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rocT P UCO 10993-10—2009
MpeaucnoBue

Lienu n npuHumnnel ctaHgapTusauun B Poccuiickon ®Pegepauun yctaHosneHsl deaeparnbHbiM 3aKOHOM
0T 27 aekabpa 2002 r. Ne 184-93 «O TexHNYeCKoM perynmpoBaHuny, a npasuna NpUMeHeHUs HaLMoHanbHbIX
ctangaptos Poccunckon ®epepaunm — FOCT P 1.0—2004 «CtaHgapTusauma B Poccuiickoii depaepauumu.
OCHOBHbIE NOMOXEeHUA»

CBegeHun o cTaHgapTe

1 NOArOTOBNEH AsTOHOMHON HekOMMepYeckoi opraHusaumnein «MIHCTUTYT Meauko-6uonormyecknx
uccnegosaHuin u texHonorniny (AHO «<MMBUNT»)

2 BHECEH TexHu4eckum komuteToMm no ctaHaaptmsaumnm TK 422 «OueHka 6uonorudeckoro eAcTeus
MeaUUMHCKUX U30enninn

3 YTBEPKAEH W BBEJEH B JEWCTBUE Mpukasom deaepanbHoro areHTcTsa no TexXHU4eckomy
perynupoBaHuto u meTponoruu ot 2 gekabpsa 2009 r. Ne 535-ct

4 HacToawwun ctaHgapT naeHTU4eH MexayHapogHomy ctangapTty MCO 10993-10:2002 «OueHka 6uo-
noru4eckoro AeNcTeUA MeauuMHCkux usgenuid. Yacts 10. UccnegoBaHua pasapaxatowero M ceHeubunmsu-
pytowero aencteuay (ISO 10993-10:2002 «Biological evaluation of medical devices — Part 10: Tests for
irritation and delayed-type hypersensitivity»).

Mpu npuMeHeHUN HacToALero cTaHaapTa pekoMeHayeTCa UCNONb30BaTb BMECTO CCbITOYHBIX MeXay-
HapoAHbIX CTaHAAPTOB COOTBETCTBYIOWME UM HauWoHanbHble cTaHaapTel Poccuiickon deaepaumn, cBeae-
HWS1 O KOTOPLIX NPUBEAEHEI B A4ONOMHUTENbHOM NpUnoxeHun D

5 BSAMEH rOCT P NCO 10993.10—99

UHbopMayusi 06 U3MeHeHUsIX K HacmosieMy cmaHdapmy nybnukyemcsi 8 exe200H0 u3dasaeMoM
UHGhOpMayUOHHOM yKa3amere «HauuoHarbHble cmaHdapmbi», @ MEKCM U3MEHEHUL! U IMonpasoK — 8 exe-
MecsYHO u3lasaeMbiX UHGhOpMayUOHHBIX yKalamernsix «HayuoHarbHbie cmaHOapmei». B cnyyae nepe-
cMompa (3aMeHbl) uniu omMeHbi Hacmosiueeo cmaHOapma coomsemcmsyowiee ysedomneHue bydem
OnybITUKO8aHO 8 eXXeMeCcsIHHO u3dasaeMoM UHDOPMaUUOHHOM yKka3amerne «HayuoHansHble cmaHOapmabiy.
Coomeemcmsyrowjasi UHbopmayusi, yseOoMIIeHUEe U MeKCMbl pasMelaromes makxe 8 UHGOopMalUOHHOU
cucmeme obujeao rnosib308aHuUsi — Ha oguyuansHoM calime PedepanbHoO20 azeHmMemea o MexXHU4YeCKoMy
peaynuposaHu U Memporsioauu 8 cemu VIHmepHem

© CrtanpapTtuHdopm, 2010

HacTosiwuit cTaHaapT He MOXeT BbiTb NOMHOCTbIO UMW YaCTUYHO BOCTIPOU3BEEH, TUPAXMPOBAH U pac-
npocTpaHeH B kKavyecTse oduLmansHoro usaaHus 6es paspeluerns PegepanHoro areHTCTea No TEXHUYECKo-
My perynmpoBaHuio 1 meTposorim
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BBepeHune

CobnitogeHne nonoxexuin ctaHaaptos ceput MCO 10993 «OueHka 6uonornyeckoro AeicTsna meau-
LUMHCKMX N3aenunity no3sonnt obecneunTb CUCTEMHBIN Noaxod K uccrnegoBaHuio Guonorndeckoro gencTeus
MeaNLUHCKNX n3genui.

Llenbto 3Tux cTaHAapTOBR He sIBnsieTca 6e3ycrnoBHoe 3akpenneHne eauHoobpasHbIX METOA0B Uccneao-
BaHWA N NCMbITAHUA 3a rpynnamMu ogHOPOAHBIX MEAULIMHCKNX U3ENWi B COOTBETCTBUN C NPUHATON Knaccu-
dukaumen mx no Buay v ANUTENbLHOCTM KOHTAKTa C OpraHu3Mom 4enoseka. [MoaToMy nnaHupoBaHue n
nposeAeHne nccrnegoBaHUn N UCMbITAHNA AOMKHbI OCYLUECTBIIATL CNEeLuanucTbl, MMetolline COOTBETCTBYIO-
LUyt MOAroTOBKY M ONbIT B 061acT CaHNTapHO-XMMMUYECKOW, TOKCUKOMNOrM4eCcKon n 6Monornyeckon oLeHoK
MeANLMHCKUX N3aennia.

CraHpgapTel cepyn MCO 10993 gaBnsa0TCS PYKOBOASALWMMWU AOKYMEHTaMWU Ansi NPOrHO3UPOBaHUA U
nccnegosaHnst 6MONOrMYecKoro AeMCTBUSA MeaNUMHCKNX U3aenuii Ha ctagum Bblbopa maTtepuanos, npeaHas-
Ha4YeHHbIX ONS UX M3rOTOBMEHMS, a Takke ANA UcCneaoBaHUA rOTOBLIX U3AENWIA.

B cepuro NCO 10993 BxoasaT cneayowme Yyactu nog obuwmum HassaHueM «OueHka 6uonornyeckoro
OeNCTBUSA MeANLIMHCKUX M3OeNNiA»:

YacTtb 1 — OueHka 1 uccnenoBaHus;

YacTb 2 — TpeboBaHMs kK 0OpalleHUIO C XKUBOTHBIMMU;

YacTb 3 — MccnegoBaHus reHOTOKCUYHOCTW, KaHLEePOreHHOCTU M TOKCUYEeCKOro AeCcTBUsS Ha penpo-
OYKTUBHYIO OYHKLIMIO;

YacTb 4 — VccnegoBaHve nsgenvi, B3auMoaencTBYHOLMX C KPOBbIO;

YacTb 5 — WccnenoBaHne Ha LIUTOTOKCUYHOCTL: MeToAbl in Vitro;

YacTtb 6 — WiccnegoBaHue MeCTHOTO AEACTBUA NOCNEe UMNSaHTauuu;

Yactb 7 — OcTraTouyHoe coaepkaHue aTUIeHoKcuaa nocne ctepunusauum;

YacTb 9 — OCHOBHbIE MPUHLMMBI MAEHTUMUKALUN U KONMUYECTBEHHOMO onpeaeneHnsa NoTeHumanbHbIX
NpoayKTOB Aerpajauun;

YacTtb 10 — UccneposaHusa pasapaxarowero n ceHenbunuanpyowero AeUcTeus;

YacTtb 11 — UccnepoBaHune obLLETOKCUYECKOro AeACTBUS;

YacTb 12 — MpuroToBneHne nNpob 1 ctTaHAapTHele 06pasLbl;

YacTte 13 — NaeHTuUdbUkauma n konnyecTseHHoe onpeaeneHue NpodykToB Aerpagauuvm nonMMepHbIX
MeONLMUHCKNX U3aenuni;

Yactb 14 — VgeHTudumKauma M KonmiecTBEHHOE onpeaerieHMe NpoaykToB Aerpajauvv usaenvi us
Kepamunku;

Yactb 15 — MaeHTudmkaumMa 1 KonmiecTBEHHOE ornpeaenieHMe NpoaykToB Aerpajauuu usaenvui us
MeTarnnos v Criagos.;

Yactb 16 — MopgenupoBaHue 1 uccnegoBaHne TOKCUKOKUHETUKU NPOAYKTOB Aerpajauun 1 BbiMbIBa-
HUS;

YacTb 17 — YcTaHOBMEHME NOPOroBbIX 3HAYEHNN AN BbIMbIBAEMbIX BELLECTB;

YacTb 18 — WUccnegosaHue XMMUYECKUX CBONCTB Matepranos;

Yactb 19 — WccneposaHne UMKO-XUMUYECKUX, MOPEONOrMYeckux 1M Ttonorpaduyecknx CBOWCTB
MaTepunanos;

YacTb 20 — MpuHLMNLI 1 MeToAbl UCCreJoBaHNSA UMMYHOTOKCUYECKOTro AENCTBUS MEAULMHCKUX U3ae-
AR,

Hactoawmin crangapT rapMoHU3MpoBaH CO MHOTUMW cTaHgapTaMu UM PyKOBOACTBaMW, BKloYas
BS 5736, Pykosogasiuve gokymeHTel OECD, AMepukaHckyto cpapmakoneto v EBponeiickyto dhapmakoneto. 310
no3sonsieT HacTosiLeMy cTaHaapTy 6blTb OCHOBHEIM AOKYMEHTOM ANsl BbiGopa W NpoBeaeHUs uccnegosa-
HWA, MO3BONSAIOLLMX OLEHWUTb pasgpaxarollee U ceHCMBUNUanUpyoLLlee AeicTBNA, oTHocALWMeCs k Gesonac-
HOCTU MeJULMHCKUX MaTepuanos 1 3aenui.
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HAUUWOHANBbHBIN CTAHOAPT POCCUMCKOMN SEDEPALUMN

n3aenuAa MEgUUMNHCKUE
OLEHKA BUOJIOMTMYECKOIO AENCTBUA MEOULIMHCKUX USOENUIA

YacTtb 10
UccnepoBaHua pasgpaxatoliero 1 ceHcMbUnuanpyoLlero AecTBUA

Medical devices. Biological evaluation of medical devices.
Part 10. Tests for irritation and delayed-type hypersensitivity

Oarta BBegeHnss — 2010 — 09 — 01

1 O6nacTb NpMMeHeHusA

HacTtoswmin ctanaapT onuceliBaeT MeToAbl OLEHKN BOSMOXHOrO pasapaxatowero n ceHcMbunusmpyto-
Lero AelCcTBUA MeQULNHCKMX U3OEeNNA U MaTeplanos, BXOAALWNX B UX COCTaB.

HacTtosimin ctaHgapT BktoYaeT B cebs:

a) TpeboBaHWs K onucaHuo nccregyembix obpasuyos;

b) petanbHoe onucaHue MeTOA4OB UCCREAOBaHUS,

C) KkntoyeBble PakTopbl, BAUSIOLIME Ha UHTEpNpeTaumnio NONYyYEeHHbIX pe3ynbTaToB.

B npunoxeHnn A npmuseaeHbl UHCTPYKUMK NO NoAroToBke 06pasuos ANA NpoBeAeHUs BbileykasaHHbIX
nccneaoBaHun.

HacToswmin ctaHgapT pacnpocTpaHsieTcss Ha Kateropun usgenuia B cooteetcteun ¢ MCO 10993-1.
MoaroToBKy 06pas3LoB K MCCieaoBaHUAM NPOBOAAT B COOTBETCTBUU C NMPUNOXKeHUeM A.

B npunoxeHnn B npuseaeHsbl gononHUTeNbHbIE cneuuduyeckie MeToabl UccneaoBaHua Ans Usgenuin,
NCMoNb3yeMbIX MHTpagepManbHo, oparbHO, BarHabHO, KOHTaKTUPYIOLWNX ¢ NEHNCOM, B odTanbMoNornu.

2 HopmaTuBHbIe CCbINKKN

B HacTosWeMm cTaHgapTe Ucnonb3oBaHbl HOPMATUBHBIE CCISIKU Ha cneaytowmne MexayHapoaHble cTaH-
[apThl:

MCO 10993-1:1997* OueHka Guonormyeckoro AenNcTBUA MeauuMHCKUX usaennin. Yacte 1. OueHka v
nccnegoBaHus

MCO 10993-2 OueHka BUonormyeckoro AenUCTBUA MeauUMHCKUX uagenuin. Yactb 2. TpeboBaHuga K
0o6pallleHNo C XXUBOTHBIMU

MCO 10993-9 OueHka Buonornyeckoro AencTeusa MeauuMHCckuX usgenuin. Yacts 9. OCHOBHLIE NMPUH-
LMl MOEHTUMUKALUA U KONTMYECTBEHHOTO onpeaeneHua NoTeHUManbHbIX NPOAYKTOB AeCTPYKLUMA

NCO 10993-12 OueHka Bruonornyeckoro AencTenA MeauUMHCKUX u3aenuin. Yacts 12. MpurotosneHune
npo6 1 ctaHAapTHble o6pasLbl

NCO 10993-13 OueHka Bronormiyeckoro AencTensa MmeguunHcknx nagennin. Yacte 13. UneHtuduka-
LMS 1 KONMYecTBeHHoe onpeaeneHne npoayKToB AeCTPYKUUU NONUMEPHBIX MEAULMHCKMX U3aenuii

NCO 10993-14 OueHka buonoruyeckoro ASNCTBUSR MeaUUMHCKUX u3denuin. Yacte 14. UgeHTudpuka-
LMt 1 KONMYeCTBEHHOE onpeaerieHne NpoayKToB AeCTPYKLUMN N3AENNA U3 KepamMnkn

NCO 10993-15 OueHka Buonormyeckoro AeNCTBUA MeaUUMHCKUMX u3genuid. YacTte 15. UgeHTuduka-
Li1st 1 KONTMYECTBEHHOe onpeaerieHne NPoaAyKTOB AeCTPYKUNM U3AENNA U3 MeTarnna U CnnaBoB

* 3ameHeH Ha ICO 10993-1:2003.

U3panne odmumansHoe
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NCO 10993-18 OueHka buonornyeckoro AeACTBUA MeauLUMHCKUX usgenuin. Yactb 18. UccnegosaHue
XMMUYECKUX CBOMNCTB MaTepuarnos

NCO 14155-1 KnuHnyeckune uccnegoBaHus meauumHcknx nsgenuin. Yacto 1. O6wme tpebosaHus

NCO 14155-2 KnuHnueckne uccnegoBaHust MeaULMHCKNX uaaenuin. Yactb 2. MpoToKon KIMHUYECKNX
uccneaoBaHuin

3 TepMuHbLI ¥ onpegeneHns

B HacTosilem craHgapTe npumeHeHbl TepMuHbl no UCO 10993-1, a Takke cnegylowme TEPMUHDBI €
COOTBETCTBYIOLLMMU ONpeaeneHusiMn:

3.1 annepreH: BelyecTBo unu matepuan, kKotTopble cnoco6HbI BbI3biBaTb CneLMdUyHYHo runepyyBCTBU-
TeNbHOCTb TakuMm 0B6pasoM, 4YTo Npu nocrieayolleM BO3AENCTBUM BelLeCTBa UMK MaTepuana ¢ aHanorM4Hom
XapakTepUCTUKON BO3HUKaET annepruyeckun acpdekr.

3.2 KoHTpOnbHLIA pacTBOP: [MopLUUsa pacTBOpa, NPUTOTOBMEHHAA Tak Xe, Kak U UOEHTUYHLIA PacTBop,
ncnonb3yemblii Ans NoAroToBKA nccnegyembix 0bpasuoB, npegHasHavyeHHas Ansa onpeaeneHns OHOBOTO
OTBeTa pacTBOPUTENS.

3.3 npoBokauuoHHasa npo6a: Mpouecc, cneayowmii 3a ason UHAYKUUN, B KOTOPOM OLeHUBaeTCs
UMMYyHonorudeckuin adpdpekT nocneayroLmMx BO3AEUCTBUA UHAYLNMPYEMOro MaTepuana Ha opraHuam.

3.4 koppo3ua: MeaneHHoe paspylleHWe CTPYKTYpbl UNW MaTtepuana TkaHW (Hanpumep, aeictsue
CUMbHOTO pasgpaxnTenst).

3.5 runepyyBCTBUTENBLHOCTL 3ameaneHHoro Tuna: UHaykuma cneuncdudeckn onocpeaoBaHHON
T-numdoLnTaMm UMMYHOIOTMYECKON NaMATU Ha anneprex, BO3AEUCTBYOWUA Ha OpraHnuaMm, NpUBoasiLLen K
peakLun runepceHcMbunmMsaumMmn sameaneHHoro Tmna nocne rnoBTOPHOMO KOHTaKTa ¢ anfepreHoM.

3.6 posza: O6beM, BBOAUMBIA B TECT-CUCTEMY 3a OAMH MPUEM.

3.7 aputema: NMokpacHeHUe KOXU UMY CIIM3UCTOA 0OOMOYKN.

3.8 cTpyn: Kopka unu 6ecueTHas nneHka Ha KoXe.

3.9 uHpykums: MNpouecc, BeayLmii K o6pasoBaHnio de Novo N3SMeHEHHOTO COCTOSIHUA UMMYHONOorM4ec-
KON peakTUBHOCTN MHAUBUAYYMA HA KOHKPETHBIN MaTtepuan.

3.10 pasgpaxutenb: AreHT, NPOM3BOAALNIA pasapaXeHue.

3.11 pasgpaxeHue: JlokannaoBaHHbIN Hecneundbuiecknini BocnanurerbHblA OTBET Ha OQHOKpaTHoe,
MOBTOPHOE MUNW NPOAOIKUTENbHOE NPUMeHeHWe BellecTBa/MaTepuana.

3.12 Hekpo3: [Mbenb ogHon unu Bonee kneTok, NMM60 YacTn TkaHW UK opraHa, BeayLlas kK HeobpaTtu-
MOMY MOPa’KeHUIO.

3.13 oTpuuaTenbHbIA KOHTPONb: MaTepuan unu BeLwecTso, KOTOpoe Npu nccnegoBaHUM ONMUCAHHBIM
nyTeMm, AeMOHCTpUpYeT NPUrogHOCTb ANA npoueaypbl NOMYyYEHNA BOCNPOUIBOAUMOIO COOTBETCTBYIOLLEro
oTpULATENLHOIO, HepeakTUBHOIO UNU POHOBOro OTBETA B TECT-CUCTEME.

3.14 ovek: YBenuueHune obbema TkaHu BcneacTeue abHopManbHON MHUNBTpaLUK XUOKOCTU.

3.15 nonoxutenbHbIA KOHTPONb: MaTtepuan unn BewecTBo, KOTOPOEe NpU UccregoBaHUN ONMUcaH-
HbIM NyTem, AEMOHCTPUPYET NPUroAHOCTL ANA nNpoueaypbl NONYHYEHUA BOCNPON3BOAUMOrO COOTBETCTBYIO-
Lero NonNOXUTENbHOro U peakTUBHOMO OTBETa B TECT-CUCTEME.

3.16 pacTtBOpuUTenb: Matepuan unu BeLwecTso, NCNOMb3yeMoe ANA cMavuBaHus, pasbasneHus, cyc-
NeH3npoBaHusl, IKCTparupoBaHusl NN pacTBOPEHNA MaTepuana UCNLITYeMOoro BewecTsa (HanpumMep, XuMmm-
KaT, HanonHuTenb, cpeda, u T.4.).

3.17 uccnepyembii matepuan: Matepnan, usgenuve, ero 4acTb WU KOMMOHEHT, NPoby KOTOPLIX NOA-
BepratoT 6UONOrMYECKOMY UITM XUMUYECKOMY UCTBITAHUIO.

3.18 ucnbiTyemas npo6a: OKCTpaKT unn Nopuua uccnegyemoro matepuana, KOTopylo nogsepraot
6uonornyeckomy UM XMMM4YECKoMy UCTbITaHUIo.

3.19 usbassneHue: OTKpbITasa sA3Ba, NpeACTaBNAOWANA paspylleHUe NOBEPXHOCTHBIX TKAHEN.

4 OcCHOBHbIe NPUHLMNbI NO3TanNnHOro noaxoaa

[ocTynHble MeToabl ANA UCCIefoBaHUa peakunii pasapaxeHns Unu ceHcnbunusaumm uccneayembix
06pasLoB Ha KoXy Obinu paspaboTaHbl TONbKO OTHOCUTENbHO pasfapaXkarolWero U CeHCMBUNU3NpYoLLEro
aencteus. B HacTosweM cTaHgapTe npeanoXeH NO3TanHbiA NoAxoa, COCTOALWNN YaCTUYHO NN NOJSTHOCTBIO
13 cneyloLwmnx aTanos:

2
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a) XxapakTepucTuka uccrnedyemoro marepuana, BkovatoLwas onMcaHne XMMNUYECKUX CBOICTB U aHa-
nu3 uUcnbITyemoro obpasla B COOTBETCTBUM C OCHOBHbIMU nonoxeHnamu NCO 10993-9; UCO 10993-13;
MNCO 10993-14; UCO 10993-15 n NCO 10993-18;

b) o63op nuTepaTypbl, coaepxallen oLeHKY XUMUYecknx n nsnyecknx CBOIUCTB, a Takke nHopma-
L0 0 NOTEHLManbHO BOSMOXHOM pasgpaatoLeM 1 CeHCMBUNM3npyoLLem AefcTB1N KOMMNOHeHTa uccneay-
emMoro matepuana nubo 0 CXOAHbIX N0 CTPYKTYPE XMMUYECKUX PeareHToB U BeLLECTB;

C) aHanus npevMmyLLecTs CyLEeCTBYHOLLMX MeTOAO0B UCCIIeAOBaHNSA B YCIIOBUSIX in Vitro No cpaBHEHWIo ¢
meToAamu in vivo ¢ Lenbio 3aMeHbl MoCneaHUX Ha HOoBble, MHChOPMAaTUBHbBIE U HAAEXHBIE METOARI in Vitro;

d) nccrnenoBaHUs B YCNOBUAX in Vivo Ha aKcneprMeHTanbHbIX XKUBOTHbIX.

MpumeyaHune— OcCTpble 3KCNEPUMEHThI HA XXUBOTHBIX AOIKHbBI NPOBOAWTLCSA AN MaTepranos, KOTOPbIe Mo-
ryT M HE OTHOCUTBLCA K CUIbHBIM pasgpakaloLym U CeHCOUNM3VPYIoWUM areHTaM Npu KX aHanuae Ha atanax a) unu b).
Matepuanes!, He NPOABMBLLME OCTPOro pasapaxatoLLero addekTa Nnpy O4HOKPaTHOM BO3AENCTBUM Ha KOXY, Aanee noaeep-
ratoT uccnegosaHMaM Npym MHOFOKPaTHOM BO3AENCTBUM.

MeTog nMOMOXWTENBHOTO KOHTPOIsSl ANs OUEHKU ceHeubunuaupylowero aencTeusi [7] HeobGxoaMMo NpoBOAUTL B
ucecnegoBartenbckon naboparopum, No KpamHen Mepe, Kaxable WeCTb MecAUeB A4S NOATBEPXKAEHUS| HAAEXKHOCTU UCTIONb-
3yemblX METOAO0B UCCNeAoBaHUM N 4eMOHCTPaLUM NOMOXUTENBHOWN peakumm;

e) HENHBa3MUBHbIE MeTodbl NCCleAOBaHNA Ha Ll,O6p0BOJ'IbLI,aX.

Ecnn uccnegyemelin matepuan He NposiBNsSieT TOKCUYECKOTo, pasgpakatoLLero n ceHeubnnmsmpyoLwero
OENCTBUS MPU UCMBITAHMSAX Ha KUBOTHLIX, TO €ro pasjpaatollee geAcTBNe MOXeT OblTb MUCCMNeaoBaHo Ha
Koxe nobpoBonbLEB.

5 lMpeaBapuTenbHbIA aHaNM3 nccneagyembix o6pasuos

5.1 O6Lwue cBegeHun

Heobxoanmo noayepkHyTh, YTO pe3ynbTaToM NpeaBapuTeribHOro aHanuaa MoXeT ObiTb 3akroyeHue o
HeLenecoobpasHOCTW NpoBedeHUs UCCNed0BaHNA Ha pasgpaxatolee U ceHcUbunusupytollee aeicTeue.
O6wume TpeboaHUsA NpueedeHsbl B pasgene 5 MCO 10993-1.

5.2 Buabl matepuanoB

5.2.1 MNMpeaBapuTenbHOe onNUcaHue

HeobxoanMmo NOMHUTL, YTO B NpoLiecce U3roToBNEeHUs1 U c60pKA MeQULMHCKUX U3genuii MoryT GbiTb
UCMOMb30BaHbI PasfuyHble XMMUYECKUe KOMMOHEHTLI, HanNpuMep, CMa3oYHbIE MaTepuanbl UK NOKPLITUA AN
OCHacTKW. Kpome Toro, B XMMUYECKUX KOMMOHEHTaX, YYacTBYIOLWMX B NpoLecce U3roToBNEHUA nsgenus, B
KOHEYHOW NpoayKLMKU MOTYT NPUCYTCTBOBATbL OCTAaTOYHbIE KONUYECTBa aAre3vBoB, pacTBopuUTenein n ctepu-
NusyloLKMX areHToB, a Takke NPoAYyKTOB peakuun, obpasylolmxcs B npouecce crepunusaumi. Hackonbko
BENK PUCK TOro, 4YTO 3TWU BellecTBa OMacHbl A 340POBbS, 3aBUCUT OT CKITIOHHOCTW K PaspyLleHUo Unn
Aerpagaunm KOHe4YHoro usgenus.

5.2.2 KepaMuku, MeTannbl 1 cnnasbl

HaHHble mMaTepuanbl 0bbIMHO MeHee CMOXHbl OTHOCUTENbHO BXOASLMX B UX COCTAB XUMUYECKUX
BeLEeCTB Mo CpaBHEHWIO C NonNMMepamMun U MaTepvanamu us buoTkaHen.

5.2.3 Monumepsbl

Kak npaBuno, AaHHble MaTepuanbl UMeloT CYLLLeCTBEHHO Bonee CroXHbIN COCTaB Mo CPaBHEHUIO C OMNK-
caHunem, npueedeHHbIM B 5.2.1. MoxeT npucyTCcTBOBaTb Lienblid psif NpuMecein, cTeneHb nonnMmepusaumm
MOXeT BapbUpOBaTbCA B LUIMPOKUX Npeaenax.

5.2.4 Marepuanbi uz 6uoTkaHen

OTa camas cnoXxHasi No cocTaBy rpynna MaTepyanoB. 3T MaTepuarbl YacTo coaiepXaT ocTaTouHble
KonuMuecTBa BeLWEeCcTB, MNOSBMSIOLUXCA B NpoLecce U3roToBMeHUs (Hanpumep, clumsatolumMe U aHTUMUKPOO-
Hble areHTol). Mo NNOoTHOCTM 0bpas3Lbl 0AHOIO M TOTo e Buonormyeckoro Matepuana MoryT oTiM4aThbesl.

MeToabl HacToAllero ctaHgapTa He npefHasHaveHbl AN uccnefoBaHua 6UOTKaHen, U NO3TOMY OHM
MeHee afgekBaTHbl ANsl UCCNefOoBaHUS UX pasgpaxalowero U CeHCUbUnuanpytowero AencTBus, Yem Ans
MaTepuanoB Apyron npupoabl. Hanpumep, meToabl HACcTOsILLEro cTaHAapTa He paccMaTpuBaloT ceHeUbunu-
3upyloLlee AeNCTBUE CLUMBAIOLLUX areHTOB.

5.3 [1aHHble 0 XUMUYECKOM COCTaBe

5.3.1 O6wue cBegeHun
JomkeH 6bITb NOMHOCTLIO onpeaeneH Ka4yeCcTBEHHbIN XUMUYECKUIn cocTaB MaTepuana. Heobxoaumo
UMeTb KONMYEeCTBEHHbIE AaHHble OTHOCUTENbHO Buonorudyeckoit 6esonacHocT MaTepuana. Ecnu konudec-
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TBEHHble AaHHble No Guornornyeckolt 6e30nNacHOCT OTCYTCTBYIOT, TO 3TOT hakT AormkeH 6blTb 0BOCHOBAH U
OOKYMEHTNpOBaH.

5.3.2 CyuwecTByloLe UCTOYHUKU CBEAEHUA O XUMUUYECKOM cocTaBe

KavecTBeHHas 1 konuyecTseHHas MHOPMaLNA 0 cocTaBe AoSKHa BbITh MonyvyeHa oT NOCTaBLMKa UK
N3roToBUTENA MaTepuana.

Ans nonumepoBs YacTo TpebyeTcst 4OCTYN K MHOPMaLIMK, 3aLUMLLEHHON NpaBaMn Ha UHTENNeKTyarb-
Hylo coBCTBEHHOCTb. 1N 3TOoro Heo6xoAMM A0roBOp 0 KOHMMUAEHUMANBHOCTM Ha Nepedady U UCNofb3oBaHne
UHpopMaLmMn.

KavecTBeHHas UHbopMaLmns o fobaBKax, UCMOoSb3yeMblX B NpoLecce nepepaboTku (Hanpumep, BeLecT-
Ba, obnervamooLune BbICBOBOXAEHNE U3dennua U3 opMbl), Takke MOXeT BbiTb MomydYeHa OT KOMMETEHTHOro
npeacrasuTens NnponsBoACcTBa, BKIoYas HanMeHoBaHUe TEXHONOMMYECKUX CTaaumn 1 cocTas obopyaoBaHusl.

Mpu 0TCYTCTBUM KaKNX-NNGO CBeAEHUIA 0 cocTaBe HeoBX0AMMO NO AaHHLIM NUTepaTypbl HAUTW AN aHa-
nornyHoro matepuana u 4o6aBok pekomMeHayeMble COOTBETCTBYOLLME METOAbI AN UX aHanu3a.

MpwnwmeyaHune— CoctaB KEpaMUKKN, METAMNIOB U CMNaBoB AOMXeH ObiTb onpefeneH B COOTBETCTBUN C COOT-
BeTcTByloWmmMn ctangaptamm NCO 10993 nnun ASTM (AmepukaHckoro obLwecTsa no nccnegosanHmio matepuanoe). OgHa-
KO, 4TO6bI MONY4NTL MOMHbIE W AeTanbHbIe AaHHbIe O KaYECTBEHHOM M KONMMYECTBEHHOM COCTaBax maTtepuwana, Heobxoau-
Mo 3aTpeboBaTh VX OT MOCTaBLUMKaA UM M3FOTOBUTENS CXOOHOIO Matepuana, a Takke nonyynTb CBEAEHWUS O AONOSHM-
TENbHbIX BELLECTBAX, NCMOMNb3yeMblX B npoLecce nepepabotkn. MoryT 6biTb MCNONb30BaHbI TAKKe JOCHE HA MaTEPUan uUnu
Opyrve UCTOYHUKW, eCrU OHW JOCTYMHbI.

5.4 XapakTtepucTUKa MaTepuanoB

Ecnun nndopmaums o getanbHoOM cocTaBe matepuarna HeJoCTyNHa UK CYLLLeCTBYET TOMNbKO KauyeCcTBEH-
Hasi MHpopMaLMs, NN MOXET OXMUAATLCS, YTO HOBbIE MM HEU3BECTHLIE BELLECTBA MOTYT NOABUTLCA B NPO-
Lecce NPOU3BOACTBA, MOXET BO3HUKHYTb HEO06X0ANMMOCTL NpoBeAeHUsI aHannsa matepuana.

Heobxoaumo ncnons3osaTh aHanMTUYecKMe Noaxoabl, COOTBETCTBYHOLLME UCCNieayeMOoMy MaTepuany.
Bce aHanutuyeckne MeToanki osKHbl 6bITb 060CHOBaHbI, YTBEPXAEHbI 1 OTpaXKeHbl B oT4eTe. Ecnu 3Have-
Hue pH maTepuana (XMMUYECKUX pacTBOPOB) He U3BECTHO 3apaHee, TO OHO AOMKHO BbITb U3MEpPEHo, NO BO3-
MOXHOCTU, A0 WUCNBITAHUA in vivo unn in vitro. Xumndecknii aHanua (Ka4ecTBEHHBLIA U KONNYECTBEHHBIN)
3KCTPaKTOB MOXeT NpeAocTaBUTb NonesHyto uHdopmaunio. B 4aHHOM kKoHTeKcTe HeobxoanMo NoaYepPKHYTb,
YTO XMMUYECKNIA aHanus aKCTpakTa MOoXeT AaTh pesynbTaThl, Aenaowume rccrneaoBaHue pasapaxuTenbHoc-
TW 1 CEHCUBUMM3AaLMN HEHYXKHBIM, TaK KakK B HUX YXXe MOXeT coaepkaTbesl MHopMauus No pasgpaxatowemy
N CeHCMBUNN3NPYOLLLIEMY MOTeHLMany coeAMHeHUI, NPUCYTCTBYIOLMX B pacTBOpE 3KCTpakTa.

6 MeToAabl uccreaoBaHUA pa3gpaxalllero AeMcTBuA

6.1 MeToabl in vitro

[Ba meToaa in vitro, UccnegoBaHue Ha KoXe KPbIC MeTO40M YPECKOKHOTO 311eKT pUYecKoro conpoTusne-
HUa (TER) n EPISKIN TecT, oTHocaTCS K MexayHapodHbIM, ohuunanbHo yTREPXKAEHHBIM anbTepHaTUBHBIM
MeToAaM AN5 OLIeHKU KOPPOSUOHHOIo AENCTBUA Ha KOXY XMMUYEeCKUX BellecTB. OAHaKo, B HacToslee Bpemsa
HeT yTBepXXAeHHbIX METOAO0B NO NCCNeAoBaHNIo pasapaaroLwwero 4eNcTBUS MaTepuanoB Ha KOXY.

HauunoHanbHble U MexXayHapoaHble opraHusalum NpoaoskaoT paboTy no paspaboTke u yTBepXKAeHUIo
MeTOoAOB in vitro No pasgpaxatolemy AeACTBUIO Ha KOXY NnapansienbHo C NOMCKOM Cepumn anbTepHaTUBHbIX
MeTOoAOB; NpoaorkaeTcs paspaboTka MeTO40B KONMNMYECTBEHHOM OLLEHKN peaKLMM XKUBOTHBIX U YenoBeka Ans
6onee 4eTKOro onpedeneHVss BpeMeHW 3aBeplUeHUst UCCNedoBaHns C UCMONb3oBaHUEM HEUHBA3WBHbIX
meToaoB, cM. C.1 npunoxexus C.

6.2 dakTopbl, BNUAKOLWME Ha NSIaHMPOBaHUe UccnegoBaHusi U BbIGOp MeToAoB in vitro

WccneposaHue pasgpaxatollero 4eNCTBUSA MeAULMHCKMX U3AENNA MPOBOAAT C KOHEYHBLIM NPOAYKTOM U
(Mnn) ¢ ero skCTpakToM.

Ha pesynbTaThl U3yHeHUs1 pasgpaxkaoLlero AeNCTBUA OKasbIBaloT BNUsiHUE criedytolime dakTopbl:

- npupoaa usaenus, NCnonb3yemoro B anniMkaLMoHHOM UCCreaoBaHnu;

- [03a uccreayeMoro Matepuana;

- cnocob annnukauMm UcnbiTyemoro MaTepuana,

- cTerneHb OKKI3UK;

- MecTO annnukauuu;

- MPOAOIBKUTENBHOCTD U YNCMO SKCMO3ULNIA;

- MeToauKa OLEHKM pesynbTaToB nccrnegoBaHuii.
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JononHutensHas nHgpopMaLuus npuseaeHa B npunoxeHum C.

OnpepaenerHHas ceoboda uccnegoBateneil B BbIGope METOAOB U XkeNnaHue moanduumMpoBaTb UX ans
NOBbLILIEHUSI YYBCTBUTENBHOCTU B COOTBETCTBUM C YCIOBUAMU MPUMEHEHUS MaTepuanos, 4acToTon U Anu-
TENbHOCTbIO UX MUCMONb30BaHUA TPeByoT CpaBHEHUS pesynbTaToB UCCMEAOBAHMWA, NOMYYEHHbIX pa3HbIMU
opraHusaumsaMmu. OnucaHHble MeTOANKA UCMONb3YHOT AN UcCreAoBaHWUsA MaTepuanos U Usaenui, MMetowwmnx
MHOTFOKpaTHbIA 1 (M) ANUTENbHBIA KOHTAKT ¢ opraHMaMoM. Mocne KoHCybTaumii ¢ M3roToBUTENeM nccne-
[AoBaTenb AOMKEH CNNaHUpoBaThb 3KCNEPUMEHT TakuM 06pa3oMm, YToBhI ero NpoAoIPKATENBHOCTb U (MIN) KOH-
LeHTpaLusi UCMbITyeMOro BELecTBa MPeBbIWAanM 3Ha4yeHusl, NpUMeHsieMble B MEAULMHCKON NpakTuke.
YBenuyeH1e KoHLEeHTpaLUnM aKCTpaKTa M3 MaTepuana yunTbiBatoT Npy aHanuse pesynbTaToB 3KCnepumMeHTa.

Mpu NCNIONb30BaHUM MaTEpPUanoB, KOHTAKTUPYIOLLIMX CO 300POBOM U TeM Bonee NoBpeXaeHHO! KoXen,
He onpaBAaH Aaxe He3HauMTeNbHbIA PUCK, O4HAKO MHOMME NOTEHUMAsbHbIE Pa3apaXXMTeNM HaxoasT Wrpo-
Koe NMpuMeHeHue B CBA3U ¢ NpeobnagaHnem X nonesHblX CBOWCTB.

CneayeT OTMeTUTb, YTO ecnin 3HaveHne pH ucnbiTyemoro obpasia MeHblue unu paesHo 2,0 unu 6onbLue
nnu pasHo 11,5, MaTepuan NpusHatoT NoTeHUMarnbHbIM pasapaxuTenemM 1 anbHenwe UCCreaoBaHUAa ero
He NpPoBOASAT. JKCMEPUMEHTASIbHO AOKA3AHO, YTO HA BO3HUKHOBEHMWE CEPbEe3HbIX MOBPEXAEHUIN BNUAIOT Tak-
)Ke KOHLEeHTpauuMs UCMbITYEMOro BelecTBa, BpeMsl KOHTakTa U ero Xxummyeckue 1 pusmyeckne cBoicTea.
Ecnv npu nposedeHWM uccnegoBaHWiA Ao3a MaTepuana CO3HaTeNbHO 3aBbllieHa, TO He3HauuTenbHoe
HebBnaronpuaTHoOe BO3AENCTBNE NOCIeaHero He Bceraa sBNSeTCA OCHOBaHWMEM AN ero sanpeweHns.

6.3 UccnepoBaHue pasgpaxarollero AeMCTBMA Ha KOXY IKCMepUMEHTabHbIX XXMBOTHbIX

6.3.1 MNMpuHuun meTopa

OueHuBaroT NoTeHUManbHyto cnocobHOCTL MaTepuana okasblBaTb pasdpaxkalollee AeNCTBUE Ha KOXY
KNBOTHOrO. B kauecTBe aKkcrnepuMeHTanbLHoM MoAenn npeanoYvTMTenbHee UCNonb30BaTh KPONUKA.

6.3.2 Uccnepyemblin maTepuan

TBepable BelllecTBa (BKOYas MOPOLUKM) UMW XUOKOCTb FOTOBAT K MCCMNeJOoBaHUsIM B COOTBETCTBUN C
npunoxeHunem A.

Ansa aeMoHcTpaLnmn 4yBCTBUTENLHOCTU OLLEHKM XKenaTenbHO, A0MONHUTENBbHO K OTPULATENbHOMY KOH-
TPOMo, BBECTUN MNOMOXUTEMbHBIA KOHTPOIb A1 KAXO0T0 XUBOTHOro. Tak Kak obpasLibl M KOHTPOMb UccneayoT
B ABYX MecCTax Kaxablll, TO cneayeT NpMMeHATbL MakcuMarnbHo He Bonee ABYX uccrnegyemMblx MaTepuarnos ¢
KOHTPOSEM Ha OQHOM XXUBOTHOM C UCMONBL30BAHUEM MPW anniankauum 0gHOrO U TOFO Xe pacTBOpUTEnNs.

6.3.3 OKcnepuMeHTanbHbIe XUBOTHbIE U UX COAepXKaHue

Mcnonb3aytoT NonoBo3penbiX MonodblX KPOmMKoB-ans6MHOCOB O4HOW NIUHMK, Noboro nona, Maccon He
MeHee 2 Kr.

AKKTMMaTM3aLMIo N YXOA 3a XKUBOTHBIMU OCYLLECTBNAIT B cooTBeTcTBAM ¢ MCO 10993-2.

Mpu oXkMaaemon peakummn pasapaxeHUs Ans NepBUYHOR OLEHKU UCCriedyeMoro MaTepuaria ucnonb3ay-
0T OAHO XNBOTHOEe. Ecnun HabntogaeTcs XOPOLO BblpaykeHHasn NoMoXuTenbHasa peakumns (oLeHo4YHbIN 6ann
6onblue AByX NMbBo Ans apuTemMbl, MMbo Anst oTeka, cMm. Tabnuuy 1), AanbHelle nccnegoBaHusa NpoeoaAT
MUHUMYM Ha ABYX XUBOTHbIX.

Ecnu Bo3HUKHOBEHUE peakuun pasapaxeHust MasioBeposITHO, TO NEPBUYHYIO OLIEHKY NPOBOAAT Ha Tpex
KNBOTHBIX.

Ecnu pesynbsTathl nccriefoBaHnii, NonyvyeHHble He MeHee YeM Ha TpeX KUBOTHBIX, COMHUTENbHbI UNKX
HesICHbI, NPOBOAAT AOMNONHUTENbHbIE UCCreaoBaHUS.

6.3.4 lNMpoBegeHue nccregoBaHUn

6.3.4.1 lMoaroToBKa XXWUBOTHbIX

Kputnyeckum tbakTopom UCCrneAoBaHUA ABMAAETCH COCTOSIHUE KOXWU XXUBOTHOTO. MCnonb3yoT TONbKO
>KMBOTHbIX CO 3JJ0POBOA HEMOBPEXAEHHOM KOXEN.

3a 4—24 4 no Havana npoBeAeHUs UCCNeAOBaHUIA BLICTPUratoT LIEPCTb Ha ydacTKax Mniolwaabso npu-
MepHo 10 x 15 cM no o6enm CTopoHaM CNHLI ANA annnMkauuu U HabnaeHus.

MprmeyaHne— CoHpuBaTb WePCTb HA NOAFOTOBIIEHHBIX YYACTKaxX HeoGsA3aTenbHO, TaK Kak NpakTuka nokasa-
na, uYto 3TO HE BIIUSAET Ha pesyanaTbl VICCJ'IeHOBaHMﬁ.

Mpu MHOrokpaTHOM BO3AEWCTBUN UCCNeAoBaHUS MPOBOOSAT B COOTBETCTBUM € 6.3.4.2, 6.3.4.3 unn
6.3.4.4 B TeueHue He Gonee 21 cyrT.

6.3.4.2 Annnukaumsa NopoLkoobpasHbiX U Xnakux obpasuos

HaHnocat 0,5 r unu 0,5 Mn uccnenyeMoro matepuana Ha KOXy € KaKOOW CTOPOHBI, Kak nokasaHo Ha
pucyHke 1.

MopolukoobpasHblin UccreayeMblil MaTepuan nepea HaHeceHWeM cnerka CMaunBaloT BOAOW Unu apy-
MMM noaxodsiLium pacTeopuUTenem.



rocT P UCO 10993-10—2009

YYacTkuM ¢ HaHeCeHHbIM MaTepuanom CBepXy MoKPbIBAKT KyCOoYKaMu TKaHWU UM Mapnu, CrIoXeHHbIMA
BYETBEPO, Nrowaibto 25 x 25 MM U PUKCUPYIOT MOSTYOKKMIO3UOHHON UMM OKKIMO3UOHHON NOoBsI3KoN. Bpemst
3KCNO3NLMN — He MeHee 4 4. YAansioT 3aLlMTHYH MOBA3KY U KYCOYKM TKaHWU, OTMEeYatoT NOSIOXKEeHNEe YHacTKOB.
3aTeM yaanswoT ocTaTKM UCMBITYEMOro BellecTBa COOTBETCTBYOWMMUA CPpeAcTBamu, Hanpumep Ternsion
BOAOW UV APYTUM pacTBOPUTENEM, HE OKa3biBaloWUM pasapaxatowero AeACTBUA, U HACyX0o MPOMOKaIoT.
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1 —ronoBa; 2 — uccnegyemas obnactb; 3 — KOHTponbHas
o6nactb; 4 — BLICTPUXEHHAA aopcanbHas obnacts; 5 — KoH-
TponbHas obnacte; 6 — uccnegyemas obnactb; 7 — XBOCT
7 Pucyrok 1 — PacnonoxeHnue obnacten gna annnvkaumm

6.3.4.3 Annnukaums aKCTpakToB U pacTBOpUTENs

CmayuBaloT COOTBETCTBYIOLMM 3KCTPAKTOM CIIOXKEHHBIA BYeTBEPO Kycodek mapnu (0,5 mn Ha kycodek),
NPUKIaabIBatoT ero K y4acTKy KOXU C KayKQoW CTOPOHBI CMMHBI XKMBOTHOTO, Kak NokasaHo Ha pucyHke 1. KoH-
TPOMbHbBIA KycoUyek Mapnu, CMOYeHHbIA pacTBOpUTENeM, NOMELLAT Ha KOXY APYroro yvacrtka.

MokpbiBaloT MecTa annnuKaL i NoNyoKKIO3MOHHON U OKKMIO3MOHHOWN NOBA3KOW HE MeHee YeM Ha 4 4.
3aTeM CH/MaIOT (PUKCUPYIOLLYIO MOBSI3KY 1 OTMEYatoT NOMOXEeHUe y4acTKoB, yAansiioT OCTaTK1 UCTILITYEMOro
BelllecTsa noaxodsaLwWwyMm cpecTeamu, HanpumMep Tenon BoAOW U ApYruM pacTBOpUTESieM, He OKasblBalo-
LWMM pasgpaxaroLlero AeACTBNUSA, U HACYXO MPOMOKaLOT.

6.3.4.4 Annnukaumsa TBepabix 06pasLoB

MpuknagelBatoT 06pasLbl nccnedyeMoro matepmnana Ha Koxy CriHbl KaXA0ro KposnuvKa ¢ KaXaon cTopo-
Hbl MO3BOHOYHMKA, KaK NoKasaHo Ha pUcyHke 1. Moao6HbIM 06pa3oM NpukNaabIBaloT KOHTPOMbHbLIE 06pasLbl
Ha KOXY CMUHbI KaxkOoro kponuka. [oBepxHocTb TBepAdblX 06pasLoB (KOTopble Mpu HeobXoANMOCTU MOTyT
ObITb U3MENbYEHBI) CMAYMBaIOT BOAOW UM APYrMM pacTBOpUTENEM, UTO No3BonsieT obecneunTs Gonee NnoT-
Hoe npuneraHue obpasLa k koxe (CM. NpunoxeHue A). ECnin B onbiTe UCMOSb3YHOT pacTBOPUTENb, YYUTHIBAKOT
ero BrusiHWe Ha peaynbTaTbl 3KCNepuUMeHTa.

MokpeiBatoT Uccneayemelin obpasel 3alMTHBIM MOKPLITUEM pasmepaMun 25 x 25 MM (TakuMm Kak no-
AyLlieyka TKaH U Mapiuv) 1 oUKCUPYIOT MecTa anniukaLumnm NoyoKKIFo3UMOHHOW MW OKKITHO3MOHHONW NOBSA3-
KOA He MeHee yeM Ha 4 4. 3aTeM CHUMaIOT MOBA3KY, OTMeYaloT MOSIOKEHWe y4acTKOB, YAANAT OCTaTKu
nccnegyembix MaTepuanos NoAxoAsWUMKU cpeacTBaMum, Hanpumep Tenon BoAOW U ApYruM pacTBopuTe-
neMm, He oKasblBaloLMM pasgpaxatoLwwero AeNCTBUS, U HACyXO NPOMOKaIoT.

6.3.5 O6cnepnoBaHue XUBOTHbIX

6.3.5.1 O6wwne nonoxeHus

HabniogeHve 3a peakumen KOXW OCYLLECTBASIOT MPY €CTECTBEHHOM U BrIM3KOM K eCTeCTBEHHOMY
NCKycCTBeHHOM ocBeLleHnn. ONUChIBAIOT U OLEHUBAOT CTENEHb KOXHON peakuuu, BKITHoYas 3puTeMy 1 oTexk,
B COOTBETCTBMWM C Knaccudunkalmen, npeactasneHHon B Tabnuue 1, 4ns kaxgoro y4actka U KaXkaoro MHTep-
Bana BpemMeHu HabnoaeHns.

PernctpupytoT pesynbTaThl B 0T4eTE 06 UccnieqoBaHUM.

MpunmedyaHune— BHEKOTOPbIX Cry4asax MOXHO NMPUMEHSITb FTMCTONOMMYECKMe U HEMHBa3VBHbIe METOAbI NCCre-
OOBaHus.

6.3.5.2 OpHoKpaTHBIN annMKaLMoHHbIA MeTo

Mpwn ogHokpaTHOM BO3AENCTBUM PErMCTPUPYIOT COCTOSIHME KaKOOro ydacTka KOXW, rae rnposogunu
annnukauuu, Yepes 1, 24, 48 n 72 4 nocne yganeHust obpasuos. bonee anutensHoe HabnwogeHve (HO He
6onee 14 cyT) NpoBOAAT NPU BOIHUKHOBEHUMN CTONKUX M3MEHEH W KOXU ANS onpeaeneHns nx obpaTumMocTu.

6
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Tabnunya 1— Cuctema knaccnukaumm KOXHbIX peakumin

Peakuus Ouenka &
Bannax
OpwuTtema n obpasoBaHue cTpyna
OTcyTCTBYE SpUTEMBI 0
OueHb cnabas aputema (egea 3ameTHas!) 1
XopoLo pasnuuumas sputema 2
YmMepeHHasa aputema 3
Pesko BblpaxxeHHas spuTema (TeMHo-kpacHas) ¢ o6pa3oBaHueM cTpyna 4
O6pasoBaHune oTeka
OTcyTcTBME OTEKa 0
OueHb cnabblii OTek (crierka 3ameTHbI) 1
3amMeTHbIN OTeK, BbICTYNAaoLWMI HaJ MOBEPXHOCTBIO KOXM U UMEIOWMIA YETKO BbIPaXEHHbIE rPaHuLbl 2
YMepeHHbIN 0TeK (BbICTYNAIOWMIA Had NOBEPXHOCTLIO KOXU OKOMNO 1 MM) 3
BbipaxeHHbIV OTek (pacnpocTpaHeHHBbIN, BbICTyNatoWmii Hagd NOBEPXHOCTBIO KoK Gornee yem Ha 1 mm) 4
MakcumarnbHo BO3MOXHOe Yncno 6annos 8
MpumeyaHune— [pyrne KOXHbIe peakuMmn AOMKHb! ObiTb BHECEHBI B OTHET 00 uccrnegoBaHMM M 3apermc-
TPUPOBaHbI.

6.3.5.3 MHorokpaTHbIA annnMkauuoHHbIA MeToq

Mpn MHOrokpaTHOM BO3AENCTBUN PErUCTPUPYIOT COCTOSIHUE KOXM B MECTe annnukauum Yepes 14 nocne
yaaneHus obpasua 1 HenocpeACTBEHHO Nepes criedytoleit annnukauueit. Mocne nocnegHei annaukaummn
pPerucTpupyIoT COCTOSIHNE Kaxkaoro ydacTtka vYepes 1, 24, 48 1 72 4 nocrnie cHATUs 0Bpasuos. Bonee agnutens-
Hoe HabntogeHne (Ho He Bonee 14 cyT) NPOBOAAT MPU CTOMKUX M3MEHEHUSIX KOXW ANA onpeaeneHus ux
o6paTtMmMmocTu.

6.3.6 OueHka pe3ynbTaToB

Mpn oCTPOM BO3AEUACTBUUN ONPeaensoT MHAEKC NepBUHHOTO pasapaxeHus (UMP), npu atom ans kaxao-
ro XMBOTHOrO cknagbiBatoT Gannbl NepBUYHOrO pasApa)XeHUsi, BbI3BAHHOIO UccriegyeMbiM MaTepuanom,
BKIOHASA OTEKU N 3PUTEMBI, B KaXAbIA MHTepBan BpeMeHu HabnogeHus n genaT ux Ha obuyee yucno Habnw-
AeHun (Ha 6 — no 2 Ha Kaxabll nHTepsan BpemMeHun). Ecnu B nccriegoBaHUsix NCMonb30oBancs KOHTPOSb,
BblMMCNSIIOT 6ann NepBUYHOrO pasapaxeHus KoHTpons. Ans o6bekTUBHOCTM UccheaoBaHuil n3 6anna nep-
BUYHOro pasgpakeHusi nccrnegyemMoro matepyana BelumTaroT 6ana nepBUYHOro pasapakeHust KOHTPONA.

Ans BelMMCAEHUIA CNONb3YIOT TOMbKO AaHHbIe HabnoaeHWN, nony4yeHHble Yepes 24, 48, 72 u. Habnio-
AeHus, caenaHHble npu onpeaeneHnun 4o3bl UK No3xe Yem Yyepes 72 4, BO BHUMaHUe He NPUHUMAIOT.

Ons nony4yerus VMNP cknagbiBatoT 6annbl KaXXA0ro XXMBOTHOO U AEMAT Ha Yncio ocobei.

Mpw MHOroKpaTHOM BO3AEWCTBUMN ONpeaensitoT UHAEKC CYMMapHOro pasgpakeHusl, Npyu 3TOM 4151 KaX-
[0r0 XUBOTHOTO cknaabiBatoT 6anbl pasapaxeHus, BKIoYas apuTeMbl M OTEKU, B Kaxkablid MHTepBan Bpeme-
HW. [lenaT nony4YeHHoe Y1cno Ha obLuee Yncno HabnodeHnid U nonyYatoT cpeaHunii 6ann pasapaxeHus ana
KaXX[J0ro XMUBOTHOrO.

Ons nonyyeHns nHaekca CyMMapHOro pasgpaxeHusi cknaaelaoT cpefHue Gannbl pasgapaxeHust Bcex
NOAOMbITHBIX KMBOTHBIX W AENAT Ha Y1Co ocobein.

MHaekc cymmapHoro pasgpaXeHusi cpaBHUBaOT CO 3Ha4YeHUsIMU, NpeAcTaBneHHbIMU B Tabnuue 2, u
pPerucTpupytoT B oT4eTe 06 nccrnegoBaHun.

Tabnwnuya 2— CreneHn OTBETHOM peaKkuum Ha pasgpaxeHue y KpOITMKOB

OTBeTHas peakuus Yucno 6annos
HeaHauntenbHan Or0pm004
Cnabasn Or0,5p001,9
YmepeHHast O712,0p04,9
BbipaxkeHHas O15,0008,0

MpumeyaHune—MNHAeKc CyMMapHOro pasgpaXeHusi No3BonseT 3KCTPanonMpoBaTb Ha YENnoBeKa pe3yrnbrarhl
onpegeneHusi MNP Ha xumu4eckne BeLwecTea y KpONMKOB, Y4NTbIBASA NPeAbIAYLLWIA ONbIT MCCNEAOBaHNS PSifa XMMUYECKUX
BelLecTB Ha o6oux Buaax.
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[na kaxgoro crnyvyas onpeaensioT MakcumarbHbIA OTBET Ha pasapaxeHue, hbuKcUpyloT Bpemsi, npu
KOTOPOM 3TO pasapaXeHue BO3HUKAET, U ero nNpoaoSPKUTENbHOCTb.

OueHka B 6annax u onucaHus, npeactaBneHHble B Tabnuue 2, xapaktepusyoT MHAEKCh MEPBUYHOIO 1
CYMMapHOro pasapaxeHui.

6.3.7 MNpeacraBneHue pe3ynbLTaToB

B otyeT 06 uccnefoBaHUNAX BKIIOYAIOT:

- onucaHuve ucnblITyemoro obpasua;

- npeanonaraeMblin cnocob NnpuMeHeHUs maTtepuana unu n3aenus;

- noapobHoe onucaHve NoAroToBkK obpasLa K uccneaoBaHUaMm;

- BUA 3KCMEepPUMEHTasbHbIX XXUBOTHbIX;

- cnocob annnukauun uccnegyembix obpasLos;

- MeToAbl BeAeHusA HabniogeHuin U UX perucTpauun;

- OLEHKY pe3ynbTaToB.

6.4 UccnepoBaHue pasgpaxaiolero AeMCcTBUA Ha KOXe YenoBeka

6.4.1 BBepeHue

B HacTosillee BpeMsl NPOrHO3 KOXKHOIoO pasapaxeHusa y yenoseka Ana onpeaeneHns spedHbix dakro-
pOB OCHOBaH Ha UCNOMb30BaHUW MOAOMBITHBIX XXUBOTHBIX (CM. NpunoxeHue C). Tem He MeHee, CyLLeCcTBYIOT
NpobneMbl 3KCTPaNoNsALMn OT XKUBOTHBIX HAa YenoBeka. [N XMMUKaToOB, KOHTaKT YenoBeka ¢ KOTOPbIMU BbICOK
(Hanpumep, KOCMETUKA U YUCTALLME CPEACTBA), OLIeHKY pUCKa 4acTo NPOBOAAT C MOMOLLbIO annUKaUMOHHOIo
MeTo[a Ha KOXe YenoBeka.

MccnenoBaHus Ha YenoBeke MOTYT CIYXXUTb HECKOMbKAM LeNAM:

a) npsimoe onpegeneHne OMNacHOCTU ANA YefioBeka MNpPoBEeAEHUMEM TeCTUPOBaHMSA XUMUKATOB Ha
nopsx, a He Ha NabopaTopPHbIX XKUBOTHBIX;

b) npegoctaBneHWe ouUeHKW pucka ANs onpeAeneHHbIX XUMUKATOB, KOHTaKT YernoBeka ¢ KOTOpbIMU
BbICOK;

c) obneryeHue aKCTpanonsLUMM AaHHbIX, MNOMYYEHHbLIX paHee MpU UCCREeAOoBaHUSAX nabopaTopHbIX
XMBOTHBIX, Ha YerioBeKa.

HacTtosawun cTaHaapT NO3BOMSIET NPAMOe NONyYeHUe Ans YernoBeka AaHHbIX Mo pasgpaXeHUo KOXn B
uensx onpegeneHuss BpeaHbiX ¢haktopoB. Ero uenbio siBnsietca onpegenenve, npeacrasnseT nn cobon
martepuan onacHoCTb, BEAYLYIO K 3HaYUTENbHOMY pasapaXKeHUIo KOXW Nocne ocTporo Bo3aencTaus.

KnuHnyeckne ncneitaHnst 40MKHbI NpoBoAUTLCA B cooTBeTcTBUM ¢ MCO 14155-1 1 UICO 14155-2.

MpnmeyaHune—B C.1 npunoxenuss C npuBeaeHa gansHenwas nHhopmaumsa no nccneaoBaHnaM pasgpa-
KeHus.

6.4.2 MNpeaBapuTenbHbIA aHaNu3

[na yBepeHHOCTM B TOM, YTO UccniefoBaHUe He npeAacTaBnsieT coBoW HUKaKoro 3HauYnTeNbHOro pucka
ANsi 300pOBbSA, JOMKHa ObITb B HANWUuMM ageksaTtHas MHopMauua no ToKCUYHOMY Npodunto Matepuana u
(rae NpMMeHNMO) COCTaBNSAOLMX €r0 XMMUKATOB, BKIIOYasl AaHHbIe BNUTLIBAHUA Yepes3 KOXY.

MaTepuanbl He AOMKHbI UCMLITLIBATLCA Ha NOAAX, ecnv

a) BnporHosupytoLlei npobe 6110 NokasaHo, YTO OHU ABMNATCA pas3apaXXuTensiMu, in vitro unu in vivo,

b) B nporHosupytowen npobe BbiNo NokasaHo, YTO OHU ABNAKOTCA €AKUMW, in Vitro unu in vivo,

C) noTeHuManbHas eAKoCTb AN KOXM YerioBeka MoXeT 6biTb CNPOrHO3MpoBaHa Ha OCHOBE COOTHOLLE-
HUA CTPYKTypa/aencTeue u/unm prusanKo-XMMMIECKNX CBOMCTB, TakMX Kak CUMbHaA KACNOTa UMK LEemnoYb,

d) OHU NpeAcCTaBnSOT PUCK CEHCUBUNMU3ALIMK KOXKU UK AbIXaTeNbHbIX NyTeNn,

e) OHMW NpeAcTaBNsAoT Mobyto CTeneHb ONAacHOCTN OCTPON TOKCUMHOCTU NPU YCMOBUSAX UCCreoBaHUA
n/vnn

f) oHu npeacTaBnstoT Nt0BYI0 FEHOTOKCUYHYIO, PENPOAYKTUBHYIO UK KaHLLEPOreHHYHo ONacHoOCTb.

[anbHenlune UHCTPYKLMK Mo BbIGopy A0obpoBonbLEeB NpuseaeHbl B 6.4.5.1 n C.1 npunoxeHua C.

6.4.3 MNpuHuun meToaa

OpaHoKpaTHylo 403y TECTUPYEMOro MaTtepuana HaHOCAT NoA OKKMo3uei Ha Koxy aobposonbues. Pas-
ApaxeHue cBOAUTCA K MMHUMYMY HaHeceHueM uccriefyemoro mMatepuana Ha kopoTkue nepuogsl. Bonee
AnuTenbHble Nepyuoabl BO3AENCTBUA MOTYT BbiTb MpUemnembl Npy onpeaeneHHbIX YCoBUsIX.

OcHOBHBIM CIOCOHBOM OLIEHKM SIBNsieTCs onpedenexHue Nponopummn 4o6poBosbLUEB, Y KOTOPbIX MOABUIOCH
KOXHOE pasgpaxkeHue, CBsI3aHHOe C peakuMei Ha COMyTCTBYOLWMIN MaTepuas NonoXUTENbHOTO KOHTPONS.

6.4.4 OnucaHue meToga

6.4.4.1 Buibop nobpoBonbLeB ANs uccneaoBaHust
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Hacroawui ctaHgapT npeaHasHadeH Anst NPoBeAeHUs UCTIbITaHUA Ha 300pOBbIX AoOpoBonbLax. BuiG-
paHHbIM o6poBOMbLAM AOIMKHO BbITh, MO MeHbLUei Mepe, 18 NeT; OHW He AOMKHbI ObITb GEpeMEeHHBIMU UNK
KOpMUTL rpyabto. Kpome Toro, 406poBoribLbl C USBECTHON YYBCTBUTENLHOCTLIO K UCCIiedyeMoMy maTepuany
WU AeMoHCTpUpYyoLwMe ntobble NpU3Hakn gepmMaTtuta AOSDKHbI BbITb UCKNoYEHbl U3 nccneqoBaHus. Buibop
[ob6poBonbUeB AOMKEeH NPoxoauTb noa HabniogeHueM aepMartosiora UM Apyroro KBanuuunupoBaHHOMO
cneunanucra.

6.4.4.2 MpurotoBneHue o3

YKuagkue nccnegyemele matepuansl 06bIMHO UCMONB3YIOT B Hepa3seaeHHOM Buae. Mpu uccnegosaHnm
TBEPAbIX BEWEeCTB YBNaXHSIOT UccrnedyeMblil MaTepuan HebonbwnmMm KonuiecTeoM Boabl (06bIMHO 0,2 mn)
nnn, Npn HeobXxoANMMOCTU, APYTMM MOAXOASILLUM PacTBOPOM Anst 06ecnevyeHna XOpoLUero KOHTakTa ¢ KoXeun.
Heobxoaumo yunTbiBaTh CTPYKTYpY TBEPAOro BellecTBa, U BbIGOp NOArOTOBKM UccneayeMoro Matepuana
AomkeH bbITb 06ocHOBaH. Npy UCNONb30BaHUM YBNAXHEHHbIX 06pa3uLoB Heobxoaumo ybeanTbes, UTO Kax-
AblA CyObeKT nonyyaeT OAMHAKOBOE KONMYECTBO UccrneayemMoro matepunana. McnonbsyloT ognHakoBoe Konu-
YeCTBO BOAbI ANS YBMAXHEHUS KOXU Kaxkaoro 4obposonbLa B UCCNeqoBaHU U oTpaxatoT 3TO KONNYECTBO
OOKYMeHTarnbHo.

Mpwn ncnonb3oBaHUM pacTBOPUTENS HEOBXOOUMO YUUTLIBATL €ro BANSHWE HA KOXHOE pasapa)keHue
nccnegyemoiM Matepuanom. Ecnuv B kayecTBe CMauMBaroLLEero areHTa Ans TBepabIX CoeANHEHUI UCNONb3y-
€TCS pacTBOpPUTESb, HE ABNSIOLNACS BOAOW, pacCMaTpMBaloT BO3MOXHOCTb MPUMEHEHNS annnnKaLun ¢ KOH-
TPONbLHBLIM PACTBOPOM (KOHTPOSb PacTBOPUTENS) Ha KaXaoM cybbekTe.

6.4.4.3 lNpoBegeHne nccnegosBaHust

6.4.4.3.1 Yncno gobpoBonbLeB

Wccneposarue AoMKHO ObITb BLINMOMHEHO, MO MeHbLUE Mepe, Ha 30 Ao6poBonbLax, He MeHee TPeTu U3
KOTOPbIX AOIMKHbI ObITb MPOTUBOMOMOKHOrO Nona.

6.4.4.3.2 Cnocob annnukauum uccnegyemoro matepuana

HaHocaT uccnegyemelin MaTepuan Ha HEMOBPEXAEHHYIO KOXY B NPUEMSIEMOM MecTe, Hanpumep, Ha
BEPXHIOH0 BHELLHIOW YacTy PyKK, NOCPeACTBOM OKKIMIO3MOHHON KaMepbl, coAepXallein Mapnesyto Npoknaaky.
MecTo HaHeceHWs1 AOMKHO BbITb OAUHAKOBBLIM Ans BCceX A0OPOBONLLER U OTPaXeHOo AoKyMeHTanbHO. O6bIY-
HO pasmep annnvKauumM OOSDKeH COCTaBNsATb Kak MUHUMYM 1,8 cMm, npeanoytuTensHO 2,5 cM B AnameTpe.
Annnukauusa gormkHa HaxoAUTbCs B KOHTAKTE C KOXEW C MOMOLLILI0 Noaxoasilen Hepasgpaxatowen NoBsasku,
BKIlOYasa HepasgpakaloLyto NUMKYIo NeHTY, B TeueHne BCell NPOAOIKUTENbHOCTU Nepyuoda BO34eACTBUSA.

Annnukauus gomkHa cogepXaTtb ageksaTHyo 403y Ha Nnowaib eAuHULbIE: ONTUManbHbIM cunTaeTcs
npumepHo oT 50 go 100 Mr uccriegyemoro matepuara Ha KBagpaTHblii caHTUMETP. Mpu HaHeCeHUU XaKUX
nccnegyemblx matepuanos o6blMHo AobasnstoT oT 0,2 Ao 0,4 Mn K MapneBoi Npoknaake, Noka Ta He cTaHo-
BUTCS BNaxkHoW. MNpu uccnenosaHumn Teepabix MaTepuanos 06bidHO 0,2 r uccnegyemoro Matepuarna cMavn-
BatoT 1 Ao6aBnAT K Mapresoi npoknagke. Kak anbTepHaTUBHBLIA MeTo[ HaHeceHUsl TBepAbIX MaTepuarnos
MapneByro Npoknaaky cMadnBaioT U UCCnelyeMbiM MaTepuaniom NoKpeiBaloT BECb UCMLITYEMbIA YHacTOK.

6.4.4.3.3 MpoOonmknTensHOCTL BO3AENCTBUS

Bo usbexaHne HenpnemMnemo cuibHbIX peakumii HeobXoaNMMo UCNOMNb3OBaTb afanTUPOBaHHbIN Noaxoa
K uccnegosaHuio. MeToauka nocriegosaTeNsHOM annimMkalmm gaeT BO3MOXHOCTb pasBUTUS MOJIOXUTENMbHO-
ro, HO He TsXKenoro, oTeeTa Ha pasgpaxutens. ANNAnKauMm NPUMEHSIIOT MPOrpeccuBHO, HAYUHasA ¢ ANMTe b-
HocTU B 151 30 MuH, U ao 1, 2, 3 n 4 4. BoamoxxHo nponyctuTb 15 n/unmn 30-MuHyTHBIE Nepuoabl BO3AEACTBUS
npyu HanMyYnMnM JocTaToOYHbIX NPU3HAKOB TOrO, YTO Ype3MepHbIX peakuuii He npousongeT nocne 1-4acoBoro
BosaencTaus. Mepexoq k 6onee gnuTensHOMY BO3ASNCTBUIO, BKIOYAA 24-4acoBOe BO3AEACTBUE 3aKPbITOM
annnukauWei Ha HOBOM y4acTKe KoXu, ByaeT 3aBUCETb OT OTCYTCTBUS KOXKHOMO pasapaxeHusl (oLeHUBaemo-
ro nNo MeHbLen Mepe Ao 48 1), Bo3HMKaloLWero oT 6oree kpaTKoro BO34eNcTBuUs, Ang obecrneyeHusl Toro, 4To-
6bl Ntobasn 3ameaneHHas peakumsa Ha pasapaxuTtenb Gblla agekBaTHO oLeHeHa.

Annnukauunio matepuana Ha 6onee AnuTenbHLIN Nepuron BO3AEACTBUSA Beeraa NnpoBoAAaT Ha paHee He
06paboTaHHbIA y4acToK.

B koHUe nepunoaa Bo3aencTBNA yaansaoT ocTaTki rnccrneayemoro Mmatepuana, Ucrnonb3ays, no nokasaHu-
AIM, BOAY U COOTBETCTBYIOLNIA PACTBOPUTESb, HE MEHSIIOLLMIA CYLLIECTBYOLLIEA KOXKHOW peakuuy unm uenoc-
THOCTW anugepmuca.

6.4.4.3.4 OrpaHun4yeHWsi B ANUTENbHOCTN BO3AENCTBUS

B gononHeHue k nHdopmaummn o6 yBenmueHnM AnMTenbHOCTA anniMkaumu, Kak onucaHo B 6.4.4.3.3,
€CIn eCTb NOAO03PEHUS, YTO Matepunan MoXxeT Bbi3BaTb CUIbHOE pasapaxeHue, Heo6xoauMo NCNONbL30BaTb
3Ha4YUTeNbHO COoKpalleHHOe BpeMs BO3AENCTBUS, BO3MOXHO, B OrpaHWYeHHON MO YNCNIEHHOCTH rpynne Jo6-
poBonbLeB. [porpecc nccnegoBaHus 3aTeMm MoXeT OblTb onpeferieH Ha OCHOBE NOoMNy4YeHHbIX gaHHbIX. Moc-
neaylowne annnMkaumMmM HaHOCAT TOMbKO Nocne NonyvYeHns pesynbTaToB AaHHbIX nocne 48/72 J.
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6.4.4.3.5 KnuHnyeckoe HabnogeHne 1 oLleHKa KOXHbIX peaKkuui

O6paboTaHHble y4acTkn ocMaTpyUBaloT Ha NpeaMeT NPU3HaKOB pasgpaeHUs U KOXHYI0 peakLuuio oLe-
HWBaKOT HeMeASIeHHO Nnocne yaaneHus annnukauumn n nocne 14 0o 2, 24, 48 n 72 4 nocne yaaneHus annnuka-
unn., Ecnn Heobxoammo onpeaenutb obpatuMocTb OTBEeTa, nepuoa HabnwgeHnsa moxeT ObiTb NpoaneH
B6onee 72 4. [lononHUTENBHO COCTOSIHNE KOXN IO U NOcne uccneaoBaHusl A0MKHO ObITb TWATeNbHO ONMcaHo
(HanpuMep, NUrMeHTauusi U cTeneHb yBnaxHeHus). KoxkHoe pasapaxeHue OUEeHUMBAOT U 3anucbiBaioT
COrMacHo OLLeHOYHON LiKane B Tabnuue 3.

Bo3mMoXHO NpyMeHeHue HeMHBa3UBHBLIX 6MOMHXeHepHbIX MeTodoB (CM. npunoxexue C).

Tabnwnya 3 — WccnegoBanme pasgpaxeHus Ha KOXe YenosBeka, OLeHOYHas wKana

OnucaHue OTBETHON peakuun Bannwl

HeTt peakunn 0

Cnabo nonoxutenbHas peakumsi (06bIMHO OXapakTepu3oBaHHasi NErkon 3pUTEMON N/MNN CyXoCTbio
Ha Gonbluen YacTn obpaboTaHHOrO y4acTka) 1

YMepeHHO NonoxuTenbHas peakumsi (06bIMHO OTHEeTNNBAsA 3pUTEMa UNN CYXOCTb, BOSMOXHO pac-
npocTpaHsioLLasics 3a npeaens 06paboraHHOro yyacTtka) 2

CWnbHO NONoXuTENbHAas peakumsi (CUITbHast U 3a4acTylo PacnpOCTPaHAIOWANACH 3PUTEMA C OTEKOM
u/vnn obpasoeaHmem cTpyna) 3

Mpeanonaraetcs, 4to AoBpoBonbUbl ¢ 6annom 1 1 6onee nocne BO3AEUCTBUA ANUTENBHOCTLIO MEHee
4 4 nokaxyT 6onee CUbHYIO peakuu1io Npy BO3AeNCTBUN MaTepuana agnutensHocTblo B 4 4. Kak Tonbko 6bina
nonydeHa oueHka 1 6ann unu Beiwe, HeobXxoAMMOCTb NOABEPraTh pearupytolero gobposonbua ganbHen-
wen o6paboTke maTepuanom otnagaet. MoxeT noHagobutbca ganbHenwee HabnogeHue ansa Hagnexatye-
ro yxoga sa gobpoBornbsueM. B gononHeHve k HabnogeHuo 3a pasgpaxeHuem nobble apyrue acddekTbl
OOMKHbl 6bITb OTPaXKeHbl AOKYMEHTanbHO 1 NOAHOCTLIO onucaHel. Hanpumep, 4o6posonbubl 40MKHBI BbITb
oby4yeHbl genaTtb KOMMEHTapuu B CBA3W C HaHeCeHWeM anniukauui (Hanpumep, ceHcopHble adhdekThl), a
aKenepThl A0MKHBI BbITb FOTOBLI 0TMeYaTb HeMeANeHHbIe OTBETHI (HanpuMep, KpanuBHULLY), Korda annnuka-
uun yaaneHsl. Takie HabnogeHus moryT He obosHavaTh pasapaxatowero acgdekta, HO OHU AOMKHBI BbITh
BKIMHOYEHbl B oTYeT 06 uccnegoBaHUn, ecnu 3ameyeHbl. Mpu UX BaXKHOCTU OHWU AOSMKHbI BblTb yYTeHbl B
ynpasneHun nccriegosaHneM ansa obecneveHns Hagnexalero yxoga 3a 4o6pososbuamMu.

KpuTryeckummn nonyyeHHbIMU AaHHBIMA SIBASETCA YUCNO A0BPOBOMbLEB, Y KOTOPbLIX MOSIBUNOCH UMK
oXunaanock NosiBNeHne pasapaxeHns KOXu nocre so3aenctauna Ao 4 4. Bpems, Tpebytoweecs ana sbipaboT-
KM MHAMBMAYaNbHOrO OTBETa (ecnv TakoBOW eCTb), He ABMSETCA OLUEHUBAEeMON YacTblo PesynbTaToB; OHO
MMeeT OTHOLLEHUE TONbKO K obecneyeHunio Haanexaulero yxoaa 3a 4o6posonbuamu.

6.4.4.3.6 ObocHoBaHue 1 BLIGOP BelllecTBa AN NOMOXKXUTENBHOMO KOHTPONSA

Tak kak KMHUYecKue uccnefoBaHus AeMOHCTPUPYIOT Bapuaunio B CBOUX OTBETax Ha pasgpaxuTtenn,
HeobXoAMMO BKIMIOYMTb MOSIOXKUTENbHBLIA KOHTPONb ANS onpeaeneHusa agekBaTHOCTU rpynnbl UCMbITYEMbIX
ans obHapyxxeHusi pasgpaxaiowmx aheKToB UccneayeMmoro coeguHeHus. B kayectse NONOXUTENbHOrO
KOHTPONS1 NpeAnoyTUTeNbHO ncnonbsosatsb 20 %-Helin aoaeuuncynedar HaTpus (SDS), Tak kak ero pasapa-
Xawowmin accekT xopolo oxapaktepusoBaH (cM. C.1 npunoxeHus C). MNpu 060CHOBaAHWM BO3MOXHO
ucnonb3oBaTth APYro KOHTPOMb.

CTaHaapTHLIA NONMOXUTENBHBIA KOHTPOMb MOXET ObiTh BKMNHOYEH B kKavyecTBe onopHon Tovku. KoxHoe
pasapaxeHue He saBnsieTcsl abcontoTHbIM heHoMeHoM. Jllobon maTepuan MoxeT cTaTb NPUYMHOW KOXKHOrO
pasfpakeHusi B 3aBUCUMOCTU OT 103bl, XapakTepa U anutenbHocTu BosgencTausa. Takum obpasom, uccnego-
BaHUs1 pasapa)keHusl Ha KoXe YenoBeka NoYTun Bceraa ABNAITCA CPaBHUTENLHBIMWU U AOSMKHBI ObITb NPUBA3a-
Hbl K U3BECTHON XUMUYECKOW pa3fpaXuTenbHOCTH.

6.4.5 [laHHbIe U OTYETHOCTb

6.4.5.1 [NaHHble

HaHHble, BKoYasa pesynbTaThl BO3AENCTBUA NONOXUTENBHOTO U OTpULATENbHOrO KOHTPONEn, OMKHbI
6bITb cyMMUpoBaHbl B chopme Tabnuubl, NokasblBaoLER Ans KaKA0ro MHAUBUAYYMA OLEHKY pasapaxeHus
yepes 24, 48 n 72 4 nocne yaaneHns annnukauuu, a Tawke niobble apyrve Habnogaemble adgexTbl.

6.4.5.2 OueHka/MHTepnpeTauusa AaHHbIX

Llensio gaHHoro uccneaosaHua ABNsAeTCA onpeaenexHve, npeacTtasnsaeT nu cobon Matepuan noTeHuu-
anbHyI0 ONacHOCTb, BeAYLLYIO K 3Ha4YUTENbHOMY pasgpaXkeHUIo KOXWU Mocrie OCTporo BoO3AercTBUsl. Takum
obpasom, ecnu maTepuarn Bbi3biBaeT pasgpaxeHue KOXU y oObeKkToB UCCNe0BaHUsi C YacTOTOW, CXOOHON
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Wnn NpeBbIWaoLLe NONOXUTENbHBIA KOHTPOMb, TO OH ByAeT paccMaTpUBATLCS KaK 3HAYUTENbHBIA KOXKHBIA
pasgpaxutens. C Apyron cTOpoHbl, €Crnv MaTepuarn Bbi3biBaeT pasgpaXeHue KoXu B obbekTax uccnegosa-
HUSI C 4aCTOTON, KOTOpas 3HAaYNTENbHO MeHbLUE MOJIOXKUTENbHOTO KOHTPONS, TO OH HE MOXET paccMaTpuBaTb-
CA B Ka4yecTBEe 3HaYUTENbHOIO KOXHOro pasgpaxutens. BaxkHo, 4yTobbl npeaBapuTesnbHble AaHHble,
nony4eHHble B xoae HabnogeHus 3a Ao6poBonbLaMuy, He Gbinn cnyTaHbl ¢ KOHEYHBIMU AAHHBIMW, T.€. NPOo-
nopuven cybbekToB, NokasbiBaOLWUX pasapaxaroLlyto peakumio. Takke BaXKHO He NyTaTb MHAWBUAYaNbHbIE
pPasnNMUnNsA B NOABEPXEeHHOCTU KOXHOMY pasgpakeHuto ¢ oOLWMM noTeHuManomM uccnegyemoro matepuana K
pasapaKeHUIo KoXN.
6.4.5.3 OtyeT 006 UccnegoBaHMM
OTyeT 06 UccneaoBaHUM OOMKEH coaepkaTb creayoLyto uHgopmaumio:
a) aTuyeckue acnekTol U HopMaLMoHHoe cornacune 406 poBObLEB;
b) AaHHblE 06 nccnegyemom MaTepuane:
- husuyeckne napameTpbl U, rae NPUMEHUMO, P1U3NKO-XUMUYECKNE CBOUCTBA;
- ngeHTUMUKaLMOHHBbIE AaHHbIE;
C) HocuTerb (pacTBOPUTErb):
- maeHTudukaums n obocHoBaHue BbiGopa HOCUTENS, UCMONb3YEMOro ANs YBIaXXHEHUs TBEPAOro
nccrnegyemoro MaTepuana;
d) gaHHble o gobpoBonbLax:
- yucno gobposonbLes, 06paboTaHHbIX UCCreAyeMbIM BELLECTBOM;
- pacnpegeneHue Ao6poBonbLeB No BospacTty/nony;
e) pesynbTaThl:

- yposeHb oTBeTOB B 0; 1,2; 24; 48 1 72 4 1 B noboe apyroe BpeMsi HabnoaeHuiA;

- 3aHeceHue B Tabnnuy AaHHbIX pasapaXuTenbHON peakuumn Ans KaXaoro MHANBUAyyMa B KaXXAbIi
BpeMeHHol nepuoa HabnogeHns (C CyMMUMPOBAHHOW YacTOTOM NokasaTenei pasapaXxuTensHOl
peakuuu nocne, Hanpumep 24, 48 1 72 4 nocne yaaneHus annnukauun);

- onucaHne Bcex HabrnogaeMblxX peakUnid Ha pasgpaxuTenb;

- onucaHune nobbIx Apyrux acdpcekToB B AONOMHEHNE K HAbNOAaeMOMY pasapakeHuio;

- cTatucTuyeckyo 06paboTky pe3ynbTaToB (CPaBHEHUE C NONOXUTESIbHBIM KOHTPOSEM, Hanpumep,
UCNOIb3Ys TOYHBIA KpUTEpUn PuLlepa);

- OnMcaHWe UMK CCbIfIKy Ha UccnefoBaHWe Ha XXUBOTHbLIX in vitro unw in vivo, ecnu Takoeoe 6bino
npoBeAeHo nepea nccnegoBaHWem Ha AobpoBonbLax, BKYaa geTanu npoueaypbl U NONyYeH-
Hble pe3ynbTaTbl C MaTepyanamm UCCNeaoBaHns 1 CCbifikamu;

f) obcyxaeHne pesynbTaToB.

7 MeTtoabl nccrneaoBaHus rmnep4yyBCcTBUTENbHOCTU 3aMeaQneHHOro Tuna

7.1 Bbi6bop MeTOAa

Haubonee wnpoko Ans nccnegoBaHWs rMNepvyBCTBUTENbHOCTU 3aMeANeHHOro Tuna Matepuanos npu-
MEHSII0T iBa MeToAa: MeToA, MakcMManbHOro ceHenbunuaupytollero sosaeictena (GPMT) n Mmetoa 3akpbl-
ThIX HAKOXHBIX anrnukauui (Buehler).

MeToa MakcumanbHOro ceHcubunusupytowero sosgencTans 6onee YyBCTBUTENEH U ABNAETCA Npea-
NOYTUTESNbHBLIM ANsl MPOCTbIX BELEeCTB. ATOT MeToa NPUMMEHUM Anst uccneaoBaHus akcTpakToB. OgHako 3Ha-
YUMMOCTb 3TOr0 MeToAa NnokasaHa Ansi NPOCTbIX XMMUYECKNX BeLLecTB.

HepasHo 6bin yTBEpXdeH B KayecTBe MexAyHapOAHOr0 MEeTOA OUEHKU MNPOCTbIX XUMUYECKUX
BellecTB — MecTHas npoba Ha numdoysne meiwn (LLNA) kak anbTepHaTUBa OLEHKe Ha KOXXe MOPCKUX CBU-
HOK [83].

MpwumeyaHue— epeyeHb ansTepHATUBHLIX METOAOB NPUBEAEH B Npunoxexnn C.

7.2 Bbl6boOp KOHLiEHTpaLuu UcnbITyemMoro o6pasua

7.2.1 O6wue cBegeHUA

[aHHble mMeTOoabl ANsl UccnedoBaHWUA NOTEHUMANbHOTO CeHCUBUNU3UpYloLero AeUCTBUA NPOCTbIX
XUMUYECKMX BELLECTB PEKOMEHA0BaHbI TOMbKO AN OQHOrO 3Ha4YEeHMUs KOHLeHTpaUMK Ha Kaxaoe nccneaosa-
Hue. OgHako pes3ynbTaThl MCCMeOBaHUMA CUMLHO 3aBUCAT OT [03bl BBeAEHHOro Beuwectea. Ecnv metoq
ncnosnb3yeTcs ANs OLEHKA CeHCbUnuanpyoLero AeNCTBUA aKCTpakTa, pekomeHayeTcs nposeaeHUe Konu-
YeCTBEHHOro U Ka4eCTBEHHOrO aHanusa ero coctaea.
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7.2.2 UHaykuuoHHasn chasa

CkopocTb ceHcnbunusaumm B 60MbLIOKA CTENEHU 3aBUCUT OT MHAYKUMOHHON A03bl, KOTOpas AOMMKHa
BbI3blBaTb YMEPEHHOE pasapaxeHue koxu. Ecnn nopor pasgpaxeHus KoXu He AOCTUrHYT, TO BblbupatoT
Gonee BbICOKYIO KOHLIEHTPaLMIo, HO KOTopas He JOKHA CKasbiBaTbCA Ha 340pOBbe XUBOTHOro. MHAYKUMOH-
Hy0 [03Y BbIGUPAOT Ha OCHOBE MpeABapuUTenbHbLIX 3KCNepuMeHToB. HepasbasneHHble 3KCTpaKkThl Ha OCHOBE
N3BECTHbIX PACTBOPOB AN NapeHTepanbHOro BBEAEHNUS He HYXXOaroTCA B NpeaBapuTenbHbIX UccrieoBaHNsAX.

7.2.3 MNpoBokauuoHHan chasa

KoHueHTpauumio NpoBoKaLMOHHOM Npobbl Takke ONpeaensaoT B Xoae npeasapuTeribHbIX 3KCnepumeH-
TOB Ha XWUBOTHbIX, paHee He NoABepraBLUMXCS BO3AEUCTBUIO Uccnedyemoro matepuana. KoHueHTpauums npo-
BOKaLMOHHOW npobbl Ao/mkHa ObiTb HWKEe Nopora KOHLEHTpauWuW, Bbi3biBalOLLEn pasgpaXeHue KOXU.
PekomeHayeTcs Ucnonb3oBaTh Gofee Yem 04HY KOHLLeHTpaLuo Ans NpoBOKaLOHHON Npobbl ANs TOro, YTo-
6bl caenatb 6onee nerkon oueHky pesynbtatos (cMm. C.2 npunoxeHuns C).

7.3 Mpouue cdakTopbl, BNUAOLWME Ha NOMYyYeHHble pe3ynbTaTbl UCCNefO0BaHUN

Mpu BbIGOpe MeToAa yunTbIBaIOT BroXxMMUYeckme 1 randeckme XxapakTepnucTuki uccneayeMmoro maTe-
puana. Metoa MakcumarnbHOro BO3AeNCTBUSA TpebyeT BHYTPUKOXHOrO BBeAEHWs, criefoBaTerlbHO, ecnuv
nccneayeMblil Matepuan Henb3as BBECTM BHYTPUKOXHO, He0BXOANMMO UCMOb30BaThb allbTepHaTUBHBIN MeToA,.

BbibpaHHbIA pacTBOpUTE/lb AO/IKEH MOBLIWATL YYBCTBUTENBHOCTL MeToAa bnarogaps YacTUYHOMY
pacTBOpPEHUo MaTepunana U NpoHNKHOBEHUIO B Gonee rnyGoko nexatume croun koxu. KoHueHTpauus uccneay-
eMoro Matepuana gomkHa 6blTb MakcMMarbHO BO3MOXHON, HO He oKasblBaTb BANSIHUS Ha UHTeprpeTaLuuio
pe3ynbTaToB. BaxHbIM hakTopoM MpuM MecTHOM BO3AEWCTBUM ABMSIETCA KOHLEHTpauua martepuana Ha
MOBEPXHOCTU KOXMW, @ He ero o6beM. BornbLIMHCTBO UccneaoBaTenen npeanoyMTaeT pacTBopbl, NOTOMY YTO
AWCNepCUn CKIMOHHEI K 06pa3oBaHuio ocadka, YTo 3aTpyaHsAeT ToYHoe Ao3nposaHue. MpuMepamm HocuTenein
ANA BHYTPUKOXHON UHBEKLMU CMYXXaT CONeBo pacTBoOp, NPOMUNEHMINKOSbL U pacTUTeNnbHoe Macro.

PacxoxgeHue B pesynbTaTtax, Nofy4eHHbIX pasHbiMu 1abopaTopusiMmn, BO3ZMOXHO MO HECKONbKUM Npu-
YvHaMm. B npoueaype vUcnbITaHWA BaXXHO criedyloLlee: oKpyXaiolume ycrioBusi, MECTO UCMbITaHWS Ha XUBOT-
HOM, MeToZ yaaneHns Bonoc U XMMUYeCcKon AenunsaLm, TN NnacTeips, 06beM uccnegyeMoro matepuana,
Ka4yeCTBO OKKITHO3UW, BPEMS 3KCTIO3NLIMN 1 OCMOTPa XKNBOTHBIX. PEakTUBHOCTb XUBOTHBIX TAKKE USMEHAETCA B
3aBUCMMOCTW OT reHeTUYEeCKUX (PaKTOPOB U Ce30HHBIX KonebaHuiA.

CpaBHeHWe NoAOoMNbITHBIX XUBOTHBIX C MOSOXUTENBHON peakunen ¢ XMBOTHBIMA KOHTPONbHBLIX rpymnn
AaeT BOSMOXHOCTb aeKBaTHO BbISIBUTb MONIOXUTENbHYHO PeakLnio, MPU 3TOM TsbKeCTb BO3HUKLINUX NaTONOr-
YeckUX U3MEHEHUN Takke UMeeT 3HayeHue Ans UHTepnpetauuu pesynbTatoB. [MorpaHuyHble peakuun B
CNOPHBIX CriyHanX Ny4Lle BCEro paspeLuaroTcs NnoBTOPHbLIM UccneagoBaHueM. Mucronaronornyeckue nceneno-
BaHWA, KaK NMoKasaHo, He NOMOratoT B OLleHKe pe3ynbTaToB.

YT0o6bl rapaHTUpoBaTh BOCNPOU3BOAUMOCTb U YYBCTBUTENBHOCTb UCMLITATENLHON NpoLeAypbl, TECTbI C
N3BECTHBIMU KOHTaKTHBIMW annepreHamu, HanpuMmep MepkanToBeH3oTuasofniom (mercaptobenzothiazole),
rekcunom KopuyHelm ansgernaom (hexyl cinnamic aldehyde) n 6eHsokanHom (benzocaine), 4OMKHbBI perynsip-
HO BbIMOSHATLCA.

7.4 MeTtoa MakcUManbHOro ceHCUGUNU3UPYIOLLEro BO3AeNCTBUS

7.4.1 Uenb uccnepoBaHun

Wccnenosanue npoBoaaT Ansa onpegeneHnsa noTeHuMansHoi cnocobHoCTUM MaTepuana okasbiBaTb CEH-
cubunusmnpyrollee AeicTBUAE Ha KOXY MOPCKUX CBUHOK.

7.4.2 MNoproToBKa UuccnegyemMoro marepuana

Teepable BellecTBa (BKMOYan NOPOLWKN) UK XXUOKOCTb FOTOBAT K UCCNeA0BaHUSM B COOTBETCTBUN C
npunoxeHuem A. KoHueHTpauus npo6bl 4omkHa OblTb MaKCUMarnbHO BO3MOXHOM, HO He MeLlaTb UHTepnpe-
Tauumn pesynoTaTos (CM. 7.4.4.2).

7.4.3 JkcnepuMeHTanbHble XXMBOTHbIE U UX coaepXaHue

Mcnonb3yloT 300pOBbIX MOMOALIX NOMOBO3PENbiX MOPCKUX CBUHOK-anbGUHOCOB OHOMN NMHUK, Nto6oro
nona, maccou Ao Hauyana akcnepumeHta 300—500 r. B akcnepuMeHTe He UCMONb3YoT 6epeMeHHbIX camok
W XXNBOTHBIX MOCNE criapuBaHusl.

AKKNUMaTU3aunIo U cogepkaHue XXMBOTHBIX OCYLLECTBNSIOT B cooTBeTCTBUMM ¢ MCO 10993-2.

MpeasapuTenbHble TeCTbl AOMKHBI 6bITh BEINONHEHBI HA O4HOM HaBope XUBOTHLIX, YTOGLI onpeaenuTbL
onTUManbHble KOHUEHTpaunn ans uccriefosaHna (cMm. 7.4.4.2).

Ana uccnegosaHna NopoLLKOOBPa3HbLIX MW XUAKUX MaTEPUanoB UCNOMb3yloT He MeHee 10 XMBOTHBIX
Ha Kaxxabiin uccneayemblin obpasel, U He MeHee NATU XXMBOTHBIX COCTaBNSIIOT KOHTPOSIbHYO rpynny. Ans npo-
BeAeHUA npeasapuTenbHblX NCcneaoBaHnin UCNoNb3yT AOMNONHUTENLHOE YACHO KUBOTHBIX.
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Mpw UccnegoBaHUK SKCTPAKTOB Takke UCMONb3yIOT He MeHee 10 XXMBOTHBIX ANst KAXA0ro aKCTpakTa, U
He MeHee NATU MOPCKUX CBUHOK COCTaBNAOT KOHTPOSbHYIO rpynny ANs kaxaoro pactsopa. [ins nposeaeHus
npeaBapuTenbHbIX UCCNeA0BAHUIA UCNONb3YIOT AOMOMHUTENBHOE YACHO XUBOTHBIX.

Ecnu ucnbitaHue Ha 10 onbITHBIX U MATU KOHTPOSIbHBIX XKUBOTHBIX MOJTHOCTLIO OTpULATeNnbLHOe, MarnoBe-
POATHO, YTO AanbHenwee ucnbiTaHue Ha 10 ONbITHBIX U MATU KOHTPOSbLHBIX XKMBOTHLIX AACT MOSIOKUTESbHBIE
pesynbTtathl. OgHaKo, eCnn NPOABATCA Kakue-HNMOByab COMHUTENbHbIE peakuumn, nepenposepka AorkHa ObITb
BbINOMHeHa (CM. 7.4.6). Ecnu cOMHUTENbHBIE peakumu OCcTaloTCsl, NPOBOASIT HOBOE UCCNeAoBaHUe Ha MUHN-
MyM 20 onbITHBIX 1 10 KOHTPONBHBIX XXUBOTHBIX.

7.4.4 MpoBeaeHue uccneaoBaHun

7.4.4.1 MoproToBka

LLepcTb Ha NOAOMBITHBIX y4aCTKax KOXW TWaTeNbHO BLICTPUraloT 40 Hayana uccrnefoBaHust.

[Josa, BBoANMAasA BHYTPUKOXKHO B KaxKAbIA UccrneayeMsblin yqacTtok, coctasnsiet 0,1 mn.

Ans annnukaumin NponuTbIBaOT UCNBbITYyeMon Npoboi hunbTposanbHyo 6yMary Unm rurpocKonuYHyo
Mapresyo noayLeyky (4—8 cm2), koTopble NMPUKNaALIBAIOT Ha BLICTPWKEHHBIE YHaCTKN KOXU U (pUKCUpyioT
OKKIMHO3MOHHOW MOBA3SKOW BOKPYr Tera XMUBOTHOTO.

7.4.4.2 MpegsapuTenbHble UCNbITAHNA

MpeaBapuTenbHble UCTbITaHUs MpegHasHayYeHbl 4151 Toro, YTobbl onpeaenuTb KOHLEHTPaLUMIo UCNbITY-
emMoli npobbl, koTopas GyaeT UCNonb3oBaTLCH B OCHOBHOM MccieaoBaHun, cMm. 7.4.4.3.

HepasBsegeHHble aKCTPaKTbl MPU UCMOMb30BaHUN U3BECTHLIX pacTBOPUTESIEN He HYXXAAtloTCA B Npeasa-
pUTEMNbHOM UCMbITAHUN.

JomkHo BbiTb pacCMOTPEHO BO3MOXHOe BNUsIHME BBedeHWUsi MosiHoro agbioBaHTa ®PpenHaa (FCA) B
coyeTaHuM ¢ UCNbITYEMbIM MaTepuanom Bo BpeMsl OCHOBHOIO TecTa U, Takum obpasoM, BOSMOXKHOE UCKaXe-
HWe pesynbTaTos.

CornacHo NpMeHeHUo UCMbITLIBAIOT KpaH1e pasBedeHUsl Ha TPEeX KUBOTHDIX.

Uepes 24 4y cHMMatoT MOBA3KY 1 06pasLibl U OLIeHWBAKOT COCTOSIHWAE OMbITHBIX YY4aCTKOB Ha Hannm4iune apu-
TeMbl U OTeKka B COOTBeTCTBUM ¢ Tabnnuew 4 (no knaccudmkauum Magnusson u Kligman).

Ons MHAYKUMOHHON hasbl B OCHOBHOM TecTe BbIGMpaloT caMyto BbICOKYHO KOHLEHTpaLuio, KoTopas He
BbI3bIBaeT 6oflee YeM odeHb crnabyto 3puTeMy, U He okasbiBaeT obwero oTpuuaTenlbHOro BO3AeNCTBUA Ha
XNBOTHBIX.

Tabnwuuya 4 — Cucrema knaccmmkaumm peakumm Koxu

OnucaHne OTBETHOW peakuun Bannbl
HeT BUAMMBIX M3MEHeHWi 0
AuckpeTHaa nnu ovarosas apurema 1
YMepeHHasa n cnnowHas aputema 2
MHTeHcMBHas apuTema u Npunyxnoctb 3

7.4.4.3 OcHoBHOWU TecT

7.4.4.3.1 BHyTpukoXHast UHAYKLMOHHAA casza

KaxxgoMy XXMBOTHOMY B BbICTPWKEHHbIE YHacTKu koxu (A, B n C) B COOTBETCTBUMN C PUCYHKOM 2 NPOBO-
OAT NapHble BHYTPUKOXHbIE UHbeKLun B obbeme 0,1 mn.

A: Cmecb nonHoro agbloBaHTa dpeiiHaa ¢ BbibpaHHLIM pacTBopuUTenem B cooTHoweHun V7V = 50/50.
Heobxoaumo ncnonb3osath U3MONOrMYecKUin Conesoin pacTeop (B COOTBETCTBUN ¢ BputaHckon Papmako-
neen, ®apmakoneen CLUA unn akBuBaneHTHbIN) AN BOAOPACTBOPUMBIX MaTepuanos.

B: UcnbiTyembild o6pasel, (Hepa3BeAeHHbIN 3KCTPAKT); KOHTPOMNbHBIM XXUBOTHLIM BBOAAT TOMLKO pac-
TBOpPUTENb.

C: UcnbiTyemblli o6paseL, B KOHLEHTpauun, BolbpaHHoi ana yvactka B, 3MynbrMpoBaHHbIA C NMOMNHLIM
agbloBaHToM PpeitHaa B cooTHoweHuun V/V = 50/50 n pacteoputenem (50 %); KOHTPONbHBIM XXUBOTHLIM BBO-
OAT TONBbKO 3MYNbCUIO KOHTPOSLHOTO pacTBoOpa C aAblOBaHTOM.
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2 2
~<I——-B B—17"

| 17— ronosa; 2 — 0,1 M BHYTPUKOXHAs UHbEKLUS

/ (cM. 7.4.4.3.1); 3 — BLICTPUXEHHAS BHYTpUNonaTovHas
obnacTb; 4 — XBOCT

PucyHok 2 — PacnonoxeHne y4acTKOB BHYTPUKOX-
4 HOW MHBEKLUM

7.4.4.3.2 MecTHas nHaykumoHHas dasa

Yepes ceMb gHel (+ 1 AeHb) Nocne BHYTPUKOXKHONW UHAYKUNOHHON (hasbl HAYUHAIOT HaKoXHbIE annnuka-
LMW UCCnegyemoro matepuana Ha y4acTki MHBEeKLUMIA, Ha BHYTPUMONATOUHY0 061acTb KaXaoro XXUBOTHOTO,
UCNonbays ANs 3TOro NPONUTaHHBIE KYCoUKM (MnbTpoBarbHoi Bymaru unu mapnu nnowaabio 8 cm2,

Mpun 3TOM NCNONbL3YIOT KOHLIEHTpauumto cornacHo 7.4.4.3.1 ana ydactka B. Ecnu makcumanbHasa KOHUEeH-
Tpauusa, koTopasi MoXeT OblTb 4OCTUrHyTa B 7.4.4.3.1, He Bbi3bIBaeT pasapaxeHnsa, npeasaputensHo obpaba-
ThiBaloT obnactb annnvkaumn 10 %-HbiM pacTBOpPOM HaTpus goAeuun cynbdarta, BMaccupoBaB B KOXY 3a
(24 £ 2) v go annnukaunn. HaknaabiBaloT OKKITIO3UOHHYIO MOBA3KY. YAAnsoT NOBA3KY Yepes (48 + 2) u.

MpeanoyTnTENbHblI CBEXENPUTrOTOBNEHHbIE 3KCTPaKTbl. ECNN SKCTpakTbl NPUroTOBNEHbI paHee Yem 3a
24 4, To cTabUNbHOCTb SKCTPAKTOB NPWU XpaHeHUW JomkHa BbiTb NpoBepeHa.

Mpoueaypy ¢ KOHTPOMLHLIMU XUBOTHEIMU MOBTOPSIIOT B TOM XXe peXume, UCMOMb3YA TONbKO KOHTPOSb-
HblA pacTBop.

7.4.4.3.3 lMpoBokaunoHHas asa

YUepes 14 gHen (+ 1 geHb) nocie 3aBepLUEeHUs MECTHON MHAYKLMOHHOW dhasbl MPOBOLIMPYIOT BCEX OMbIT-
HbIX U KOHTPOJbHbIX )KMBOTHBIX UCMbITYeMbIM MaTepuanoM. [Ins atoro npoBogAaT annnmkauum nccnenyemoro
maTepuana B KOHLEeHTpauumn cornacHo 7.4.4.3.1 ans yyactka C Ha MHTaKTHbIe y4acTku Koxu Boka Kaxaoro
XKMBOTHOTO, UCMONb3ys UNLTPOBanbHY ByMary Unn rmrpockonMyHyo MapneByto nogylueyky. PasbasnexHus
3TOW KOHLEHTpaLMM MOTyT Takke OblTb HanoXeHbl K ApYrMM NHTaKTHbIM yd4acTkaM nogobHbIM obpasoM. Hak-
NagpiBaloT MUKCUPYIOLLYIO OKKITIO3MOHHYI0 MOBA3KY. YAANSA0T NOBA3KY U annnukauun Yepes (24 + 2) u.

7.4.5 Ob6cnepoBaHUe XMBOTHbIX

OcmaTpuBatoT MOBEPXHOCTL YYACTKOB, rAe NPOBOAUSMA NPOBOKALMOHHY Npoby NoaonbITHLIX U KOH-
TPOSbHBIX XUBOTHBIX, Yepes 24; 48 U nocrne CHATUSA NOBA3KU. [N BU3yanuaaummn peakLunin KOXu pekoMeHayoT
NCMONbL30BaHNE eCTECTBEHHOIO U OCBELUEHNS C NOSTHBIM CMEeKTPOM.

Onu1cbIBaloT U OLEHUBAIOT CTEMNeHb KOXHOM peakLnmn, BKNYas 3pUTeMy U OTeK, B COOTBETCTBUM C Tab-
nuuen 4 (no Magnusson u Kligman) ans kaxgoro ydactka v B Kaxablid MHTepsan BpeMeHu HabrnoaeHus.

HacTtoaTensHo pekomeHayeTcs, 4Tobbl onvcaHne Bbino caenaHo 6e3 ydeTa npeasapuTesibHOro BO3aen-
CTBMS, YTOOBI MMHUMN3NPOBATL NMOrPELUHOCTb B OLIEHKE pesyfbTaTos.

7.4.6 OueHKa pe3ynbTaToB

Ecnu oueHka B 6annax, nonyvyeHHasn B NOAONbITHOM rpynne, pasHa 1 uiu Beile, 0 HanM4um CeHCUbnnu-
3aLym1 roBOpSIT B TOM Cllydae, eCrivy KOHTPOSIbHbIX XKMBOTHBIX 3TOT NokasaTerb MeHee 1 6anna. Ecnv oueHka
B 6annax y KOHTPObHbIX XMUBOTHBIX paBHa 1 unu Bbilwe, TO peakLMsa KOXU NogomnbiTHbIX XNBOTHBIX, KOTOpas
npeBbILLIaeT camylo CUNbHYIO peakuuio, HabniogaeMyto B KOHTpoOne, sSIBMSIeTCS pesynbTaToM ceHcubunusa-
L.

Ecnu peakumsa coMHUTENbHAaA, NPOBOAAT AONOMHUTENBHYIO MPOBOKALMOHHYIO Npoby. Pe3ynbTaT ucnbl-
TaHusi MoXeT ObiTb NpeAcTaBfeH Kak 4acToTa MOMOKUTENbHLIX Pe3ynbTaToB MPOBOKALMOHHOM Npobbl B
OMbITHOM U KOHTPOMBLHON rpynnax.

WHorga B nogoneiTHOW rpynne y 60onbluero, YeM B KOHTPONE, YMCNa XUBOTHBIX BbiSIBIIeHa OTBETHasA
peakuusi, 04HaKo UHTEHCUBHOCTb peaKLun He Bbille, YeM Y KOHTPOSbHbBIX XKMBOTHLIX. B 3TOM cnyyae nposo-
ST ONONHUTENbHYI0 NPOBOKaLMOHHY0 Npoby Ans nonydyeHust bonee 4YeTkoro oteeTa opraHusma. Mpu Heob-
XOAUMOCTU [AONONMHUTESNbHYIO MPOBOKALMOHHYIO Mpoby nposoaAaT B cpok oT 1 Ao 2 Hea nocre nepsoin
npoBokauun. Npu 3TOM NPUMEHSIIOT ONUCaHHLINA BhILLE METOA, UCNONb3ys ApYron 60K XXMBOTHOIO.
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PekomeHayeTcs MCMOMNb30BaTh HOBYHO KOHTPOMbHYIO rPpynny ¢ BBEAEHWEM aAbloBaHTA.
7.4.7 Ot4eT 06 uccnegoBaHumn

B oTueT 06 nccrnegoBaHnn BKOYAIOT:

a) onucaHue uccriegyemMoro Matepuana unm n3genus;

b) npeanonaraemslin cnoco6 NpUMeHeHUs MaTepuana unu nsaenus;,
c) nogpobHoe onncaHne NOAroToBKM 0bpasLia K UCCreaoBaHuIo;

d) onncaHwne skcnepuMeHTanbHbIX XUBOTHBIX;

e) cnocob HaHeceHUs UCMbITYeMbIX Npob;

f) MapkMpoBKy y4acTKoB BBeOEHMWS 1 UX OnncaHue;

g) OaHHble HabnogeHui;

h) oueHky pesynbTaTos.

7.5 MeTop 3aKpbITbIX HAaKOXHbIX annauKauui ANA BLIABAEHUA TUNEePUyBCTBUTENLHOCTH
3amMearneHHoro Tuna

7.5.1 Uenb uccnepoBaHus

OueHuBaloT MnoTeHUManbHyl0 CMOocOBHOCTb MaTepuana okasbiBaTb KOXHOE ceHcubunuaupylowee
AeNcTBMe Ha MOPCKNX CBUHKaX.

7.5.2 NMoaroToBka UcnbiTyeMoro obpasuya

Ecnu maTepuan He moxeT 6bITb UCMONb30BaH Kak €CTb, OH A0mMKeH ObITb NOAroTOBMEH B COOTBETCTBUN
C NpurnoxeHnem A, ¢ NCMONb30OBaHWEM MONSAPHOrO U HENONAPHOro pacTeopuTenei. Popma n pasmepbl KOH-
KPETHbIX YCTPONCTB (Hanpumep 3nekTpogoB) AOMKHbI ObITb YUTEHbI.

7.5.3 3KkcnepuMeHTanbHble XXUBOTHBLIE U UX coaepaHue

WNcnonb3ytoT 300poBEIX MOSOAbIX NOMOBO3PENbIX MOPCKUX CBUHOK-anbBUHOCOB 0AHOM NUHUK, Mo6Goro
nona, Maccor oo Havana akcrnepumeHTa 300—500 r. B akcnepumeHTe He UCNoNb3yT 6epeMeHHbIX CamMoK
WKW KMBOTHBIX MOCIe crnapuBaHuns.

AKKnumaTmnsauuio U coaepxaHue X1MBOTHBIX OCyLLeCTBAAT B cooTeTcTBUN ¢ UCO 10993-2.

MpeasapuTenbHble TeCTbl A0KHbI BbITh BbINOMHEHbI HA 0AHOM Habope XUBOTHLIX, YTOBLI oNpeaenvTb
ONTUMarnbHble KOHLUEeHTpauum Ansa ucenegosanus (cm. 7.5.4.2).

Onsa nccnegosaHns NOpoLLKOOBPasHbIX UKW XXUAKUX MaTepuarnos UCNonNb3yloT He MeHee 10 XMBOTHBIX
Ha Kaxablii uccnegyemblil o6paseL, 1 He MeHee NATU KUBOTHBLIX COCTABAIOT KOHTPObHYHO rpynny. [lononHu-
TellbHOE YMCIIO XMBOTHBIX UCTIOMb3YIOT A1 NPOoBeAeHWUA NpeaBapuTeribHbIX UCCNeAoBaHWUNA.

Mpv nccneaoBaHUM 3KCTPAKTOB Takke UCNONb3YIOT He MeHee 10 XMBOTHBIX ANSA KaXA0ro aKeTpakTa, 1
He MeHee NATU MOPCKUX CBUHOK COCTaBIISAOT KOHTPONbHYIO rpynny Ans KaXxaoro pacteopa. [ononHutensHoe
YUCIO XMBOTHBIX UCMONB3YIOT ANS NpeaBapuTenbHbIX NCCneaoBaHui.

Ecnu ncnbitaHne Ha 10 onbITHBIX U NSITU KOHTPOMbHBIX XXKMBOTHLIX MOMHOCTLIO OTPULATENbLHOE, ManoBe-
POSATHO, YTO AanbHenwwee ucneitaHue Ha 10 onbITHBIX U NATU KOHTPOSIbHBIX XXMBOTHBIX 4aCT NOMOXUTENbHbIE
pesynbTatel. OaHaKo, ecnu NposiBATCA kakue-HMByAb COMHUTENbHbIE peakuuu, AomkHa ObiTb BbINONHEHa
nepenpoBepka (cM. 7.5.6). Ecnu coMmHUTenbHbIE peakuny ocTaloTcA, MPOBOAST HOBOE UCcrefoBaHWe Ha
MUHUMYM 20 OnbITHBIX 1 10 KOHTPOSTBHBIX )KUBOTHBIX.

7.5.4 lpoBeaeHUe UccnefoBaHuA

7.5.4.1 MoaroToBka

LepcTb Ha MOAOMBITHBIX Y4aCTKax KOXM TLLATEbHO BLICTPUraloT A0 Havana akcnepumeHTa. [ins scex
cnoco6oB NpYMeHeHUs NPONUTLIBAKOT NccredyeMblM MaTepnanomM punbTpoBanbHylo bymary unm rurpocko-
MUYHYI0 Mapnesyo NodyLleyky COOTBETCTBYIOLMX pa3MepoB, NPUKNaALIBAIOT ee K BbICTPKEHHOMY y4acTKy
1 PUKCUPYIOT OKKIHO3UOHHOM MOBSA3KOM Ha 6 4.

Utobbl oBecneunts NnNoTHOE NpuneraHve UcnbITyeMoro obpasua K Koxe, XXMBOTHOE pekoMmeHayeTcs
dnkcnpoBaThb.

Ecnu ucnonbeaytoT o6epThiBaH1e, ero afeksaTHOCTb AOMKHA BbITh OLEHEHa B KaXA0M 3KCNepUMEHTE.

7.5.4.2 lMpegBapuUTenbHble UCTbITAHUS

MpeaBapuTenbHble UCNbITaHUA NPOBOAAT ANSA TOro, YTobbl ONpeaennTb KOHLIEHTPaLUUIo UCClieayeMoro
maTepuana, kotopas 6yaeT UCNONb3oBaHa B OCHOBHOM UCMbITAHUW B COOTBETCTBUM € 7.5.4.3.

MeauunHckMe nagenns, npegHasHavyeHHble Ans TUNMYHOrO UCMOMb3oBaHWs, 1 Hepa3BedeHHble 3KC-
TPakThl, MOSTy4eHHbIE NPU UCNOMb30BaHNM OBBIYHBIX pacTBoOpUTEneit, He TpebyeTcs noasepraTb nNpeasapu-
TeNbHOMY TECTUPOBaHMIO.

[Ons Bcex cnocoboB NpUMeHeHWUs NPonNUTEIBaOT UCCeayeMbiM MaTepuanom unbTpoBansHyo Bymary
WX TUTPOCKONYHYIO MaprieByo NodyLueyky COOTBETCTBYOLWMX pa3MepoB, NPpUKaabiBatoT ee K BblCTPUKEH-
HOMY y4acTKy U (PUKCUPYIOT OKKMTHO3MOHHOM MOBA3KON Ha 6 Y.
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OnucbiBaloT 1 OLLEHUBAIOT CTEMNEHb KOXHON peakuun, BKYaa 3puteMy 1 oTek, B COOTBETCTBUM € Tab-
nuueit 4 (no Magnusson 1 Kligman) ans kaxgoro ydacTka yepes 24 1 48 4 nocne yganeHusi MoBsI3KU.
Beibupator:
a) ONns UHAYKLMOHHOM hasbl B OCHOBHOM UCTbITAHWN — HaWBbLICLLYHO KOHLEHTpaLMio, KOTopasi Bbi3biBaeT
He3HauuTesbHY0 3pUTEMY, HO HE OKa3blBaeT obLLEero oTpuUaTenbHOro BIUSIHUA Ha OpraHU3M XXUBOT-
HOTO;

b) ansa nposokaunoHHoM hasbl B OCHOBHOM 3KCMEPUMEHTE — HaMBbICLLYIO KOHLIEHTpauuIo, KoTopasi He
Bbl3blBaAET 3PUTEMBI.

7.5.4.3 OcHOBHOE UCMbITaHWe

7.5.4.3.1 UHaykunoHHas dasa

HaHocat ncnbiTyemblii o6paseL, akTyanbHbIM CocoBoM Ha BbICTPUXKEHHYIO 0bnacTb NeBoil BepxHewn
YacTM CMUHbI KaX40ro XMBOTHOMO, UCMOMb3Yya afAeKBaTHbIN MyTb U KOHLEHTpauuK, BbibpaHHble no 7.5.4.2,
nepevuncrieHve a). YaansioT pukcupytome npucnocobneHns v nosssky yepes 6 4. MoBTopsAoT aTy npoueay-
py nocrnegosaTenbHO TPU OHS B Hedernto B TeyeHne TpeX Heaerb. KOHTPONbHBIM XKMBOTHBLIM NPOBOASAT BCe
npoueaypbl B TOM Xe pexnme, NCMonb3ys Npu 3TOM TOMbKO KOHTPOSbHBIA pacTBOp.

7.5.4.3.2 lMNpoeokaunoHHas dasza

Yepes 14 aHen (+ 1 AeHb) nocne nocrnegHen NHOYKLUOHHON annivkaumMm NpoBOAST NPOBOKaLUOHHYIO
npoby ¢ ucnblTyeMblM MaTepuasnoM. MNMpoBokaunoHHY0 Npoby NpoBoAsT cnocoboMm ofgHOKpaTHOW MeCTHON
annnnkaumMmn Ha BEICTPWKEHHBIN MHTaKTHBIA YHaCTOK KOXM KaXKA0r0 XKUBOTHOTO, UCTONb3YS COOTBETCTBYIOLUA
nccnegyemMblii MaTepuan B KOHLEHTpauun, BelbpaHHoi B 7.5.4.2, nepeuncnerue b). Yoansiot oukcupyolume
npucnocobrneHuns n NoBsAsky Yepes 6 u.

7.5.5 O6cnepoBaHue XUBOTHbIX

YUepes (24 + 2) 4 nocne nepBoil NN BTOPOU NPOBOKALMOHHOW Npobbl NpoBoaNAT:

a) yaaneHue LIepCTn Y BCEX XKMBOTHBIX Ha MOAONBITHLIX YYACTKaX U OKPY>KatoLLE UX KOXe C MOMOLLbIO

Jenunsitopa, MMetoLerocs B npoaaxe, B COOTBETCTBUM € NpUiaraeMoin K HeMy MHCTPYKLMER unu

b) BbIGPUBAHME LLEPCTU Y BCEX KUBOTHBIX HA MOAOMNbITHBIX YY4ACTKax U OKpYXXaloLLer UX KOXe.

MonHocTblo 06MbIBAIOT TEMMON BOAOW MULLIEHHYIO BOSIOC 061acTb U BbICYLUMBAIOT KOXY MOSIOTEHLEM
nepeqd BO3BpaLLeHNEeM XMBOTHbIX B KNeTkM. He meHee yeM yepes 2 4 nocrne onucaHHoOM Bhille npoueaypsbl
yAaneHus WepcTu OLEHUBAOT COCTOAHUE UCCedyeMbIX Y4acTKoB B COOTBETCTBUM € Tabnuuen 4. OcMoTp
MOBTOPSIOT Yepes (48 + 2) u nocne NPOBOKALMOHHOIO BO3AENCTBUA.

Mcnonb3oBaHue ecTeCTBEHHOTO UMM OCBELUEHUA C NOMHLIM CMEKTPOM peKkoMeHAyoT Ana Busyanusa-
LU peaKkLi KOXMU.

HacTosTensHo pekomeHayeTcs, 4Tobbl onucaHue 6bino caenaHo 6e3 ydeTta npeasapuUTenbHOro Bosaen-
CTBUSA, YTO6bI MUHUMU3UPOBATL MOrPELIHOCTL B OLEeHKe pe3ynbTaToB.

7.5.6 OueHka pe3ynbLTaToB

Ecnu oueHka B 6annax, nony4yeHHasi B NoAONbITHOW rpynne, pasHa 1 unu Beilwe, 0 HanU4UU ceHcnbu-
nU3aLmm roBopsT B TOM Clydae, eClin Y KOHTPONbHBIX XXUBOTHLIX 3TOT NokasaTtens MeHee 1 6anna. Ecnu oueHka
B 6annax y KOHTPOSbHbIX JXMBOTHbIX paBHa 1 unu Bbille, TO peakuus KOXU NOAONBITHBIX )KUBOTHBIX, KOTopast
NpeBbILIAET Camyto CUIbHYHO peakLuto, HabnoaaeMyto B KOHTPOSIe, IBMSIETCA Pe3ynbTaToM ceHCMbunusaumn.

Ecnu peakuusi COMHUTeNbHas, MPOBOAAT AOMOMHATENbLHYIO MPOBOKALMOHHY0 Npoby. PesynbTaTt ucnbl-
TaHus MoXeT GblTb MpeAcTaBfieH Kak 4YacToTa MOMOXMTENbHbLIX pe3yribTaToB NPOBOKALMOHHON Npobbl B
ONbITHOWN U KOHTPOIBLHOW rpynnax.

MHoraa B nogoneITHOW rpyrnne y 6onbluero, 4Yem B KOHTPOSIe, YACHa XUBOTHBIX BbIIBNIEHa oTBeTHasA
peakuusl, 04HaKo UHTEHCUBHOCTb peakLn He Bbille, YeM Y KOHTPOSbHbIX JKUBOTHLIX. B 3TOM cnyvae npoBso-
OAT JONOMNHUTENbBHYI0 MPOBOKALMOHHYIO Npoby Ans nonydyeHust 6onee 4eTkoro oTeeTa opraHusma. Mpu Heob-
XOAUMOCTW AOMNOSHUTESNLHYIO MPOBOKALMOHHYI0 Mpoby nposBogsAaT B cpok oT 1 g0 2 Hed nocne nepsow
nposokauun. Mpu 3TOM NPUMEHSAIOT ONUCaHHBIA BhILLIE METOA, UCMONb3yA APYror 60K XKUBOTHOTO.

PekomeHayeTcsi UICMONb30BaTb HOBYIO HATUBHYIO KOHTPOSILHYIO rpynmny.

7.5.7 OtuyeT 06 UccnepoBaHuU

B oTueT 06 nccnegoBaHUM BKIKOYAKOT:

a) onucaHue uccregyemoro Matepuana unu usgenus;

b) npeanonaraemslit cnoco® NpUMeHeHUA MaTepuana Unu usgenus;

¢) noapobHoe onucaHue NoAroToBkM obpasua K UccrneaoBaHuio;

d) onucaHue akcnepyvMeHTasnbHbIX XXUBOTHBIX;

e) crnocob HaHeceHUs1 UCMbITYeMbIX NPob;

f) MapKknpoBKy yyacTKoB BBeAEHUS U UX ONUCaHue;

g) AaHHble HabnoaeHui;

h) oueHKy pesynLTaToB.
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8 KnioueBble ¢hakTOpbl NPY MHTEpPNpeTauun pe3ynbLTaToB UCCNeA0BaHUNA

MeToabl, BKMIOYEHHbIE B HACTOALWMWIA cTaHAAPT, ABMSAOTCA BaXKHBIM MHCTPYMEHTOM npu paspaboTtke
6e3onacHoi NpoayKLUA MPU YCOBUK, YTO UX BLIMOMHSAET U MHTepnpeTupyeT o6ydeHHbId nepcoHarn.

O6HapyxeHHoe NobbiM U3 MeTOA0B CeHCUbunuaupytollee AeACTBUE He ABMAETCA NPUYNHOA HEBO3-
MOXHOCTU NpUMEHeHNs1 JaHHOro MaTepuana unu usgenus, Tak kak obbem obpasua Npu NpoBeaeHUN UcneITa-
HUI MOXET CyLLeCTBEHHO MpeBbiwaTh 06beM, UCNONb3yeMblid B peanbHbIX YCnosusx. HaaeHHbIN niobbim
yTBEPXAEHHbIM METOAOM oTpuLaTenbHbIN achdekT cBuaeTeNbCTBYET 0 HE06X0AUMOCTU JasibHeLwero aHa-
nnsa, 4TO MO3BOSIUT YMEHbLUUTL PUCK UCCNEAO0BAHUI Ha KOXe YenoBeka.

Mpu nHTEpnpeTaumMmu pesynbTaToB He cneayeT onupaTbCs TOMLKO Ha UCCNeAoBaHUSA, NOyYeHHble MeTo-
AaMun, U3noxeHHbIMU B HacTosweM crtaHaapTe. OTpuuaTtenbHbl pesynbTaT He Bcerga UckiioyaeT BO3MOX-
HOCTb TOro, YTO MPOAYKLMSA MOXET BbI3biBaTb ariepruieckyto peakumio Koxu. Kak oTpuuaTtenbHblin, Tak u
NONIOXUTENbHBIA pesynbTaThl AOIKHBI ObITh TLUATENbHO NPOBEPEeHb! A UCKIIIOYEeHUA NOXHOro BeiBoga. [na
060CcHOBaHUs pesynbTaTa ero HeobxoAMMO NPOBEPUTb, UCTIOSb3YS1 APYre UCTOYHUKM HOopMaLMK, Takue Kak:

a) npeTeH3Un co CTOPOHbI U3rOTOBUTENS U NOKynaTens;

b) onbiT paboThbl ¢ U3AENUAMU, cogepXalluMmMn CXOAHbIe COCTaBIsIoLLME;

C) pesynbTaTbl ANArHOCTUYECKUX TECTOB B A€PMaTONOMMYECKNX KITMHUKaX;

d) peTpocnekTUBHbIE aNUAEMUONorMyeckue AaHHole.
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Mpunoxenne A
(oba3aTenbHoe)

MoprotoBka MaTepuanoB Ana UccrnenoBaHna pasgpaxawllero u cechﬁwnuswpylomero AencTBus

A1 O6wue nonoxeHna

Mpn n3yveHn pasppaxatolero 1 CeHCUBUNM3NPYoLWLEero AeMCTBUA U UHTEPMNPeTaLny pesyrnbTaToB yunTbIBalOT
CBOWCTBa MccrneayemMoro marepuana wiv usgenusi, NpoAorikNTerNsHOCTb, YacToTy, cnocob 1 cTeneHb ero KOHTakTa ¢
opraHnamom. OgHUM 13 BaXXHbIX YCIOBWI NPOBeAeHUs UCCNea0BaHuil SBMNAETCS NOAroTOBKA UCCreQyemMoro marepuana.

A.2 Matepwanbl Ans NpAMOro KOHTaKkTa

A.21 Teepable maTepuansl

Teepable maTepuansl noaxoasiient hopmbl (NUCT, NNeHKa U T. A.) UCCNeayloT, He NOABEepras W3MEeHEHUsIM,
ucnonb3ys obpasubl pasmepamu 2,5 x2,5 cMm 1 TonwmHom He Gonee 0,5 cm. O6pasubl OTPULATENBHOTO KOHTPONA FOTOBAT
aHanorn4HbIM o6paszom.

OTpuLaTenbHbIN KOHTPONb AOMKEH 6biTe 6NMM30K Mo huamyeckum napameTpam ¢ UCNLITYEMbIM MaTEPUANOM 1 He
OOMXeH ObiTb paszapaxuTenem.

Teepablit MaTepuan MoxXeT BbiTb U3MENbYeH (UCKIIoUas BOMOXHOE 3arpsi3HeHne), ecnv Npu 3TOM NOSNIHOCTbIO
COXPaHATCA €ro CBOMCTBA UNU OH B JOCTATOMHON CTeNeHW yBraXHeH BOAOW MU NoaxoaaWwmuM pacTBOpUTENEM, He
obnagalowum pasgpaxarowmm gencTBnem, 4Yto oGecneqnsaeT Goree TECHbIN KOHTAKT Matepnana ¢ Koxeu.

Kepamuieckue matepmansl M3mMenb4atoT, OQHAKoO cneayeTt NOMHUTB, YTO (OU3UKO-XMMUYECKNE CBONCTBA KEPaMMNKK
MEHSIIOTCA NPU ee nepexoie B NOpPoLIKOOGpasHoe COCTOsIHUE.

Mopowku (Hanpumep cynepabcopbeHTe) nccneayioT NPY HEMNOCPeACTBEHHOM HaHECEHUN NN NOCNE NPUrOTOBNe-
HWS U3 HUX NACTbl C UCMONb30BaHUEM NOAXOASLLErO pacTBOPUTENS, MPU 3TOM NaparnnernbHO CO CMeWaHHbIM, pacTBOPEH-
HbIM MMM CYCNEeHAMPOBAHHbIM UCCMEAYEMbIM MaTepUanoMm B KayeCcTBE KOHTPOINBHOIO pacTBopa MCNONb3YHT 3TOT
pacTeopuTEnb.

MpumedyaHwue—Inowagb NOBEPXHOCTU U/NNK pasmep HacTUL, — BaXkHble akTopbl B GBUONOMUYECKUX peak-
LMAX, TaKMX Kak darounTos, KOTOpbI UrpaeT BaXHYIO ponb B BOCNANUTENbLHOM U UMMYHHOM OTBETAX.

A.2.2 Xvpkve maTtepunansl

Kngkve matepuansl nccneayoT HenocpeaCTBEHHO UNU B BUAE pacTBOPOB C UCMNONb30BaHWEM NOAXOASLWEro pac-
TBOPUTES, NPY 3TOM NapannenbHO CO CMeLlaHHbIM, PACTBOPEHHBIM UMK CYCNEHANPOBaHHBIM UCCNEAYeMbIM MaTepua-
NOM B Ka4yeCTBe KOHTPONBHOMO pacTBopa UCMOMb3y0T 3TOT PAaCTBOPUTEND.

A.3 3KcTpakTbl U3 UCMBITYeMbIX MaTepuanoB

Teepabie marepuarnsl UCNbITLIBAKOT, NOABEPras UCCIeA0BaHUI0 SKCTPaKThl U3 HUX. ECnin nenbIThIBalOT 3KCTPaKTDI,
TO OHM JOMXHbl BbITb MOAFOTOBMNEHEI B cooTBETCTBUM ¢ CO 10993-12, ¢ Mcnonb3oBaHUWeM NonsipHbIX, HEMOMSAPHLIX 1
(vnn) opyrvx NoaxoAsiluMX pacTBopuUTEneit, ecnm 9To HeoBXo4uMO.

MapannenbHO ¢ SKCTPaKTOM U3 UCCMeAyemMoro Matepvana B Ka4ecTBe KOHTPOIs UCMOMb3YyT SKCTparnpyoLwmi
pacTBopuTEnb.

A.4 PactBoputenm

Ecnu neneiTyemblli MaTepuan nogBepratoT 9KCTpakumm, pasbaeneHunto, CycneHgupoBaHmnio UMK YBNaxXHeHuto, crne-
AyeT NCnonb3oBaTbh COOTBETCTBYIOWUIN pAacTBOPUTErNb, He o6Gragalowmi pasgpaxatowmm gencremem. Cnvcok CooTBeT-
CTBYIOLMX pacTBopuTenen paccmarpusaetcs B MCO 10993-12.

A.5 CtepunbHbIe UCNbITyeMble maTepuanbl

Ecnv nagenve noctynaeT B Npogaxy CTEPUIbHLIM, TO Nepes U3ydeHnem nccrnegyemMblii Mmatepuan nogeepraioT
CTEpUNU3aLnm Tem xe MeToaoM. CywecTByIOT onpeaeneHHble TPYAHOCTY NpU UccneaoBaHum o06pasuos, CTepUnM3oBaH-
HbIX OKMCbIO 9TUIIEHA, MOCKOMbKY OKUCh 3TUNEHA M NPOAYKTHI €€ AECTPYKLMM MOTYT OKa3sblBaTh GBMONoruyeckoe aerctene
B MICCNEA0BaHNSAX, PEKOMEHAOBaHHbIX HACTOSLUM cTaHgapToMm. Mpu oBHapyxeHnu ntoboro HebnaronpuaTHOro BO3aeu-
CTBUSsI Ha OPraHN3am NPOBOASAT UCCIeA0BaHUs!, NO3BONSAWMe AnddepeHUMPOBaTh, Bbi3BaHa N 0OHAPYXeHHas peakums
OelCcTBMEM CaMOro U3y4aeMoro marepuana unm oHa oBYCrOBMeHa OCTaTOYHbIM KONIMUECTBOM OKMCK 3TuneHa. Ecnu
BbISIBNIEHO NEPBUYHOE pasapaxarowee aencrene, obpasel, UCCNeayoT 40 U Mocne CTePUIN3aumnn OKUCbIo STUMNEHa.
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MpunoxeHne B
(cnpaBouHoe)

JononHutTenbHble MeTOAbI UCCNEAOBAHUA pa3apaxarwuiero AeAcTBUA

B.1 O6wme nonoxeHun

Cnepytowme crneymanbHble MeTOAbl HYKHO CUMTaTb AONONHUTENBHBIMU K Ga30BbIM UCCIEA0BAHUAM, OHU HE 3ame-
HSAIIOT OCHOBHbIE. ECnn 3T MeToabl MPUMEHSIIOT, TO HEOBXOAUMO OGBACHUTL UX BbIGOP. OHM PEKOMEHAYIOTCA ANA Meau-
LIMHCKMX U3AENUIA, UMEIOLLMX COOTBETCTBYIOWEE Creynduryeckoe NpUMeHeHne.

B.2 BHyTpuKOXHasa peaxkums

B.2.1 MpwvHuwn meTona

VccnepoBanve npoBoasiT Ansi onpeaeneHnsi NoTeHUManLHON BO3MOXHOCTU MaTepuara OKa3biBaTb pasgpaxalo-
LW 3hpeKT Nocne BHYTPUKOXXHOMW MHBEKLUMM SKCTPaKTa U3 Matepuana.

B.2.2 UcknroveHne n3 nccrnegoBaHua

MaTtepuran, Bbi3biBalOLWMI pasgpaXeHne KOXu, rnas unv Cnu3mcTon, unu matepuan, aHadueHme pH kotoporo MeHb-
Wwe unu paBHo 2 nnu Gonblue nnu pasHo 11,5, BHYTPUKOXKHBIM UCCNEAOBAHUAM He NOABEpPraioT.

B.2.3 Uccnepyembin maTepuan

WMcnbiTyembivi 06pasel gornkeH GbiTh 3KCTPaKTOM, NMPUIOTOBNEHHbLIM B COOTBETCTBUM C npunoxeHunem A. bornbiioe
YUCIIO YHACTKOB Ha Ka)XAOM XMBOTHOM MOXET ObITb NOArOTOBNEHO BMECTE C COOTBETCTBYIOLLMM OTPULLIATENBHBIM KOHTPO-
TNeM WUInM KOHTPOIEeM pacTBOPUTENS.

B.2.4 3kcnepumeHTanbHbIe XUBOTHbIE M UX coaepXaHue

Mcrnonb3yloT Monoabix 380pOBbIX MOMOBO3PENbIX KpONUKOB-anbouHocos no6oro nona, 0gHoW NMUHUKA, MacCcomn He
MeHee 2 Kr.

AKKNIMMaTM3aumio n cogepaHne X}UBOTHbIX OCyLWecTeNAT B cootBeTcTBUM ¢ UCO 10993-2.

[ns npeagapuTenbHONM OLEHKU CCNeayemMoro Matepuana B onbiTHYIO M KOHTPOIBHYIO IPynnbl 6epyT no Ase ocobu.

Mpu HeyAOBNETBOPUTENBHBLIX UMW COMHUTENBHbIX pe3ynbTaTax, Nony4eHHbIX NPy NpeaBapuTerNbHON OLEHKe, Npo-
BOAST JOMOMNHWUTENbHbIE UCCIeA0BaHMS.

B.2.5 Mpouenypa nccneposaHnmn

3a 4—18 4 oo Havana neenegoBaHWst NOACTPUraloT MEX Ha CIIMHAX XXMBOTHBIX, OCTaBNAA AOCTAaTOYHOE paccTos-
HUe ¢ 06enx CTOPOH NO3BOHOYHOIO cToNGa AN MHbEKLMK SKCTPAKTOB.

BeoAAT BHYTPMKOXKHO 0,2 M 3KCTpaKTa, Nony4eHHOro C MomnsipHbIM pacTBOPUTENEM Ha NATU y4acTKax Ha OAHON
CTOPOHE KaX4Ooro Kponvka (CM. pucyHok B.1). MUcnonbaytot urny ansi BHyTPMKOXKHbLIX UHBEKLUMIN HAMMEHBLIEro AnaMeTpa,
COOTBETCTBYIOLLEro BA3KOCTU NCCNeayemoro marepuana.

Tou4HO Tak ke BBoaaT 0,2 Mn KOHTPONS MONSAPHOIO paCTBOPUTETTS HA CIeAyOWMX NATU YHaCcTKax, HA TOM XXe CaMoM
BOKy KaXaoro Kponuka (Ccm. pucyHok B.1).
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1 — ronoBa; 2 — uHbekuusa 0,2 Mn NONAPHOTO 3KCTpakTa; 3 — nHbekumus 0,2 mn
KOHTPOAS NMOMSIPHOTO pacTBoputens; 4 — uibekums 0,2 Mn HENnonsipHoOro 3Kc-
TpakTa; 5 — uHbekuus 0,2 MN KOHTPONA HENONAPHOIO pacTeopuTens; 6 — xsocT ~ 1
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PucyHok B.1 — PacnonoxeHune y4acTkOB MHbEKUUN 6
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MoBTOPSAIOT BCE NpoLeaypbl A5 9KCTPAKTOB, NOMYYEHHbIX C HEMOMNSIPHLIM PACTBOPUTENEM M KOHTPOIIEM HEMOINSp-
HOro pacTBOpUTENS Ha ApyromM BOKy KaXaoro kKponuka (CMm. pucyHok B.1).

Ecnu ncnonb3yoT apyrue pactBopuTenu, NOBTOPSIIOT BbILEYNOMSIHYTbIE NPOLeAypbl AMnsi 9KCTPaKTOB, NOMy4YeH-
HbIX C APYTUMU PacTBOPUTENSIMU U KOHTPOIbHbIMY TPyNnamMmu pacTBOpUTEnen.

B.2.6 O6cnepoBaHne XUBOTHbIX

OTmMeyvaloT COCTOsIHME MECT MHBEKUMY HENOCPEACTBEHHO Ccpa3ly, yepes 24, 48 n 72 4 nocne BBegeHus.

OueHVBaloT CTeneHb TKAHEBOW peakuuu, BKIYasl 3pUTeMy 1 OTeK, B COOTBETCTBUM C Knaccudukaumen, npea-
cTaeneHHow B Tabnuue B.1, ans kaxaoro Mmecta MHbEKUUW 1 KaXXA0ro UHTepBarna BpeMeHn HabniogdeHusl v perucTpupyoT
pesynbTarhbl.

M pnmMmeyvYyaHne— BHyTpVIKO)KHaH MHBEKUUA Macna 4acTo Bbi3biBAET BOCNANUTENBbHYIO peaKkuunto.

BHyTpuBEHHOE BBEAEHNE COOTBETCTBYIOWMX BUTAMBHbIX KpacuTenen, Takmx Kak TPUNaHoBbIn cvHun nnu Evans
blue, cagenanHoe nepen nocnegHVM o6cnefoBaHNEM XMBOTHbBIX (72 Y MOCNe MHBEKUMM), NO3BONSAET Ny4lle OLEHUTb
peakuuio Ha BHYTPYKOXXHOE BBEAEHUE BELWECTBA, OKpalMBas MeCTa BO3HUKLLETO pas3apakeHust.

Ins oueHku, No BO3MOXHOCTU, MPUMEHSIOT METOAb!, HAVMEHEE TPABMUPYIOLLNE XKUBOTHBbIX.

Tabnwuuya B.1— Cncrema oLeHKU BHYTPUKOXHBIX (UIHTPaaepMarbHbIX) peakumm

Peakuuns OueHka B bannax
OpuTema n obpasoBaHue cTpyna
OTcyTCTBUE 3PUTEMBI 0
OueHb cnabas sputema (eBa 3ameTHas!) 1
Xopowo pasnuyumas aputema 2
YmMmepeHHasi aputema 3
Pe3ko BoipaxxeHHas aputema (TEMHO-KpacHasi) ¢ 0bpasoBaHuem cTpyna 4

O6pasoBaHue oTeka

OTtcyTcTBUE OTEKa 0

OueHb cnabbiii oTek (eaBa 3aMeTHbIN) 1

XOopoLwo pasnuuUMbIin OTEK 2

YMEpEHHBbIN OTEK (BbICTYNAIOWMIA HaJ NOBEPXHOCTBIO KOXU OKOIo 1 Mm) 3

Pe3ko BblpaxeHHbI OTeK (pacnpoCcTpaHeHHbIN, BbICTYNawoWwmun Haa

NMOBEPXHOCTLIO KOXW Boree yem Ha 1 Mm) 4
MakcrmManbHO BO3MOXHOE Yncro Gannos 8

MpumedyaHwue— [dpyrve peakumm, BOHUKLLKE B MECTE UHBEKLUW, AOMKHbI BbITb OTMEYeHbl B 0T4HeTe 06
uccneaoBaHun.

B.2.7 OueHka pe3ynbTaToB

Mocne 72-4acoBON OLEHKM CKMNaabiBatoT Bce Gannbl 3pMTeMbl M OTeKa Anst Kaxaoro ucneliryemoro o6pasia u KoH-
TpONbHOro pacTeopa. [lenat kaxayto cymmy Ha 12 (2 XMBOTHbIX x 3 Neproga OUeHKM x 2 OLeHUBaeMble KaTeropum), 4tobsbl
onpeaenuTe cpedHee 3Ha4YeHWe Ars KaX4oro ucnbityemoro obpasua v CoOOTBETCTBYHOWLEro KOHTPOIbHOIO pacTeopa.
TpeboBaHUs UCMbITAHUS BLIMOMHEHbI, €CNU Pa3HULA MEXAY CPe4HUM 3HAYEHWEM B OMNbITHOW Ipynrne U COOTBETCTBYIO-
LLIMM KOHTPOSEM MeHbLUe unu paeHa 1,0.

Ecnu B noGori neprog HabnogeHns cpefHss peakuusi Ha ucnbityemblii obpasel Gonblie, YeM cpeHss peakums
Ha KOHTPOIb PacTBOPUTENS, MOBTOPSIIOT WUCCeAoBaHWe, UCMONb3ysi TpeX AOMNOMHUTENBHbLIX KPOnvkoB. TpeboBaHus
UCMbITAHWS BbINOSHEHbI, €CNU pasHuLa Mexay CpeaHUM 3Ha4eHUEM B OMNbITHON IPynre 1 COOTBETCTBYIOWMUM KOHTPOMNEM
MeHbLUe unu paena 1,0.

B.2.8 MpoTokon nccnenoBaHnmn

[MpoTokon uccnegoBaHni AOMKEH BKIOYaTh:

a) onucaHue UcnbITyeMbiXx 06pasLoB;

b) npeanonaraemsiii cnocob NpUMeHeHWs Matepuana unu u3genusi;

¢) nogpobHoe onucaHwe NoAroToBKM 06pas3LoB K UCCIEA0BaHNAM;

d) onucaHue 3KCNepUMEHTAIBbHbIX XUBOTHBbIX;

€) MeTod UHbEKLUY;

f) onmcaHwe npoueaypbl CHATWSA NOKa3aHW;

g) BegeHve HabrnogeHni U X perucTpauuio;

h) oueHky pe3ynbTaToB.
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B.3 UccnepnoBaHue rmas3Horo pasgpaxarollero aemicTBus

B.3.1 O6wme nonoxeHunna
Wccneposanue rnasHoro pasgpaxatowero 4eNcTBNA NPOBOAAT, TOMNbKO €CNU AaHHble No 6830MacHOCTU He MOTyT
6bITb NONyYeHbl APYTMMU CPEACTBaMU, U TOMBKO AN MaTepuarnoB, KOTOPble KOHTAKTUPYIOT C rrasamu unu Bekamu,

MpwumeyaHwne— TecT-cuctemsl in vitro HaxogaTca B cTagum paspaboTku. Korga atv metogel 6yayT Banuaupo-
BaHbl, MX MOXHO ByadeT NpUMeHnTb B3aMeH 3TOro in vivo MeToga.

B.3.2 MpwvHunn meTopa

WececnegosaHne npoBogsaT Ans onpeaeneHns NoTeHUManbHoW BO3MOXHOCTM MaTepuana okasbiBaTb pasapaxato-
WM ahhekT Ha TKaHW rnasa.

B.3.3 UcknioveHne u3 nccnegoBaHua

MaTtepwan v (Wnu) roToBbIV NPOAYKT, BbI3bIBAIOLLMIA SIBHYIO KOPPO3MHIO U CUINbHOE pasapaXeHne KOXW He MoaBepraioT
nccnegosaHvio Ha rnasax. Jliobow maTepuan, Bei3biBaOWMI pasgpaxeHne Koxu, unu matepuan, pH kotoporo <2 unu
>11,5, nccnegoBaHusM He NOABEPraloT U NPU3HAT NOTEHUMATBHBIM pasapaXxuTeneM rnas.

B.3.4 Uccnepyembiii maTepuan

Ecnu ncenegyembiii matepran npeacraenaet cobol XUAKOCTb, 3akanbiBaoT 0,1 MM B HYXHUIA OTAEN KOHBIOHKTU-
BanbHOro MeLKa rnasa.

TeepabiVi NK rpaHyNMPOBaHHbIA MPOAYKT U3MENbYaKoT 40 NblNeobpa3HOro COCTOSIHUS U 3aTeM, Crierka ynioTHUB,
aKKypaTHO BBOASAT B HVKHWIA OTAEN KOHBIOHKTUBANBbHOIO Mellka rnasa Takoe KonM4yecTBo MaTepuana, KoTopoe 3aHumaeT
o6bem 0,1 mn, HO He Gonee 100 mr.

MpumedaHue— HekoTopble MaTepuarsl Hernb3a NCCNeA0BaTh HEMNOCPEACTBEHHO HA CITM3UCTON [Masa, TaK KakK
BO3HMKAIOT MEXaHNYECKUE MOBPEXAEHNS,

Ecnv nccnegyembii matepuan HaxoguTcs B GannoHe nog gasBrieHUeM, Norny4atT HEKOTOPOoe KONUYEeCTBO 3TOro
BelecTBa n BBOAAT 0,1 MN Tak Xe, KaK Xuakue BellecTBa.

Matepran B a3p030nbHOM YNakoBKe:

a) pas3bpbi3rmBatoT B TeHeHue 1 ¢ ¢ pacctosHusa 10 cM HENOCPEeACTBEHHO Ha MOBEPXHOCTb OTKPLITOrO rnasa unm

b) BNpbICKMBAIOT B OXNAXAEHHYIO €MKOCTb M HAHOCSIT TaK Xe, KaK XUaKne NpoayKTbl.

Ecnv ncenegosanvam nogeepraioT 3KCTpakT u3 0b6pasLoBs, ero NpuroTasBnyvBaT B COOTBETCTBUN C NPUNOXKEHUEM
A. 3akanbiBatoT 0,1 MmN 9KCTPaKTa B HMXKHUW OTAEN KOHBLIOHKTUBAaNbHOIO MeLKa rnasa.

B naeHTYHbIX yCNOBUSX FOTOBSIT KOHTPOIb € MCNONb30BaHWEM NOMSAPHBIX U HENOMNSIPHLIX PACTBOPUTENEN B OTCYT-
CTBUM MCMbITYEMOrO BELLECTBa.

B.3.5 3kcnepumeHTanbHble XMBOTHbIE U UX coaepXaHne

Mcrnonb3yloT 300poBbIX MOMOoAbIX NMOMOBO3perbiX KPoUKOB-ans0MHOCOB 0gHOM NMHUK, Nio6oro nona, Maccon oT 2
0o 3 kr.

AKKNIMMaTM3aumio n cogepikaHne XUBOTHbIX OCYLLEeCTBNANT B cooTBeTcTBUM ¢ UCO 10993-2.

[nsa npeasapvTensHON OLEHKM UCCNeayemMoro matepumana UCnonb3yoT O4HO KUBOTHOE.

Ecnu Hykakowm peakummn He oXugaeTcs, NpeaBapuTenbHan OLeHKa MOXeT ObiTb NPOBEAEHA Ha TPEX KUBOTHBIX.

Mpwu BbIpaxXeHHOW peakuum (cMm. Tabnuuy B.2), nony4eHHON Npu NpeaBapuTeribHON OLEHKE HA OQHOM XMBOTHOM,
JanbHellwre uccnegoBaHusi He NPOBOAsIT.

Ecnv npn nccnepoeaHuax TBepAbIX UMK XKUOKMX MaTepuanoB He HabnoaaeTcsl BbIpaXXEHHOW peakuwu, ganee
MCMNOMNb3yI0T HE MEHEee ABYX KMBOTHbIX, @ MPU UCCIIEA0BaHUN KCTPAKTOB M3 MaTEpPUanoB — HE MEHEE [ABYX XMBOTHbIX HA
KaXKObIA 9KCTPAKT.

Ecnu pesynbraThl MCCnegoBaHuii, NonyvYeHHble He MEHEE YEM HAa TPEX KMBOTHbIX, COMHUTENbHbI UIIN HEACHBI,
AOMONHWTENBHbIE CCNeaoBaHNA 060CHOBLIBAIOT.

B.3.6 Mpoueaypa nccnepoBaHmn

3a 24 4 no Havana ucnelTaHus BU3yarbHO NpoBepsiloT 06a rnasa Kaxaoro Kponvka Ha npegMet obHapyxXeHus
OTKITOHEHUN OT HOPMBbI.

Ecnun o6HapyxuTCs OTKNOHEHME OT HOpMbI M6Oro rnasa, To cneayeT B3siTb 4pYroe XXUBOTHOE.

Mpn ocmoTpe MOXHO ucnonb3oBaTh 2 %-Hblli pacTBop dhriyopecuenHa HaTpusi (B cooTBeTCTBUM ¢ BbprtaHckon
thapmakoneen) ana 6onee YETKOro BbISIBNIEHUS UBMEHEHUI poroBuLbl. PekoMeHayeTcst ucnonb3oBatb ohTanbMoCcKon,
PYHHYIO WeNneeyo namny unu apyrme ycTpomncrea.

BeogaT uccnegyembiin matepumarn, kak ykasaHo B B.3.4, B oavH rmas.

Mocne HCTUNNSILMKM BEKM COEAVHSIIOT U iepKaT B TAKOM NOMNoXeHun B TeueHue 1 c.

Hpyron rnas kaxgoro XMBOTHOIO CIYXMT KOHTPOIIbHbLIM, HA HEM BbIMOIMHSIIOT BCE MPOLeaypbl, UCMONb3Yys KOH-
TPONbHLIA PacTeop.

Ecnu B 0CTpOM 3KcrepMMeHTe uccrieyeMbiii MaTepumarn He NposiBUIT BbIPAXXEHHON peakuuu, AonycKkaeTcsi NPpoBe-
AeHne NOBTOPHbLIX Npoueayp € NepepbLIBOM B 72 4.

MpogonxXuTensHOCTL UCCNeAOBaHNA ONpeaensiioT B COOTBETCTBUU C NMPOAOITKUTENBHOCTLIO BO3OENCTBUA MaTe-
puana nnu usgienusi Ha opraHuamM Npy ero NPUMeHeHN B MEQVLNHCKON MpaKTUKe.
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B.3.7 O6cnepoBaHMe XUBOTHbLIX

O6a rnasa }XMBOTHOTO, KOTOPOMY OOHOKPATHO MHCTUNNUPOBAIM UCCNEayeMbIi MaTepuarn, ocMaTpueatoT Yepes 1,

24,48 n 72 4 nocne Bo3gencTBUS.

Ecnn nmeroTcs CToMKMe n3MeHeHUs!, NPOBOAST MOCTOsIHHOe HabnoaeHue (Ho He Gonee 21 cyT) AN OLEeHKU MX Npo-
rpeccmpoBanus u obpatnmocTu. Mpu 06HapyXeHUn TsXKenbIX NOBPEXAeHU NOCTOsIHHbIE HabniaeHWs He NPOBOAAT.

M p n meyaHune—FDATpebyer npoBeaeHNs UCCNEAOBaHUSI KOHTAKTHLIX NIUH3 B Te4YeHne 21 CyT no 8 4 B AeHb.

310 TPeGoBaHNe SIBINSIETCA UCKITIOUEHNEM N3 HACTOALEro cTaHaapra.

OueHuBaloT 1 perucTpupyioT niobblie HaGnwaaemble peakumm B COOTBETCTBUM C Knaccudukaumen, npeacrasneH-

How B Tabnuue B.2.

Tab6nwuua B.2— Cucrema oueHkM NoBpexaeHus rnasa

Peakuus Ouenka B
Bannax

1 PoroBuua
CreneHb NoMyTHEHUSA (NIoLaab NOPaXeHust)
OrtcytcTBMe 0
"eHepanun3oBanHoe nnvn aupdPy3Hoe NOMyTHEHUE, AeTanu PagyXHOU 060MOYKN XOPOLWO PasNUUMBbI 1*
Jlerko pasnnummoe nonynpo3payvHoe NOMyTHEHWUE, AeTanu PagyxHon 060N04KN 3aMyTHEHbI 2"
Onanecuupyiowee NOMyTHEHUE, AeTanu pagyXHoOW o60NoYKM He pasnuuMMbl, pasmep 3padka onpege-

TNIUTb HEBO3MOXHO 3*
lMomyTHEeHne cBeTOHENPOHUL@EMo, pagyxHasa obonodvka He BugHa 4*
Mnowaab nopaxeHHoOW poroBuLibI
OpHa yeTBepTb (MNUN MeHee) 0
bonee ogHoOM 4eTBEPTU, HO MEHbLLIE MONMOBUHbI 1
bonee nonoBrHbI, HO MEHbLLE TPEX YETBEPTEN 2
bonee Tpex yeTBepTEN M NNoOLWaab BCEro rnasa 3
2 PapyxHas obonovka
HopmanbHas 0
Cknag4aTocTb BbiWe HOPMbI, 3aMeTHOe HabyxaHue, cocyabl MHbEUMPOBaHb! (OAWH UMK BCE YKa3aHHbIe

CMMMTOMBI), pagyxHas o6onoYka pearvpyeTt Ha CBeT (peakumsi NoNoXuTenbHasn) 1*
Peakuusi Ha CBET OTCYTCTBYET, YBENUYEHUe KPOBOM3NUAHWUN (OAWH MW BCE CUMNTOMBI) 2"
3 KoHbloHKTMBA
KpacHoTa (OTHOCUTCH K KOHBOHKTVBE BEK M IMa3Horo A6noka, UCKIoYas poroeuLy M pagyxHyo 060nouky)
HopmanbHble cocyabl 0
Cocyabl 3aMeTHO MHBELUPOBaHbI (BbILWE HOPMbI)

Bonee BbipaxeHHas anddysHas KpacHOTA, OTAENbHbBIE COCYAbI NNOX0 Pa3NNYUMBbI 2*
AndbdysHas pe3ko BbipakeHHasi KpacHOTa 3
XeMo3 (OTeK KOHBIOHKTUBbI)

OTcyTcTBME OTeKa 0
Cnerka 3ameTHbIN OTeK (BKMOYasi MUratTesnbHyI0 NepenoHKy) 1
BbipaXXeHHbI OTEK C YaCTUUHBLIM BLIBOPOTOM BEK 2*
OTeK ¢ NONOBUHHBLIM 3aKPbLITUEM BEKA 3*
OTeK ¢ 3aKpbITUEM BEKa OT NMONIOBMHHOIO A0 NOMHOIo 4*
Bbiaenexus

OTcyTCcTBYE BbiENEHNN 0
HeaHaunTenbHble BblAENEeHUs1, OTNMYAOWMECH OT HOPMAribHbIX (HE YYUTLIBATL HAnNMuUMe BoiAeNeHUn BO

BHYTPEHHEM YITly rnasa, HabniogaeMoe U y KOHTPOIbHbIX XKMBOTHbIX) 1
BblgeneHus Ha Bekax U LUePCTU BOKPYr Inas 2
BblaeneHusi Ha Bekax, LWepCcTU BOKPYT FNa3 U 3Ha4YMTENbHON NNOWaan MOpAOHKM 3

* [NonoxvTenbHbIN pe3ynbTar.

22



roCT P UCO 10993-10—2009

KMBOTHBIM, KOTOPBLIM NPOBOAAT MHOTOKPAaTHbIE MHCTUNIIALWK, rNa3a ocMaTpuBaloT 40 Havana npoueaypsbl, Hernoc-
peAcTBEeHHO nocrne Hee U Yepe3 1 4 nocne Kaxaon npoueaypbl.

Ecnn HabniogaeTcs BoipaxxeHHOe pasgpaxeHue nocne nocrnegHen npoueaypbl, HabnogeHve npogonxkatoTt. Hab-
nogeHne NpoJonKatoT B Criydae N3MeHeHUIM poroBuLbI UK APYTMX MPU3HAKOB pasapaXkeHus rnasa ansi OLeHKW nporpec-
CMpOBaHUsi U 06PaTUMOCTV BO3HMKLWIMX NATONOMMUYECKUX NPOLECCOB.

OueHuBatoT 1 pernctpupytot nobble Habnwgaemele peakumy B COOTBETCTBUM C Knaccudukaumen, npeacTaBneH-
How B Tabnmue B.2.

HemeaneHHbI BbIBOA KMBOTHBIX U3 3KCMIEPUMEHTA NMPOBOAST C UCMONb30BAHMEM N'YMaHHbIX METOA 0B 3BTaHa3UN B
crnegylowWwux crnyqasnx:

a) Tshkenble NopaxeHus rnas (Takue, Kak U3bsi3BreHme unu obpasoBaHne CTpyna Ha KOHbIOHKTUBE, Nepdopaums
Ha pOoroBuLie, CKOMMeHne KPOBW U THOs B NepegHel kaMmepe rnasa) unu

b) kpoBOTeYeHMe WNK HarHoeHwe, unm

C) cepbesHble U3bsI3BNEHUS POroBULbI.

KuBOTHOE BLIBOAST U3 3KCMepMMeHTa Npu o6GHapyXeHWM MaKCUManbHOro, B COOTBETCTBUM C CUCTEMOM OLLEHKM
(cm. Tabnunuy B.2), gencteus:

- OTCYTCTBMSA CBETOBOrO pednekca (CTeneHb NopaxeHus 2 pagyxHon 060N04KM) MNK NOMYTHEHWS POTrOBULbI (CTe-
neHb 4) 6e3 BUAMMOrO yny4lLeHus B TeveHune 24 u;

- CWMBbHOTO BOCMAanNeHWs1 KOHbIOHKTUBLI (XeMO3 CTeneHn 4 COBMECTHO C runepemuen crenenu 3) 6e3 Bngumoro
yny4lweHns Yepes 48 u.

B.3.8 OueHka pe3ynbTaToB

BbisiBNEHHbIE pa3nuyns B COCTOAHWN UCTBITYEMOTO M KOHTPOINBHOIO Na3 ONUCLIBAOT U OB BACHSAIOT, UCNONB3Ys
knaccudmkauuio B Tabnuue B.2.

a) Octpoe BoO3aelicTBME

Ecnv npu Bo3gericTBumn nccnegyemoro matepuana B nogonsITHOM rnasy 6onee 4em y ogHOro XMBoTHOro o6Hapy-
XeHbl naTonornyeckne nameHeHus (oLeHKa co 3HakoM CHOCkM B Tabnuue B.2), cuutaioT, uto maTepuan obnapaet pas-
Apaxatowmum gencTeueM, u gansHenmne nccnegoBaHns He NPOBOAAT.

Ecnv natonornyeckne n3amMeHeHus BbisIBIEHbl B NMOAOMNLITHOM IMa3y TONbKO OAHOMO W3 TPeX KPOMWKOB MNu Npu
COMHWTENbHbIX pesynbTaTtax, UccrefoBaHusl NpoaomKatoT.

Ecnv npy npogonxeHnn Bo3geNcTBUSI NAaTONOMMYECKUE N3MEHEHUA HA ONbITHBLIX FNa3ax (OUeHKa CO 3HAKOM CHOCKM
B Tabnuue B.2) obHapyxmBaioTcs 6onee Yem y NOnoBWHBI KPONUKOB Ha NtoGo cTagun o6cneaoBaHns, CUUTAIOT, YTO
maTtepwan obnagaet pasgpaxalowmm JencTBUem,

Mpu TskeNoM NopaxeHwu rnasa gaxe y o4HOro XXMBOTHOFO Matepuan Npu3HaloT pasgapaXxutenem.

b) MoeTOpHOE BO3aENCTBME

Ecnun npn noBTOpHOM BO3eCTBUM Ha rMa3 6ornee Yem y NOMNOBUHbI KUBOTHLIX UCCNEAYEMON rPYNNbl BO3HUKAKOT
naTonornyeckne n3MeHeHus (OLEeHKa Co 3HaKOM CHOCKM B Tabnuue B.2) Ha nio6on ctagun o6ecnegoBaHusi, NpuaHaoT
nccrnegyemolit MaTepuan pasgpaxutenem.

B.3.9 MpoTokon nccnenoBaHnmn

MpoTokon nccnegoBaHWin QOMKEH cogepXKaTh:

a) onucaHue ucnelTyemslX 06pasuos;

b) npeanonaraembii cnoco® NPUMEHEHWA MaTepuana unu U3aenus;

¢) noagpobHoe onucaHve NoAroToBKM 06pa3LoB K UCCNeaoBaHUSIM;

d) onucaHue aKcnepuMeHTarnbHbIX XMBOTHBIX;

€) MeTod UHBbEKLUUN;

f) onwucaHwe npouedypbl CHATUS NOKa3aHWUA;

g) BegeHue HabnogeHWn u X perncTpauum;

h) oueHky pe3ynbTaToB.

B.4 UccneposaHwne pasgpaxarowero AeMCTBUA Ha CIIM3UCTYIO POTOBON NOMOCTH

B.4.1 O6wme nonoxeHunna

Wccneposanve pasgpaxatoowero 4eiCTBUS Ha CNM3UCTYI0 POTOBOM NONOCTU NPOBOAAT AMs1 MATEPMAroB C KOHTaK-
TOM YyKa3aHHOro BMAa, ecrnu gaHHble No 6830MacHOCTU He MOTYT GbITb NONYYeHbl APYIMMKY CPeaCTBaMM.

B.4.2 MpwvHunn meTopa

WcecneposaHme npoBoasT Ana onpeaeneHns NnoTeHuMansHON BO3MOXHOCTM MaTepuarna OKasbiBaTb pasgpaxalo-
LW 9OeKT Ha TKaHW POTOBOW MONMOCTMW.

B.4.3 WUcknioyeHne u3 nccnenoBaHuma

JTioBol maTepuan, Bbi3bIBaOLWMI pasgpaxeHne KOXW UK rnas, unu matepuarn, aHavenme pH koToporo meHee unm
paeHo 2 unv 6onee unu paeHo 11,5, uccneaoBaHWsIM He NOABEPraloT U MPU3HAIOT MOTEHUMANbHLIM PasapaXuTenem TKka-
Hen POTOBOWM NOMOCTW.

B.4.4 Uccnepyembivi maTepnan

MoaroToBKy nccnegyeMbix Marepuanos NPOBOASAT B COOTBETCTBUM C NMPUMOXeHnem A.
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B.4.5 3kcnepymeHTanbHbIE XXMBOTHbIE M UX cOoAepXKaHne

Mcnonb3aytoT MONoAbIX 340POBbIX NONOBO3PEnbIX CUPUIMCKMX XOMSYKOB MHOpeaHON NHUKM 06OKX NOMOoB.

AKKNMMMaTU3aLUMIo U COAEPKaHNe XMBOTHbIX OCyLLecTBNsAtoT B cooTBeTcTBMM ¢ MCO 10993-2.

Ha weto kaxgoro Xxomsyka HagesaloT BOPOTHUK WNpUHON 3—4 MM, pacnonaratLwmincst Tak, Ytobbl He MeLwaTb Hop-
MarnbHOMY MUTaHUIO N AbIXaHWIO, HO NPENATCTBOBATL BbITANIKMBaHWIO LLapyKa 3o pta. BasewnBaoT XKMBOTHbIX eXeaHeB-
HO B TedeHune 7 gHel. CneasT 3a Maccol Kaxkaoro XXMBOTHOIO U, eCnu Heobxoanmo, nonpaensioT BOPOoTHUK. Ecnn macca
XMBOTHOIO PE3KO YMEHbLUAETCH, €ro NCKNIoYatoT 13 onbiTa.

Onsi npegBapuTenbHOM OLEHKM UCCreayeMoro Mmatepmarna Ucrnonb3yloT He MEHEE TPEX XOMSIYKOB.

MprvMmeyaHwu e — JONONHUTENBHO MOTYT OblTb MCMONBb30BaHbI XMBOTHbIE, MOABEPraemMble BO3AENCTBUIO OTPU-
LaTenbHOro KOHTPOS UK KOHTPOINBHOIrO pacTeopa, npu HeobxogumocTn. Ecnn pesynbtaTthl B NpegBapuTernsHOM UCTbITa-
HUW COMHUTENbHbIE, TO NPOBOAAT AONOINHUTENbHbIE CCNEAOBaHUS.

B.4.6 Mpoueaypa nccnegoBaHnm

CHMMaIOT € KaXaoro XMBOTHOMO BOPOTHWK M BbIBOPAYMBAIOT 3alLeYHbli MeLWoK. [locne NpomMbiBaHWs 3aLLeyHoro
MeLlKa 1M3nonorMieckmm pactTBopomM obereayoT ero Crm3ncTyto Ha Hanuune NioBbIX U3MEHEHWH.

Teepable o6pasubl B Buge tabneTok nnu wapukos auametpom He bornee 5 MM nomewaioT HENOCPeACTBEHHO B
3aLeyHbIN MeLwok. XKngkumy MatepranamMm Nim 3KCTpakTamy NponuTLIBAOT BaTHbIE LUAPUKKW, PETUCTPUPYIOT UCTNONb3ye-
MbIVi Npy 3TOM 06bEM U MOMELLAIOT B OAMH 3aLLEYHbIN MELLOK KaXX40r0 )XMBOTHOrO. BMECTO 3TOro MOXXHO Takum xe o6be-
MOM HanonHWTb 3aweqHbii MeLwok. Opyron 3aweuHblli melwok 6e3 obpasua siensieTcs koHTponem. Bee npouepnype! ¢
KOHTPOINBHbLIMU XUBOTHBIMU NPOBOAAT NaparnsensHo.

Mo HeoBX0AMMOCTU CHUMAIOT BOPOTHUK M BO3BPALLAIOT KMBOTHBIX B KIETKY.

MpoaonXMTenbHOCTb KOHTaKTa ¢ MaTepuanom 3aBUCUT OT pearbHOro BpeMEHV BO3AENCTBUS 3AENuUs Npu npume-
HEHWUM B MEOULMHCKON NpaKkTuke, HO He AoIKHa OblTb MeHee 5 muH. [locne BO3gencTBMSI CHUMAIKOT BOPOTHUK, yAANAoT
BaTHLIA TaMMOH W NPOMbIBAIOT 3alLeYHbIN MelWwoK hU3MONOrMYecKUM pacTBOPOM, CTapasiCb He 3arpsi3HUTb BTOPOW
MELLOK.

Mpu oCcTPOM BO3OENCTBUM YKa3aHHYI0 NpoLeaypy NOBTOPSIOT KaXAbIi Yac B TeveHue 4 Y.

IMpyn MHOrOKpaTHOM BO34ENCTBUM YMCIO anniukaumm, X NpoAoIKUTENBHOCTb M MHTEPBAaribl MeXAy annnukauus-
MW 3aBUCAT OT 0COGEHHOCTEN NPUMEHEHNS N3AENUS B MEOULIMHCKOW NPaKTUKe.

B.4.7 O6cneaoBaHue XXMBOTHbLIX

MaKpOCKOI'IVI‘-IeCKOG nccnegoBpaHme 3alleYvYHblX MELWKOB NpoOBOAAT Mocrne U3Blie4vYeHusd Tabnetkn nnn wapuka n
HEenoCpPeaCTBEHHO Nepea creayowen annnvkaumein, ecnu oHa Heobxoguma.

OueHnBaloT COCTOSIHME CNU3NCTON 3alleYHbIX MEWKOB U CTENEHb peakumn B COOTBETCTBUM C Tabnuuen B.3 Ha
KaXabli MHTepBan BpeMeHn HabnogeHnsa ANA Kaxa0ro XUBOTHOTO. PerncTpupylot pesynbsTtarthl B oTHeTe 06 uccrneaoBa-
HUN.

Uepes 24 4 nocne nocrnegHero BO34eNCTBMS MaKPOCKONMYECKU UCCNEAyIoT 3aleqHble MeLkU, YMEpLUBNSIIoT
JKMBOTHBIX T'YMaHHbIMU MeTogamm n 6epyT 0bpasubl TKaHel ¢ COOTBETCTBYIOWMX YHACTKOB 3alueqHOro Mewwka. MNomewa-
0T MX B COOTBETCTBYIOLWMI chukcaTop Ao 06paboTkm onsi rMCTONOrMYeCKUX MCCneaoBaHnn.

Tabnwuya B.3— Cuctema oueHK/ peakuum TKaHen poTOBOW NONOCTY M NeHnca

Peakuuns OueHka B 6annax

Oputema v obpasoBaHve cTpyna

OTcyTCTBME 3pUTEMbI 0

OueHb cnabas sputema (egBa 3ameTHas!) 1

Xopowo pasnuyummas sputema 2

YMepeHHasi aputema 3

Peako BblpaxkeHHasi aputema (TeMHO-KpacHasi) ¢ obpasoBaHmem cTpyna 4

MpwumeyaHne— [pyrve BO3HMKWIME peakUMmn B TKAHAX JOMKHbI ObiTb OTMEYeHb! B 0T4HeTe 00 nccnegoBa-

HWW.

B.4.8 OueHka pe3aynbTaToB

B.4.8.1 Makpockonn4yeckoe nccriegopaHme

CpaBHMBaIOT COCTOSIHNE CIM3NCTON MOZOMNbITHLIX 3aLLEeYHbIX MELWKOB C 3aLle4YHbIMWM MeLKamMmu Ha NPOTUBOMOIOX-
HOW CTOPOHE U, ecrnv 3TO NPeAyCMOTPEHO, C 3aleYHbIMWU MELLKAMU XMBOTHbLIX KOHTPOMNBHOW rpynnebi.

Bannbl (Tabnnua B.3) kaxgoro HabnwaeHuss cknagbiBaoT U AensiT Ha oblwee Yncno HabnwogeHu, 4ToGsl nony-
YUTb cpedHee 3HavYeHne Ha 04gHO XXUBOTHOE.

MpumevaHwunsn

1 3Tn HabnogeHuss MOryT BbITb NMONE3HbI Ansi TMCTONOMMYECKOW OLEHKHU.

2 PesynbTtaTbl NpeaBapuTenbHOM OLEHKM, NPOBEAEHHON 40 NepBOW annnnkauum nccriegyemon npobbl, He BKIO-
vatT B noacyet 6annoe.
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B.4.8.2 MNuctonornyeckne nccnegoBaHust

Pasgpaxalowee gencTeme ncenegyemoro marepuarna Ha TkaHu pOTOBOW NONOCTU OLeHUBaT natomopdonoru.

OnpeaensioT COCTOAHNE TKaHel B COOTBETCTBMM C CUCTEMON Knaccudukauum, npeacrasneHHon B Tabnuue B.4.

Bbannbl, nony4yeHHbIe NPU MUKPOCKONUYECKOM UCCNEAOBaHUN BCEX XWBOTHbLIX B ONbITHOW rpynne, CYMMUPYIOT U
[enAaT Ha yicno HabnwaeHUn AnNa onpeaeneHus cpegHero a3HaveHus B rpynne. Te e BulYUCNeHns NOBTOPSIOT AnNsl KOH-
TponbHOW rpynnel. MakcumanbHoe 3HaueHne MOXeT gocturatb 16.

O6uwee umcno 6annos 6onbwe AeBATH, NONyYEHHOE NPY MUKPOCKONMYECKOM UCCNEA0BaHUM KOHTPONbHbIX 3alliey-
HblX MELIKOB B OMbITHON rpynne, MOXeT yka3biBaTb Ha CKPbITble NaToNoruyeckne NPoUeccsl, a y KOHTPONbHbIX XXUBOT-
HbIX — Ha TPaBMMPOBaHWE NpW AO3MPOBaHUK. Takasi cuTyaumsi MoXxeT NoTpeGoBaTh NOBTOPHOIO UCCMNEA0BAHUS, CNU B
APpYrMx nccnegoBaHNAX UMM KOHTPONbHBIX rpynnax o6HapyXeHbl BbICOKME 3HAYEHUS.

PasHocTb cpegHux 6annos, NOMyYeHHbIX AMsi ONbITHOW U KOHTPONBLHOW FpyNn, AaeT UHAEKC pasapaxeHus (CM. Tab-
nuuy B.5).

Mpn oueHke pe3ynbTaToB MHOTOKPaTHOIo Bo3gencTBus Tabnuuy B.4 moguduumpytoT, 4tTobbl yuecTb nokasaTenu
peakuum TkaHen, CBA3aHHbIe C XPOHUYECKUM pasfpaXeHUem.

B.4.9 MpoTtokon nccnegoBaHnm

MpoTokon uccneaoBaHu AOMKEH coaepKaThb:

a) onucaHue UcnelTyemblX 06pasLoB;
) npepnonaraemeiit cCNocob NpUMeHeHUsl MaTepuana unu n3aenus;
) noapobHoe onucaHne NOAroToBKU 06pa3LIOB K UCCreA0BaHUAM,;
)
)

O T

onncaHne SKCNepPUMEHTAamNbHbIX XXKUBOTHBIX;
cnocob annnukauuu ucernegyemsix 06pasuos;
f) onucaHue npouenypbl CHATUS NOKA3aHMWIA;

g) BeaeHue HabrogeHui n nx permcrTpaumu;

h) rMcTonorn4eckyro oLeHky;

i) oueHKy pe3ynbTaToB.

d
e

Tabnunuya B.4 — Cucrema oUueHKM B MMKPOCKOMMYECKOM UCCNeAOBaHUN peakunm TKaHei poTOBOW MOMOCTH, NEHUCa,
BarvHbl

OueHka B

Peakuma
" Bannax

1 Onutenun

HopmanbHbIfA, MHTAKTHbIN

KneTtouHas anctpodumsi unu ynnouweHne

MeTannasusi

JlokanbHas apo3unsi

A lWIN|[=|O

["eHepanuaoBaHHas 3po3ust

2 JlenkouutapHasa nHunbTpaunsa (Ha none HabnwoaeHus )

OtcyTcTBME

MuHumanbHass — meHee 25
Cnabass — ot 25 o 50

CpepgHsin — o1 50 go 100

AW IN|[=|O

3HauntenbHas — Gonee 100

3 3akynopka cocygoB

OtcytcTBME

MuHumanbHas

Cnabas

CpepHsisi

A lWIN|[=|O

3HaunTenbHasn ¢ HEKPO3OM COCyao0B
4 Ortek
OtcyTcTBME

MuHumanbHbIA

Cnabbin

CpepgHun

A lWIN|[=|O

3HaunTenbHbLIN
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Tab6nwnua B.5— MHaekc pasgpaxeHus

NHOexe pasgpaxeHus

CpepHuit 6ann Mpunaraemoe onucaHve
0 OTtcyTcTBUE
1004 MuHUManbHbIN
5008 Cnabbli
9 0o 11 CpeaHun
12 go 16 Pe3ko BblpaXeHHbIN

MprnmeyaHwue 1—[pyrve BoisIBNEHHbIE N3MEHEHWS B TKAHSX AOMKHbI BbITb 3aperncTpPUPOBaHbI U yUTEHbI
Nnpv OLIEHKE pe3ynbTaToB.

MpumedvaHune 2— Cucrema OLUEHKM NPpY MUKPOCKONMUYECKOM MccnegosaHumn B Tabnuue B.4 moxeT 6biTh
NpuMeHeHa KO BCeM nepeyncneHHsIM meTogam. «Haeke pasgpaxeHusi» 6oin paspaboTaH Ans uccnegoBaHus Baru-
HanbHOro pasgpaxawLwwero AeCTBUA, HO MOXET MPUMEHSITLCS U B OCTalbHbIX Cryqasx.

B.5 UccnepoBaHue pasgpaxarowlero 4encTBMA Ha NeHUe

B.5.1 O6wme nonoxeHunsa

Wccnepoeanve pasgpaxarowero 4eNcTBUA Ha TKaHW NeHnca NPOoBOASIT sl MaTepuarnoe ¢ KOHTaKTOM yKa3aHHOro
BMAA, eCnu JaHHble No 6e30nacHOCTV He MOTYT BbITe MONyYeHbl APYIMMU CpeACTBaMu.

B.5.2 MpwvHuMn meTtona

ViccnegoBaHnue NpoBogAT ANs onpeaeneHnsa noTeHuManbHOW BO3MOXHOCTM MaTepuarna okasbiBaTb pasapaxalo-
wmn achbekT Ha NeHuc.

B.5.3 UcknrwuyeHwne 3 nccnenoBaHma

Tio6Gon maTepuan, Bol3blBaOWUIA pasgpaxeHne KoXu unuv rmas, unu matepuan, a3HadeHue pH kotoporo meHee unm
paBHo 2 unu Gonee nnn paesHo 11,5, nccnegoBaHusIM He NOBEPraldT M NPU3HAIOT NMOTEHUMANbHBIM pasgpaXuTenem
neHuca.

B.5.4 Uccnepyembin maTepnan

Ecnu nccneayembin matepuan siBnsieTcsi TBEPALIM UMW XUAKUM, TO NOAFOTOBKY NPo6bl NPOBOAAT B COOTBETCTBUN
C npunoxeHuem A.

B.5.5 3kcnepumeHTanbHbIe XMBOTHbIE U NX coAiepXaHue

Mcnone3yloT Monogbix 310pOBbIX MOIOBO3PEribIX CAMLIOB KPOSMKOB-anb6UHOCOB NN MOPCKUX CBMHOK MAcCOW He
meHee 2 kr ansa kponukoB n 300—500 r Anst MOPCKMX CBUHOK.

AKkKnMmaTM3aumio n coepkaHue XUBOTHBIX OCYLLECTBASAIOT B cooTBeTCTBUM ¢ MCO 10993-2.

IHnvna nenmnca gomkHa 6biTb HE MeHee 1 CM.

Tak kak cyw,ecTByIOT MHOMBUAYANbHbBIE PA3Nuusi B IUTMEHTAUWW, XXMBOTHBIX OCMaTpUBAIOT Nepea NepBon annnu-
Kaumen nccrnegyemoro marepuana. [ins OueHkn CTeneHn peakumm UCnonb3ylT CUCTEMY OLEHKW, MPUBEAEHHYIO B Tabnu-
ue B.3. >)KnBoTHbIX €O 3HAQUMTENbHLIMM OTKIIOHEHUSIMM OT HOPMbl UMK C 3PUTEMON CTeneHblo 2 6anna wnu Boilue,
WCKITIOYaloT U3 3KCNepuMeHTa.

Ina npepBapuTenbHON OLIEHKM MCCNEAYEMOro MaTtepuarna B OnbiTHYIO M KOHTPOSbHYIO rpynnsl 6epyT no Tpn ocobu.

Mpn HeyOBNETBOPUTENBHLIX MM COMHUTETNBHLIX Pe3yrnbTaTtax, Nony4eHHbIX NPy NpeaBapuTEnbHOW OUEHKe, Npo-
BOASAT AOMNOMHUTENbHbIE UCCNEAOBaHUSI.

B.5.6 Mpoueaypa nccnepgoBaHum

KVMBOTHBIX MOMELLAIOT HA CMNMHY, (PUKCUPYIOT KOHEYHOCTM.

OCTOpOXHO HaAaBNMBas ykasaTenbHbIM M CPEAHUM Nanbuamyu Ha reHuTanbHyl obnactb, U3BNEKawT MNeHuc.
HaHocaTt goctaTouHblit 06bem (NpubnuantensHo 0,2 Mn) ncnbityemol Npobel Tak, 4To6bl NEHUC GbiN NOKPLIT MONIHOCTLIO.

Mo3BonsioT opraHy BTsHyTbcst 06paTHo. Heob6xoauMo nomewarts XUBOTHOMY 06nn3biBaTh UCNLITYEMBINA Y4aCcTOK
BO n3bexaHne NcKaxeHusl NPOosIBIIEHUs] NEPBUYHOIO pasfpaxeHns BTOpUYHbIMK hakTopamu (Hanpumep, cneayeT npu-
MEHUTb €IM3aBETUHCKUIA BOPOTHUK).

Hpyroii BO3MOXHbIA CNOCO6 — NomeLleHne XKMBOTHOTO B cneunanbHoe yCTPOWCTBO, F4e OHO OCTaeTcsl B TeueHue
1 4 nocrne annnukauum, a 3aTemM BO3BpAaLLLEHUE €ro B KINeTKy.

B ocTpom akcnepuMeHTe 3Ty npoueaypy NOBTOPSIOT KAXAbIN Yac B TEYeHne 4 u.

B AnvTenbHOM 3KCnepuMeHTe Yncno anniukaumn, UX NpoaoIKUTENBHOCTE U MHTEPBANb! MeXay annnvkauusiMm
3aBUCSIT OT 0COBEHHOCTEN NPYMEHEHUS U3OENUS B MEANLIMHCKON NPaKTuKe.

B.5.7 O6cnegoBaHme XXMBOTHbLIX

Mpn oCcTPOM BO3QENCTBM OTMEYAIOT COCTOSIHME KOXM NEeHUca Yepes 1 4 nocne nepeow annnukauum (T.e. Henocpea-
CTBEHHO Nepej criedylowen) n ganee nocne kaxaon cnegyiowen annnvkauum. OTMeYaloT U permcTpupyloT CocTosiHue
KOXM neHnca vepes 1, 24 n 48 4y nocne nocnegHen annnmMkaumm,
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Mpn ANUTENBEHOM MHOFOKPaTHOM BO3AEUCTBMM COCTOSIHUE NeHMca OLEHUBAIOT Yepesd 1 4 nocne nepeow annnvka-
LMW U HEMOCPEACTBEHHO Nepes KaxabiM nocneayolmm Bo3aencTBUem.

OueHuBaIOT CTENeHb PeakLun NOBEPXHOCTU KOXMW Ha HANM4Yne apuTemMbl B COOTBETCTBUM C CUCTEMON OLEHKU, NpW-
BegeHHoW B Tabnuue B.3, ANs kaxaoro XUBOTHOMO M KaXJoro MHTepBana BpeMeHW HabniogeHus u perucTpupytot
peaynbTaTthl B oT4eTe 06 uccnegoBaHwm.

Ecnn y kakoro-nubo XUMBOTHOTo 0BHapyXeHO NOKpPacHeHWe 40 NepBol annnvkaumm, To 6anmbl, KOTOPEIMKY OLLEHEHO
3TO COCTOSIHME KOXXHOIO MOKPOBA, BbMUTAIOT M3 BannoB 3puTeMbl, BO3HUKLLEN B pe3ynbTaTe BO3gencTeus, Ytobbl onpe-
AenuTtb 6annbl 9pUTEMbl, NOSIBUBLLIENCS TONBKO MO BO34ENCTBUEM MaTepurana.

B.5.8 OueHka pe3ynbTaToB

B.5.8.1 Makpockonuieckoe nccnegoBaHve

CpaBHMBAOT COCTOSIHUE NEHNCa U ero 0B0oYKM y IKCNEPUMEHTASBHBIX M KOHTPOITbHBIX XXUBOTHBbIX.

Bannel (Tabnuua B.3) kaxgoro HabnwogeHWs CyMMUPYIOT M AensaT Ha obwee yncrno HabnaeHni, 4Tobel Nony4nTe
cpegHee 3HaYeHne Ha OHO XMBOTHOE.

MpumevaHusd

1 31K HabnwaeHust MoryT GbITb NOME3Hbl AN TMCTONONMYECKON OLIEHKM.

2 PesynbTaTbl NpeaBapuTenbHON OLeHKW, NpoBeAeHHON A0 NepBON annnukauum uccnegyemon npobbl, He BKIO-
yaloT B nogcyeTt 6annos.

Yepes 48 4 nocne nocnegHen annivkauuun XMBOTHbBIX MOABEPradT 3BTAHA3UM, UCMOMb3yS NyMaHHbIe MeTOAbl.
AvcTanbHbIf y4acTok NeHnca n 06oNoYKM NCCeKaloT M MoMeLLaoT B COOTBETCTBYIOWMIA domKkcaTop nepes odbpaboTtkon ansi
rMCTONMOMMYECKMX NCCIEAOBaHUN.

B.5.8.2 'ncTonornyeckne nccnegoBaHus

Pasgpaxatowee gefcTBUE Ha KOXY NeHnca oueHuBatoT natoMmopdonorn. OnpenensiioT cocTosiHe TkaHewn B 6an-
Ilax B COOTBETCTBUM C CUCTEMON OLEHKW, NpeacTaeneHHol B Tabnuue B.4.

Bannbl, nony4eHHble NPU MUKPOCKOMUYECKOM MCCNEAOBaHNMM BCEX KMBOTHBLIX OMbITHOW FPynnbl, CyMMUPYIOT U
AensiT Ha yncno HabnwaeHuin, YTobbl onpeaenuTs cpeaHuin 6ann B rpynne. MakcumarnbHOe 3Ha4YeHne MOXeT A0CTU-
ratb 16.

Te e BblUYMCIEHUsI NOBTOPSIOT A1l KOHTPONBHOW rpynnbl.

Ob6wee umcno bannoe Gonblle AeBATU, NOMyYEHHOE MPU MUKPOCKOMUYECKOM WUCCNEeAOBaHUU Y KOHTPONbHBIX
XMBOTHBIX, CBUAETENbCTBYET O HanuMuumn Tpaemel. [NOBTOpHOE uccnegoBaHue NMPOBOAAT, €CNU ApyrMe nccneaoBaHus
UIN KOHTPOIbHbIE XMBOTHbIE AAOT TAKWE XKe BbICOKME Gannbl.

PasHocTb cpegHux 6annoB, Nony4eHHbIX A OMNbITHBIX U KOHTPOSBbHBIX Py, A4aeT UHAEKC pa3gpaXeHus (CM.
Tabnwuuy B.5).

Mpwn oueHKe pe3ynbTaToB MHOFOKPATHOro Bo3aelicTens Tabnuuy B.4 moanduumpytoT, 4tobbl yuecTb nokasartenu
peakumy TKaHewW, CBSI3aHHbIe C XPOHUYECKUM pasapaXeHueM.

B.5.9 MpoTokon nccnenoBaHnmn

MpoTokon uccneaoBaHUM AOMKEH cogepXaTb:

a) onucaHue ucnbelTyemblx 06pasLos;

b) npeanonaraembiii cnocob NPUMeEHEHWA MaTepuana unu n3genus;

¢) noagpobHoe onucaHve NOAroToBKM 06pa3LoB K UCCneaoBaHusAM;

d) onucaHue sKCnepuMeHTaIbHbIX JXUBOTHBIX;

e) cnocob annnukaumm nccnegyemMbix o6pasLos;

f) onwucanve npouedypbl CHATUS NMOKa3aHWUA;

g) BegeHve HabnogeHn u X perncTpauum;

h) rucTonoruyeckyto OLEeHKy;

i) oUeHKy pe3ynbTaToB.

B.6 UccnepoBaHue peKTanbHOro pasgpaxarwero gencTBuA

B.6.1 O6wme nonoxeHuna

Wcecnepoeanne pektanbHOro pasgpaxarowero AercTBys NPOBOAAT ANs MaTepuarnoB ¢ KOHTAKTOM YKa3aHHOIo
BMAA, €Cnu JaHHble No 6e30nacHOCTV He MOTYT ObITb MOMNyYeHbl APYIMMU CPeACTBaMM,

B.6.2 MpwvHunn meTona

WcecneposaHne npoeoasaT Anst onpeaeneHus NoTeHUManbsHON BO3MOXHOCTU MaTepuarna okasblBaTb PeKTalibHbIN
pasgpaxatowmin agpdekr.

B.6.3 WUcknioveHne n3 nccnenoBaHus

TMio6on maTepuan, Bbi3biBaOLWMI Pa3gpaXeHne KOXU UMW rnas, unu matepuar, 3HadeHne pH koToporo MexHee unu
pasHo 2 unn 6onee unu paero 11,5, nccneaoBaHUsM He NOABEPraoT U NPU3HAIOT NOTeHUManbHbIM peKTanbHbIM pasgpa-
KuUtenem.

B.6.4 Uccnepgyembivi maTepuan

Ecnu nccnepyemblit Matepuan aBnsieTCA TBEPALIM UMK XUAKMM, TO MOArOTOBKY NPo6b! NPOBOAAT B COOTBETCTBUM
C npunoxexHuem A.
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B.6.5 3xcnepumeHTanbHbIe XXMBOTHLIE U UX coaepXaHne

Mcnonb3yloT Monoabix 300pOBbIX NMOMOBO3PErbIX KPONMKOB-ans6MHOCOB No6Goro nona, OgHowM NMHUKU, Maccon He
meree 2 kr. Ecnu ncnonbayot gpyrme Buabl, ux BolGop gormkeH 6biTb 060CHOBaH.

AKKIMMaTN3aLUmIo U CoaepKaHue XNBOTHbIX OCYLLeCTBAsOT B cooTBeTcTBUM ¢ MCO 10993-2.

Ins npeaBapuTenbHON OLIEHKM UCCINeQyeMOoro MaTepurarna B OMbITHYIO M KOHTPOIbHYIO rpynibl 6epyT no Tpu ocobw.

Mpy HeYAOBNETBOPUTENBHBIX UM COMHUTESBHbIX Pe3yrbTaTax, Nofy4eHHbIX Npy NpeaBapyTeNbHOW OLEHKe, Npo-
BOAAT AOMNOMHUTENbHbLIE UCCIEA0BaHUSA.

KVMBOTHBIX nepej 3KCNEPUMEHTOM W Neped KaxAbiM Bo3gencTBmem obcrneayloT Ansi BbISIBNEHUS BO3MOXHbIX
NOBPEXAEHUI NPSIMON KMLLKKW: OMYyXONen, pasapakeHnsi, CBSI3aHHOTO ¢ MHPEKUMOHHbIMKY 3a6oneBaHnsiMu, U T. 4.

B.6.6 Mpoueaypa nccnegoBaHum

KopoTkuii (6 M) MArKUIA KaTeTep UIK KAHIOMHI0 C TYNbIM KOHLOM MPUCOSAMHSAIOT K WwWnpuuy obbemom 1 mn 1 Gonee un
3anorHSAT WPWL, C KAaTETEPOM Takum 06pasom, HTobbl 06bem nccrneayeMoro matepuana He npesbiwan 1 mn. [ns kax-
OO0r0 XMBOTHOIO UCMONb3YIOT MHAMBUAYANbHLIA WPWL, C KATETEPOM.

DUKCHPYIOT XMBOTHOE C NMOMOLLBI0 YAEPXKMBAIOLWEro Npucnocobnenns, kotopoe obecnevnBaet cBOGOOHBIN A0OC-
TYN K NPOMEXHOCTU, UMK NpU nomowy nabopaHTa, OCTOPOXKHO YAEPKMBAIOLWENO XXUBOTHOE M (OUKCHPYIOLLEro ero 3a
3aHMNe KOHEYHOCTU Takum 06pas3om, UTOObl OTKPbITb MPOMEXHOCTD.

KateTep nepeg BBEOEHMEM CMA4YMBalOT KOHTPOMbHLIM PACTBOPOM UMW NOAXOAsILEN cMaskon Ansi obnerdeHus
BBOJA B KULLKY.

3axBarbiBaOT M NOAHUMALOT XBOCT XXMBOTHOIO, OTKPbIBasi MPOMEXHOCTb. Msirko BBogAT kateTep rmy6oko B NpsiMyio
KWLLKY W BNPbLICKMBAIOT 1 MM XXMAKOCTM U3 WNpULa, 3aTeM KaTteTep BbIHUMAIOT.

Mockonbky 06bEM NPAMON KULLKW Y XUBOTHBIX HEOAMHAKOB, UCCIeAyeMbli MaTepuan MOXeT YacTUYHO BbINTU U3
Hee BO BPeMsi UK cpasy nocrne BeeAeHns. AKKypaTHO y4arnsioT OCTaTku maTtepuana Msrkom TKaHbio.

MOBTOPSAIOT BbILLEONUCAHHYIO NPOLEAYPY Yepes 24 4 exeHEBHO B TeYeHne 5 CyT.

B OnmMTeneHOM 3KCNEPMMEHTE YMCNO BBEAEHUN, NX MNPOJOIIKUTENBHOCTD M MHTEPBAnbl MEXAY HUMW 3aBUCAT OT
ocobeHHOCTEel NPUMEHEHNsI U3Oenus B MEAULUHCKONW NpakTUKe.

B.6.7 ObcnenoBaHne XMBOTHbIX

Uepes 24 4 nocne NepBon annnmkaumm 1 HEMNOCPEACTBEHHO Nepes Crieayiolen OTMEUaloT U PErmcTpupyioT name-
HEHWS BHELUHEro BUAa NPOMEXHOCTM, NOABNEHNE BbIAENEHUI, 3pUTEMBI, pasapaxeHus. 2KUBOTHBIX, Y KOTOpbIX 06Hapy-
KeHbl BbIP@XEHHbIE U3MEHEHWs, BbIAENEHNs WM ONyxonu, He NO3BOMSIOWME MOBTOPWUTL Mpoueaypy, nogeeprawTt
SBTaHa3UW, NPUMEHSIA TyMaHHbIe METOAbI, M NCCMeayioT TKaHn B cooTBeTcTBuM ¢ B.6.8.1.

Yepes 24 4 nocne nocnegHero BBEAeHUS UCcnegyeMoro Matepuana XvBOTHbIX NOABEPraloT 3BTaHA3numn ¢ npume-
HEHVeM rymaHHbIX MeTogoB. OTCeKatoT yHaCcTOK NPSAMOM KULLKU U AUCTanbHYI0 YacTb TONCTON KULWKW, pa3pe3aloT BAOMb U
obcnenyloT, oTMEYas HanuyYne pasgpaxeHusi, NOBPEXAeHU ANUTENNanNbHOrO CNOs UNU HEKPo3a TkaHen. [psiMy1o KMLLIKY
M OUCTalbHYO YacTb TOMCTON KMLKM MOMELAT B COOTBETCTBYIOWMNA (DUKCATOP ANSA AanbHENILIMX TMCTONOMMYECKUX
nccneaoBaHum.

B.6.8 OueHka pe3synbTaToB

B.6.8.1 Makpockonuueckoe ncecnegoBaHme

Uepes 24 4 nocne nocnegHero BBe4eHNsS NCCneayemMoro marepuana XuBoTHbIX NOABEPraloT SBTaHa3um C nNpume-
HEHWEM rymaHHbIX METOA0B.

OTceKaloT y4acTOK NPSMOW KMLLKU M AMCTaNbHYI0 YacTb TONCTON KULLKW, paspesaioT BAorb n obeneayor, otMevas
Hanuune pasgpakKeHus, MOBPeXAeHWN aMMTENNanbHOro Crost UM HeKpo3a TKaHen.

MpsiMyto KULLKY M GUCTanbHY0 YacTb TONCTON KULWKM NOMELLaoT B COOTBETCTBYOWMI DUKCaTOp ANS AanbHenwmnx
rMCTONOMMYECKMX UCCNEn0BaHUN,

CpaBHVBatoT peKTarnbHble TKAHW B OMbITHBIX M KOHTPOIbHbIX FPynnax.

PernctpupyoT 1 onuMcbIBalOT MaKPOCKOMUYECKNE UBMEHEHNST PEKTalbHbIX TKaHEeW KaXXJoro XXMBOTHOMO, OTMeYasn
pasnuunsi Mexay XMBOTHbIMW OMNbITHOW U KOHTPOIBHOM rpynn.

M punmedvyaHne — o HaGJ'IPO,D,eHVIH MoryT ObITb NONEe3HbI npu rMCToNorM4Yecknx nccnegoBaHusix.

B.6.8.2 Nncronornyeckne ncecneaoBaHms

Pasgpaxatowee geicTBMe Ha peKTanbHble TKaHU NpoBoasT natomopdonorn. OnpeaensitoT COCTOAHUE TKaHel B
COOTBETCTBMU C CUCTEMON OLEHKM, NpeacTaeneHHon B Tabnuue B.4.

Bannel, nony4YeHHble NPY MUKPOCKOMUYECKOM NCCreAOBaHUM BCEX XXUBOTHBLIX OMbITHOW TPYMNbl, CYMMUPYIOT U
AenAT Ha Yucno HabnaeHun, YTobsl onpegenuTs cpeaHuii 6ann B rpynne. MakcumanbHOe 3HaYeHUe MOXET OOCTUraTh
16.

Te e BblUMCINEHUs NOBTOPSIOT ANS KOHTPOMBbHON rpynnbi.

O6uwee uicno Gannos 6onblwee OeBATH, MONY4YEHHOE MPU MUKPOCKOMMYECKOM WCCINeQOBaHWU Y KOHTPOIbHbIX
KMBOTHbIX, CBMAETENbCTBYET O Hanu4Mm Tpaemel. [TOBTOpHOe nccrnedoBaHue NpoBOAAT, €Crv Apyre UCCrneaoBaHus
UINKW KOHTPOINbHbIE XMBOTHbLIE AAI0T TaKUe Xe BbiCoKMe Gannbil.

PasHocTb cpegHux 6annoB, NonyYeHHbIX A4N5 OMNbITHBIX M KOHTPOMNBHLIX TPYNM, JaeT MHAEKC pasgpaxeHus (CM.
Tabnuuy B.5).

Mpw oueHKe pe3ynbTaToOB MHOTOKPATHOro Bo3aencTeus Tabnvyy B.4 moandumumpytoT, 4Tobbl y4ecTb nokasatenu
peakunn TKaHeW, CBSI3aHHbIe C XPOHUYECKMM pasapaXxeHnem.
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B.6.9 MpoTokon uccneposaHnn

MpoTokon uccnegoBaHni AOMKeH coaepxaTb:

a) onucaHue ucnelTyemblX 06pasuyos;

b) npeanonaraembii cnoco6 NPUMEHeHUs1 maTepuana unu U3aenus;
¢) nogpo6Hoe onucaHne NoAroTOBKU 06pa3LIOB K UCCNEA0BaHUSIM;
d) onucaHue aKCnepuMeHTanbHbIX XUBOTHbIX;

e) cnocob annnukaumn nccnepgyemeix o6pasLoe;

f) onucanme npoueaypbl CHATUA NOKa3aHWIA;

g) BegeHve HabniogeHWn n nx perncTpauum;

h) rcTonornveckylo oueHky;

i) oueHKy pe3ynbTaToB.

B.7 UccnepoBaHne BarMHanbLHOro pasgpaxalolero AencTemns

B.7.1 O6wwne nonoxeHunna

WccnegoBanne BarmHanbHOro pasgpaxaiowero 4encTBus NPOBOAAT AN MaTepuanoB C KOHTAKTOM YKa3aHHOro
BMAAQ, €Cnun AaHHble No 6e30nacHOCTU He MOryT GbiTb NOMyYeHbl APYTMMU CpeCTBaMM.

B.7.2 MpvHunn metoaa

Mccnegoeanne npoBogAT gnsa onpeaerneHnst NOTEHUMAaNbHOM BO3MOXHOCTM MaTepuana okasblBaTb BarMHasbHbIM
pasgpaxaiowmn acdekr.

B.7.3 WUckniouyeHune n3 nccnenoBaHmsa

ITio6on maTepuran, Bbi3bIBaOWUIA pasgpakeHne KXW Uiy rmas, unv matepuan, s3HaqeHune pH kotoporo meHee unm
paBHo 2 unu 6onee unu paeHo 11,5, nccnegoBaHusim He NOABEPraldT U NPU3HAKT NOTEHUMANBHLIM BarMHAmNMbHLIM pa3-
ApaxuTernem.

B.7.4 Uccnepgyembin maTepunan

Ecnu nccnegyemblii matepuan siBnsieTcsi TBEpAbLIM UMW XWAKUM, TO NOAFOTOBKY NPo6bl NPOBOAAT B COOTBETCTBUM
C npunoxexHuem A.

B.7.5 3kcnepymeHTanbHble XMBOTHbIE U NX coAepXaHne

Mcnonb3yloT 340pOBbIX MOMNOALIX NONOBO3PENbIX CAMOK KPONUKOB-anb6UHOCOB OAHOW NIMHMU MAacCoW He MeHee
2 kr. Ecnv ucnoneaytoT gpyrue Buasl, ux Bbi6op gornxkeH 6biTb 060CHOBaH.

AKKTMMATU3aLMIO U COAEpXKaHNe XUBOTHBIX OCYLECTBNAT B cooTBeTCcTBUMM ¢ MCO 10993-2.

[ns npeaBapnTenbHOM OLEHKM nccnegyemoro matepuana B OnbITHYIO M KOHTPOIbHYIO Ipynnbl 6epyT no Tpu ocobu.

Mpn HeyAOBNETBOPVTENBHBIX UM COMHUTEINBHbBIX pe3yrbTaTax, MoryYeHHbIX Npy NpeaBapuTenbHON oLeHke, Npo-
BOASIT AOMNONHUTENbHbIE UCCIe0BaHMS.

KMBOTHBIX Nepen aKCnepMMeHTOM 1 Nepea KaxabiM Bo3gencTeremM oGereyoT Ansi BbisSiBNEHUs BblAeNeHnn, Bo3-
MOXHbIX MOBPEXAEHWIA Braranuia: Hanm4msa onyxonemn, BarmHanbHblX MHDEKUWIA, pasgpaxenus u T. 4. O6cnegoeaHune
NPOBOAAT Takxke Ans onpeaeneHuss assl OBYNAUMOHHOIO LMKNA, YTOObl OTNIMYUTE peakuuio TKaHeW Ha BO3MOXHOe
JenCcTBUE uccnegyemoro matepuana ot uanonorm4eckux N3MeHeHUN.

B.7.6 Mpouenypa nccnegosaHmmn

KopoTkuii (6 CM) MArKWUI KaTeTep WK KaHIOMK0 C TYMNbIM KOHLOM NPUCOEAMHAIOT K Wnpuuy o6bemom 1 mn u Gonee n
3aMNONHSIOT LWNPKWL C KAaTeTEPOM Takum 06pazom, 4To6bl 06LEM MCNBITYEMOTO pacTBOpa He npeBbiwan 1 mn. Ons kaxgoro
XMBOTHOTO MCMOMB3YHOT MHAVBUAYANBHbIV WWNPUL C KATETEPOM.

PUKCHPYIOT XUBOTHOE C NMOMOLLBIO YAEPXKMBaIOLWEro npucnocobnenns, kotopoe obecne4vnBaet ceBoGogHbIN goc-
TYN K BNaranuiy, unv npy noMoLwy nabopaHTa, 0CTOPOXKHO YASPKUBAIOLLETO XMBOTHOE U (OUKCUPYIOLWEro ero 3a sagHue
KOHEYHOCTU TakMM 06pa3om, YToOb! OTKPLITE NMPOMEXHOCTb.

KaTeTep nepea BBeAeHMEM CMA4MBAIOT KOHTPOSIbHBIM PAcTBOPOM UMW NoAxXoAsWwen cmaskow ansi obnerdeHus
BBOJ2 BO Briaranwvue.

3axeaTbiBaOT U NOAHUMAKOT XBOCT XXMBOTHOIO, OTKPbIBas BXO4 BO Braranuwe. Msarko BBOASIT kaTeTep rnyboko Bo
Brnaranviie v BrnpbICKMBaIoT 1 MNn uccnegyemor npobbl M3 WNpULa, BbIHUMALKOT KaTeTep.

MockonbKky 06beM Bnaranuiua y XMBOTHbIX HEOAMHAKOB, UCCIeAYEMbIN MaTepran MOXEeT YaCTUYHO BbINTH U3 Bra-
ranvwa Bo BPeMs UIu cpasy nocrne BBeAeHuUsi. AKKypaTHO yaansitoT ocTaTkm maTepuana Msrkom TKaHbHo.

[MOBTOPSAIOT BLILLEONUCAHHYIO NpoUeaypy Yepes 24 4 exeJHEBHO B TeueHue 5 cyT.

B npogonmxvTenbHOM SKCNEPUMEHTE YMCIO BBEAEHUN, NX NPOAOIMKUTENBHOCTb U UHTEPBAnbl MEXAy HUMU 3aBU-
CAT OT 0COBEHHOCTEN NPUMEHEHUSI U3AENUS B MEANLMHCKON NPaKTHKE.

B.7.7 Ob6cnenoBaHne XUBOTHbLIX

Uepes 24 4 nocne nepeoro BBEAEHNs U HENOCPEACTBEHHO Nepes criedytoLen Nnpoueaypon oTMeYaloT U PermcTpu-
PYHOT NosiBNeHne BbiAENeHUN, N3MEHEHUI BHELWHEro BMAa BX04a BO Braranuie u NpoMeXHOCTU, SpUTeMbl, pasapaxe-
HUSI.

)KVIBOTHbIX, Y KOTOPbIX 06Hapy>|<eHb| Bblpa*KeHHbl€ N3AMEHEHUA NN ONYXOINW, HE NO3BONAOLWLINE MOBTOPUTL BBEAE-
Hve, NoABepraloT IBTaHa3nN, NPUMEHSS ryMmaHHble METOAbI, U UCCNeayoT TKAaHU B COOTBETCTBMM € B.6.8.1.

29



FOCT P UCO 10993-10—2009

B.7.8 OueHka pe3ynbTaToB

B.7.8.1 Makpockonnueckoe uccnegoBaHvme

UYepes 24 4 nocne nocnegHero BBEAEHUs1 UCCNeAyeMOro matepuana XWBOoTHbIX NoABepraioT 38TaHA3UM ¢ Npume-
HEHMEM ryMaHHbIX MeTogoB. OTAENnAI0T Bnaranuwe, paspesaoT B4oNb U 0OCMaTpuUBaloT, OTMEYas Harmume pasgpaxe-
HUS1, NOBPEXAEHUIA 3NUTENUAIBHOIO CINOS N HEKPO3a TKaHEeNn.

TkaHu Bnaranuwia NnoMeLLaloT B COOTBETCTBYIOWMIN chmKkcaTop A4na ganbHeNWnx rmcTonormyeckux uccnegoBaHui.
BblaensaioT TPy KyCcouvka U3 LEepBUKaNbHOW, LIEHTPanbHON U KayaanbHOW YacTen Bnaranuwa.

CpaBHMBaIOT BarMHarnbHbI€ TKAHW B OMbITHBIX U KOHTPOMNBHBIX FPYNNax.

Pervctpupyiot n onmcbiBaloT MakpOCKONUYECKUE N3MEHEHUA PEKTanbHbLIX TKAHEW KaXZ0ro XMBOTHOTO, OTMeuast
Pa3nNnuns Mexay >XMBOTHBIMU OMbITHOW U KOHTPOIbHOW rpynn.

MpwnmeyaHune—3TnHabniogeHust MOTyT GbiTb NONE3HBI MPW MUCTONOTMHECKUX UCCNEQ0BAHNSX.

B.7.8.2 MNuctonornyeckne nccnegoBaHust

Pasapaxaiowwee gefcTBME Ha BarMHarnbHble TKaHW NPoBOgAT natomopdonorn. OnpeaenstoT COCTOSIHME TKaHel B
COOTBETCTBUM C CUCTEMOM OLIEHKM, NpeAcTaBneHHON B Tabnuue B.4.

Bannbl, Nony4YeHHbIe NPU MUKPOCKOMUYECKOM WUCCNEAOBAHUN BCEX XUBOTHBLIX OMBITHONM IPyMMbl, CYMMUPYIOT U
JenaT Ha uucno HabnogeHuid, YTobel onpedenuts cpeauuin 6ann B rpynne. MakcumanbHOe 3HaYeHUe MOXET QOCTU-
ratb 16.

Te e BblYMCNEeHNs] NOBTOPSIOT ANs1 KOHTPONBHOMW rPyNnbI.

Obuwee uicno Gannoe 6onbluee AEBATH, NONYYEHHOE NPU MUKPOCKOMWYECKOM UCCNEAOBAHUN Y KOHTPOSIbHBIX
XUBOTHBIX, CBMAETENBCTBYET O HaNU4uM TpaBMbl. [TOBTOpHOE UccnegoBaHue NPOBOASIT, €Cnu Apyrne UCCrieaoBaHus
WITM KOHTPOIbHbIE XXMBOTHbLIE AAlOT TAKMe Xe BbiCokne Gannsi.

PasHocTb cpegHux 6annoB, NOny4eHHbIX ANS ONbITHBIX W KOHTPONbHbLIX FPYMN, AAET UHAEKC pasapaxeHus (CM.
Tabnuuy B.5).

Mpu oueHke pesynbTaToB MHOTOKPaTHOro Bo3gencTens Tabnuuy B.4 moguduumpyioT, 4tobbl yuecTb Nnokasatenu
peakumMn TKaHeW, CBSI3aHHbIe C XPOHUYECKUM paspaXeHNeM.

B.7.9 MpoTokon nccnenoBaHnmn

MpoTokon uccneaoBaHUi AOIMKEH coaepXKaTb:

a) onucaHue ucnbITyemblx 06pasLoB;

b) npeanonaraembiii cnocob NPMMEHEHUS MaTepuana unn N3aenus;

¢) nogpo6GHoe onMcaHwe NoAroTOBKKM 06pa3LoB K UCCNEAOBaAHUSIM;

d) onucaHue sKkcnepuMeHTAlbHbIX XUBOTHbIX;

e) cnocob annnukaumm uccrneayemeix o6pasuos;

f) onwucaHve npouedypbl CHATUA NOKa3aHWM;

g) BegeHve HabroaeHWin U X perucTpauum;

h) rncTtonornyeckyio OLEHKY;

i) oueHKy pe3ynbTaToB.
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Mpunoxexne C
(cnpaBouHoe)

DononHutenbHaa uHdopmauus

C.1 HononHutenbHasa vHdopmauma no pasgpaxarlemMmy 4eNCTBUIO

Mcecnepoeanve KOXHOIO pasgpakeHna Menkux XUBOTHBLIX NPOBOAUTCS ANsl uaeHTMUKaLmn maTepuarnos, KOTO-
pble MOTYT SBNATLCA NOTEHUMANBHBIMW PA3APAXUTENAMM KOXM U/1nv cnuancton o6onoykm yenoseka. lNepBuyHbIM pas-
ApaxuTenem SBNAETCHA MaTepwan, Bbi3bIBAIOWMA BOCMNANUTENbHbBIE WM3MEHEHUs1 KOXMW B pe3ynbrate MnpsiMoro
NnopakaroLwero BO3AeNCTBYSA, 0XapakTePU3OBaHHOIO HaNMYMeM BocnaneHusl, Unv, Npy CUrbHOM pasgpaxurerne, Be3uKy-
naumnen n/mnm HeKpo3om.

Kponuk siBnsieTcs Hanbornee NpegnoqTUTENbHLIM UCMLITYEMbBIM JXXMBOTHBLIM, YTO MOATBEPXAAETCA HanMunMem
oBWHpPHOW MHEpopMaLMK NO KOXHOMY pa3apaXKeHuio B 3TUX XXKUBOTHLIX B PErmcTpe TOKCUUeCKOro A4elcTBUSI XMMUYECKUX
BewecTs (RTECS). 13 6onee 4em 2000 3anuceti B RTECS 85 % coobuiaioT o pesynbTaTtax UCCNe0BaHUIA HA KPOIMKAX,
7,5 % — Ha venoeeke, 4 % — Ha Mblwax u 3 % — Ha MOPCKMUX CBUHKaXx. B pedynbrarte, KPONMKOB MCNOMNbL3YIOT Afs NONy-
YeHWs 3HaUUTENbHOro BONbWMHCTBA CYLLECTBYIOWMX AaHHbIX B OTKPLITOM gocTyne. OuncTka OT LWepcTu yuacTka uccne-
JOBaHWUsi He sBnseTcs HeobXoAMMOW, TaK Kak AaHHble YKa3biBalT Ha MNOXOXWME OTBETbl Ha BbICKOONMEHHBLIX W
HeBbICKOBNEHHbIX y4acTKax.

McecnepoBaHnsa KOXKHOIO pasgpakeHus MoryT JaBaTbh pasfnuuHbie pe3ynbTaThl BCrieqcTBUE Bapuauum psiga pas-
TNNYHBIX HAKTOPOB, CBA3AHHbIX C UCCNeA0BaHNEM, TaKMX KaK PpeLUnneHT, TECTOBas 1033, pa3Mepbl annnukauum, cteneHb
OKKMI03UW, ONUTENBHOCTb BO3OEWCTBUA, HanoHUTENb, BPEMS CHMTBLIBAHMSI U KAYECTBO CUATLIBAHUSI AAHHbIX. Takum
06pa3om, B MCCreaoBaHUst KOXKHOIO pasgpaxeHns Ha YernoBeKe BaXHO BKIMIOUUTb XOPOLLIO U3BECTHLIE MaTepuansl Nono-
XKWUTENBHOIO M OTPULLATENBHOIO KOHTPONeW Ans cpaBHEHWS pe3ynbTaToB UCCNEA0BaHUSI C KOHTPOIbHLIMKU MaTepuana-
MW, YTO MO3BONAET COOTHECTU pedynbTaThl. B kauecTBe pasgpaxuTens NONOXUTENbHOIO KOHTPONS NPeNMyLLEeCTBEHHO
BblbupatoT gogeumnncynedaTt Hatpus (SDS) unctoToin, 6onee unu paeHoi 99 %, Tak kak 3170 Hanbonee WKUPOKO UCNONb-
3yeMblii KOHTPOMbHbIN pasgpaxuTenb B KNMHUYECKMX ncneltannsx [2], [4], [31]. OH Takxke Nerko u WWMpoko 4OCTyneH U He
umeeT Apyrmx HeratueHbix adpcekToB. HoHaHoBas kncnoTa, cnocod gencreus kotopor otnudvaetca ot SDS, Takke
MOXET UCNOMNb30BATLCS KaK NONOXUTENbHBIN KOHTpoOnb [18], [19].

Boagericteue SDS onpegensieT rpynny 4YenoBeyeckux 406pOBONbLUER M CRYXXUT OTNpaBHOK ToukoW. SDS knaccu-
duruMpyeTcs Kak KOXHbIV pasgpaxuTens cornacHo kputepusm EC (88/379/EEC dupektuBa coBeTa oT 7 vioHsi 1988 r.).
Tewm He meHee, He ACHO, HaxoguTes N SDS Ha NOPOroBOM ypoBHE OTBETA, NPU KOTOPOM XUMUKAaTbI AONDKHBI paccmaTpm-
BaTbCS KaK KOXHbIE pasgpaxuteny, unm 6rnmako kK TakoBomy. Takum 06pa3om, BMECTO MCMONb30BaHUs Matepuarna B unc-
TOM Buae, bonee NpurogHo B3ATb B KAYECTBE OTNPABHON TOUKU MUHUMAaTbHbIV ypoBeHb SDS, NpuaHaHHLINA, MO MEHbLLEN
mepe, ogHon pervoHaneHon rpynnovi (EC) 3Ha4MTenbHbIM OCTPBIM KOXHBLIM pasgpakMTenemM, KakoBbiM SIBISIETCS
20 %-HbIli (MaccoBasi KOHLEeHTpauwms) BOAHbI pacTeop [31].

Wcnonb3oBaHve nabopaToOpHbIX XUBOTHBIX AN UCCMeA0BaHUS] KOXHOMO pasgpaXkeHus CHUXaeTcsl No npuynHe
paspaboTku mogenew in vitro n Gonee 4acToro ncnonb3oBaHus nauneHToB-go6posonbues [10], [14]. Ansa ncuncnexnns
OTBETa Ha pasgpaxuTenb UCMONb3YT BUOUHXEHEPHbIE UMM HEMHBA3UBHLIE, OGBHEKTUBHLIE METOAbI M3MEPEHUS, YTO
CHWXaeT 3aBMCUMOCTb OT Bornee cyObeKTUBHOWM BM3yanbHOW WKansl 3amepa [12], [16], [17]. Tem He MeHee, gecaTuneTusi
onbiTa 6binn NpuobpeTeHbl Bnarogaps nccneaoBaHUO KOXHOro pasgpaxeHus [parisa (Draize) Ha kponukax-anb6uHo-
cax. [lanHbin meToa npueeaeH B [8]. ccnegyembili maTepman NPUMEHSIOT HA HEMOBPEXAEHHbIX YHaCTKaX BbICTPUXEH-
HOW CMWHbI NOA KyCOYKamy Mapnuv. Annnvkaunm HaHOCST Ha TPeX KPOINMKOB. KyCouky Mapnv NpuKpenssioT nrnacTbipem, a
BCE TYNOBULLE XMBOTHOrO 060paqMBateT NONYyOKKTIO3MOHHOW MW OKKITIO3MOHHOW NOBSI3KOW Ha 4 4. Mocne 4 4 Kycouku
Mapnv CHUMalOT, UCCrneayemMble yHacTKM ounLatoT n cnyctsi 14, nobyro pe3ynbTaTUBHYIO peakLuio OLEHUBAKT Ha Npes-
MeT Hanu4ums SpuTeMbl UK oTeka. Peakumio Takke oueHuBatoT Yepes 24, 48 n 72 u.

Wccneposanue pasgpaxeHus rnasa Ha kpornvkax 6bino paspaboTaHo 4nsi NPOrHo3poBaHWs pasgpaxeHus rnasay
yenoseka [27]. inA oueHkn cTeneHn rmasHoro pasgpaxeHus Draize [26] ony6nvkosan nnnocTpyupoBaHHoe nocobve no
CUCTEME OLIEHKW CTEMNEeHUN pasgpaxeHus.

AnbTepHaTuBHbIE MeTOAbI in vitro ans ncenegopaHns addekTa rmasHoro pasgpaxkeHusl HAXo4aTCcA B cTagun pas-
paboTku, HO ewwe He 0BOCHOBaHbI M He YTBEPXAEHbl HAa MeXayHapoaHoM ypoBHe [21].

OO6WwupHbIe OaHHble MO KOXHOMY pasgpakeHwio y YenoBeka npeacTaeneHsl MccnegoBaTenbckum MHCTUTYTOM
AywwcTbix BewecTs (Research Institute for Fragrance Materials). MoHorpadvm no acmpHsIM Macnam u gpyrum apomatu-
Yeckum coegunHeHmaM onybnvkoeaHel B Food and Cosmetic Toxicology («IuweBas n KocMeTU4eckasi TOKCUKOMOTUs»).
MpoekT PykoBogctea OECD no nccrneaoBaHWio OCTPOTO KOXHOIO pasgpaeHusi Ha naumeHtax-gobpoBonbuax npeao-
cTaBnseT QONOMHUTENbHYIO CNPaBoYHY0 MHopMauumio. Ipyrnna XvMMUKOB, y4acTBYOWMX B Nporpamme paspaboTku Pyko-
BoacTe OECD, noka He gocTurna cornacusi o Heobxogumoctn co3ganusi Pykosogctea OECD no MecTHbIM KOXHbIM
aphekTam y naumeHToB-406pOBOSbLEB.
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C.2 NononHntenbHaa MH(OpMaLMA NO NCCNeJOBaHUAM CEeHCUMONNN3aunm Ha BbIABNEHNe
runepyvyBCTBNTENbHOCTN 3aMearIeHHOro Tmna

CeHcubunusaumna y YenoBeka HacTynaeT Nocrne oAHOKPaTHONO UM MHOTOKPATHOIO HAaKOXXHOTO BO3AENCTBUS, UHU-
LUMMpyeTcsl U 3anyckaeTcsl KOMNOHEHTAMU MMMYHHOW cucTeMbl. OcoBeHHO BaxHO, 4TOObl ranTeH (XMmukar) sieBnsncs
CYWECTBEHHBIM NO OTHOLWEHWUIO K KOXe U 0bnagan npoHvKalowen cnocobHOCTbIo. 3aTeM OH BCTynaeT B peakuumto ¢ 6en-
Kamu KOxu ansa hopMUpoBaHUa UMMYHOTE€HHbIX komnnekcoB. Knetkm JlaHrepranca Ha anngepmansHon/gepmansHON rpa-
HUUe BblpabaTtbiBalOT aHTUreH Ha cneuudmueckme NUMAOLMUTHI, KOTOPbie 3aTeM aKTUBUPYIOTCA ANS MHUUMaUWUK
MMMYHHbIX OTBETOB. He6onbLwow NpoueHT 3TX NMMAOLMTOB ABNAETCA KIETKaMN 4ONMrOCPOHHON NaMATH, KOTOpbIE CNy-
XKaT OCHOBHbLIMW aKTMBaTOpamy B NPOBOKaUMOHHOW da3e. Takum obpasom, nocneayowme noBTopHbIE BO3AENCTBUS
MOTYT NPUBECTU K HEFaTUBHBIM PEaKUMAM, KOTOPblE CONPOBOXAAIOTCsl BbIBPOCOM NUMEGOKNHOB aKTMBUPOBaHHLIMW NINM-
douuTamm 1 ApyrMmmn BoCnanuTenbHbIMW KIeTKamu, NPUBNEYEHHBIMU B 30HY PaHbl.

B 1895 Jadassohn, ncnonb3yn metog annnukauuii, o6HapyXun y naumeHTa KNMHUYECKU KOHTaKTHYIO annepruio Ha
pTYTb. OTOT HOBaATOPCKMI NOAX0A NPeaoCTaBui HaydHylo 6a3y ans nocneaylowmx uccneaoBaHui, HanpPaeBnNeHHbIX Ha
AVarHo3 1 NPOrHo3 KOHTaKTHON anneprum y YernoBeka U XXMBOTHLIX. PasenTne nepcnekTUBHbLIX/NPOrHO3NPYIOWMX nccne-
OOBaHWM [ns OUEHKM CEeHCMBMNU3npyiowero noTeHunana XvMMUKaTtoB MNocnegoBano 3a Hoeatopckon pabotown
Landsteiner n Chase [49], koTopble TBepAo 060CHOBaNM UCNoNb30BaHWE MOPCKUX CBUHOK ANA U3YHEHUA TMNEpYyBCTBY-
TEeNBHOCTU 3aMeaNIeHHOro Tuna.

Magnusson u Kligman [50] onpo6oBann MHOXXECTBO BAPMAHTOBR UCCMNEQOBaHUN HA MOPCKNUX CBUHKAX M NPEANOXU-
v npoueaypy MakcuMu3auum Ha MOpCKuX cBUHKax (GPMT), oCHOBaHHYI0 Ha BHYTPUKOXKHBIX MUHBEKUUAX (C NONHBIM aab-
toBaHTOM PperHga [FCA] unu 6e3 Hero) n nocrnegyiowmx MECTHbIX annnvKauusax uccneayemoro matepuana Ha ToT xe
y4acTok. [peanoxeHHan MmeToguka TpebyeT npegBapuTenbHoOn 06paboTku NCNBITYEMOTO y4acTKka, ecnu uccnegyembli
marepuan He sBnsieTcs pasgpaxvtenem. Kak npasmno oHa goctoeepHo obHapyxuBaet cnabblie ceHcnbunuaartopsl, Tak
Kak MoHsTME «Ccnabbli» BKMOYaeT HyNeBYID BEPOSITHOCTb MOMOXMUTENbHLIX peakuui. ITOT YyBCTBUTENbHLIN MEeToA
LUMPOKO ncnoneayeTcs. [pumeHeHne nonHoro agbioBaHTa PpenHaa NOBbIWAET YYBCTBMTENBHOCTL METOAA NCCNeaoBa-
HUS U, B HEKOTOPbIX CNy4asnX, MOXET NepeocLeHUTb CEHCMOMNN3NPYIoWMI NOTEHUMAN UCNBITYEMOrO COEANHEHUS.

B 1965 Buehler [41] npeanoxun ncnonb3oBaHUe 3aKpbITbiX annnMKauuni ans o6ecneqeHns OKKN3nn Kak meTtoq
AnNs ONTUMM3aLMK BO3AENCTBUA U NPUBNKEHUS K YCNOBUAM Npoueayp, Ucnonb3yemMblx Ha venoseke (Human Repeat
Insult Patch Test HRIPT). BbickasbiBanocb NpeanonoXxeHue, YTo MeToauKa OKKMIO3WBHOW annnukauum sBnseTtcs
YYBCTBUTENBHON Y TOYHO NPOTrHO3MPYET CPeaHUE M CUMbHbIE CEHCUOBMNN3aTopsl, Takum 06pas3oM, NpegoTBpaLwas Bepo-
ATHOCTb HEraTMBHbIX Peakuui y HenoBe4eckMx Mogenen npu NoBTOpHON HakoxHon npobe (Human Repeat Insult Patch
Test: HRIPT). MpeacTaeneHHble AaHHbIE NOKa3anyu NPeMMyLwecTBa OKKIMO3UN NO CPABHEHMNIO C BHYTPUKOXKHBIMW UHBEK-
UMAMUN U MECTHBLIM NPUMEHEHNEM OTKPbITOro TUNAa. CTVIMyJ'IFlLI,VIFl VIMMyHHOﬁ CUCTEMbI aAblOBaAHTaAMU HE UCNoJb3oBanach.
JaHHbIl MeToa NpU3HaH 4OCTaTOYHO YYBCTBUTENBHOW NpoLeypoi Ans onpegerneHnst cambix cnabbix ceHenbunumaarto-
POB U J0OKa3aH Kak 40CTaTOYHO MTMOKMIA ANs MCNoNb30BaHUs B NpoLeaype OLeHKU pucka. Tem He MeHee, uccrneoBaHme
3aKpbITON annnukauuen (nccneposarve bilonepa) MeHee YyBCTBUTENBHO Mo cpaBHeHuto ¢ GPMT [46].

OTn gBa uccreAoBaHusl, METOM 3aKPbITOM annnukauum 1 MakcMmm3aaumm, Hanbornee 4acTo UCMONb30BaNuch Arisi
oueHkmn 6e3sonacHocTn B CoeanHenHbix LTaTax Amepuku 1 B EBpone. OHu Takke SIBMsSIIOTCA NpeanoyTMTeNnbHbIMU METO-
AaMu uccregoBaHui B AencTByowmx PykoBoacteax no uccnegosanmsim OECD mn EC. PesynbtaTthl ceHenbunumanpyio-
1T17) ¢ I'Ip06 Ha MOPCKUX CBUHKax 3aBUCAT OT MHOIUX d)aKTODOB, CBSfI3@HHbIX C XKUBOTHbIMW U C TEXHUYECKUMU aCreKkrtamm,
4TO OOBACHSET pasnnunsi B pesynbTaTax MCCNefoBaHU pa3Hbix naboparTopui, HanpyuMep, NMHUS XUBOTHbLIX, UX MOJT,
BO3pacT, OKpyXKatouwne ycnoend nccnegoBaHus, VICCJ'Ie,EI,yeMbIﬁ y4acCTOK Ha XXMBOTHOM, METO/[, yaaneHus WwepcTtun (CTpVI)K—
Ka/bpnTbe) Unu XmMmuyeckasl 4enunsauus, TMN KoHdurypaumm annnvkauum, YACno uccnegyemoro marepuwana, kKauecTso
OKKITHO3UKN, BpeMs BO3,EI,el7ICTBVIF| M CYMTbIBaHUE TKaHeBOro oteBeta. bbinu vcronb3oBaHbl K U3y4yeHbl MHOTOYUCIEHHbIE
apyrue nccnegoBaHus, Uy KaxXgoro n3 HUX eCtb CBOU CTOPOHHUKN. B HaCTOFlLIJ,VIﬁ MOMEHT CyLWEeCTBYET HECKOIIbKO METO-
AVK, NPU3HaHHBLIX NpUeMneMbiMM B HOPMaTUBHbIX LEensX, Npn yCrnoBuu, YTo METOAUKA OTpaXeHa AOKyMeHTallbHO Haane-
xawum o6pasom un obocHoBaHa nccnegoBartenem. Bo Bcex cnyuasx npoueaypsl crnefyeTt NpoBoAUTL B COOTBETCTBUM C
nepeoucToYHMkoM. CnMCoK apyrmx uccregoBanuii npueegeH B Tabnuue C.1.

HepagHsas moHorpadmss ECETOC npyvBoguT HOBelwyo MHOpMAaLMIO MO UCCNEA0BaHUI0 HAKOXHON CeHenbunu-
3auum [44].

Ta6nunua C.1— AnbTepHaTMBHbIe METOALI UCCIEA0BaHNUsSI CEHCMOUNU3aumm
3aMezeHHoro Tuna

MeTog ¢ ncnonb3oBaHWEM MONHOMO agbioBaHTa PperHpa
MeTopg ¢ ncnonb30BaHWEM pasfeneHHoro agbloBaHTa

MeTon OTKPbITEIX MUKy TAHHBIX annnMKauumn

OntumaneHbIi MeToa Mayepa

TecT Ha noayLweykax CTorMbl MOPCKUX CBUHOK

KyMynsaTvBHbI METOZ, C YBENUUYEHUEM CTENEHN KOHTaKTa
CkapndvKaLMoHHbIA MeTop, (C aAblOBaHTOM U annivkaLusiMm)
MeTop nccneaoBaHns Ha ywWax MbILLK

MecTHas npo6a Ha numdoyane Mbilm

OO~ PRWN -
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MocneaHss npo6a B Tabnuue C.1, mectHasi Nnpoba Ha numdoyane mbiwmn (LLNA), 3acnyxvBaet ocoGoro BHUMa-
HWA. MecTHas npoba Ha numdoyane Mblwm (LLNA) 6bina npuHsTta Opranusaumeii koHoMmmueckoro CoTpygHuyecTsa
Passutun (OECD) kak camocTosiTenbHasl anbTepHaTVBa NpoBOASLLMMCS WCCNeAoBaHMsSIM Ha MOPCKUX CBMHKaX U Kak
mMeToa ynydweHus obpalleHns ¢ XMBOTHbIMYM [83].

HayuHol 6a3on agns uccrnegoBaHus SBNSETCS U3MepeHue BBegeHHoro 3H-meTun-tumuamnHa B Mg ounThl B Ape-
HUPYEMbIX MTMMAOY3nax MbIK Mog MECTHbIM BO34ENCTBMEM UCTBITyEMOro obpasua kak nokasarenb ceHeubunuaaumm.
OTO nccnegoBaHve He BKII0YaeT NPOBOKaLMOHHY0 da3y. KoHeuHon nHTepecyoLwel TOYKON SBNSIeTCs UHGEKC CTUMYNs-
LY, O3HaYaloWMN COOTHOWEHNE BBEAEHHOIO TUMMAMHA B NMMAOY3nbl KMBOTHbIX, NMOMYYUBLUMX 403y BO3AENCTBUS, C
BBEAEHHbIM B TMMOY3rbl KOHTPOMBHOW Ipynnbl. MiccnegoBaHve SBNSIETCS NONOXUTENBHBLIM, KOTAa MHAEKC CTUMYNALMK
npesbiwaeT 3 (S| > 3). BHytpu- n mexnabopatopHasi oueHkun LLNA nokasanu BOCMPOM3BOAMMOE COOTHOLIEHWE
Jo3a — OTBeT BHyTpM n mexay nabopatopusimu [60], [76], [78], [72], [59], [65], [82]. Tem He meHee, coobLianock © Tpya-
HOCTAX B pas3nuynumn Mexay pasgpaxarowmmMy 1 annepreHHbiMu BewecTsamu npu ncnone3osanun LLNA [72], [62], [79].
Takum o6pazom, LLNA moxeT npon3BoauTb NOXHOMONOXUTENBHBIE PE3YNbTaThl C PA3APaXUTENAMM U MOXET nepeoLe-
HWUTb annepreHHoCTb BELLECTR, UMEIDLLMX U pasgpaxatolme, n annepreHHsie ceonctea [59]. Tem He meHee, y LLNA ecTb
npevmMyLLecTBa No CPaBHEHWo C NpoGaMn Ha MOPCKUX CBMHKaX MO Npu4nHe Goree KOPOTKOW NPOAOIKMTENBHOCTH UCCre-
AoBaHus, 6onee 06BEKTUBHOW KOHEYHON TOYKM, MEHbLUETO 06bema TpebyemMoro UCMbITYEMOrO BELWECTBA, a TaKKe 3T0
nccnegoBaHne He BKMOYaeT MHBbEKUMM MOMHOro agbioBaHTa PpenHpa. Bo3moXHbI yCOBEPLIEHCTBOBAHUS METOANKU
MCCrefoBaHus NyTem NCroNb30BaHNA aHanM3a MapkepoB akTUBaLMW KNETOK U UMTomMeTpumn notoka [68], [69]. He ycTa-
HOBMNEHO, MOTYT NN OHM BbITb BHEAPEHbI Ha NPakTUke B cTaHg4apTHbie NpoTokonbl LLNA gna o6biuHoi Tokcukonorum. C
apyron ctopoHbl, LLNA orpaHuumBaeT BoiGOp TECTOBLIX pacTBOpUTEnen; B GONbLIMHCTBE UCCNea0BaHWI NCMONb30Ba-
nacb CMech alueToHa U ONMBKOBOro macna. HepgaeHee nccneaoBaHue AeMOHCTPUPYET BapuabenbHOCTb pe3ynbTaToB ¢
ncrnonb3oBaHvem pasHbix pacteoputenen [77]. Kpome Toro, npn ncnone3osanmm LLNA HEBO3MOXHO n3y4yaTb NPOBOKa-
LMOHHYI0 chasy nnm KoHdUrypauum nepekpecTHoW peakTMBHOCTM, Tak Kak XMBOTHbIX YMEPLBMSIOT NOCne UHAYKUMK A0
3abopa numdoyanos.

Mpoba noakoneHHoro numaoyana (PLNA), ncnonb3aylowas nogkoxHoe BBedeHWe B Nogywedky ctonsl [63], [66],
[81], sBNnseTcA anbTepHaTuBON Npobe Ha Nnumdoyane. B aaHHol npobe, KpoMe NPSIMOro M3MepeHUst akTuBauum NUmdao-
y3na, BO3MOXHO MCMOMNb30BaHUE aHTUTEHOB-PENOPTEPOB ANS AalnbHeNLWero NPosACHeHUA UMMYHOMOAYNAUMK, BbI3BaH-
HOW nccnegyemMmbimMm XuMmkaTom [58].

Mpouecc oLUeHKM prcka He AOMKEH nonaratbCs Ha €4MHCTBEHHYIO MOAernb UNu NoAxoa; ero NpoeeaeHne 4omKHO
6bITb NPOAYMaHo Ansi NpegoCTaBeHVs MakCUMarbHo rapaHTum 6eaonacHocTi noTpebuTtento. Kak npaeuno, 3to Tpesy-
€T UCCNeaoBaHMi Ha XXMBOTHBLIX MOZENSX M YeNOBEYECKUX 3KCMepUMeHTanbHblX Moaensx. TpebyeTca onpeaeneHHasn
rmbkocTb Npy BeIOOpe Mogdenei n MeToA0B Npu Hanu4My COOTBETCTBYIOWEN AOKYMEHTauMmu ufunu o6ocHoBaHus BuiGopa.

OTpuuaTeneHbI OTBET, NONYYEHHBIN HA MOPCKUX CBMHKAX, NpU Hagnexalwem npoBegeHn MoxeT ObiTb onpeae-
NA0LWKM, eCNY ncenegyemasn KOHUEHTpaUns UMeeT 40CTaTouHbIN hakTop 6€30MacHOCTY NPY YCNOBUSIX UCMONb30BaHUS.
TeMm He MeHee, Heobxoaumo n3beratb knaccubukaLmmn nccnegyembix MaTePUanos UCKIIOUUTENBHO HA OCHOBAHUM BEPO-
ATHOCTW U/MNK TskecTU, 6e3 AOMKHOIo yYeTa CNornb3oBaHUA 3TOro NPoAyKTa B byayliem.

Puck, T.e. BEPOSATHOCTb M TSHKECTb anneprniyeckon peakumm Ha NnpoaykKT, onpeaensieTcsi, B OCHOBHOM, CriefyoLm-
MW YeTbIpbMs hakTopammn: CEHCMBUNU3MPYIOLWMKA NOTEHUMAN XMMUYECKOTO anmnepreHa, ero YMcno B npoaykre, 6uogoc-
TYNHOCTb W YCNOBWA BO3AeNCTBUS. OTHOCUTENbHLIN CEHCUBUNU3NPYIoLUMIA NOTEHLMAN XUMMYECKUX BELLECTB MOXET
6bITe ONpegeneH MUHUMarNbHON MHAYKLUMOHHON KOHUEHTpaunein, Heo6XoaMMon Ans CTUMYNSILMK 4aHHOTO YPOBHSI CEH-
cnbnnmaaumm: Yem mMeHblUue 3Ta KOHUEHTpaLuWs, TeM Bblwe noteHuuan anneprexa [80], [40]. bbino npoaeMoHCTpUpoBa-
HO, YTO 3HAYUTENbHOE YWUCMO Cry4YaeB annepru4eckoro KOHTaKTHOro Ziepmatuta obGHapyxuBarnocb y notpebutenen,
KOr4a OCTaTOYHbIA YPOBEHb annepreHa B NpogykTe NpeBbIwar ero MUHUMarbHY0 MHAYKLMOHHYIO KOHLIEHTpaLUMIO, Nnony-
YeHHyto nytem GPMT [51].

C Opyrov CTOPOHbI, NPOrHO3UpYIoLLEe NCCneaoBaHne CMECE M NPOAYKTOB ropaszio MeHee 060CHOBAHHO U MOXET
NPOBOAMTLCA NOCNe NCCNeaoBaHNA MHIPeaneHToB NpogykTa. COOTBETCTBEHHO, NMiaH UCCNe0BaHUs U MHTepripeTauusi
pe3yneTaTtoB MOryT OblTe HEONpeaeneHHbIMW, HECKONbKO NMPUMEPOB MOATBEPXKAAIOT U OTPAXaloT 3Ty BO3MOXHOCTb.
B nccnepoBaHnsx Ha KMBOTHBIX C SKCTPAKTaMM aueTOHa U3 CBUTEPA, BbI3BABLLEIO KOHTaKTHbINM AepMaTuT y niogen, 6uinm
BbIABMEHbl annepreHsl (xnopodeHnnrmagpasoHsl docreHa) [48]. B apyrom cnydae, B pesynbrate uccriejoBaHusi Ha
KMBOTHbBIX C SKCTPaKTaMy aueToHa/xnopodopma U3 pe3vHOBLIX Caror, BbI3BaBLUMX KOHTAKTHLIN AEPMAaTUT y YeroBeka,
6bInNK BbISIBMEHbl Kay3aTUBHbIE annepreHbl MepkantobeH3oTnason v gubeHsotnasungucynedug [47]. Boina sicHo npoae-
MOHCTpMpPOBaHa Heo6xoaNMOCTE MCMONb30BaHWA HAANEXaLLero OpraHUYecKoro pacTBopuTensl. JKCTPaKTbl, NOAroTOB-
NeHHbIe C OpraHMYecKMM pacTBOpWTENEM, Bbi3Banu rMnepyyBCTBUTENBHOCTL HA MOPCKMX CBMHKAax, B TO BPEMS Kak
3KCTPaKTbl C COMEBbIM PACTBOPOM HE BbI3BaNnu TakoW peakumm.

AnoHckoe PYKOBOACTBO OCHOBHbLIX BUOMOrMYECKUX UcCreqoBaHMin MEAULMHCKMX MaTepuanoB u ugenui (1995)
npvMHYMaeT npoueaypy NpUroToBneHnst NPobbl ¢ OPraHMYECKMM PacTBOPUTENEM, C MOCNEAYIOWMM BbiNapuBaHMEM [0
nony4eHnsa ocagka, a Takke npouegypy OUEHKM pucka nyTeM CpaBHEHWUs! MPOLEHTa BbiXOZa Ocajka U3 martepuana ¢
MUHVMMarbHbIM MPOLEHTHBIM PACTBOPOM 0cagKa (CMeChie) ANnsl MHAYKLMWN TMNepYyBCTBUTEITBHOCTY 3aMe/INEHHOro Tuna
Ha XMBOTHbIX.

In vitro meTOABI ANS NCCNEAOBaHUA KOXHOW CEHCUOMNU3aUmMm Ha JaHHbIA MOMEHT He [OCTYNHbI Arisi CTaHAAapTHOro
ncnonb3oBanus [13].
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0O603Ha4YeHne U HaMMeHoBaHne COOTBETCTBYIOLLEro HauMoHanbHOro craHaapTa

nco

10993-1:1997

FOCT P NCO 10993-1—2009 Mapenua meauumHckme. OueHka GUONormyeckoro aen-
CTBUSA MeaguumnHckux nagenui. Yactb 1. OueHka u nccnegoBaHust

nco

10993-2

FOCT P NCO 10993-2—2009 Mapenua meauumHckme. OueHka GUMONormyeckoro aem-
CTBUS MeaNUMHCKUX nagenuii. Yactb 2. TpebGoBaHus k 00paleHnto C XUBOTHLIMU

nco

10993-9

[OCT P NCO 10993-9—2009 Mapenua meauumHckme. OueHka GUMONormyeckoro aem-
cTBUS MeanumMHcknx nsgenuin. Yactos 9. OCHOBHbIE NPUHUMMbLI AEHTUMKALMK U KOMK-
YECTBEHHOrO onpeeneHusi NoTeHLMarnbHbIX NPOAYKTOB AECTPYKLMM

nco

10993-12

FOCT P NCO 10993-12—2009 N3agenus meauumuHckue. OueHka BUonornyeckoro aen-
CTBUS MEAULMHCKMX nagenuii. Yacte 12. MNpurotoeneHne npob 1 ctaHgapTHble o6pasupl

nco

10993-13

FOCT P NCO 10993-13—2009 N3agenus meauumuHckue. OLeHka BUonormyeckoro aen-
CTBUSI MEAMLMHCKMX nagenun. Yactb 13. MaeHTndurkaumnsa n KonnviectBeHHOe onpeaerne-
HWe NPOJYKTOB AECTPYKUUM MONMMEPHbBIX MEAULMHCKMX U3AENUii

nco

10993-14

FOCT P NCO 10993-14—2009 N3agenus meauumuHckue. OLeHka BUonormyeckoro aen-
CTBUSI MEAMLMHCKMX nagenun. Yactb 14. MaeHTndurkaumns n KonnviecTtBeHHOE onpeaerne-
HWe NPOJYKTOB AECTPYKLUUW U3AETUIA U3 KEPAMUKM

nco

10993-15

FOCT P NCO 10993-15—2009 N3agenus meauuuHckue. OueHka BUonormyeckoro aen-
CTBUSI MEAMLMHCKMX nagenun. Yactb 15. MaeHTndurkaumsa n KonnvyecTtBeHHOE onpeaerne-
HWe NPOJYKTOB AECTPYKUUM U3ZENUIA N3 MeTanna u CriagoB

nco

10993-18

FOCT P NCO 10993-18—2009 N3agenus meauumuHckue. OueHka BMonormyeckoro aen-
CTBUSI MEOUUMHCKUX nagenun. Yacts 18. MiccnegoBaHue XMMn4ecknx CBOWCTB maTepua-
noB

nco

14155-1

FOCT P NCO 14155-1—2008 PykoBogcTBO MO NPOBEAEHMWIO KITMHUYECKMX UCMbITAHWI
MeauuUHCKMX nagenuin. Yacte 1. Obwme TpeboBaHms

nco

14155-2

FOCT P NCO 14155-2—2008 PykoBogCTBO MO NPOBEAEHMWIO KITMHUYECKMX UCMbITAHWI
MeANLMHCKNX nagenuin. Yacte 2. NnaHmpoBaHmne KIMHUYECKUX UCMbITaHUN
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