe BBOAAT MOIEAbHYIO cpely. CoCTOSIHHE XMBOTHBIX OLICHUBAIOT 110 CIAEAYIOLUIUM
TeCTaM:

- Macca TeJia B rpaMMax — OIIpEeensfioT O BBECACHUS BLITKEK U YEepe3 CYTKM IOCIEe BBEIACHUSA, HATOLIAK;

- o0llIee COCTOSSHHWE XMBOTHBIX: TIOBEICHHE, IMOJABVIKHOCTL, COCTOSIHHE IISPCTHOTO NMOKpOBa — Cpa3y I1OCHe
BBeIcHUA, yepe3 4 ¥ 24 4 nociie BBEASHN;

- MaKpOCKOIHUYECKasA OLleHKA COCTOSIHNAA BHYTPEHHHMX OPTraHOB M TKaHEH Ha BCKPLITUH. 2ZKMBOTHBIX YMEPUIBISIOT
Hexanuraluueit yepes 24 y nocsie BBeJIeHUS BRITSDKKU. CHava/1a BCKPLIBAIOT KOHTPOJIBHYIO TPYIITY, 3aTeM ITOOOIBITHYIO,
oOpaiasgd BHUMaHKE Ha 001acTh BBEICHMS BBITSDKKH, COCTOSIHUE NMTOAKOXHOM KJIETYaTKY, OpIOLIMHB], MBI OpIOITHON
CTCHKM, PErHOHapHBIX JUMOPOY3INIOB U UX IIPOTOKOB, BHYTPEHHUX OPraHoOB,;

- B3BellIMBAHHUE BHYTPEHHHX OPraHoOB (MIEYEHU, HOuEK, CEJE3eHKM): ompeAcsicHHe KO03hPHULMEHTOB MacChl
BHYTPEHHMX OpPraHoOB IeleHMEeM Macchl OpraHa B MWILIMIpaMMax Ha Maccy Tena B rpaMmax. llonyyeHHBIE gaHHBIE
[TOUTEKAT CTAaTHCTHUYECKON 00paborke ¢ ucrnonbioBaHueM Kputepus CreioncHTa t. [IpH noaydyeHMu A0OCTOBEpHOH
Pa3HOCTH JABYX MCCICAYEMBIX ITOKa3aTeeil ONBITHOM ¥ KOHTPONBHOM I'PYTIII BEITAXKY U3 W3NS TPU3HaIOT TOKCUYHON.
I1pn oOHapyXeHHH HOCTOBEPHOIO OTAMYMS IO OJHOMY M3 I10KA3arcjied COCTOSIHUSA XKMBOTHBIX HCIIBITAHUS CHEXyeT
ITOBTOPUTb Ha YABOCHHOM KOJIMYECTBE XXUBOTHHIX. IIpM NMOBTOpHOM 0OHaApyXeHHMH JOCTOBEPHLIX pa3IU4HN U3Je/ne
CUMTAIOT TOKCHYHBIM. B cnyyae ruber oAHOro-AByX XHWBOTHBIX HCCIEAOBAHUE TTIOBTOPAIOT Ha YABOEHHOM KOJIUYECTBE

XUBOTHBIX (110 16 MEBIlIeH B Kaxao# rpynne). [1pu mibenu xors AL OQHOTO MOACIIBEITHOTO XKUBOTHOTO ITPHA NOBTOPHOM
HCCAENOBAHUH M3JEJIHE CUUTAIOT TOKCUYHDBIM.

b.2 HUccaepoBanne H2 DHPOTEHHOCTDh HA KPOJHKAX
B.2.1 Cpenctra nccienoBaHUn

Hinpuun o6beMoM 2 M.

TepmoMeTp MEIUMIIMHCKHHA.

b.2.2 XoJn uccnenosaHusl

Otb6op, conepxaHHe, HOATOTOBKY XUBOTHBIX K MCCIEIOBAHHUAM, ITOBTOPHOCTL MX MCHOJB30BaHUA MPOBOIAT IO
T'ocyaapctseHHolt PapMakonee XI uagaHus.

Tecr-n03a — 10 M1 Ha KMutorpaMM MaccChl KpOJIMKa. BBITSDKKY BBOJAT B VIIHYIO BEHY.
HUccnenyeMyio MApTUIO U3ACHUN CUUTAIOT alfUPOreHHON, €CU Nocle BBeACHNUA BHITSDKKWA HU Y OOHOrO U3 Tpex
ITOJONBITHBIX KPOJHMKOB HM TIPH ONHOM M3 TPpeX U3MEpeHMH HE HaOnIOmaJIoch NOBEHILICHWE TeMIepaTyphsl 0olbllie yeM

Ha 0,6 °C 1Mo cpaBHEHHIO ¢ MCXOMHOR TeMIIEpaTypoil 1 B CyMME IOBBIIEHHE TEMTIEPATypPhl TIpH KaXIOM U3MEPECHUU Y
TpeX KpoJuKoB He rpesbiinano 1,4 °C.

I[IpuMeuyaHHue — 3a napTUIO U3NCINII IPUHUMAIOT KOMTHYECTBO M3ACIHNA, IIPOCTEpWIN30BAHHLIX 32 CYTKH

pagyallMOHHBEIM CIIOCOOOM WIM 3a OOWH LHMKJI CTEpMAM3allMil B OOHOM CTEpHIM3aTope IIpM Ta3oBOM criocodbe
CTCPUWIN3ALMH.

Eclv y ogHOTO HMJIM ABYX KpOJIMKOB TeMIIepaTypa noBeicuiIachk Oojee yeM Ha 0,6 °C u B cymMMe IIpHM KaXIoM
U3MEPEHUH Y TpeX KPOJIMKOB MOBBILIEHNE TeMIlepaTyphsl coctaBuiio donee 1,4 °C, MccaeaopaHue IMOBTOPAIOT AONOJN-
HUTEJIBHO Ha ITATH KPOJIMKaX.

ITapTvIO M3AeNUi CUNMTAIOT anmMpPOIreHHOM, €ClM He Oo0Jiee 4yeM y TpeX M3 BOCbBbMHM KPOJIMKOB HabI0anoch
UHIWBUAYaNbHOE MOBbILIIEHHE TeMIIepaTyphl He Oonee yeM Ha 0,6 °C u obuiaga cyMMa NOBBIIUEHHAIA TEMIIEPATYPhl Y BCEX
BOCBMH KPOJIMKOB He IpeBblnana 3,7 °C.

Ilonyckaercs MakcuManbHoe cHMXeHue temneparypbl Ha 0,6 °C. Ilpy cHUXeHUM TeMIiepaTyphl Y OXHOrO
Kpoauka 6onee yeM Ha 0,6 °C uccienoBaHMe NOBTOPSIIOT Ha TIS9TH KPOMUKAX.

[TapTHiIO M3IENUH CUMTAIOT aIMPOTEHHOM, €CNTU MOC/IE MTOBTOPHOTO UCCIIEIOBAHUA HU Y OTHOTO U3 ITSITH KPOJIHKOB
MaKCHMAJIbHOE TIOHNXEHHE TeMItepaTypbl He rpeBboichio 0,6 °C 1 He oriee YeM vy IBYX KPOJIMKOB M3 ITSITH TEMIIEpaTypa
noHusmwnack Ha 0,6 °C 1o cpaBHeHHIO ¢ UCXOMHOM. B NMPpOTHBHOM ciy4yae IapTHUIO M3ICTUHA OpaKyloT.
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b.3 Hccnenosanus Ha MHPOreHHOCTh METOAOM PEAKIHH CBA3BIBAHMA KOMILIEMEHTA

b.3.1 TIpuroroBncHME BBITSIXEK

b.3.1.1 IIpuroraBnuBalOT BBITSDKKH (CMBIBBI) M3 KOHKPETHBIX M3IEIHA COITTACHO HOPMATHBHOM NOKYMEHTAIIH
(H) Ha nIpUroToBICHUE BRITSDKEK (CMBIBOB) U3 3THUX U3AEIHIA.

b.3.2 IIpnMmeHsaemoe oOopynoBaHue

Crenn mna ncneiradui o I'OCT P UCO 10993.5.

[Tpobupku ¢ npurepToil npodkoii, 10 wT., 00BeMOM 110 3 ML

Hosarop nunerouHsit oovemom 0,5; 0,2; 0,1; 0,05; 0,02 M.

Bechl anaIMTHYEeCKHE ¢ ITOrpellIHOCTLIO B3BewnMBaHua He 6onee (0,001 r.

[IuHuer aHaroMuueckuil IMHON 250 MM.

Cocyn Aproapa, 2 wr.

Crepuwiu3zaTop BO3XYUIHLIM MEOIULIMHCKUNA, TeMriepaTypa (180+2) °C.

XONoJWILHUK OLITOBOM.

TepMocTar ¢ MakcuManbHOM Temneparypon 50 °C.

pH-Mmerp, TN pH-121.

[IpyMeHsieMble peaKTHBHI.

XJTopua HaTpUsl, CTEPWIBHBIA artMporeHHbIN M30ToHUYecKUi pactBop 0,9 % -HbIH.

CriepMa ObIKa (3aMOpOXEHHAA B XUAKOM A30Te).

AHTHTeJIa (3AMOPOXXCHHEBIEC B KMJAKOM a30T¢).

KoMrieMeHT (3aMOPOXEHHBIA B XHWIKOM a30T¢).

JIunononucaxapun (B aMIyse).

b.3.3 T'oToBAT pacTBOpP aHTHTEJ. 3aMOPOXEHHYIO I'PaHy/ly aHTHUTEN U3 cocyaa Mploapa 6epyr WIMHHBIM aHaTo-
MUUYECKHUM ITHHUETOM M ITOMCINAIOT B CYXYIO IIPOOHPKY.

b.3.4 TotoBaT pacTBOp aHTHIreHa. BCkphiBaloT aMITyly ¢ JIMNONoNMcaxapuaoM, coaepxaiyo S00 MUMHUMATbHBIX
nUporeHHbIX Jo3 B 1 mi. 0,1 Mi storo npenaparta npwiMBaioT B mpoOMpkKy ¢ 0,9 M1 allMpOreHHOTO pacTBopa XJIOpHIa
HaTpuA. IIpUTOTORAEHHEBIN pacTBOpP TIMATENILHO IIEPpEMeILMBAIOT, IPY 5TOM KOHIICHTpAaLMs aHTUIeHAa B HEM COCTaBIIsIeT
50 MUHUMAIBHBIX MUPOTEHHKIX 103 B 1 MII.

b.3.5 T'oroBar pacrBop KoMmruieMeHTa. ['paHyiay 3aMOpPOXEHHOIO KOMIUIEMEHTA VIMHHBIM aHaTOMUUYECCKMM
IWHLIETOM NOMELLAIOT B CYXYIO MTPOOHPKY INpU KOMHATHOM TEMITEpAaType U BbIACPXUBAIOT B TeueHHUe 10 MUH 10 MOTHOIO
OTTauBaHUSI.

b.3.6 I'otoBaT ONBITHRIA 0Opasel. B nipoOupky ¢ mpurepToil NpoOKoW HanMBaiOT 1 M BBITAXKU (CMBIBA), a
TaKXXe aHTUTENIa U KOMIUIEMEHT corjiacHo nacnopry. Cojepxumoe NpoOUpKH IepeMeUIMBAlOT BCTPAXUBAHHEM.

[IpuMeuyaHue — 3aobpasel] NpUHHAMAIOT YACTh BbITSIKKH, ITOABCPracMyl10 HEOOXOOMMOMY HCCIEIOBAHUIO.

b.3.7 Toroar orpulaTeNbHBIA KOHTPONBHBINM oOpasel. B npobupky ¢ rnpureproit npodkoil HanupawoT 1 M
AlTMPOreHHOIO pacTBOpa XJOopMAAa HATpUd, a TaKkKe aHTHUTENa W KOMIUVIEMEHT COIJlacHO mnacnopry. CoaepXuMoe
MpOOKUPKU NEPEeMEIINBaIOT BCTPSIXUBAHHEM.

b.3.8 ToroBsT MONOXUTENILHBIM KOHTPOJBLHBLIA oOpasell. B npoOUpKy ¢ npureproi IMpoOKoW HamuBaloT 1 M
AITMPOTreHHOI'0 pacTBOpa XJIOpUAa HaTtpus, pobasisior 0,02 M1 pacTBopa aHTUI€Ha, TTOMYYSHHOIO B COOTBETCTBMM ¢ b.3.3,
1 JoOaBIgIOT aHTUTENA M KOMIUIEMEHT corniacHo nacnopry. ConepxuMoe npoOMpKy TIepEMEHINBAIOT BCTPSAXMBAHUEM.

b.3.9 OmnpITHHIH U KOHTPOJALHBIE 00pa3iibl MOMEAIOT B TepMocTar. IIpoBoasiT nHKyOaiuio B TeyeHye 18 — 24 4
ripy TeMmrieparype (27 + 2) "C B TepMocTare.

b.3.10 TorToBaT 6MocCeHCOPHYIO cucTeMy. OTMEPSIOT ITUIIETKON B IpoOUpKHU oO0beM pa3baBuTensl, YKa3aHHBIA
B MTACIIOPTE, M CTABAT UX B BOISHYIO 0aH10 nipH TeMmrieparype (40 £ 1,5) °C. B xkaxnyo nmpoOHpKy n1o6apigioT o6bneM
aHTHTEJ, YKa3aHHBIA B 11aCOpTe, ¥ TUIATENHHO ITepEMELIINBAIOT BCTpAXUBaHMeM. OXJIaXICHHRIM A0 TEMIIEpaTyphl
XUOKOTO a30Ta ANIUHHLIM aHATOMHUYECKMM TIMHIIETOM M3BJICKAlOT U3 cocyia Jlbloapa TpaHyay CIIepMEBI M OIIyCKaloT
B HarpeTeiil pacTsBop. Ilocine oTraMBaHMUs TpaHYJIbl COHCPXHUMOE TIPOOMPKH IEPEMELIUBAIOT U BHIIECPXKHBAIOT
10 mun. HE [IOTIYCKAETCSI OTTAUBATH HECKOJIBKO 'PAHYJI B OJHOU INPOBUPKE! Conepxumoe
NpoOUPOK CAMBAIOT B OJHY M IIepeMEILIUBAIOT BeTpsaxuBaHHeM. lloayuaercss MaTOYHEIN pacTBOp CHEpMHI.

b.3.11 TotoBsT paboune o6pasubl. B kaxiayio mpoOHUpKy KOHTPOJILHOM M OIIBITHOM cepumit KoGapinAoT no 0,2 M
MaTOYHOI'0 pacTBopa CIIEPMBI.

b.3.12 T'oroBar npobbl X HcclieqoBaHHIO Ha creHie. Kaxabiit pabouunii obpasell TepeHOCAT B KIOBETy. 3areM
KIOBETY (KaNWwuisip) YCTAaHABIUBAIOT B KIOBETOACPXKATENDb (KApeTKy) CTeHAa Ut UCCIENOBaHUS.

b.3.13 HaxarummpawT 3KcliepMMeHTalIbHbIe JaHHbIC. IIpK foCcTHXKEeHMHM Hy/IEeBLIX 3HAYEHHUH 110KAa3aTeNs ITOABHK -
HOCTH BO BCEX KIOBETax INpeKpanialT MNpoLece HAKOIJIEHUS JAHHBIX.

b.3.14 O6pabarhiBalOT 3KCNEPHMMCEHTAJIBHBIC JIaHHBIE ¢ MOMOLIBIO KOMIbIOTepa. CyMMapHYIO JBHMIaTEIbHYIO
aKTUBHOCTD 5, B YCJIOBHBIX CAMHHLIAX, KAXI0ro odpasia BEMUCIAIOT 1o (hopMye

n
S=Emf,

i=1
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rae m; — I-¢ 3HaUeHUE MmokKas3aTejad NOJABIDKHOCTH;

[ — TeXyHINH HOMEp OLIeHKH I1oKa3aTens MOIBMXKHOCTH;
n — XOJINYECTBO OLIEHOK ToKa3aTeast MOABHXHOCTH.

b.3.15 OueHka pe3ylbTaToB KOHTPONSA
b.3.15.1 Ecnu s KOHTPOMbHBLIX 00pa3iloB BBITIOIHAETCA COOTHOLICHUE

SKI> §Ko

rae Sy 5 X0 — cpenHee apudMETUUCCKOE 3HAUYCHME CYMMapHOHM HABMTaTeIbHON aKTMBHOCTH BREIOOPOK 00OpasLioB
TOJIOXKUTENBHOTO ¥ OTPULIATEIBHOTO KOHTPOIIA,

PE3YALTATHI CUMTAIOT CTATUCTHUYECKH 3HAYUMBIMH, ecnu S ¥ u 5 X0 otnuuarorcyd Apyr OT Jpyra 1o /~-KpHUTEepHIO
1Ip¥ yposHe 3HauuMocTy 0,05. PesynbraTthl MccneaoBaHuii 06pasiioB OlLleHUBAIOT B cOOTBETCTBUM ¢ b.3.15.2. B mobom

OPYroM cjydac MCIIBITAHMSI TIOBTOPAIOT, HauyMHast ¢ b.3.4. EciM npu NoOBTOPHBIX HCCICIOBAHMAX pe3yabTaT HeE
U3MEHUTCH, UCCIIEIOBAaHUSA TTOBTOPSIOT C HOBBIM HA0OPOM pEakKTHBOB M MOCY/LI.

b.3.15.2 OueHuMBaIOT pe3yabTaThl MCCICIOBaAaHUI o0Opa3la BHTIXKU (CMBIBA)
Sk > go_ oOpa3sell CYUTAIOT AIIMPOTreHHBIM;

$§°2> §KI — obpaszel IpU3HAIOT [THMPOT€HHBIM,

riae S° — cpegHee apudPMeETHYECKOE 3HAYCHHE CYMMapHO# IBUTaTeIbHOM aKTUBHOCTH BEIOOPKHM 00pa3LIOB ONEITA.
[Ipu obHapyXeHHM NMUporeHHocTd McrblTaHus no b.3.4 nosropsiwoT. [Ipy 3ToM BRITSKKY (CMBIB) TOTOBAT U3

BHOBb OTOOpaHHBIX M3penui. IIpy moaydyeHMH Takoro Xe pe3yibTara BBITSDKKY (CMBIB) TIPH3HAIOT ITMPOreHHON.

11
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