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Mpeancnosue

Llenn, 0CHOBHbIE NPUHLUMMbLI U NOPSIA0K NPOBEAEHUsT paboT N0 MEXrOCYAapCTBEHHOW CTaHAapTM3auun
ycraHosneHbl FTOCT 1.0—92 «MexrocygapcteeHHasa cuctema craHgaptusaumm. OCHOBHbIE MOSMOXKEHUAY U
FOCT 1.2—2009 «MexrocyaapCTBeHHas cuctema craHgaprusauuun. CtaHaapTbl MEXTOCYAApCTBEHHbIE, Npa-
BMIA U PEKOMEHAALMU MO MEXTOCYLapCTBEHHON CcTaHaapTusauuu. MNpasuna paspaboTku, NPUHATUS, NPUME-
HeHWs1, 0OGHOBMNEHUS U OTMEHbI»

CBeaeHus o ctaHaapTte

1 NOAINOTOBJIEH ®eaepanbHbiM rocygapCTBEHHbLIM YHUTAPHbLIM NpeanpuatuemM «Bcepoccuinckun Ha-
YYHO-UCCe0BaTeNbCKMN MHCTUTYT CTaHAapTu3auumn n ceptudmnkauumn B mawmHoctpoeHnny (BHUMHMALLLY

2 BHECEH ®eaeparnbHblM areHTCTBOM M0 TEXHUYECKOMY PETYANPOBAHUIO U METPOMOrMMU

3 NMPUHAT MexxrocyaapCTBeHHbIM COBETOM MO CTaHAapTu3ayuu, METPONormm u ceptudpukaummn (npo-
TOKOn oT 29 Hosi0psA 2011 1. Ne 40)
3a npuHATUE NporonocoBanu:

CoxpaLueHHoe HaumMeHoBaHue
KpaTKoe HanMeHoBaHWe CTpaHbl No Koa CTpaHbl No HALIMOHASTBHOMO OpraHa
MK (MCO 3166) 004—97 MK (MCO 3166) 004—97 > p
no ctaHjapTusauMn

Benapycb BY loccTaHgapT Pecnybnukv Benapycb
KasaxcraH Kz loccTangapt Pecnybnuku KasaxcraH
Kuprusumsa KG KblprelacTaHgapT

Poccus RU PoccTangapTt

TaaXnKnucTaH TJ TagxukcTangapT

4 Mpukasom degepancHOro areHTCTBa N0 TEXHUYECKOMY PerynnpoBaHuio u metponorum ot 13 gekabps
2011 r. Ne 1347-cT mexrocygapctBeHHbln ctaHgapt TOCT I1ISO 10993-10—2011 BBeaeH B AeWCTBUE B Kadve-
CTBE HauMoHanbHOro craHgapra Poccunckon ®eaepaunn ¢ 1 auBapa 2013 r.

5 Hacroawwmi craHgapt uaeHTUYeH MexayHapogHomy crtaHaapty ISO 10993-10:2002 Biological
evaluation of medical devices — Part 10: Tests for irritation and delayed-type hypersensitivity (OueHka 6uo-
JIOrMYECKOoro AencTeust MmeanumMHckux nsgenui. Yacto 10. MccneagoBanus pasgpakatoLero 1 CeHeMbunmuau-
PYIOLLETO AEWCTBMUSA).

CBefeHns 0 COOTBETCTBUW MEXTOCYAAPCTBEHHbIX CTAHAAPTOB CCbINOYHbIM MEXAYHAPOAHbLIM CTaHaap-
Tam npuseaeHbl B JOMNOJNTHUTENTbHOM NMPUIOXKEHUN ,D,A.

CTeneHb COOTBETCTBUA — naeHTudHas (IDT).

CraHgapt noarotoBneH Ha ocHoBe npuMmeHeHusa FOCT P UCO 10993-10—2009

6 BBEJEH BINEPBbIE

UHbopmauusa 06 UsMeHeHUSX K HacmosauwieMy cmax0apmy nybnukyemcs e exea00HOM UHgopmalu-
OHHOM yKasamerne «HauuoHanbHbie cmaHdapmbi», @ MEKCM USMEHEHUU U MornpasoK — 8 eXeMeCIYHOM
UHGhOPpMaUUOHHOM yKaszamene «HayuoHanbHbie cmaHdapmbi». B criydae nepecmompa (3ameHbi) Uiy om-
MEeHb! Hacmosuwieeo cmaHdapma coomeemcemeyrowee yeedomreHue bydem onybrukoeaHo 68 eXXeMeCI4HOM
UHOpMayUoHHOM yka3damene «HayuonanebHbie cmaHOapmely. Coomeememsyrowas uHgpopmMmayus, yee-
OoMIIeHUE U MEKCMbI pasMewaromces makxe 6 UHOpMayuoHHoU cucmeme obuieao nonb308aHusi — Ha
oghuyuanbHoM catime @edepasibHO20 a2eHcmea o MexXHUYeCKoOMy peaynuposaHuio U Memposioauu e cemu
UHmepHem

© CraHpaptuHcopm, 2014

B Poccuiickorn deagepaummn HaCTOALWMA CTaHAAPT HE MOXKET ObITh NOMHOCTBLIO UM YaCTUYHO BOCMPOMU3-
BEAEH, TUPAXXMPOBAH M PacNpOCTPaHEH B kadyecTBe oduumansHoro ndganus 6es3 paspelueHus degepansHo-
ro areHTCTBa Nno TEXHUYECKOMY PEryrmpoBaHuIO U METPONOTUK
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BBeneHue

CobniogeHune nonoxeHui craHaaptToB cepumn 1ISO 10993 «OueHka GUONOrMYECKOro AeMCTBUA Meau-
LUMHCKMX U3aenuit» no3BonuTt obecneuntb CUCTEMHBIN NOAX0A K UCCNEA0BaHUI0 GUONOrMYECKOro AenCTBus
MEeAULIMHCKMX U3aenui.

Llenbio 3Tux cTaHaapToB He siBnsieTcst 6e3ycnoBHOE 3akpenneHne eauHoobpasHbiX METOA0B Uccneno-
BaHWI M UCMbLITAHUI 3a rPyNnamMu OAHOPOAHBLIX MEANLIMHCKUX U3AENUN B COOTBETCTBUM C NPUHATON KNaccu-
dukaumein nx no Buay v ANUTENLHOCTU KOHTaKTa C OPraHM3MoMm venoseka. [1oaTomy nnaHuposBaHue u npo-
BeAEHWEe UCCNeAOBaHWI U UCMbITAHUN AOMMKHbI OCYLLIECTBAATL CNeUnanucTbl, MMeLWmue COOTBETCTBYIOLLYIO
noAroTOBKY U OMbIT B 06nacTu CaHUTapHO-XMMUYECKON, TOKCMKONOrMYECKOM 1 GUONOrM4ECKON OLIEHOK Meau-
LIMHCKUX U3AENUNA.

Crangaptbl cepun ISO 10993 aABnsoTCa pyKOBOAALMMWU AOKYMEHTaMU ANA NPOrHO3MPOBAHUS U UCCHe-
oBaHUs BUMONOrNYecKoro AenCcTBUs MeAULMHCKUX U3fenui Ha ctagum Bolbopa matepuanos, NnpeaHasHayeH-
HbIX A7 UX U3FOTOBMEHUS, a TAKKe ANS UCCNEAOBaHUM rOTOBbLIX N3AENuN.

B cepuio ISO 10993 BxoaaT cneayiowyme 4yactu nog oowmm HassaHmem «OueHka Buonormiyeckoro gen-
CTBUSA MEAMLIMHCKNX U3JENUN»:

Yactb 1 — OueHka u uccneaoBaHus;

Yacrb 2 — TpeboBaHusi K 06paLLEHUIO C XKMBOTHbIMMU;

Yacrb 3 — MccnegoBaHns reHOTOKCUYHOCTU, KaHLLEPOreHHOCTU M TOKCUYECKOTO AE€UCTBMS HA penpoaykK-
TUBHYIO DYHKUMIO;

Yacrb 4 — MccnegoBaHue usgenuin, B3anMoaencrByIOLLMX C KPOBbLIO;

Yacrb 5 — MccnegoBaHue HA UMTOTOKCUYHOCTb: METOAbI in Vitro;

Yactb 6 — UccnenosaHue MECTHOrO AeMCTBUSA NOCHE UMNIIaHTaLuu;

Yactb 7 — OcratouHoe cogepaHne aTuneHokcuaa nocne crepunusauuu;

Yactb 9 — OCHOBHbIe NPUHLUMBI MAEHTU(PUKALMKU U KONMYECTBEHHOTO OnpeaeneHUs NOTeHLUManbHbIX
NpoAYKTOB Aerpagauum;

Yactb 10 — UccnegoBaHue pasapa)kalowero 1 CeHCUdMnNU3npyioLwero AencTeus;

Yactb 11 — VccnegosaHue o0LLETOKCUYECKOrO AEWCTBUS;

Yactb 12 — MpurotoBneHne npo6 n ctaHgaptHbie 06pasibl;

Yactb 13 — VaeHTudukauma u KoNnn4ecTBEHHOE onpeaeneHne NpoaykToB Aerpagauuu nosimMepHbIX
MEeAWLIMHCKNX U3aenui;

Yactb 14 — UaeHTudukauma m KONMYeCTBEHHOE OnpeaeneHne NPoAyKTOB Aerpagauuu usgenuii u3
Kepamukum;

Yacte 15 — MaeHTuduUKaums n Konu4eCTBEHHOE ONpeaeneHne NPOAYKTOB Aerpagauum usgenui u3
MeTannoB U ChnaBoB.;

Yactb 16 — MogenupoBaHue u uccnegoBaHne TOKCMKOKMHETUKM NMPOAYKTOB Aerpagaunm 1 BbIMbIBaHUS;

Yactb 17 — YCTaHOBMEHNE NOPOroBbLIX 3HAYEHUI ANS BbIMbIBAEMbIX BELLECTB;

Yactb 18 — MccnegoBaHne XMMUMYECKMX CBOMCTB MaTepuaros;

Yactb 19 — McecnegosaHue uUsnKo-XMMU4eckux, Mopdonornieckux u Tonorpadyuydeckux CBOMCTB mMa-
Tepuanos;

YacTtb 20 — MpuHUMNBI U METOA LI UCCIIEA0BAHUS UMMYHOTOKCUYECKOTO AEeNCTBUA MEAULMHCKNX N3AENUIA.

Hacrosiuin ctaHaapT rapMOHM3NPOBaH CO MHOTMMM CTaHZapTaMu U pyKOBOACTBaMM, BKniovas BS 5736,
Pykosogswme fokymeHTel OECD, AMepukaHckyo hapmakoneto n Esponerickyio dpapmakoneto. 310 No3eo-
nAeT HaCTOALEeMY CTaHAAapTy ObiTb OCHOBHLIM JOKYMEHTOM Ans BbiGOpa v nMoBeaeHMst MCCReaoBaHui, no-
3BONAIOLMX OLEHWUTL pasgpaatollee u ceHeubunuanpyiowlee aencrene, otTHocswmecs kK 6esonacHocTu me-
OULIMHCKNX MaTepuanos 1 Usgenui.
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M E X T OCVY3APGCTIBETUHHUB 4 C TAHAODAUPT

U3AENNA MEOVLIMHCKUE )
OLIEHKA BUONOrMYECKOIO AENCTBUSA MEAULIMHCKUX U3OENUIA

Yactb 10
UccnepoBaHusa pasgpa)xarlero U CeEHCUOUMU3UPYLLEro AeNCTBUSA

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

Hara BBegeHusa — 2013—01—01

1 ObnacTb NpUMeHeHust

Hacrosawumii ctaHaapT onucbIBaeT METOAbl OLEHKW BO3MOXHOIO pasgpakatoLlero U CeHCMbunuanpyto-
Lero 4eNCTBUS MEAULIMHCKUX U3AENUIA U MaTepuanoB, BXOASALLMX B X COCTAaB.

Hacroswmn craHgapt BkntoyaeT B cebs:

a) TpeboBaHus K ONUCaHNIO uccreayemMbix 00pasLoB;

b) AeTaneHOE onucaHue METOA0B UCCNEA0BaAHUS;

C) KnoveBble PakTopbl, BAUAKOLLME HA UHTEPNPETALMIO MONYYEHHbIX PE3YnbTaToB.

B npunoxeHun A npuBeaeHbl MHCTPYKLUKM NO NOATOTOBKE 06pa3sLoB Ansi NPOBEAEHUS BblLLEYKa3aHHbIX
nccneagoBaHun.

Hacroawmi craHgapt pacnpoCTPaHAETCA Ha KaTeropum usgenui B cootsetcteun ¢ ISO 10993-1. Moga-
roTOBKY 00pasuoB K UCCNEAOBAHUSIM NPOBOAAT B COOTBETCTBUM C NPUIOXEHMEM A.

B npunoxxeHun B npuBeaeHbl AONONHUTENbHLIE CNELMdUYEcKkne MeTOAbl UCCNEAO0BaHNUS ANSA U3AENWA,
UCNONb3yeMbIX UHTPaZepMarnsHO, OpParnbHO, BarMHanbHO, KOHTaKTUPYIOLLUX C NEHUCOM, B OPTaNbMONOMMN.

2 HopmaTuBHbI€ CCbINIKU

B HacTosweM ctaHgapTe Mcnonb30BaHbl HOPMATUBHLIE CCbINKKU HA CneayloLmne MexayHapoaHble CTaH-
Japrbl:

ISO 10993-1:1997" — Biological evaluation of medical devices — Part 1: Evaluation and testing (OueHka
BMoNorM4ecKoro AencTens MeaAULMHCKMX nagenuin. Yactob 1. OueHka u uccneaoBaHus)

1ISO 10993-2 Biological evaluation of medical devices — Part 2: Animal welfare requirements (OueHka
GMONorM4ecKoro AencTens MeauLMHCKMX nagenuin. Yacto 2. TpeboBaHus kK 06paLLeHUIO C XXMBOTHLIMU)

ISO 10993-9 Biological evaluation of medical devices — Part 9: Framework for identification and
quantification of potential degradation products (OueHka 610ONOrMYECKOro AeNCTBUS MEAULMHCKUX U3AENUNA.
Yactb 9. OCHOBHbIE MPUHLMMLI UAEHTUMUKALUN U KONIMYECTBEHHOTO ONPEeAEneHns NoTeHUManbHbIX NPOAYK-
TOB AECTPYKLMK)

ISO 10993-12 Biological evaluation of medical devices — Part 12: Sample preparation and reference
materials (OueHka GuonorMyeckoro AencTBuA MeauumHCcKux usgenuin. Yactoe 12. MpurotoBneHue npob u
CTaHAgapTHble 06pasLbl)

1ISO 10993-13 Biological evaluation of medical devices — Part 13: Identification and quantification of
degradation products from polymeric medical devices (OueHka 6G1MONOrMYECKOro 4eNCTBUA MEAULMHCKUX U3-
aenui. Yactb 13. MaeHTudukauma n Konu4ecTBeEHHOE onpeaeneHne NpoayKTOB AECTPYKLUMU MONIMMEPHBIX
MEAULMHCKNX U3Lenui)

* 3BameHeH Ha ISO 10993-1:2003.

M3paHue ocpuuymanbHoe
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ISO 10993-14 Biological evaluation of medical devices — Part 14. Identification and quantification of
degradation products from ceramics (OueHka BUONOrMYECKoro AEMCTBUA MEANUMHCKUX usagenumn. Yactb 14.
MaeHTudukauma u KonmyecTBeHHoe onpeaeneHme NnpoaykToB AeCTPYKUMKU U3AENUNA U3 KepaMukn)

ISO 10993-15 Biological evaluation of medical devices — Part 15. Identification and quantification of
degradation products from metals and alloys (OueHka 6uonoruyeckoro oeNCTBUA MeAUUMHCKMX n3genui. Yactb 15.
WaeHTudukaums n KonuuecTBeHHoe onpeaeneHne NpoayKTOB AECTPYKLMM M3aenuil u3 MetTanna v CnnasoB)

ISO 10993-18 Biological evaluation of medical devices — Part 18. Chemical characterization of ma-
terials (OueHka Buonormyeckoro AEWCTBUA MEeAULMHCKUX u3fenuii. Yactb 18. MiccnegoBaHue Xumu4eckux
CBOWCTB MaTepunarnos)

ISO 14555-1 Clinical investigation of medical devices for human subjects — Part 1: General requirements
(KnuHunyeckue nccneqoBaHua meauuMHCKux usgenuin. Yacrs 1. Obwme TpeboBaHus)

ISO 14555-2 Clinical investigation of medical devices for human subjects — Part 2: Clinical investigation
plans (KnuHu4eckue uccrneaosaHns MeaUUUHCKMX naaenui. Hacrb 2. MpoTokon KNMHMYECKMX nccneaoBaHuning

3 TepmuHbI M onpeaeneHus

B HacTosAweM craHgapTte npuMeHeHbl TepMuHbl o 1ISO 10993-1, a Takke cneaylowme TEPMUHBI C COOT-
BETCTBYIOLUMU ONPEAENEHNAMU:

3.1 anneprex: BewecTso unu marepuan, kKOTopble CnoCOOHbI Bbi3biBaTb CNELUMDUUHYIO rUnepHyBCTBY-
TENbHOCTb TakMM 06pa3oM, 4YTO NPM NOCneayloWemM BO3AENCTBUN BELLECTBA UM MaTepuana ¢ aHasmnoru4Howm
XapaKkTepuCTMKON BO3HMKAET anneprniyeckun sdexT.

3.2 KOHTPONBbHLIN pacTBop: Mopuunsa pacTBOpa, NPUTOTOBNEHHAN TaK e, KaK U UAEHTUYHBIN PacTBop,
MCMonb3yeMbl ANA NOAroTOBKM Mccneayembix o6pasuos, NpeaHasHadeHHas aAna onpeaeneHns (GoHOBOro
OTBETa pacTBOPUTENS.

3.3 npoBokaumoHHaa npo6a: Mpouecc, cneayiowmin 3a ha3on UHAYKUUM, B KOTOPOM OLEHMBAETCA
UMMYHOIOTrMYECKNI 3O EKT NOCNEAYIOWMX BO3AENCTBUM MHOYLMPYEMOTO Matepuana Ha OpraHu3Mm.

3.4 koppo3us: MegneHHoe pa3pyLueHue CTPYKTYpbl UK Matepuana TkaHu (Hanpumep, 4encTBUE CUb-
HOro pasgpaxxkutens).

3.5 rMnepyyBCTBUTENBLHOCTL 3aMeqrieHHOro Tuna: MHAaykuua cneyuduyecku onocpenoBaHHON
T-numdoymuTamm UMMYHONOTMYECKOW NAMATU HA annepreH, BO3AENCTBYIOLUIA HA OpraHu3M, NPUBOASALLEN K
peakuum runepceHcubunu3aummu 3aMeLneHHoro Tuna nocne NOBTOPHOTO KOHTaKTa C annepreHoMm.

3.6 posa: O6beM, BBOANMbII B TECT-CUCTEMY 32 OUH NPUEM.

3.7 aputema: INokpacHeHUe KOXXU U CAN3UCTon 000NOUKN.

3.8 cTpyn: Kopka unu 6ecupeTtHas nneHka Ha KoXe.

3.9 unaykumsa: MNpouecc, BeayLwmn k 06pa3oBaHuIo de Novo M3MEHEHHOTO COCTOSIHUSA UMMYHOMNOTuYe-
CKOW peakTUBHOCTM MHAMBMAYYMA HA KOHKPETHbLIN MaTepuan.

3.10 pasgpaxurenb: AreHT, MpOu3BOASALLMI pasfpaxkeHUue.

3.11 pasgpaxeHue: Jlokann3oBaHHbIN Hecneunguyeckuil BOCnanuTernbHbIi OTBET HA OAHOKPATHOE, No-
BTOPHOE MNK NPOAOIMKUTENBHOE NPUMEHEHME BeLLecTBa/Marepuana.

3.12 Hekpo3: MMGenb ogHOM unu Gonee kNeTok, NMOO YacTu TKaHW UNu opraHa, Beayulas kK Heobpartu-
MOMY MOPAXKEHUIO.

3.13 oTpuuaTenbHbIi KOHTPONL: MaTtepuan unu BeLecTBo, KOTOpoe NpU UCCNEA0BaHUU ONUCAHHBIM
nyTem, AeMOHCTPUPYET NPUroAHOCTb AN npoueaypbl Noy4eHUA BOCNPOU3BOAUMOINO COOTBETCTBYIOLLIErO OT-
puuaTtensHoro, HepeakTUBHOTO UM POHOBOIO OTBETA B TECT-CUCTEME.

3.14 oTtek: YBenuueHue obbemMa TKaHW BCneacTBMe abHOPMarnbHOW UHMUIBTPALIUMN XXUAKOCTU.

3.15 nonoxuTenbHbIA KOHTPONb: MaTtepuan unu BeLecTBo, KOTOpoe NpuU UCCNe0BaHNU ONUCAHHBIM
nyTem, AEMOHCTPUPYET NPUrOAHOCTL ANA NpoUeAypbl NONyYeHUs1 BOCNPOU3BOAUMOro COOTBETCTBYIOLLErO No-
NOXMTENbHOrO UMW PEaKTUBHOIO OTBETA B TECT-CUCTEME.

3.16 pacTtBopuTenb: MaTepuan unu BeLeCTBO, UCMONb3yeMOe Afs CMavuMBaHus, pasbasnenus, cy-
CNEeH3MPOBaHUSA, SKCTParnpoBaHUA UMM PaCTBOPEHMSA MaTepuana UCNbITYEMOro BELLECTBA (Hanpumep, Xumu-
KaT, HanoNHWTeNb, Cpeaa nu T. a.).

3.17 nccnepgyembin matepuan: Marepuan, usgenue, ero 4actb UMM KOMMOHEHT, NPOOY KOTOPbLIX NOA-
Beprarot GUONOrMYECKOMY UINU XUMUYECKOMY UCTLITAHWIO.

3.18 ucnbiTyemMaa npo6a: SKCTpakT UM NOpLMUS UCCreAyeMOoro Marepuana, KoTopyl noasepraior
BUONOrMYECKOMY MU XMMUYECKOMY UCTIBITAHUIO.

3.19 usbasenenue: OTKpbITan sS138a, NPEACTaBMAOLWAA paspyLLUeHUe NOBEPXHOCTHLIX TKaHEN.
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4 OCHOBHbI€ NPUHLMIbLI MO3TANHOro Noaxoaa

HocTynHbie MeToabl ANs MCCNEAOoBaHMA PeakuMin pasgpakeHust unu ceHcubunusauum uccnegyemblx
06pa3uoB Ha KOXXy Oblnu pazpaboTaHbl TONLKO OTHOCUTENBHO Pa3apaXKaloLLEro U CEHCUBUNM3npyioLlero aen-
cTBuA. B HacTosweM craHgapre npeasiokeH noaranHbii NoAxoA, COCTOALLMIA YaCTUYMHO UNKU NOMHOCTLIO U3
cneayiowmx aTanos:

a) xapakTepucTuka uccriefyemoro marepuana, BKMoYaloLwas onMcaHme XMMUYECKUX CBOWCTB U aHa-
nmM3 ucnbiTyemoro obpasua B COOTBETCTBMU C OCHOBHbIMM NoOnoxeHusaMu 1SO 10993-9; SO 10993-13;
1ISO 10993-14; 1ISO 10993-15 un ISO 10993-18;

b) 0630p nuTEepaTypsl, coaepKaLLeit OLIEHKY XMMUYECKUX U (HU3UYECKUX CBOWCTB, a TaKke MHGOpMaLINIO
0 NOTEeHLManbHO BO3MOXHOM pa3sfpaxioLLemM U CEHCUBUNU3NpyIoLLLeM AeACTBUM KOMMOHEHTA UCCNEAYEMOTO
matepuana nmbo 0 CXOAHLIX MO CTPYKTYPE XMMUYECKUX PEareHTOB UMW BELLECTB;

C) aHarnu3 npeuMyLlecTB CyLLECTBYIOLUMX METOA0B MCCNEAOBaHUS B YCNOBUSX iNn Vifro N0 CpaBHEHUIO
C METOAAaMM in Vivo C Uenbio 3aMeHbl NOCNeAHNX Ha HOBblE, MHCPOPMATHBHbLIE U HAAEXHbIE METOAbI in Vitro;

d) uccnenoBaHuA B YCNOBUSX iN ViVo Ha 9KCNEPUMEHTaNbHbIX XXMBOTHBIX.

MpumedyaHne — OcTpble 3KCNEPUMEHTBI Ha KUBOTHLIX JOMXHLI NPOBOAUTLCA AA MarepuarioB, KoTopble
MOTYT U HE OTHOCUTLCS K CUMbHBIM pasfpaXxatoLuM UMK CeHCUBUNU3UPYIOWMUM areHTaMm Npu WX aHanuse Ha sTanax a)
unu b). Marepmarnsl, He NPOSIBUBLLIME OCTPOro pasfpaxatoLero adekTa Npu 0fHOKPATHOM BO3AEHCTBUM Ha KOXY, Jaree
rnoAiBepraloT uccriejoBaHAM Npu MHOTOKPATHOM BO3Zi€ACTBUM.

MeToa nonoXXuTenbHOrO KOHTPONSA ANs OLEHKU ceHeubunuanpytowero aencreusa [7] Heobxogumo npo-
BOAUTbL B UCCIei0BaTENLCKOI naboparopuu, No kKpanHen Mepe, Kaxable LeCTb MECALEB ANs NOATBEPXAEHUS
HaAeXHOCTU UCNONb3yeMbIX METOAOB UCCIIEA0BAHMI U AEMOHCTPALMK NONOXMUTENBHON peakLuum;

€) HeMHBa3nBHblE METOAbI UCCIEA0BaHNA HA 40OpOBONbLAX.

Ecnun nccneayemblit Marepuan He NPOSABMSAET TOKCUYECKOrO, pazapaXcaioLero u CeHCUBUnNM3npyoLero
[eiCTBUSI MPU UCMBITAHUSX Ha XMUBOTHBIX, TO €r0 pasapaxatoliee AencTBUe MOXET BObiTb UCCNEAOBaHO Ha
Ko>xe 40BpOBONbLEB.

5 MNpepBapuTenbHbLIN aHanNU3 uccneagyeMbix o6pasuoB

5.1 OOwue cBegeHuA

HeobxoaMmMo nogyepkHyTh, YTO PE3ynbTaToM NpeaBapUTENbHOIO aHanu3a MOXeET ObITb 3aknioyeHue o
HeuenecoobpasHOCTM NPOBEAEHUA NCCNEAOBaHNI Ha pa3apaxkaloLee 1 CeHCMOUNU3upyioLee AenNCTBue.
Obwume TpeboBaHusi npuBeaeHsl B pasaene 5 1ISO 10993-1.

5.2 Bugbl maTepuarnos

5.2.1 NpegBapuTtenbHOe onUcaHue

Heo6x0aMMO NOMHUTb, YTO B NPOLECCE U3rOTOBMEHUS U COOPKN MEAULIMHCKUX U3aenuin MoryT ObiTb UC-
NONb30BaHbl Pa3NUYHbIE XUMUYECKUE KOMMOHEHTHI, HANPUMEP, CMA304HbIE MaTepunarbl UK NOKPbLITUS AN
ocHacTkn. Kpome TOro, B XMMUYECKMX KOMMOHEHTAaX, y4acTBYIOLLMX B NPOLECCE W3FOTOBIIEHUS M3aenus, B
KOHEYHOI NPOoAYKLUMKM MOTYT NPUCYTCTBOBATL OCTaTOYHbIE KONUYECTBA aAre3uBOB, PACTBOPUTENEN U CTEPUNU-
3YIOLLMX areHTOB, a TaKKe NPOAYKTOB peakumu, obpasyomnxcs B npoyecce crepunuauymm. Hackonbko Benuk
PUCK TOrO, YTO 3T BELLECTBA ONAaCHbI ANs 340POBbS, 3aBUCUT OT CKIOHHOCTU K pa3pyLUEeHMIO Unu aAerpagaumm
KOHEYHOro M3genus.

5.2.2 KepaMuku, MeTannbl U cnnaBbl

JaHHble Matepuanbl 06bIMHO MEHEE CIOXKHbI OTHOCUTESIbHO BXOAALWMX B UX COCTAB XMMUYECKUX Be-
LLECTB, N0 CPaBHEHUIO C NonMMepamMu 1 MaTepuanaMmu U3 6MoTkaHen.

5.2.3 NMNonumepsl

Kak npaBuno, JaHHble MaTepuarnbl UMEIOT CyLLEeCTBEHHO Bonee CrnoXHbli COCTaB NO CPABHEHUIO C ONU-
caHuemM, NnpuBeaeHHbIM B 5.2.1. MOXeT NpucyTCTBOBaTb LIENbIN pag npumecen, CteneHb NONMMepu3anmm mMo-
)KET BapbUPOBATbLCA B LULMPOKMX Npeaenax.

5.2.4 MaTtepuanbi us 6uorkaHem

Ota camas CnoXxHasi No cocTasy rpynna marepuanos. OTW Matepuarnbl YacTo CoAepXaT OCTaTOuHble
KONnM4ecTBa BELLECTB, NOABMNSIOLMXCA B NPOLIECCE U3FOTOBNEHUA (HanprMep, CLUMBAIOLME U aHTUMUKPOOBHbIE
areHTbl). o NNoTHOCTM 06pas3ubl OAHOIO U TOrO XKe BUONOrMYECKoro Marepuana MoryT oTiu4aTbCs.
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MeToabl HACTOALLEro cTaHAapTa He NpeAHa3HayYeHbl Ans UCCrneaoBaHUs BUOTKAHEN, U NOSTOMY OHM
MeHee afeKBaTHbI ANA UCCNEA0BAHNA UX Pa3aPaXaloLWero 1 CEHCMBUNU3NPYIOLLETO AECTBUA, YEM ANA Ma-
TepManos Apyroi npupoasl. HanpuMep, METOAbI HACTOALLETO CTaHAapTa He PACCMaTPUBAIOT CEHCMBUNN3NUPY-
ioLiee AeNCTBUE CLUMBAIOLLNX areHTOB.

5.3 laHHble 0 XUMUYECKOM COCTaBe

5.3.1 O6wue ceepgeHun

HdomkeH GbiTb NOMHOCTLIO ONpeAeneH KavyeCTBEHHbI XMMUYECKUI COCTaB matepuana. Heobxoaumo
MMETb KONMUYECTBEHHbLIE AAHHbIE OTHOCUTENbLHO Guonormyeckon GesonacHOCTM Matepuana. Ecnu konude-
CTBEHHbIE AaHHblIe NO Buonornyeckon 6e30NacHOCTU OTCYTCTBYIOT, TO 3TOT (PaKT AOSMKEH ObiTb 0G0CHOBAH U
JOKYMEHTUPOBAH.

5.3.2 CywecTByOWME UCTOYHUKN CBEAECHUA O XMMUYECKOM COCTaBe

KauectBeHHas u konuuecTBeHHas uHAOpPMAaLUA O COCTaBe [I0IDKHA ObITh MONy4YeHa OT NOCTaBLUMKA UK
N3roToBuTeNAa mMarepuana.

[ns nonuMepoB Yacto Tpebyerca A0CTyN K MH(pbOpMaLMK, 3alULLIEHHONW NPaBamMKU HA UHTENNEKTYyanb-
HYI0 COOCTBEHHOCTL. [Ina 3TOro Heo6xoAUM AOroBOP 0 KOHMAEHUMANbLHOCTM HA Nepeaayy U UCNONb3OBaHWE
WHopMaLmu.

KauectBeHHas nHopmaumsa o gobaekax, MCNonb3yeMbix B npouecce nepepabotku (Hanpumep, BeLue-
cTBa, obneryatoLime BeICBOBOXIEHNE U3aeNUa U3 OPMBI), TAaKKe MOXKET ObITb NONy4eHa OT KOMNETEHTHOTO
npeacTaBUTENst NPOU3BOACTBA, BKIIOYAA HAMMEHOBAHME TEXHOIIOMMYECKUX CTaaui u cocTas 060pyaoBaHus.

Mpu oTcyTCTBUU KaKux-nubo AaHHbIX O COCTaBe HEOOXOAMMO MO AAHHLIM NUTEPaTYpPbl HAWTK ANA aHa-
NorM4yHoro marepmnana un ,qo6a30|( peKoMeHayeMble COOTBETCTBYIOLLIME METOAbI ANA UX aHanu3a.

MpumeyvaHue —CocTaB kepaM1Ku, METANMIOB W CNaBOB AOIMKEH ObITb onpegeneH B COOTBETCTBMU C COOTBET-
cTBytoWMMU cTangaptamm 1ISO 10993 nnu ASTM (AMepukaHckoro oblyectsa no uccnegosaHuio Matepuanos). OgHako,
YTOGbLI MONY4YNUTH MOMHLIE W JeTanbHble AaHHbIE O Ka4ECTBEHHOM W KONMMYECTBEHHOM COCTaBax MaTtepuana, HeobxogumMo
3aTpeboBaTh UX OT NOCTaBLUYMKa UMK M3rOTOBMTENS UCXOLHOMO MaTtepuana, a TaKke nonyvuTb CBEAEeHUS O AOMNONHUTENb-
HbIX BellecTBax, Ucnomnb3yemblX B npouecce nepepabotkn. MoryT 66Tk UCNONb30BaHbLI TakkKe AOCHE Ha MaTepuan unu
Lpyrue UCTOMHUKM, €Cr OHU AOCTYMHbI.

5.4 XapakrepucTtuka matepuanos

Ecnu undpopmaumsa o fetanbHOM COCTaBe matepuarna HeA0CTyNHa UK CyLLECTBYET TOSNIbKO KaYeCTBEH-
Has MHpopMaLMA, NN MOXKET OXKUAATLCS, YTO HOBLIE UMN HEM3BECTHbLIE BELLECTBA MOTYT NOSIBUTLCS B NPO-
Lilecce Npou3BOACTBA, MOXET BO3HUKHYTb HEOBXOAMMOCTb NPOBEAEHUS aHanM3a matepuana.

Heobx0anMO MCNonb30BaTh aHaNUTUYECKUE NOAXOAbl, COOTBETCTBYIOLLME UCCIeEayeMOMY marepuarny.
Bce aHanuTuyeckne MeToAMKM OOSMKHBI ObITb 060CHOBaHLI, YTBEPXKAEHbI U OTpaXKeHbl B otyeTe. Ecnu 3Ha-
yeHue pH marepuana (XMMUYECKUX PacTBOPOB) HE M3BECTHO 3apaHee, TO OHO AOIMKHO ObiTb U3MEPEHO, MO
BO3MOXXHOCTU, 0 UCNbITAHWUW in Vivo UNK in vitro. XMMUYeCKnMin aHanu3 (Ka4eCTBEHHbIN M KONIMYECTBEHHbIN)
9KCTPAKTOB MOXET NPEeAOCTaBUTb NONE3HY0 MHdopmaumio. B faHHOM KOHTekcTe Heo6XoAUMO NOAYEPKHYTH,
YTO XMMUYECKUI aHANM3 IKCTPAKTa MOXET AATb PE3ynbTaThl, Aenaiowme UCCrne0oBaHne paspaXxuTenbHOCTH
U CEHCUOUNN3ALIMN HEHYXXHBIM, TAK KaK B HUX Y)K€ MOXET cofiepXaTbCsi UHGOPMAaLMs Mo pasapaxkatoLemy u
CEeHCMBUNM3NPYIoLLEMY NOTEHUMANY COeAMHEHUI, NPUCYTCTBYIOLLIMX B PACTBOPE 3KCTPAKTA.

6 MeToabl uccnegoBaHUA pasgpaxarouwero aenucTreusi

6.1 MeTtoaw! in vitro

[sa Metoaa in vitro, uccneqoBaHWe Ha KOXe KPbIC METOAOM UPECKOXKHOTO SNEKTPUYECKOr0 CONPOTUBIIE-
Hus (TER) n EPISKIN TecT, oTHOCATCA K MeXayHapoaHbIM, 0bULManbHO YTBEPXKAEHHbLIM anbTePHATUBHBLIM
MeToAaM AN OLUEeHKU KOPPO3UOHHOTO AEWCTBUSI HA KOXY XMMUYeCKUX BelllecTB. OHaKo B HACTOSILLEE BPEMS
HET YyTBEPXAEeHHbIX METOAO0B N0 UCCNEA0BAHUIO PA3ApaXKaloLLEro AeiCTBUS MaTepranoB Ha KOXY.

HauuoHanbHble N MeXAyHaApOAHbIE OpraHM3aLuM NPoAOoIMKaloT paboTy Nno pa3paboTke u yTBEPXKAEHUIO
METOAOB in Vifro No pasapaxaiLemy AeNCTBMIO HA KOXY naparnnensbHO G MOUCKOM CEPUU anbTePHAaTUBHbLIX
METOA0B; NPOAOMKAETCA pa3paboTka METOAOB KONMMYECTBEHHONW OLIEHKWU PEeaKLMU XXUBOTHbIX U YENOBeKa AN
Gonee 4eTKOro onpeaeneHns BpeMeHU 3aBepLUEHNs1 UCCNE0BAHUS C UCNONbL30BAHUEM HEUHBA3NBHBLIX METO-
aos, cMm. C.1 npunoxeHusn C.

4
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6.2 dakTopsbl, BNUAKOLME HA NSTAHMPOBaHMe UcCriefoBaHUA U BbIGOP MeToAOoB in vitro

McecnegosaHue pasapaxarooLwero 4encTBua MeaULMHCKUX N3AENuii NPOBOASAT C KOHEYHbIM NPOAYKTOM U
(MnK) ¢ ero aKCTPaKkToOM.

Ha pesynesrarbl U3y4eHus pasgpaatoLlero 4eiCTBus 0ka3biBaloT BAMSHME cneayloLime akropsbi:

- npupoaa mnsgenud, MCnonb3yemMoro B anniaMkaymnoHHOM UCcneaoBaHUu,

- f03a uccneayeMmoro Matepuana;

- CNocod annnukauumn UCMLITYemMoro matepuana;

- CTeNeHb OKKI0O3UW,

- MECTO annnukauumn,

- NPOAOIPKUTENBHOCTL U YMCIO SKCMO3MLMUNA;

- METOAMKA OLEHKW PesynsTaToB UCcnesoBaHui.

fononHuutensHas UHOPMaLua npueeaeHa B npunoxexun C.

OnpeaeneHHan ceoboga uccnegopareseii B BbIOOpe METOLOB U >enaHue moauduumpoBatb UX Ans
MOBbILUEHUA YYBCTBUTENBHOCTU B COOTBETCTBUU C YCHOBUSAMU NPUMEHEHUSA MaTepuanos, 4acToTOW W Afu-
TENbHOCTBIO UX MCMONbL30BAHWA TPEBylT CpaBHEHWS pe3ynbTaToB WCCREeAOBaHMiA, MOMYYEHHbIX pa3HbiMU
opraHusaumaMu. OnuMcaHHble METOAUKW UCTONB3YIOT ANA UCCNEA0BaHUSA MaTepUanoB U U3LEnuin, UMEKOLLIX
MHOFOKPATHbIA W/WMW ANUTENEHBIA KOHTAKT C OpraHn3mMoMm. Mocne KOHCynsTauuin ¢ M3roTOBUTENEM UCCNEeao-
BaTenNb AOMKEH CMMAHMPOBATL SKCMEPUMEHT TaknuM 00pa3om, 4ToObl €ro NPOAOIMKUTENBHOCTL U/UIU KOHLEH-
Tpauus UCMbITYEMOro BeLLeCTBa NpeBbIlLany 3Ha4eHus, NpUMeHsseMble B MeAULIMHCKOWN npakTuke. Yeenuye-
HWe KOHLUEeHTpaLuu 3KCTpaKkTa U3 Matepuana yuuTbIBaloT NpU aHanu3e pesynsraToB 9KCNepUuMeHTa.

Mpu ncnonb3oBaHMM MaTepuanosB, KOHTAKTUPYIOLLUMX CO 340POBOI U TeM Bornee NOBPEXAEHHON KOXEN,
He onpaBiaH faXke HE3HAYUTENMbHbIA PUCK, OAHAKO MHOTWE NOTEHUUANbHbIE PA3APaXKUTENN HAXOAAT LUMPOKOE
NpUMEHeHNe B CBA3UN C NnpeobnagaHnemM ux nonesHbiX CBOMCTB.

Cneayer OTMETUTb, YTO ecnu 3Ha4YeHne pH ucnbiTyemoro obpasia MeHbLUe unu paBHo 2,0 unu 6onblue
unu paesHo 11,5, matepuan NpU3HaKT MNOTEHUMANbHBLIM pasgpaXuTeneM U aanbHenme UCCneaoBaHusa ero
He NpoBOAAT. SKCNEPUMEHTANBHO A0KA3aHO, YTO HA BO3HUKHOBEHUE CEPLE3HbIX MOBPEXIEHUI BIUSAIOT TAKKE
KOHLUEHTpaLMA UCMbITYEMOrO BELLUECTBA, BPEMS KOHTAKTa U ero xumudeckue u usmueckue csoicrea. Ecnu
npu NPOBEAEHMU UCCNEA0BAHNI f03a MaTepuana Co3HaTesnlbHO 3aBbilleHa, TO He3HaYMTeNnbHOe Hebnaronpu-
ATHOE BO3AENCTBUE NOCNEAHErO HE BCEraa ABNAETCA OCHOBAaHMEM ANS €ro 3anpeLueHus.

6.3 ViccnegoBanue pasgpaxarowero eiCTBUS HA KOXY IKCNEePUMEHTASIbHBIX XXUBOTHBIX

6.3.1 MpuHUMN MeToaoa

OueHMBAaKOT NOTEHLMANbHY CNOCOGHOCTL MaTtepuana okasblBaTb pasgpaxkaiollee AeCTBUE Ha KOXKY
>KMBOTHOTO. B ka4ecTBe aKCnepuMeEHTanbLHON MOAENU NpeanoYTUTENIbHEE UCNONbL30BaTh KPONnuKa.

6.3.2 ccneayeMbit maTepuan

Teepable BeLuecTsa (BKNIOYAsA NOPOLUKM) UMKN KUAKOCTb FOTOBAT K MCCNEAOBAHUAM B COOTBETCTBUU C
NpUnoXxeHuem A.

[na gemoHcTpaummn YyBCTBUTENBHOCTU OLEHKM XenaTenbHO, AONOMHUTENLHO K OTpULATENBHOMY KOH-
TPOMIO, BBECTU NONOXUTENbLHLIA KOHTPOSb AN KAXA0r0 XXUBOTHOTO. Tak kak 06pasLibl M KOHTPOIb UCCNERYIOT
B [ABYX MECTax Kaxablil, TO CrneayeT NPUMEHATE MakCUManbHO He Gonee AByX UCCneayeMbIX MaTepUanoB C
KOHTPOMEM Ha OAHOM >XXWBOTHOM C UCMOSIb30BAHMEM NPU annNMKaLMKU OAHOTO U TOFO Xe PaCTBOPUTENA.

6.3.3 SKcnepuMeHTarnbHble XUBOTHbIE U UX coaepXaHue

Mcnonb3yloT NonoBo3penbiX MOMOAbIX KPONMKOB-anbOMHOCOB OAHOW NWUHUKM, NM06GOro nona, Maccoi He
MeHee 2 Kr.

AKKNMMaTU3aLUIO U YXOA 38 XKMBOTHLIMW OCYLLECTBIAIOT B cOOTBETCTBUU € ISO 10993-2.

Mpu oxxuaaemMoii peakummn pasgpaxeHus Ans NEPBUYHON OLIEHKU UCCREAYEMOro Marepuana Ucnonb3ay-
0T OAHO XMBOTHOE. ECnn HabnoaaeTcsa XopoLo BbIPAXEHHAS NONOXUTENbHAA peakuus (OLeHOYHbIN Gann
Gonblue aByx nMbo AnA spuTembl, MMOO ANa oTeka, cM. Tabnuuy 1), AanbHenLwWwne UCCNeaoBaHUA NPOBOAAT
MWHUMYM Ha ABYX XUBOTHBIX.

Ecnu BO3HMKHOBEHME peakumn pasapaKeHus ManoBepPOATHO, TO NEPBUYHYIO OLIEHKY NMPOBOAAT HA TpeX
>KNBOTHBIX.

Ecnu pesynkraTtbl UCCIEL0BAHUI, NOJNYYEHHbIE HE MEHEE YEM Ha TPEX >KUBOTHLIX, COMHUTENbHbI UMK
HESICHbI, NPOBOAST AOMNOMHUTENbHbIE UCCNEN0BAHUA.



rocCTISO 10993-10—2011

6.3.4 NMpoBegeHue uccneaoBaHum

6.3.4.1 MNMoAroToBKAa XXMBOTHbIX

Kputuyeckum chakropom nccreoBaHus ABNAETCA COCTOAHUE KOXM XXMBOTHOTO. MCNOnNb3yloT TONbKO XU~
BOTHbIX CO 310POBOM HEMOBPEXAEHHON KOXEN.

3a 4—24 4y n0 Hayana NpoBEAEHUA UCCNEA0BAHMI BbICTPUIAIOT LLIEPCTb HA y4acTKax Nnowaabio npu-
MepHo 10 x 15 cm no o6eum CTopoHaM CMMHLI AN annnukauuu 1 HabniogeHus.

n punMmMeyYyaHune — CGpl/IBaTb LWepCTb Ha NOArOTOBNEHHbLIX y4YacTKax HeOGﬂSaTe.I'IbHO, TaK KaK npakTtuka no-
Ka3arna, 4YTo 3TO He BIMUAET Ha pesynbraThl VICCJ'Ie,qOBaHVIﬁ.

Mpu MHOrOKpaTHOM BO3AEICTBUM UCCNEA0BAHNA NPOBOASIT B COOTBETCTBUM ¢6.3.4.2,6.3.4.3unn6.3.4.4
B TeueHue He bonee 21 cyT.

6.3.4.2 Annnukauusa nOpoLUKOOBpPa3HbIX M XMAKUX 06pa3LoB

Hanocar 0,5 r unm 0,5 Mn uccnegyemoro marepuana Ha KOXy C KaKAOW CTOPOHbI, Kak NOKa3aHo Ha
pucyHke 1.

Mopolukoo6pa3sHbIi uccneayemblii MaTepuan nepea HaHeCEeHWEM Crierka CMadMBaloT BOZIOM UMK APYIUM
noaxoAsiLUM pacTBOPUTENEM.

Y4yacTkn C HAHECEeHHbIM MaTepnanoM CBepXy MOKPLIBAKOT KyCOYKAMU TKAHU MU Mapnu, CIIOXKEHHbIMU
BYETBEPO, NNoLaabio 25 X 25 MM U (PUKCUPYIOT NOSMYOKKNIO3UMOHHOWM UITM OKKIIIO3MOHHOW NOBA3KOW. Bpems
JKCNO3ULIMN — HE MEHEE 4 Y. YAansIoT 3aLMTHYIO0 NOBA3KY M KYCOYKM TKAHU, OTMEYAIOT NONOXEHME Yy4aCTKOB.
3atem yaansior oCTaTku UCNLITYEMOro BELLECTBA COOTBETCTBYIOLMMMN CPEACTBAMU, HANPUMEP TENMOW BOAOM
UK APYrMM pacTBOPUTENEM, HE OKa3biBaIOLUM PasapaXxatoLero AeiCTBUA, U HAaCyX0 NPOMOKAIOT.
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1 — ronosa; 2 — uccneayemas obnacTb; 3 — KOHTponbHas oBnacTb; 4 — BbICTPUXEHHAA gopcanbHas obnacTb;
5 — KoHTponbHas o6nacTe; 6 — nccneagyemas obnacts; 7 — XBOCT

PucyHok 1 — PacnonoxeHue obnacteil 4ns annnvkauum

6.3.4.3 Annnukauusi SKCTPaKTOB U pacTBOPUTENS

CMaymnBaloT COOTBETCTBYIOLLUMM IKCTPAKTOM CIOXEHHbIA BYETBEPO Kycodek Mapnu (0,5 mn Ha Kycouyek),
NPUKNaabIBaloT €ro K y4acTKy KOXU C KaXKJO0W CTOPOHbI CMIMHBI XXMBOTHOIO, KaK NOKasaHo Ha pucyHke 1. KoH-
TPOMbHbIA KyCOMEK Mapsu, CMOYEHHbI pacTBOPUTENEM, MOMELLAIOT Ha KOXy ApPYroro ydacrka.

[okpbIBaKOT MECTa annnuKaLuii NONYOKKNIO3UMOHHOW UK OKKMIO3MOHHOM NOBA3KOW HE MEHEE YeM Ha 4 .
3aTem CHMMAKT (PUKCUPYIOLLYIO MOBSI3KY M OTMEYAIOT MOJIOXKEHUE Y4acTKOB, YAANAOT OCTaTKU UCTIbITYEMOIO
BELLECTBA NOAXOAALLMMU CPeACTBAMU, HANPUMEP TEMNOW BOAOW UMW APYrMM PacTBOPUTENEM, HE OKA3biBalo-
UMM pasapakatoLLero AeiCTBUS, U HaCyXx0 NMPOMOKAIOT.

6.3.4.4 Annnukauus Teepabix 06pasLos

MpuknaabialoT 06pasLibl UCCRIeAYEMOro Matepuana Ha KoXy CruHbl Ka40ro KposiMKka C KaXaow CTopo-
Hbl MO3BOHOYHMKA, KaK NOKa3aHo Ha pucyHke 1. MogobHeIM 06pasoM NpuKNaabIBalOT KOHTPOIIbHbLIE 0Bpas3ul
Ha KOXy CNWHbI KaXaoro kponuka. MoBepxHOCTb TBEpAbIX 06pasLoB (KOTOpbIE NPU HEOBXOAUMMOCTU MOTyT
ObITb U3MENbYEHbI) CMaYUBaLOT BOAON UNKU APYIMM pacTBOpUTENEM, YTO no3eonsaeT obecneunTs Gonee nnot-
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HOe npuneradme obpasua Kk Koxe (CM. npunoxeHue A). ECnu B onbiTe NCNONbL3YIOT pacTBOPUTENb, YYUTbIBAKOT
€ro BMUsIHUE Ha pe3ynbTathl SKCNepuMeHTa.

MokpbIBaIOT MccneayemMblin oGpasew, 3aWMTHLIM NOKPLITUEM paszMepammn 25 X 25 MM (Takum Kak noay-
Leyka TKaHu unu Mapnu) u oMKCMpyoT MecTa annnmkauum NonyoKKO3MOHHOW MU OKKIMO3MOHHOR NOBA3KOW
He MeHee 4yeM Ha 4 4. 3aTeM CHUMaAIOT NOBA3KY, OTMEYaloT NONI0XKEeHNEe y4acTKOB, yaanAwT OCTaTku uccne-
AyeMmbIX maTtepuanos noaxoaALLmMMN cpeacTesammu, HanpuMep TENMOW BOAON UNU APYTrUM PacTBOpUTENEM, He
OKa3bIBAKOLLMM pa3apaxatoLLlero AeCTBMS, U HACYX0 NPOMOKALOT.

6.3.5 O6cnenoBaHue XUBOTHbIX

6.3.5.1 OBwume nonoxeHus

HabniogeHne 3a peakumen KOXU OCYLLECTBMSIOT NPU €CTECTBEHHOM Unu GRM3KOM K €CTEeCTBEHHOMY
NCKYCCTBEHHOM OcBeLleHun. ONMCbIBAIOT U OLEHUBAIOT CTEMEHb KOXKHOW peaKkuum, BKITIOYas IpUTEMy U OTEK,
B COOTBETCTBMU C Knaccudukauuein, npeacrasneHHon B Tabnuue 1, Ana Kaxaoro y4acrka u Kaxxgoro uHTep-
Bana BpeMeHu HabnoaeHus.

Peructpupytot pesynsratbl B 0T4eTE 06 UCCNEAOBaHUMN.

MpumMeyaHUe — B HEKOTOPLIX Cry4asX MOXHO NPUMEHATb MMCTONOMMYECKUe U HEUHBA3UBHbLIE METOAbI
ncenegoBaHuA.

6.3.5.2 OgHOKpaTHbIN annnnKaLUOHHBIN METOA

Mpn 0AHOKPaTHOM BO3AEWNCTBMM PETUCTPUPYIOT COCTOSIHUE KaXAO0ro yyacTka KOXu, rae nposoaunu an-
nnukauum, Yepes 1, 24, 48 n 72 4 nocne yaaneHusa obpasuos. bonee anurenoHoe HabniogeHue (HO He Gonee
14 cyT) NpoOBOAAT NPY BO3HUKHOBEHWUM CTOMKMX U3MEHEHUI KOXMU AN onpeaeneHusa ux obparumocTu.

Tabnuya 1— Cucrema knaccudukaLmmn KOXHbIX peakuyuit

Peakuua | OueHka B 6annax
OpwTema n o6pasoBaHue cTpyna
OTcyTCcTBUE 3pUTEMBI 0
OueHb cnabas sputema (eBa 3ameTHas) 1
XopoLlo pasnuynMas apurema 2
YMepeHHasa aputema 3
Pesko BbipaxkeHHas apuTema (TeMHO-KpacHas) ¢ oGpasoBaHUeM cTpyna 4

O6pa3soBaHue oTeka

OTcyTCcTBME OTEeka 0
OueHb cnabblii 0TeK (crerka 3aMeTHLIN)
3aMeTHbIA 0TeK, BbICTYNatoWmUii Hag NOBEPXHOCTLIO KOXN U UMEIOLLMIA YETKO BblpaXKeHHbIe rpa- 2
HULbI
YMepeHHbI oTeK (BbICTyNaroLMil Hag NOBEPXHOCTLIO KOXWU OKono 1 MM) 3
BblpaxeHHbI# OTeK (pacnpocTpaHeHHbIA, BLICTYNAOWWIA Hag NMOBEPXHOCTLIO KOXKU Boree yem 4
Ha 1 MM)

MakcumarnbHo BO3MOXHOE Yucno 6annos 8

MpumedaHune — [pyrvie KoxXHble peakumn 4OMmKHbI ObITb BHECEHBI B OTYET 06 UCCNEA0BaHUM M 3aperucTpMpoBaHh.

6.3.5.3 MHOrokpaTtHbIn annnukaymoHHbIN METOA

Mpu MHOrOKPaTHOM BO34EWCTBUM PETMCTPUPYIOT COCTOSIHME KOXU B MECTe annnukauum vyepes 1 4 nocne
yaaneHus obpasua u HeMoCpPeACTBEHHO Nepea cneaylowen annnukaumei. Flocne nocnegHen annavkauum
PErMCTPUPYIOT COCTOAHME KaXKaoro ydacrtka yepes 1, 24, 48 n 72 4 nocne cHatua obpasuos. bonee anutens-
Hoe HabniogeHue (HO He Bonee 14 cyT) NPOBOAST NPU CTOMKMX U3MEHEHUSIX KOXM AN onpeaeneHust ux ob-
paTUMOCTH.

6.3.6 OueHka pe3ynbTaToB

Mpu ocTpom BO3AENCTBUM ONPEAENSAIOT UHAEKC NepBuYHOro pasgpaxenusa (UMNP), npu aToM Ans kax-
A0ro >XMBOTHOIoO CKrnaabiBakOT Oannbl NepBMYHOrO pasgpakeHusd, BbI3BaHHOIO UccnegyemMmbiM Marepuanom,
BKNIOYASA OTEKU U SpUTEMBI, B KaXKablA MHTEPBAN BPEMEHU HabnoaeHus U AenaT ux Ha obluee Yucno Ha-
onogeHun (Ha 6 — no 2 Ha Kaxkabli MHTepBan BpeMeHu). Ecnu B nccnegoBaHmsix MCNoMbL30Basncs KOHTPONb,
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BbIMUCASAIOT 6ann NepBUYHOTO pasgpaxeHus KOHTpons. Ans o6bekTUBHOCTM uccneaosanuii u3 6anna nep-
BWUYHOTO pasgpaXkeHUs UccneayemMoro marepuana BbluuTaloT 6ann NepBUYHOrO pasapaXKeHUs KOHTPONSL.

[na BbluMCREHUI UCNONB3YIOT TONbLKO AaHHbIE HAabnoAeHUN, nofnyyYeHHble Yepes 24, 48, 72 4. Habnio-
AEeHUs, caenaHHbie Npu onpeaeneHuy A03bl UMK NO3XKE YeM Yepes 72 4, BO BHUMAHWE HE NPUHUMAIOT.

Ansa nonyyenus UMNP cknaabiBaloT 6annbl KaXa0ro XXMBOTHOTO U AENAT HA YMcno ocoben.

Mpu MHOrOKpaTHOM BO3AENUCTBMU ONPEAENSIOT UHAEKC CYMMAPHOTO pasapaXkeHus, Npu 3TOM Ans KaXk-
JOr0 XXMBOTHOTO CKNaAblBaloT 6annbl pasapa)keHus, BKNOYasa 3puTeMbl U OTEKU, B KaXKAbIN UHTEPBan BpemMe-
HW. [lenaT nonyvyeHHOe YuCno Ha obLuee Yucno HabnoaeHui U Nony4aloT cpeanuni 6ann pasapaxeHust ans
Ka)kaoro >XMBOTHOTO.

[na nonyyeHus nHAeKCa CYMMAapPHOro pasapa)eHUs CknaabiBaloT cpeaHue 6annbl pasapaXeHus Bcex
NoAONbITHLIX XMBOTHLIX U AENAT HA YUCNO 0coben.

MHaekc cymMapHOro pasgpaxeHusi CpaBHUBAIOT CO 3HAYEHUSIMU, NpPeACTaBneHHbIMU B Tabnuue 2, u
pPEerncTpupyioT B otyeTe 06 uccnegoBaHuu.

Tabnuya 2 — CreneHn oTBETHON peakunn Ha pasgpaxeHue Y KporukoB

OTBeTHaA peakuma Yucno 6annos
HesnauntenoHas Or0po0,4
Cnabas Ot05801,9
YMepeHHasa 01208049
BblpaxeHHasn O15,0808,0

MpuMeyaHune — UNHAEKC CyMMapHOro pasapaxeHUs No3BOMSET IKCTPANoNMpoBaThk Ha YenoBeka pesyrb-
TaTbl onpefenenua UMNP Ha xuMudeckne BeLecTsa y KPONUKOB, YYUTLIBAsA NpeAblAyLUniA onbiT UCCNefoBaHusA psga Xu-
MWU4€ECKUX BELLECTB Ha 060unx BuAax.

Ana kaxaoro cny4as onpeaensioT MakCUMarbHbIA OTBET HA pa3fpaxeHue, (PUKCMPYIOT Bpems, npu
KOTOPOM 3TO pasapaxeHue BO3HMKAET, U ero NPOAOIMKUTENbHOCTb.

OueHka B Gannax U onucaHus, NpeACTaBnNeHHble B Tabnuue 2, xapakTepu3syoT MHAEKCHI NEPBUYHOIO U
CYMMAaPHOro pasgpakeHui.

6.3.7 NpeactaBneHue pesynsraToB

B otueT 06 nccneaoBaHusax BKNOYatoT:

- ONMcaHue ucnbiTyeMoro obpasua;

- npeanonaraemsiin CNocob NPUMEHEHUs MaTepuana unu usgenus;

- nogpo6HOe onucaHue NOAroTOBKM 06pasLa K MCCNea0BaHUNAM,;

- BUA 9KCNEPUMEHTATbHbIX XXUBOTHbIX;

- cnocob annnukaumu uccrneayembix obpasuos;

- METOAbI BEAEeHNSA HAaONoAEHNUI U UX perncTpauuu;

- OLIEHKY pe3ynsTaToB.

6.4 UccnepoBaHue pasgpaxarolero e iCTBMSA Ha KOXe YerioBeka

6.4.1 BBegeHue

B HacTosiLee Bpemsl NPOrHO3 KOXKHOIO pasapaXkeHWs1 y YenoBeka Ans onpefieneHus BpeiHbiX (akTopoB
OCHOBAH Ha UCNONb30BaHWUU MOAONBITHLIX XKMBOTHLIX (CM. NpunoxeHune C). Tem He MEHEe, CyLLECTBYIOT Npo-
OrneMel 9KCTPanonALMM OT >KMBOTHBIX HA YenoBeka. [na XMMUKaTOB, KOHTAKT YeroBeka C KOTOPbIMU BbICOK
(Hanpumep, KOCMETUKA U YUCTALLME CPEACTBA), OLEHKY PUCKA YaCTO NMPOBOAAT C MOMOLLbLIO anninKaLuUuOHHOIo
METOAa Ha KOXe YenoBeka.

McecnegoBaHusa Ha YenoBeke MOTyT CRYXXUTb HECKONbKUM LIENSAM:

a) NnpsiMoe onpeaeneHme onacHOCTU AN YenoBeka NPoBeAeHUEM TECTUPOBAHUSI XUMUKATOB Ha NMOASX,
a He Ha NabopaTopPHbIX XXUBOTHBIX;

b) npeaocraBneHune oLEHKM pucka Ans onpeaeneHHbIX XMMUKATOB, KOHTAKT YENoBeKa C KOTOPbIMU BbICOK;

¢) obneryeHune aKCTPaNONALMM AAHHBIX, MONYYEHHBIX PAHEE NPU UCCNea0BaHUAX NatopaToOPHbIX XKUBOT-
HbIX, Ha YenoBeka.

Hacrosimin ctaHgapT no3BonseT NpPAMoe NonyYyeHne Ans YernoBeka AaHHbIX MO Pasfapa)KeHMI0 KOXKW B
Lensx onpegeneHus BpeaHblx hakTopoB. Ero uenblo aensetca onpeaeneHue, npeacrasnsaet nu cobon mare-
puan onacHOCTb, BEAYLLYIO K 3HQUUTENbHOMY Pa3apaXKeHUIO KOXKM Nocne OCTPOro BO3aeWCTBUS.
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KnuHnyeckue ucnblTaHus 40SMKHbI NPOBOAUTLCA B COOTBETCTBUM C ISO 14155-1 n ISO 14155-2.
Mpumevarnune —B C.1 npunoxeHus C npuseaeHa ganbHeiwas uHopMaLns No UCCnefoBaHUsaM pasgpaxeHus.

6.4.2 NMpeaBapuTenbHbIA aHaNu3

[ns yBepPEHHOCTM B TOM, YTO UCCNEA0BAHNE He npeacTaBnser coboi HUKAKOro 3HAYUTENbLHOTO puUcka
NS 370pOBbS, AOMKHA ObITb B HANUYMKM afekBaTHas MHOPMaLMA NO TOKCMYHOMY npodunio matepuana u
(rae npUMeHMMO) COCTaBMAOLLMX €ro XMMUKATOB, BKMIOYAs AAHHbLIE BMUTLIBAHNUS YEPES KOXY.

Marepuansl He 4OMKHbI UCNbITLIBATLCA Ha NIOAAX, €CNU

a) B NporHosupyoLlen npotde ObiNo NokasaHo, YTO OHU ABMAOTCA pasgpaXkutenamu, in vitro unu in vivo,

b) B nporHosupytowen npobe Bb1no NOKa3aHo, YTO OHU ABNSIOTCA €AKUMM, in Vitro unw in vivo,

C) NOTEeHUManbHaa €aKkoCTb ANA KOXW YenoBeka MOXET ObiTb CNPOrHO3MpoBaHa Ha OCHOBE COOTHOLLE-
HWA CTPYKTypa/aencTame n/mnm pusnko-XumMm4eCcKMx CBOWCTB, TAKUX KaK CUMbHAs KUCINOTa UK LLENOYb,

d) OHM NpeacTaBNAT PUCK CEHCUBNMM3ALIMKN KOXKU UMW AbIXaTeNbHbIX MyTEN,

€) OHU NpeacTaBnsAT Mobylo CTeNeHb ONACHOCTM OCTPON TOKCUMHOCTM NMPU YCNOBUSIX UCCIEA0BaHMA M/Mnu

f) oHn npeacTaBnAOT MOGYI0 FEHOTOKCUYHYIO, PENPOAYKTUBHYIO UMK KaHLEPOTeHHYIO ONacHOCTb.

JaneHeinwme nHCTpykummu no Beibopy 4o6poBonbLEB NpuBeaeHsl B 6.4.5.1 u C.1 npunoxenus C.

6.4.3 MpuHuMn meTopa

OnOHOKpaTHYIO 403y TECTUPYEMOrO Marepuana HaHOCAT NOA OKKIIO3UEN Ha KoxXy A06poBonbLeB. Pas-
ApaxeHue CBOAUTCH K MUHUMYMY HaHECEHUEM UCCneayemMoro MaTepumana Ha KopoTkue nepuoabl. Bonee anu-
TerbHbIE NePNOAblI BO3AEWCTBUS MOTYT ObITb NPpUEMNEMbI NPU ONpeferieHHbIX YCOBUSIX.

OCHOBHBIM CNOCOOOM OLIEHKM SIBMSAETCS ONpeaeneHne nponopLumm 4o6poBosbLEB, Y KOTOPbIX NOSIBUNOCH
KOXXHOE pasfpakeHue, CBsI3aHHOe C peakumein Ha CONyTCTBYHOLLMIA MaTepuarn NonoXuTEeNbHOTO KOHTPONS.

6.4.4 OnucaHue metoaa

6.4.4.1 Boei6op £oOpOBONbLEB ANSt UCCIIEA0BaHUSA

HacTosawui cTaHaapT npeaHasHaveH Ans npoBeaeHUss UCNLITAHUI Ha 300POBLIX 06pOBONbLUax. BeibpaH-
HbIM 406 pOBONbLAM AOSHKHO ObITh, N0 MEHLLUEN Mepe, 18 NET; OHMU He AOMKHbI ObITb GEPEMEHHLIMU UNKN KOp-
MUTb rpyabto. Kpome Toro, 406poBOSbLb, C M3BECTHOW YYBCTBMTENBHOCTLIO K UCCIIedyeMOMYy Matepuany unu
AEMOHCTpUpytoLwme niobble NpU3Haku AepMaTnTa, A0KHLI ObITb UCKIIOYEHbI U3 uccneaoBanus. Beibop ao6po-
BOMNbLEB AOMKEH NPOXOAUTL Noa HAbnioaeHueM aepmaronora Unu Apyroro KeanuuuUpoBaHHOTO cneLuanucTa.

6.4.4.2 [purotoBneHue 103

»Kuakue uccnegyemble marepuansl 00bIMHO MCNONbL3YIOT B HEpa3BeaeHHOM Buae. [pu uccneqoBaHum
TBEpAbIX BELLECTB, YBNAXHAIOT UCCneayemblii marepuarn HebonbLmm Konu4ecTsom Boabl (06bMHO 0,2 M) U,
npu HeobX0AMMOCTH, APYIMM MOAXOASLMM PacCTBOPOM AN ofecneyeHns XOpOLLEero KOHTaKTa C Koeid. He-
00X0MMO yuUTLIBATH CTPYKTYPY TBEPAOIO BELLECTBA, U BLIOOP NOATOTOBKU MCCReAYEMOro Martepuana [OorDKeH
ObITb 060CHOBaH. [NpU UCMONbL30BaHUM YBNAXHEHHBLIX 006pa3LoB He0OX0aAMMO y6eanTLCS, UTO KaXKabli CyObekT
nonyyaet O4MHaKOBOE KONUYECTBO UCCneayemoro marepuana. cnonb3yor 04MHaAKOBOE KONIMYECTBO BOAbI ANA
YBIXHEHUS KOXXU KaXA0ro 40OpOoBONnbLA B UCCMIEA0BAHWUU U OTPAXKAIOT 3TO KONIMYECTBO AOKYMEHTArbHO.

Mpu ucnonb3oBaHuMu pacTBOpUTENsS HEOOXOAUMO YUUTLIBATL €70 BIMSTHUE HA KOXXHOE pa3fpaKeHUe UC-
cnegyembiM Marepuanom. Ecnu B kauecTtBe CMauMBaloLWEro areHTa Ans TBepAbiX COeAMHEHUI UCTIONb3YEeTCs
pacTBopuTesb, He ABMSIIOWMUIACA BOAOW, paCCMaTpUBAatOT BO3MOXHOCTb NPUMEHEHUS annnuKaLumn ¢ KOHTPOrb-
HbIM PACTBOPOM (KOHTPOJSIb PACTBOPUTENS) HA KaXAO0M CyObekTe.

6.4.4.3 lNpoBeaeHune uccnegoBaHna

6.4.4.3.1 Yucno gobpoBonbLEB

MccneaoBaHue AOMKHO ObiThb BLINMONHEHO, NO MeHbLUEN Mepe, Ha 30 406pPOBONbLAX, HE MEHEE TPETU U3
KOTOPbIX AOIKHbI ObITb MPOTMBOMNONOXHOIO Nona.

6.4.4.3.2 Cnocob annnukauum nccrneayemoro Mmarepuana

HaHocAT uccnegyembin Marepuan Ha HEMOBPEXAEHHYIO KOXKY B NMPUEeMIIEMOM MECTe, Hanpumep, Ha
BEPXHIOIO BHELLHIOK YaCTb PYKU, MOCPEACTBOM OKKIMIO3UOHHOWM KaMepbl, COAEKALLIEH MaprneByio NPOKNaaKy.
MecTo HaHeCceHus! JOMKHO ObiTb OAMHAKOBLIM ANA BCeX A0OPOBOSbLEB U OTPAXKEHO AOKYMEHTaNbHO. ObbIY-
HO pasmep annnukauuu AOSDKEH COCTaBMATb Kak MMHUMYM 1,8 CM, NpeanoytuTenbHo 2,5 cMm B AuaMeTpe.
Annnukauus AoMmKHa HaXOAUTLCH B KOHTAKTE C KOXEeW C NOMOLLIbIO NOAXOASILLEN HepasapaXkaloLLe NOBA3KU,
BKITIOYaA HEPA3Apa>kaloLUyIo NIUMKYIO NIEHTY, B TEYEHUe BCe NPOAOIMKUTENBHOCTU Nepuoaa BO3AENCTBUS.

Annnukauus AorpKHA coaepXkaTb afeKBaTHYI0 403y HA Mnowaab €AUHULbIL: ONTMMArbHbIM CHATAETCS
npumepHo ot 50 go 100 mMr uccnegyemoro marepuana Ha KBagpaTHbi CaHTUMETP. pu HAHECEHUM XUAKUX
uccnegyeMbix marepuanoB o6biiHO AobasnsioT oT 0,2 40 0,4 Mn K MapneBoii NPOKajake, Noka Ta He CTaHo-
BUTCA BnaxxHoW. NMpu uccnegosaHum TBepabIX Matepuanos 06bi4HO 0,2 T uccrnegyeMoro Marepuana cmaduu-
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BaloT M f06aBNAIOT K MapneBoi npoknaake. Kak anstepHaTUBHbIA METOL HAHECEHMS TBEPAbIX MaTEPManoB
MapreBylo NPOKNagKy CMa4yuBaloT U UCCreayeMbiM MaTepuanomM NOKPbIBaOT BECb UCMbITYEMbINA Y4aCTOK.

6.4.4.3.3 NpoaonxmTenbHOCTb BO3AENCTBUA

Bo nsbexaHue Henpuemnemo CUnbHbIX peakymnii Heo6xoaAMMO MCMONbL30BaTb aAanTUPOBAaHHLIN NOAX0A4
K uccrniegosaHuto. Metoauka nocneaoBarenibHOM annnMkaummn 4aeT BO3MOXHOCTL Pa3BUTUS NOMNOXUTENBHOTO,
HO HEe TSDHKEnoro, OTBETa Ha pasapaXiutenb. ANNNMKaLMm NPUMEHSIIOT NPOrpecCuBHO, Ha4YMHas ¢ ANUTENbHO-
ctm B 15 1 30 MuH, 1 8o 1, 2, 3 n 4 4. BoamoxkHo nponyctuTb 15 n/mnu 30-MUHYTHbLIE Nnepuoabl BO3AENCTBUA
npu HanUyuuU AOCTaTOYHbIX NPU3HAKOB TOrO, YTO YPE3MEPHLIX peakuuii He npousonaeT nocne 1-4acoBoro
Bosaencreus. MNepexon k 6onee ANMTENLHOMY BO3AENCTBUIO, BKMOYasA 24-4aCOBOE BO3AEHCTBUE 3AKPbITOM
annnukauuein Ha HOBOM yJacTke Koxu, OyAeT 3aBUCETb OT OTCYTCTBUS KOXHOTO pasapakeHus (OLeHMBaAEMOro
no MeHbLUEN Mepe A0 48 1), BO3HMKAIOLLErO OT Bonee KpaTkoro BO3aencTaus, 4ns obecnevesmns Toro, 4todbl
nobas 3ameaneHHas peakuusa Ha pasgpaxutens 6bina ageksaTHO OLEHEeHa.

Annnukaumio marepuana Ha bonee AnNUTENbHLIN NEPUOS BO3AEUCTBUA BCEraa NpOBOAAT HA paHee He
06paboTaHHbIN y4aCTOK.

B koHUe nepuoaa BO3AENCTBUS yAANsioOT OCTaTKM UCCIIeayeMOoro matepuana, ucnonb3ys, no nokasaHu-
SIM, BOAY UM COOTBETCTBYIOLLMI PACTBOPUTESb, HE MEHSIIOLLMIA CYLLIECTBYIOLLIEN KOXXHOW peakLumn unu uenocT-
HOCTM anuaepmuca.

6.4.4.3.4 OrpaHn4eHna B ANUTENLHOCTU BO3QENCTBUSA

B pononHexnne k uHopmauumn 06 yBenmyeHuu ANUTENbHOCTU anniMkauuu, Kak onucaHo B 6.4.4.3.3,
€Ccrnun eCTb NoA4O03PEHMUS, YTO Marepuan MOXET Bbi3BaTb CUMbHOE pasgpaxeHue, Heo6xoauMo UCMOoNb30BaTh
3HAUYUTENBHO COKPALLEHHOE BpeMsi BO3AEWCTBUS, BO3MOXHO, B OTPAHMYEHHON MO YUCTIEHHOCTH rpynne Aobpo-
BOnbLEB. [1porpecc nccnenoBaHusi 3aTemM MOXeT ObITb onpeaeneH Ha OCHOBE NONMYyYEeHHbIX AaHHbIX. [locneny-
IoLmMe annnukayuum HaHOCAT TONbLKO NOCNe NONyvYeHUs pe3ynsratoB AaHHbIX nocne 48/72 u.

6.4.4.3.5 KnuHuueckoe HabnioaeHme u OLeHKa KOXHbIX peakLui

O6GpaboTaHHbIe y4acTku OCMaTpPUBAIOT HA NPEAMET NPU3HAKOB PasAPaAKEHUS U KOXKHYIO PeakuuIo oue-
HUBAIOT HEMEANEHHO NOCNe yaaneHna annnukauyumn u nocne 14 10 2, 24, 48 n 72 4 nocne yaaneHua annsnuka-
uun. Ecnn HeoBxoaumo onpeaenutb 06paTMMOCTbL OTBETA, Nepuoa HabnioaeHust MoXeT ObiTb NpoaneH bonee
72 4. JONOMNHMTENBHO COCTOSHME KOXM A0 U NOCne uccneaoBaHnsl AOMKHO ObiTb TLWATENLHO ONUCAHO (Ha-
npumep, MUrMeHTauumsa U cTeneHb yenaxHeHus). KoxxHoe pasapaxeHue OUeHMBAIOT U 3anNUCbIBAIOT COrNacHo
OLEHOYHOM WKane B Tabnuue 3.

B03MOXHO NpuMEHeHUe HEMHBA3UBHbLIX OUOUHXEHEPHBIX METOAOB (CM. Npunoxenue C).

Ta6nuuya 3 — MccnepoBaHne pasapaxeHusi Ha KoXe YenoBeka, OLieHOYHasnA wKana

OnucaHve oTBETHON peaKLyu Bannbl
HeT peakuuu 0
Cnabo nonoxuTensHasi peakumsi (06bl4HO OXapaKTepn3oBaHHas Nerkoi apuTeMoin U/Unm cyxocTbio 1

Ha Bonblueit YacTun obpaboTaHHOro y4acTka)

YMepeHHO nonoxuTensHasa peakums (06blMHO OTYETIMBAA SpUTEMA WUIM CYXOCTb, BO3MOXHO pac- 2
npocTpaHsitoLasics 3a npegensl 06paboTaHHoro y4acTka)

CunbHO NonoxuTenbHas peakums (CunbHas 1 3a4acTyro pacnpocTpaHsioLLascs apuTemMa ¢ OTeKoM 3
wvnu obpasoBaHueM cTpyna)

Mpeanonaraetcs, uto go6pososbubl ¢ 6annom 1 1 6onee nocrne BO3AeCTBUA ANUTENBHOCTBIO MEHEE
4 4 nokaxxyT Bonee cUNbHYIO peakUMIo Npu BO3AEHCTBUM MaTepuana AnuMTenbHOCTbIO B 4 4. Kak Tonbko Obina
nony4eHa oueHka 1 6ann nnu Beile, HE0OXOAMMOCTb NOABEPraTh pearvpyroLlero 4o6poBornbLa JanbHenLwei
06paboTke matepuanom otnagaet. MoxeT noHagobuTbCs ganbHelwee HabnoaeHe AnA Haanexatlero yxo-
faa 3a gobposonbLem. B gononHeHue k HabnoAEHUIO 3a pasgpaxeHuem nodbie apyrue apdekTsl JO0mKHBI
ObITb OTPaXXEHBLI AOKYMEHTANLHO UM NOMHOCTLIO OnMcaHbl. Hanpumep, 4o06poBOsbLbl 4OMKHbI BbiTh 0ByYeHbI
Aenatb KOMMEHTapUKU B CBSI3W C HAHECEHUeM annnukauuin (Hanpumep, CEHCOPHbIEe apdeKThl), a IKCnepThl
JOMKHbI BbITb FOTOBLI OTMEYaTb HEMEANEHHbIE OTBETLI (HANPUMEP, KpanuMBHULY), KOr4a annavkauuu yaoane-
Hbl. Takue HabnogeHUs MOryT He 0603HaYaTb pasgpakaloero adekTa, HO OHWU AOSKHBI ObITb BKMIOYEHBI
B oTYeT 06 uccrneaoBaHum, ecnu 3ameveHbl. [1pn Ux BaXKHOCTU OHW AOMKHbI ObITb YYTEHbI B YNPABNEHUU UC-
cnegoBaHueM ans obecnedeHUs Haanexallero yxoaa 3a gobposonbLamu.
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KpuTUYeCckuMm nonyyeHHbIMU AaHHLIMU SBMSETCA YUCNO A0OPOBONLLEB, Y KOTOPLIX NOABUAOCL UMK
0XXMaanoch NosiBNIEHUE pa3fpaXKeHUA KOXU nocre Bo3aencTeust Ao 4 4. Bpems, Tpebyloweeca ansa Bbipa-
60TKM UHAMBUAYANLHOTO OTBETA (€CNU TAKOBOW €CTb), HE IBNAETCS OLIEHUBAEMOW YaCTbiO PEe3ynbTaToB; OHO
MMEET OTHOLLIEHUE TONbKO K 0BecneveHunio HaanexaLlero yxoaa 3a gooposonbLuamu.

6.4.4.3.6 O6ocHOBaHUE U BbIGOP BELLECTBA AN NONOXMUTENBHOTO KOHTPONSA

Tak KaKk KIMHUYEeCKUe UCCreaoBaHus AEMOHCTPUPYIOT BapuaLmio B CBOMX OTBETAX Ha pasapauTen,
He06X0AMMO BKIMIOYUTL NONOXMUTENBHLIN KOHTPONb AN ONpeeneHus afekBaTHOCTU rpynnbl UCNLITYEMbIX ANS
o6HapyxeHus pasapaxaiomx ahekToB UCCneayeMoro coemHeHusl. B kauectse NoNOXUTENBHOIO KOHTPO-
nA NpeanoYvTUTENbLHO Mcnonb3oBaTtb 20 %-Hbl Aoaeuuncynbdar HaTpua (SDS), Tak Kak ero pasapaxaroLmm
adhpekT xopowo oxapakrepu3oBaH (cm. C.1 npunoxenus C). MNpu 060CHOBaHUM BO3MOXXHO MCNONbL30OBATb
OpYrovi KOHTPOnb.

CTaHAapTHBIA MONOXMUTENbLHbIN KOHTPOMb MOXET ObITh BKIIOYEH B KAYECTBE OMOPHOW TOYKU. KOXKHOEe
pasgpaxeHue He fBnsieTcs abComnmoTHbIM heHoMeHOoM. Jlioboi Marepuan MOXET CTaTb MPUYUHON KOXHOTO
pasapaxeHusi, B 3aBUCMMOCTHU OT A03bl, XapakTepa u AnMTenbHOCTU BO3AeNCcTBUA. Takum 06pa3om, uccneno-
BaHUA Pa3dpaKEeHMS HA KOXKe YErOBEKa NOYTH BCeraa SABNSIIOTCA CPaBHUTENbHBLIMU U JOIDKHbI ObITh NpUBA3a-
Hbl K M3BECTHOW XUMUYECKOW pa3apaKuTenbHOCTH.

6.4.5 [laHHbIe U OTYETHOCTb

6.4.5.1 [laHHblEe

[aHHble, BKNOYasa pesynbraTbl BO34ENCTBUA MONOXUTENLHOTO U OTPULIATENbHOIO KOHTPONEW, AOMKHbI
ObITb CyMMMPOBaHbI B (hopme Tabnuubl, NOKa3bIBAOLWEN ANS KAKA0r0 MHAMBUAYYMA OLIEHKY pasgpaxeHus
yepes 24, 48 u 72 4 nocne yaaneHus annnukaumu, a Talke nioodsie apyrue Habnogaembie aheKTbI.

6.4.5.2 OueHka/mHTepnpeTauusa AaHHbIX

Llenbto gaHHOTO MccneoBaHus SIBNSETCA onpeaeneHue, npeacrasnseT v cobon marepuan noTeHuuanb-
HYIO OMACHOCTb, BEAYLLYIO K 3HAYUTENbHOMY PA3PaXKEHUIO KOXM NOCNE 0CTPOro Bo3AencTBusA. Takum o6pasom,
€CInu Marepuan Bbi3bIBAET pa3apaXXeHUe KOXM y 00bLEKTOB MCCNeA0BaHUSA C YaCTOTON, CXOAHOM UK NPEBbLILLIA-
IOLLEl MOMNOXMTENbHBIA KOHTPOMb, TO OH OyAET pacCMaTpUBATLCH KaK 3HAUUTENbHLIN KOXHbIA pa3apaXkuTens.
C Apyroit CTOPOHbLI, ECNIM Marepuarn Bbi3bIBAET pa3pakeHne KoXu B 0ObeKTax UCcneaoBaHus ¢ 4acToToi, Ko-
TOpPas 3HAYNTENbHO MEHbLLE NOMOXUTENBHOIO KOHTPOMSA, TO OH HE MOXET PacCMaTpuBaTbCA B KAYECTBE 3HAYUM-
TENbLHOTO KOXHOT0 pasapaxutens. BaxHo, 4yTo6bl npeasaputenbHble AaHHbIE, NONYYEHHbIE B XoA€e HabnoaeHus
3a nobpoBonbLamMu, He Bbinu cnyTaHbl ¢ KOHEYHBIMU AAHHBLIMM, T.€. NPonopUMei cyObLEKTOB, NOKa3biBAKOLLMX
pasgpaxaioLLylo peakuuio. Takke BaXXHO He NYTaTb MHAMBUAYANbHbLIE PA3NUYMA B NOABEPXKEHHOCTU KOXKHOMY
pasapakeHuto ¢ 06LLMM NOTEHLMANoM UccneayemMoro Matepuarna K pasapaxXeHuo KOXu.

6.4.5.3 OT4er 06 nccnegoBaHum

OTueT 06 uccnefoBaHumn JOMKEH COAepXaTb CNeAYOLLY0 MHGOpMAaLIMIO:

a) 3TUYECKUEe acnekTbl U MHPOPMaLMOHHOE cornacue Ot A00POBONbLEB;

b) aaHHbIe 06 uccneayemMom Marepuane:

- dmsnyeckue napameTpsbl U, rae NPUMEHMMO, (PU3UKO-XUMUUYECKNE CBOWCTBA;

- WOEHTUMPUKALMOHHbIE AaHHbIE;

C) HOcuTErNb (PacTBOPUTEND):

- naeHTudmkaumus 1 060cHoBaHWe BbIGOpa HOCUTENS, UCMONMb3YEMOr0 AJS YBRAXHEHUS TBEpAOoro UC-
cneayeMmoro marepuana;

d) aaHHble 0 gobpoBornbLax:

- yucno gobposonbLeB, 06paboTaHHbIX UCCreaYEMbIM BELLEECTBOM;

- pacnpeaeneHue fo6pOBOSILLEBR MO BO3pacTy/nony;

€) pesynbraThl;

- ypoBeHb 0TBETOB B 0; 1,2; 24; 48 1 72 4 n B nioboe apyroe Bpems HabnoaeHuu;

- 3aHeceHue B TabnuUy AaHHbIX PasgpaXXMTENbHOW peakumn Ana Kaaoro HAUBUAYYMA B KaXKabli
BpPEMEHHOI nepnoa HabnogeHus (C CyMMMpPOBaHHON YacTOTON NoKasaTenen pasapaxuTenbHol pe-
akuuu nocne, Hanpumep 24, 48 1 72 4 nocne yaaneHusa annnukauum);

- onucaHue Bcex HabnaaemMblX peakumini Ha pasgpakuTens;

- onucaHue nobbix ApYrMx 3PP EKToB B 4OMNONMHEHUE K HAONIOAAEMOMY Pa3PaXKEHMUIO;

- cTaTUcTUYeckylo 06paboTky pe3ynsTaToB (CpaBHEHME C MOSIOKMTENbHLIM KOHTPOMEM, HanpuMep,
MCMOMNb3YS TOUHBIA KpUTEPUI Puepa);

- OMucaHWe UNu CCbifKy Ha UCCreaoBaHWe Ha XMBOTHbLIX in Vitro unw in vivo, ecnu Takosoe Gbino
NpoBeAEeHO nepes nccrneaosaHmemM Ha 4o6poBOnbLAX, BKIOYasA AeTanu Npoueaypbl U NONYyYeHHbIe
pesynbTaTthbl C MaTepuanamMmu UCCNeaoBaHUs U CCbINKaMu;
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f) obcyxaeHue pesynsraTos.

7 MeToabl uccnenoBaHus rmnep4yyBCTBUTENIbHOCTU 3aMeaneHHOro Tmna

7.1 Bbi6op meToga

Haunbonee wu1poko Ana uccnefoBaHua runepyyBCTBMTENBHOCTU 3aMEANEHHOrO TUNa MaTepuarnos npu-
MEHSI0T IBa MeToAa: MeToA MakCMmansHOro ceHeubunuanpyiowlero sosaenctausa (GPMT) u meToa 3akpbITbIX
HaKOoXHbIX annnukauun (Buehler).

MeTtoa MakcMManbHOro CEHCUOUNU3NPYIOLLEro BO3AENCTBUS Bonee YyBCTBUTENEH U ABNSAETCA Npeano-
YTUTENMbHBLIM ANS NPOCTbIX BELLUEeCTB. TOT METOA NPUMEHUM ANS UCCNEAoBaHUA aKCTpakToB. OAHAKO 3HaYm-
MOCTb 9TOr0 MeTofa nokasaHa Ans NPoCTbIX XMMUYECKUX BELLECTB.

HenasHO Gbin yTBEPXKAEH B KAYECTBE MEXAYHAPOAHOIO METOA OLIEHKM NPOCTbIX XUMUYECKUX BELLLECTB —
mMecTHasa npoba Ha numaoyane mbiwm (LLNA) kak ansTepHaTuBa OLeHKe Ha KOXe MOPCKUX CBUHOK [83].

MpuMedyaHne — I'Iepequb ansTepHaTUBHbLIX METOAOB NpuBeEH B npunoxeHuu C.

7.2 BbIGOp KOHLEHTpaLMK ucnbiTyemoro obpasua

7.2.1 O6wume ceBeneHUsA

HaHHble MeToabI ANS UCCNELOBAHUSA NOTEHLUANBHOMO CEHCMOUIMU3NPYIOLLIETO AEWCTBUS NPOCTbIX XUMU-
YEeCKMUX BELLUEeCTB PEKOMEHAOBAHbI TOMbKO ANA OAHOMO 3HAYEHUS KOHLIEHTPaLUW Ha KaXaoe uccneaoBaHue.
OpHako pesynsTaThl UCCNEA0BaHUSA CUINBHO 3aBUCAT OT A03bl BBEAEHHOTO BellecTBa. Ecnu metoa ucnonb3y-
€TCA AN OLUEHKU CeHCMBUNU3NPYIOLLEro AENCTBUSA SKCTpaKTa, PEKOMEHAYETCA NPOBEAEHUE KONMYECTBEHHOTO
U KQYECTBEHHOrO aHanu3aa ero cocrasa.

7.2.2 UupyKuuoHHasn asa

CKOpOCTb ceHcMbBunuaaumm B 60MbLLUOI CTENEHN 3aBUCUT OT MHAYKLMOHHOW [03bl, KOTOpAas A0MKHA Bbl-
3bIBaTb YMEPEHHOE pasapaxeHue koxu. Ecnv nopor pasgpaxeHusi KOXmM He JOCTUTHYT, TO BbiGupaiotr 6onee
BbLICOKYIO KOHLIEHTPALUIO, HO KOTOpas He J0IMKHA CKa3blBaTLCSA HA 340POBbLE XMBOTHOTO. MHAYKLMOHHYIO 03y
BbIOMPAIOT HAa OCHOBE NpPeABapUTENbHbIX 9KCNePUMEHTOB. Hepa3baBneHHble 9KCTpaKkTbl HA OCHOBE WM3BECT-
HbIX PACTBOPOB A1 NApeHTepanbHOro BBEAEHUA HE HYXOAIOTCA B NpeaBapUTENbHbLIX MCCNEAOBaAHUSIX.

7.2.3 NMpoBokaLuuoHHasn chasa

KoHueHTpaLmio NpoBOKaLMOHHO Npobbl Takke ONPEAENAIOT B X0A€ NpeABapUTEnbHbIX IKCNEPUMEHTOB
Ha XXMBOTHbIX, PAHEE HE NOABEPraBLUMXCA BO34ENCTBUIO MCCneayemoro marepuana. KoHueHTpaums npoBoka-
LMOHHOW NpoBbl AOMKHA ObITh HUXE MOPOra KOHUEHTPAaLUUK, Bbi3biBAlOLWEN pasapaxeHue Koxu. PekomeHay-
eTcs ncnonb3oBatb 6onee Yem 0aHy KOHLUEHTpaUMIO Ansi NPOBOKALMOHHOM Npobbl ANns Toro, Ytobbl caenarb
Gonee nerkor oueHKy pesynbtatoB (cM. C.2 npunoxeHus C).

7.3 MNMpoyune dakTopbl, BAUAKOLWME HA NONYYEHHbIe pe3ynkTaThl UCcrneaoBaHumn

Mpu BbIGOPE METOAA YUUTLIBAKOT GUOXMMUYECKUE U PU3MYECKME XapaKTEPUCTUKM UCCIIEAYEMOTO MaTe-
puana. MeToa MakcuMansHOro BO3gencTBUs TPEOYET BHYTPUKOXKHOTO BBEAEHUS, CNEAOBATENbLHO, €CI UC-
crieayeMblii MaTepuan Henb3s BBECTU BHYTPUKOXHO, HEOGXOANMMO UCTONb30BaTh asbTePHATUBHbIA METOA.

BhiBpaHHblii pacTBOPUTENb AOMKEH NOBLILLIATL YYBCTBUTENLHOCTL MeToaa Gnarogaps 4acTuuHOMY pac-
TBOPEHUIO Marepuana u npoHUKHoBeHMIo B Gonee rnyGoko nexalume crnou Koxu. KoHueHTpauusa uccnegy-
eMOoro marepuana gomkHa GblTb MakCUMarbHO BO3MOXHOI, HO HE OKa3blBaTb BIMSIHWUSI HA MHTEPNPETALNIO
pe3ynsratoB. BakHbIM (haKTOPOM MpU MECTHOM BO3AEHCTBUM SIBMSIETCS KOHLEHTpaUus matepuarna Ha no-
BEPXHOCTM KOXMU, 8 HE ero 00beM. BObLUMHCTBO UCCNed0BaTenei NpeanoYMTaEeT PacTBOPbI, MOTOMY YTO AUC-
Mepcumn CKNOHHbI K 06pa3oBaHuio 0caaka, YTo 3aTPYAHSET TOYHOE 403UPOBaHKE. MpuMepamu HocuTeneil Ans
BHYTPUKOXKHON MHBEKLMW CMYXaT CONIEBOMN PaCTBOP, NPOMUMEHTNNKOMbL U PACTUTENLHOE Macro.

PacxoxgeHne B pesynstatax, NofyvyeHHbIX pasHbIMU NaGopatopusiMm, BO3MOXHO MO HECKONMbKUM NpK-
ynHam. B npoueaype UCMbITaHMA BaXHO CReayloLee: OKpYXKaloLme YCIOBUS!, MECTO UCTbITAHMSA Ha >KMBOT-
HOM, METOA yAaneHMs BOSI0C UMM XMMUYECKOIi AENUIALMK, TUN NnacTbips, 06bem nccnegyemoro Matepuana,
KauyeCTBO OKKIMIO3UM, BPEMS SKCMO3ULIMKM N OCMOTPA KUBOTHBIX. PEaKTUBHOCTb XUBOTHLIX TAKKE U3MEHSIETCS B
3aBUCUMOCTH OT FEHETUHECKNX PaKTOPOB U CE30HHLIX KoneBaHwii.

CpaBHEHWE NOZOMbITHBIX XUBOTHBLIX C MOJIOXUTENBHOM peakumei C XXUBOTHLIMW KOHTPOSbHLIX rpynn
JaeT BO3MOXHOCTb 8AEKBATHO BbISIBUTH MOMOXMTENBHYIO PEAKLMIO, NMPU STOM TSHKECTb BO3ZHUKLUMX MATOMO-
TMYECKUX U3MEHEHMII TaKke UMEET 3HAYEHUE ANS WHTEepPnpeTauuu pesynsTartos. [orpaHuyHble peakuun B
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CNOPHBIX Cryyasix fy4Lue BCEro pas3peLuaorcsi NTOBTOPHbIM uccnegoBaHmeM. mcronaTonormiyecknue uccneao-
BaHUA, KaK NoKasaHo, HE NOMOraloT B OLEHKEe pe3ynbTaToB.

YT00bI rapaHTUpOBaTh BOCNPOU3BOAUMOCTb U YYBCTBUTENbHOCTL UCTLITAaTENLHOW NPOLEAYPbI, TECTbI
C WU3BECTHbIMM KOHTaKTHbIMW annepreHamu, Hanpumep MepkantToBeH3oTuasonom (mercaptobenzothiazole),
rekcunomMom KopuuHbeim anbgerugom (hexyl cinnamic aldehyde) n 6eHsokanHom (benzocaine), AOMmKHbI pery-
NAPHO BbINOMHATHLCA.

7.4 MeToa MakCMMasibHOTO CEHCMOUNU3NPYIOLEro BO3AeNCTBUA

7.4.1 Lenb nuccnegoBaHmsa

WccneagosaHue nNpoBoasT Ans onpeaeneHns NnoTeHUManbHOM CnoCOGHOCTU MaTepuana okasbiBaTb CeH-
cmbunumsnpyiollee AeincrBue Ha KOXy MOPCKUX CBUHOK.

7.4.2 MoaroToBka uccneayeMoro marepuana

Teepable BeLlecTBa (BKIIOYAA NOPOLUKM) MM XMAKOCTb FOTOBAT K UCCNEA0BAHMSIM B COOTBETCTBUM C
npunoxexnnem A. KoHueHTpauus npobbl 40smkHA ObITb MAKCUMAabHO BO3MOXHOW, HO HE MeLLaTb UHTeppe-
Tauuu pesynsratos (CMm. 7.4.4.2).

7.4.3 SKCnepuMeHTarbHbIE XUBOTHbIE U UX coaepXaHue

Mcnonb3yloT 300p0BbIX MONOALIX NONOBO3PENbIX MOPCKUX CBUHOK-anbOUHOCOB OAHON NIUHUK, NoBoro
nona, Maccow Ao Ha4ana akcnepumeHta 300—500 r. B akcnepumeHTe He UCNONb3YIOT GepeMeHHbIX CaMOK
UINKU XMBOTHBIX NOCME CnapuBaHUs.

AKKNMMaTu3auuio U coaepxxaHue XXMBOTHBIX OCYLLECTBAAIOT B COOTBETCTBUMU C ISO 10993-2.

MpeaBapuTenbHbIE TECTbI A0MKHbLI ObITb BHINOMHEHbI HA OAHOM Habope XMBOTHLIX, YTOObLI onNpeaenuTb
ONTUMAanbHbIE KOHLEHTpaUMn Ana nccneaosaHna (cMm. 7.4.4.2).

Ona nccnegoBaHns NOPOLLKOOBPAa3HbIX UMK XXUAKUX MATEPUANOB UCNONb3YIOT He MeHee 10 XXMBOTHbIX
Ha KaXKabln nccnegyemMblii o0pasel, U He MEHee MATU XXMBOTHbLIX COCTABAAIOT KOHTPONbHYIO rpynny. [lns npo-
BeAeHuUa npeaBapuTenbHbIX MCCNea0BaHUi UCNOMb3YIOT AONOSTHUTENBHOE YUCHO XMBOTHBIX.

Mpu nccnegoBaHUM 3KCTPAKTOB TalOKe MCNOMB3YIOT He MeHee 10 XMBOTHLIX ANS KAXAOro IKCTpaKTa, U
HEe MEHee NATU MOPCKUX CBUHOK COCTaBNAIOT KOHTPONbHYIO Fpynny ANs Kaxaoro pactsopa. [ns nposeaeHus
npeasapuTenbHbIX NCCNEA0BAHNIA UCNONL3YIOT AOMONHUTENBHOE YUCHIO XUBOTHbIX.

Ecrnu ncnbitaHue Ha 10 ONBITHBIX U NATU KOHTPObHbIX XXKMBOTHBIX MOSIHOCTBLIO OTPULIATENBHOE, ManoBe-
POATHO, YTO AarnbHenLwee ucnbitaHme Ha 10 ONbITHLIX U NATU KOHTPOSbHLIX XXMBOTHBLIX AACT NONOXUTENbHbIE
pesyneratbl. OgHaKko, ecnu NpPosIBATCA kakue-HMOyAb COMHUTENbHbIE peakuuu, nepenposepka gomkHa ObiTb
BbINOMHeHa (CM. 7.4.6). Ecnn COMHUTENbHbIE peakuun OCTaloTCA, NPOBOAAT HOBOE UCCNEAO0BAHWE HA MUHU-
MYM 20 OnbITHBIX U 10 KOHTPOSbHLIX YXMBOTHBIX.

7.4.4 NpoBeaeHue nccrnegoBaHua

7.4.4.1 MoaroToBka

LLepcTb HA NOAONBITHLIX y4aCTKAX KOXU TLLATENbLHO BLICTPUraloT A0 Ha4Yana uccneaoBaHus.

[o3a, BBOAMMAas BHYTPUKOXHO B KaXKAbli ccrneayemblin y4acTtok, cocraenset 0,1 mn.

Ana annauMkaumii NpoNUTBLIBAIOT UCTILITYEMON Npoboi punbTpoBanbHylo Gymary Unm rurpoCKONUYHYO
Mapnesylo noaywieuky (4—8 cm?), KoTopble NPUKNAALIBAIOT HA BLICTPIKEHHBLIE YHACTKM KOXM U (PUKCUPYIOT
OKKIMIO3MOHHOM NOBSA3KOW BOKPYT TEMNA XKUBOTHOIO.

7.4.4.2 MNpeaBapuTenbHble UCCNEAOBAHUA

MpeaBapuTenbHbIE UCTILITAHUA NPeAHAa3Ha4Y€EHbl, YTOObI ONpeAenuTb KOHUEHTPAaLUIO UCTILITYEMOI Npo-
Obl, kKoTOpasn GyaeT UCcnonb30BaTbCA B OCHOBHOM UCCNEAOoBaHUM, CM. 7.4.4.3.

Hepa3seeaeHHble 9KCTPaKTbl NPU UCNONBL3OBAHUN N3BECTHBLIX PACTBOPUTENEN HE HYXAAIOTCA B NpeaBa-
pUTENBHOM UCNLITAHUMN.

[omkHO BbITb PACCMOTPEHO BO3MOXHOE BNUSAHWUE BBEAEHUA NONHOIO aabioBaHTa dpernaa (FCA) B co-
YeTaHuu C UCNbITYEMbIM MaTepuanom BO BPEMA OCHOBHOIO TeCTa U, Takum o6pa3oM, BO3MOXKHOE UCKaXKeHUe
pesynsTaTos.

CornacHoO NPUMEHEHUIO UCTIBITLIBAIOT KPaNHNE pasBeaeHUs Ha TPEX XUBOTHbIX.

Yepe3s 24 4 cHUMAIOT NOBSI3KY U 00pasLbl U OLEHUBAIOT COCTOSIHWE ONbITHLIX Y4aCTKOB HA HarMuue apu-
TeMbl U OTEKa B COOTBETCTBMM C Tabnuuein 4 (no knaccudmkaumm Magnusson u Kligman).

Ana MHAYKUMOHHOI ha3bl B OCHOBHOM TeCTe BbIGMPAIOT CaMylo BbICOKYIO KOHLEHTPALMIO, KoTopasi He
Bbi3biBaeT Gonee yem oyeHb crnabylo IpuTemy, U He okasbiBaeT oOWero oTpULAaTeNbHOr0 BO3AENCTBUA HA
YKMBOTHbIX.
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Tabnuya 4 — Cuctema knaccudukaLum peakumm Koxu

OnwvcaHue OTBETHOM peakuuu Bannsl

HeT BUAUMBIX U3MEHEHNN 0

D,VICerTHaFl UInun o4aroeasd sputemMa

ymepeHHaﬂ WU cnnolwHan sputema

WIN| =

MHTeHCcUBHasA spuTeMa N NpunyxnocTb

7.4.4.3 OCHOBHOW TeCT

7.4.4.3.1 BHYTpUKOXHaAs MHAYKUMOHHAA ¢pa3a

Kakgomy >KMBOTHOMY B BbICTPUXKEHHbIE Yy4acTKn KOXmn (A, B u C) B COOTBETCTBUN C PUCYHKOM 2 NPOBO-
OST NapHbIe BHYTPUKOKHBIE MHBbEKUMM B 06beme 0,1 M.

A: Cmecb nonHoro agbtoBaHta dpeiiHaa ¢ BblIOpaHHbIM pacTBOpUTENEM B COOTHOLWEeHMu V/V= 50/50.
Heobxoaumo ucnonb3oBaTtb PU3MONOrMYECKUIi CONEBOI pacTBop (B COOTBETCTBMM ¢ BputaHckon dapmako-
neen, ®apmakoneei CLUA unu aKBMBanNeHTHbIN) A4NS BOAOPACTBOPMMbIX MaTepurarnos.

B: NcnbiTyeMmblii 06pasel (HepaseeaeHHbI 9KCTPaKT); KOHTPOSbHbIM XXUBOTHBIM BBOASAT TONLKO pacTBo-
puTens.

C: UcnbiTyembliii o6pasel, B KOHUEHTpauum, BbIOpaHHON ANA yyacTka B, aMynbrMpOBaHHbI C NOMHbLIM
aabloBaHTOM ®PpenHaa B cooTHoweHun V/V = 50/50 n pacteoputenem (50 %); KOHTPOSIbHbLIM XXMBOTHbLIM BBO-
OSAT TOMbKO 9MYNbCUIO KOHTPOIBHOIO PacTBOpa € aAbLIOBAHTOM.

1

A A

o o

—

4

1 —ronosa; 2 — 0,1 M BHYTPUKOXHAA MHbeKUMA (CM. 7.4.4.3.1);
3 — BLICTPUXEHHasA BHyTpunonatoyHas o6nacTb; 4 — XBOCT

PucyHok 2 — PacnonoxeHune y4acTKoB BHYTPUKOXHOW UHBEKLUU

7.4.4.3.2 MecTHas nHAYKUMOHHAaA (hasa

Yepes cemb aHeN (x 1 AeHb) NOCNEe BHYTPUKOXKHOW MHAYKLMOHHOW (pasbl HAYMHAIOT HAKOXHbIE annmu-
Kauum nccrnefyemoro matepuana Ha y4acTku UHbEKLMIA, HA BHYTPUIIONATO4YHYIO 06MacTb KaXaoro KMBOTHOTO,
NCnonb3ys ANS 3TOTO NPOMUTAHHLIE KYCOUKM (OUALTPOBANLHOI BymMarn unu Mapnu NnoLwaasio 8 cm2,

[pun 3TOM NCNONBL3YIOT KOHUEHTPauuto cornacHo 7.4.4.3.1 ana ydacrka B. Ecnu makcumanbHas KOHUEH-
Tpauus, KotTopas MOXeT ObITb 4OCTUrHYTa B 7.4.4.3.1, He BbI3bIBAET pasgpakeHus, npeaBaputenbHO obpa-
GarbiBaoT obnactb annnukauun 10 %-HbiM pacTBOPOM HaTpusa AoAeunn cynbdara, BMACCUPOBAB B KOXY 3a
(24 £ 2) 4y go annnukaumun. HaknagbiBatOT OKKIMO3MOHHYIO MOBA3KY. YAANAT NOBA3KY Yepes (48 £ 2) u.

MpeanoyTUTENbHBI CBEXENPUTOTOBINEHHbIE 9KCTPAaKTbl. ECNK 3KCTpaKTbl NPUroTOBMNEHbLI PaHee Yem 3a
24 4, T0 CTaBUNBHOCTL AKCTPAKTOB NPU XPAHEHWUU JOIKHA ObITh MPOBEPEHA.

Mpoueaypy € KOHTPOMbHbLIMU XXMBOTHBLIMU NMOBTOPSIIOT B TOM € PEXUME, UCMONb3YS TOMbKO KOHTPOMb-
HbI pacTseop.

7.4.4.3.3 MNpoBokaunoHHas dasa

Yepes 14 gHen (+ 1 AeHb) NOCe 3aBepLUEHNS MECTHOW MHAYKLUMOHHON (pasbl NPOBOLIMPYIOT BCEX ONbIT-
HBIX U KOHTPOIbHbIX XXMBOTHbIX UCMLITYEMbIM MaTepuanom. [ns 3Toro NpoBOAAT annnukauum ncernegyemoro
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maTtepuana B KOHUEHTpauum cornacHo 7.4.4.3.1 ans yyactka C, Ha MHTaKTHbIE Y4aCTKKU KOXKM Boka Kagoro
>KMBOTHOIO, UCMONb3Ys PUMBTPOBANbLHYIO Bymary Unm rurpoOCKONUYHYI0 MaprieByto noaywiedky. PasbasneHus
3TOM KOHLEHTPpaUUM MOryT Takke OblTb HANOXEHbI K APYrMM MHTaKTHbIM y4acTkaM nogo6HbeiM o6Gpasom. Ha-
KnaabiBaloT PUKCUPYIOLLYIO OKKITIO3MOHHYIO NOBA3KY. YAANAI0T MOBA3KY U annnukauum Yyepes (24 £ 2) u.

7.4.5 O6¢cnenoBaHue XUBOTHbIX

OcmaTpuBalOT NMOBEPXHOCTb YYaCTKOB, FAe NMPOBOAUNMA MPOBOKALMOHHYIO NPOGYy MOAOMbITHBIX U KOH-
TPOSbHBIX XXMBOTHbLIX, Yepes 24; 48 4 nocne CHATUA NOBA3KKW. [ns Bu3yanu3auum peakuuin KoK peKoMeHayoT
MCMONb30BaAHWE €CTECTBEHHOIO UMW OCBELLEHUS C MOSHbIM CMEeKTPOM.

OnucbIBalOT U OLEHMBAIOT CTEMEHb KOXHOW peakuuu, BKoYas 9Sputemy U OTeK, B COOTBETCTBUU C Ta-
6nuuen 4 (no Magnusson u Kligman) ans ka)xaoro y4acTtka v B Ka)kablii MHTEpBan BpEMEHU HabnoaeHus.

HactosiTenbHO pekoMeHayeTcs, 4ToObl onucaHue Bbino caenaHo 6e3 yyera npeaBapuTensHOro Bo3aen-
CTBUSA, YTOObI MUHUMWU3NPOBATL MOTPELUHOCTL B OLEHKE PEe3ynbLTaToB.

7.4.6 OueHka pe3ynsTaToB

Ecnu oueHka B 6annax, nony4yeHHasa B NOAOMbITHONW rpynne, paBHa 1 Unu Bbile, O HaNM4Mm ceHeubnnu-
3auUuM roBOpAT B TOM CIyvae, eCriu 'y KOHTPOJTbHbIX XKMBOTHbLIX 3TOT NoKa3aTenb MeHee 1 6anna. Ecnu ouenka
B Dannax y KOHTPOMNbHBIX XKMBOTHBIX PaBHA 1 UMK Bbile, TO PeakUuUs KOXW NOAOMbITHbIX XXMBOTHBIX, KOTOpasi
NPEBLILLIAET CaMYIO CUITbHYIO Peakuuio, Habnaaemyio B KOHTPOIE, ABNSETCA Pe3ynbTaTOM CeHCUBunusaumu.

Ecnu peakums cOMHUTENbHAS, NPOBOAAT AOMNOMHUTENBLHYIO NPOBOKALMOHHYIO NpoBy. Pe3ynbrar ucnbl-
TaHWSA MOXeET ObITb NPEACTaBMEH Kak 4acToTa NOMOXMTENbHbIX PE3YNLTaTOB NPOBOKALMOHHOW NPOOLI B ONbIT-
HOWM N KOHTPOSbHOW rpynnax.

MHorga B noAONbITHON rpynne y 60NbLUEro, Y4em B KOHTPONE, YUCNA XXMBOTHBIX BbISIBIEHA OTBETHas pe-
aKkumMsl, O4HAKO UHTEHCUBHOCTb PEAKUUM He BbILLE, YEM Y KOHTPOMbHbIX XXUBOTHLIX. B 3TOM Cnyyae npoBoasT
JOMOMHMTENBHYIO NPOBOKALMOHHYIO Npoby Ana nonyvyeHus 6onee 4eTkoro oTeeta opraHuama. MNMpu Heobxoam-
MOCTU AONOMHUTENBHYIO NPOBOKALMOHHYIO NPOOy NpPOBOAAT B CPOK OT 1 A0 2 Heaenb NOCNne Nepeol NPOBO-
Kauuu. Mpu 9TOM NPUMEHSAIOT OMMCAHHbIN BbILLE METOA, UCNONb3YA APYroi GOK XXUBOTHOTO.

PekomeHayeTca ncnonb3osatb HOBYIO KOHTPOSbHYIO Fpynny ¢ BBEAEHUEM aablOBaHTA.

7.4.7 OTtyeT 006 UCcCcnegoBaHUM

B ot4yet 06 nccnegoBaHuu BKOMALOT:

a) ornucaHue uccneayemoro marepuana unu u3genus;

b) npeanonaraemMslii cnocob NPUMEHEHMA MaTepuana unu U3aenus;

¢) noapo6GHOe onucaHue NoAroToBkM obBpasLa K UCCreI0BaHMmIO;

d) onucaHue aKcnepuMeHTamNbHbIX XXUBOTHbIX;

€) cnocob HaHeCEeHUs UCTbITYEMbIX NPOG;

f) MapKMpoBKY y4acCTKOB BBEAEHUA U UX ONUCAHUE;

g) AaHHble HabnoaeHWA;

h) oueHKy pe3ynbTaTos.

7.5 MeTopq 3aKPbIThIX HAKOXKHLIX annsvKauui Ans BbISABNEHUS rMNepyYyBCTBUTENIbHOCTU
3aMeaneHHoro Tuna

7.5.1 Llenb uccnepgoBaHus

OueHnBalOT NOTEHLMAaNbHYI0 CNOCOBHOCTL MaTepuana okasbiBaTk KOXKHOE CeHCUMBUnuanpyioLlee aeii-
CTBME Ha MOPCKUX CBUHKAX.

7.5.2 MNogroroBka UCNbITYyeMOro obpasua

Ecnu matepuan He MOXeET ObITb UCNONB3OBAH KaK €CTb, OH JOMKeH BbITb NOArOTOBMNEH B COOTBETCTBUM
C NpunoxeHmeM A, ¢ UCNONb3OBAHWEM MNOMSAPHOIO M HENONAPHOrO pacTeopuTenein. dopma U pasmepbl KOH-
KPETHbIX YCTPOWCTB (HanpuMep, aneKTPOA0B) AOMKHbI ObITb YYTEHBI.

7.5.3 OKcnepuMeHTasribHble XXUBOTHbIE U UX CoAepKaHue

Mcnonb3yoT 340pOBbIX MOMOABLIX NMOSIOBO3PENbIX MOPCKUX CBUHOK-anbOWHOCOB OAHOW NHWUK, NoBoro
nona, Maccon A0 Hadana akcnepumeHTta 300—500 r. B akCnepuMeEHTE He UCNOMb3yIT GepeMeHHbIX CaMokK
UMW XWBOTHBIX MOCNE CnapuBaHus.

AKKNMMaTU3aLUmnIio 1 COAEePXaHNe XKUBOTHbIX OCYLLECTBSAT B COOTBETCTBUM C ISO 10993-2.

MpeasapuTenbHbIE TECTbI JOMKHbI ObITh BLIMOMHEHbI HA OAHOM HaboPe XWBOTHLIX, YTOBLI ONpeaenuTb
onTMMarnbHble KOHLEHTpaUun Ans uccrnegosaHus (cm. 7.5.4.2).
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[ns uccnegoBaHns NOPOLIKOOBPA3HBIX UMW XUAKUX MaTEPUANIOB MCMNOMNb3YIOT He MeHee 10 KMBOTHbIX
Ha Kaxablii nccneayemblii obpasel, U He MeHee 5 XUBOTHbLIX COCTaBMAKT KOHTPONLHYIO rpynny. JononHu-
TENbHOE YUCHO XXUBOTHBLIX UCTONbL3YIOT ANA NPOBEASHUA NPeaBapUTENbHbIX MCCNeA0BaHWA.

Mpu uccnepoBaHun SKCTPAKTOB TaKKe UCMONL3YIOT HE MeHee 10 XMBOTHBIX ANA KaXaoro aKcTpakTa, u
He MEHee MATM MOPCKMX CBUHOK COCTABIAIT KOHTPOJIbHYIO rPynny AN Kaxaoro pacteopa. [lononHuTenbLHoe
YMCNO XMBOTHBIX UCMOMb3YIOT ANSi NpeABapUTENbHbIX UCCNEeA0BaHUNA.

Ecnu ncnbitanne Ha 10 ONbITHLIX U NSATU KOHTPOMbHBIX KXMBOTHBIX NOMHOCTLIO OTpuLATENbHOE, Maro-
BEPOATHO, YTO AanbHenee ucnbitaHne Ha 10 OnbITHBIX U NATU KOHTPOMbHLIX XXUBOTHBLIX A4ACT MOMOXKUTENb-
Hble pesyneratbl. OfHAKO, CNM NPOABATCA Kakne-HUOyAb COMHUTENbHbIE PeakLmnu, AOMMKHA ObIThb BbINONHEHA
nepenposepka (cM. 7.5.6). ECnv COMHUTENbHbIE peakummn OCTaloTCs, NPOBOAAT HOBOE UCCea0BaHME HA MU-
HUMYM 20 OnbITHBIX U 10 KOHTPOMBHbLIX XXUBOTHbIX.

7.5.4 NMpoBeneHue uccnengoBaHus

7.5.4.1 MNoaroToBka

LlepcTb HA NOAONBITHBIX Y4aCTKaX KOXU TLLATENbHO BLICTPUFAIOT A0 Ha4ana akcnepumeHTa. Ana Bcex
CcnocoB0B NPUMEHEHUSI NPONUTLIBAIOT MCCNEAYEMbIM MaTepuanom huneTpoBasnbHyto Gymary unu rurpocko-
MUYHYIO0 MapneByo NOAYLLEYKY COOTBETCTBYIOLLMX pa3MepoB, MPUKNAALIBAIOT €€ K BbICTPUXKEHHOMY YHacTKy U
UKCUPYIOT OKKIMIO3MOHHOMN MOBA3KOW Ha 6 Y.

YUto6el 06ecneynTb MMNOTHOE MPUIIeraHMe UCMbITYEMOro 00pasua K Koxe, XXMBOTHOE peKOMeHAyeTcs
dukcuposarb.

Ecnun ucnone3ytot o6epTbiBaHne, ero agekBaTHOCTb A0MKHA ObITb OLEHEHA B KAXA0M 3KCNEPUMEHTE.

7.5.4.2 MNpeaBapuTenbHbIE UCMbITAHUA

MpeaBapuTenbHble UCMBITAHUA NPOBOAAT AN TOro, YToObl ONPEAEnUTb KOHLEHTPaUUIO MCCNeayeMoro
marepuana, kotopas 6yaeT UCNonb30BaHa B OCHOBHOM UCNbITAHUM B COOTBETCTBUM € 7.5.4.3.

MeauunHckue usgenus, npeaHasHayeHHbIe ANA TUNMYHOMO UCMOMNb30BAHUSA, U HEpa3BeAEHHbIe IKCTPaK-
Tbl, NONYYEHHBIE NPU UCTONb30BaHUM OObIYHBLIX PACTBOPUTENEN, HE TpebyeTca noaBepraTb NPeaBapUTENbHO-
My TECTUPOBAHMUIO.

[nsa Bcex cnocob0B NPUMEHEHUA NPOMUTLIBAIOT UCCneayeMbIM MaTtepuanom unsTpoBarnsHylo bymary
UNK TUrPOCKONMUYHYKO MapreByto NoAYLLEYKY COOTBETCTBYIOLMX Pa3MepoB, NPUKINAAbIBAIOT €€ K BbICTPUKEH-
HOMY YYaCTKy U (PMKCMPYIOT OKKIMO3MOHHONI NOBA3KOM HA 6 u.

OnunCbIBaIOT U OLEHUBAIOT CTENEHb KOXHOW peakuyu, BKIIOYaa 3pUTEMY U OTEK, B COOTBETCTBUU C Ta-
6nuueii 4 (no Magnusson u Kligman) ansi kaxxaoro ydyacrtka yepes 24 u 48 4 nocne yaaneHusa NOBsA3KU.

BriGupator:

a) Ana UHOYKUMOHHOW hasbl B OCHOBHOM UCMbLITAHUM — HaWUBBICLUYIO KOHLEHTPpaLuio, KOTOpas Bbi3blBa-
€T HE3HAUNTENBHYIO 9PUTEMY, HO HE OKa3bIBAET OOLLEro OTPULIATENBHOIO BAMSIHUA HA OPraHN3M >KUBOTHOTO;

b) Ans NpoBOKaLMOHHOW ha3bl B OCHOBHOM 3KCMEPUMEHTE — HAUBLICLLYIO KOHLEHTPaLUMIo, KoTopas He
BbI3bIBAET 9PUTEMBI.

7.5.4.3 OCHOBHOE uCMbITaHNE

7.5.4.3.1 'HaykunoHHas dasa

HaHocat ucnbiTyemblit obpasel, akTyanbHbIM CNOCOOOM HA BLICTPMXKEHHYIO 0ONacTb NEBON BEpXHEWn
YacTU CMUHbI KaXXA0ro XXMBOTHOTO, UCMOSb3ys aaeKBaTHbIN MyTb W KOHUEHTpauuu, BbiOpaHHbie no 7.5.4.2,
nepeyucneHune a). YaansawoT ukcupyoLlme npucnocobneHuns u noBasky Yepes 6 4. MoeTopAoT 3Ty npoueaypy
nocneaoBaTenbHO TPU AHA B HEAEMIO B TeYEeHUe Tpex Heaenb. KOHTPONBHbLIM XXUBOTHBIM NPOBOAAT BCE Npo-
Leaypbl B TOM e peXxumMe, UCNonb3ys Npu STOM TONbKO KOHTPOMbHbLIA PacTBOp.

7.5.4.3.2 TMpoBokaunoHHas dasa

Yepes 14 aHen (x 1 aeHb) nocne nocrneaHen MHAYKUMOHHOW annnukauum npoBoAST NPOBOKALUOHHYIO
npoby ¢ ucnbiTyeMbiM matepuanom. MpoBokaLUMOHHYIO Npoby NPOBOAAT CNOCOGOM O4HOKPATHOW MECTHOW
annnukauuu Ha BbICTPUXKEHHBINA, MHTAKTHBIA Y4aCTOK KOXXM KaXKA0r0 XXMBOTHOIO, UCNOMb3ys COOTBETCTBRYIOLLIMIA
uccneayeMblii MaTepuan B KOHUEHTpauuK, BbiGpaHHoii B 7.5.4.2, nepeuncnenue b). Yaansor dukcupyoLme
npucnocodneHnsa u NoBa3ky Yepes 6 u.

7.5.56 O6cnegoBaHue XXUBOTHbIX

Uepes (24 + 2) 4 nocne nNepeoi Unu BTOPOI NPOBOKALMOHHONW NpoBbl NPOBOASAT:

Q) yaaneHue LLepCTU y BCEX XKMBOTHbIX HA NOAOMBITHBLIX YYACTKaX U OKPYXatoLLEeh NX KOXE C NOMOLLIbIO
Aenunatopa, UMeIoLLEerocsi B Npogaxke, B COOTBETCTBUW C NpUriaraeémMoi K HEMY MHCTPYKUMERN UK

b) BbIGpMBaHME LLEPCTU Yy BCEX XKMBOTHbLIX HA MOAOMBITHLIX YH4ACTKAX U OKPY>KAIOLLEN UX KOXKE.

MonHOCTLIO 0OMbIBAIOT TEMNOW BOAON NULLEHHYIO BOMOC 06NacTb U BbICYLUMBAIOT KOXY NOMOTEHLEeM
nepes BO3BpaLleHWEM XMUBOTHbIX B KJeTkun. He MeHee 4Yem yepe3 2 4 MOCNE ONUCAHHOW BbILLE MPOLEaypbl
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yaaneHus LWepCTU OLEHMBAIOT COCTOSTHUE NCCNEAYEMbIX YHaCTKOB B COOTBETCTBUM C Tabnuuei 4. OcMoTp no-
BTOPSAIOT Yepes (48 £ 2) 4 nocne NPoBOKaLMOHHOMO BO3AEWCTBUSA.

Mcnonb3oBaHne eCTECTBEHHOIO UNN OCBELLEHUSA C MOJTHBIM CMEKTPOM PEKOMEHAYIOT AN BU3yanusaumu
peakumin KOXu.

HacTtosiTenbHo pekomeHayeTcsi, uTobbl onucaHue 6bino caenaHo 6e3 yueTta npeaBapuTesibHOrO BO3Aeii-
CTBUS, YTOObI MMHUMM3NPOBATb NOrPELUHOCTbL B OLIEHKE PE3YnbTaToB.

7.5.6 OueHka pesynbraTtoB

Ecnu oueHka B 6annax, nony4yeHHas B NOAOMbITHON rpynne, paBHa 1 unu BbiLLE, O HANMYUKU CEHCUBM K-
3aLuMK TOBOPSAT B TOM CIyyae, eCIn y KOHTPONbHbIX XKMBOTHLIX 9TOT nokasarens meHee 1 6anna. Ecnv oueHka
B Gannax y KOHTPOMbHbIX XKMBOTHbIX paBHa 1 UMK BbiLIE, TO Peakuus KoKW NOAOMbLITHLIX XKMBOTHBIX, KOTOpas
NPEBLILIAET CaMyI0 CUITbHYIO peakuuto, Habngaemyto B KOHTPOIIe, ABNSETCA pe3ynsratoM CeHeubunusauuu.

Ecnu peakunsi COMHUTENbHAs, NPOBOAAT AOMOMHMTESNbHYIO NPOBOKALMOHHY0 Npoby. Pesynkrar ucnbi-
TaHWsi MOXET ObITb NPeACcTaBneH Kak 4acToTa NoMoXMTESbHbIX PE3ynbTaToB NPOBOKALMOHHOI NPoBbl B OMbIT-
HOW M KOHTPONbHOM rpynnax.

MHoraa B noaonbITHOM rpynne y GonbLUEro, Yem B KOHTPONE, YUCNa XXUBOTHbIX BbISIBNeHa OTBETHas pe-
aKUWsi, OAHAKO MHTEHCUBHOCTb PEAKLUN HE BbILLE, YEM Y KOHTPOMbHBIX XXUBOTHbIX. B 3TOM cny4yae npoBogaT
JONONHUTENBHYIO NPOBOKALMOHHYIO NPOoBy AnsA nonyyeHust 6onee 4eTkoro oTeeTa opraHmamMa. Mpu Heobxoau-
MOCTU AONOMHUTENBLHYIO NPOBOKALMOHHYIO NpoBy NpoBOAAT B CPOK OT 1 A0 2 Heaenb NOCne nepeon NPoBo-
Kauuu. Mpu STOM NPUMEHSAIOT OMMUCAHHbIN BbILLE METOA, UCMONb3YS APYroi GOK XKMBOTHOTO.

PekomeHayeTcs MCnonb3oBaTb HOBYIO HATUBHYHO KOHTPOSTbHYIO rpynny.

7.5.7 Ot4yeT 006 UccnegoBaHum

B otyeT 006 nccnegoBaHumn BKNOYALOT:

a) onucaHue uccreayemMoro Marepuana unu usaenus;

b) npeanonaraemMsbiii cnocob NPUMEHEHMA MaTepuana unu u3genus;

¢) noapo6HOe onucaHue NoAroToBkM obBpasua K UCCrnea0BaHuo;

d) onucaHue aKcnepuMeHTarnbHbIX XXMBOTHBIX;

€) cnocob HaHeCeHNUs1 UCTIbITYEMbIX NPOO;

f) MapKkMpoBKY y4acTKOB BBEAEHUS U UX OMUCAHUE;

g) AaHHble HabnoaeHuA;

h) oueHKy pe3ynbTaToB.

8 KntoueBble dakTopbl NPy UHTEpNpeTaLun pe3ynLTaToB UccrnefoBaHUM

MeToabl, BKMIOYEHHbIE B HACTOALLMI CTaHAapT, ABNSIOTCA BaXKHLIM MHCTPYMEHTOM Npu paspabotke 6es-
ONacHO NPOAYKLMM NPU YCIOBKM, YTO UX BbIMNOSHAET W UHTEepnpeTupyeT 00yueHHbIii nepcoHan.

OGHapy)xeHHoe nobbiIM U3 METOAOM CeHCMBUNM3npyloLee AeNCTBUE He SIBMSIETCA NPUYMHON HEBO3-
MOXHOCTW NMPUMEHEHWUA JaHHOro Marepuana unu U3genus, Tak kak oobem obpasua npu npoeeaeHUU UChbI-
TaHU MOXET CYLLECTBEHHO MpeBbiwaTh 00beM, UCMONb3YeMbIl B peasnbHbiX YCNoBUSIX. HaaeHHbIN nioGbiM
yTBEPXKAEHHbIM METOAOM OTpuLaTEnNbHbIA 3PEKT CBUAETENLCTBYET O HEOOXOAUMOCTU AAnNbHENLLErO aHanNu-
34, YTO NO3BOMUT YMEHbLUNTb PUCK NCCIIEA0BaHMI HA KOXKE YernoBeka.

Mpu vHTEpNpeTaumn pesynsTaTtoB He CriedyeT ONMPAaTbCS TONMbKO HA UCCIEAO0BAHMUSA, NOMNyYeHHbIE METO-
Aamu, 3NOXEHHbIMU B HACTOALLEM CTaHaapTe. OTpULATeNbHbIA pe3ynbTaT He BCEraa UCKMI0YaEeT BO3MOXKHOCTb
TOr0, YTO NPOAYKLMA MOXET BbI3bIBATh annepruyeckyto peakumio Koxu. Kak oTpuuiarenbHbIf, Tak U NONOXUTENb-
HbIll pe3ynbTaThl 4OMKHbI ObiTb TLLATENBHO NPOBEPEHb! AMA UCKIIIOMEHUA NOXHOIO BbiBoAA. AnA 060CHOBaHUSA
pesynesrara ero Heo6XxoAUMO NPOBEPUTb, UCNOSL3YA APYTME UCTOMHUKW UH(POPMALIUK, TaKKe Kak:

a) NPETEH3UM CO CTOPOHbI U3rOTOBMTENA U NOKYNaTens;

b) onbIT paboTbl ¢ n3genuaMKU, CoaEPXKALLMMN CXOAHbIE COCTaBMAOLLME;

C) pesynbrarbl AMarHOCTUYECKNX TECTOB B A€PMaTONOrMUYECKUX KIMHUKAX,;

d) peTpOCNEKTUBHbIE ANUAEMUONOrMYECKNE AAHHbIE.

17



MOCT ISO 10993-10—2011

MpunoxeHnue A
(o6sa3aTrenbHoOE)

MoaroTroBka MaTepuanoB sl UCCIIe4OBaHUA pa3gpaxarowero
U CeHCUOMNU3UPYLEro AeNCTBUA

A.1 O6me nonoxeHus

MpW M3yyeHUn pasfpaxatoliero M CeHCUGUNU3UpYIoLLero AEeUCTBUSI U UHTEPNPETALUUN PE3YNETaTOB YYUTLIBAOT
CBOIACTBa UCCNegyemMoro Matepmarna unn Uagernus, NpoAoIIKUTENBHOCTb, YacToTy, cnocob U cTeneHb ero KoHTaKkTa ¢ op-
raHuamoM. OfIHUM U3 BaXKHLIX YCIOBMUIA NPOBEIEHNA UCCNEOBaHNIA SIBNSIETCS MOATOTOBKa UCCReayeMoro MaTepuana.

A.2 Matepuansl AnA NpAMOro KOHTaKTa

A.2.1 TBepable maTepuarnbl

Teepable MaTepuarns! noaxoAsLleit (opMbl (NMACT, NNEHKa U T. Ai.) UCCNEAYIOT, He NoABepras U3MEHEHUAM, UCMOMb-
3ys obpasubl paamepamu 2,5 x 2,5 cM u TonwmHoi He bonee 0,5 cM. ObpasLbl OTPULATENBHOTO KOHTPOSS FOTOBSAT aHa-
noruyHsLIM 06pasom.

OTtpuuarenbHbIiA KOHTPOSb AOMMKEH 6bITb Br3oK No pu3MYeckuM NapaMeTpam ¢ UCTILITYEMbIM MaTepuanoM u He
AomkeH 6bITb pasfpaxuTenem.

Teeppablit MaTepuan MOXeT ObiTb U3MENBHEH (MCKMoYas BOSMOXKHOE 3arpA3HEHNSs), €CNu NpU 3TOM NOMHOCTLIO CO-
XPaHSII0TCS ero CBOCTBa UNKW OH B [JOCTaTO4HOA CTeNneHun yBnaxHeH BOAOH MW NOAXOAALWUM pacTBopuTeneM, He obna-
AaloLmnM pasgpaxaroLmm geincTBueMm, 4yto obecneunBaeT Gonee TECHLIN KOHTAKT MaTepuana ¢ KoXei.

Kepamuueckue MaTepuanbl M3MeNbHatoT, OfiHaKo cneayeT NOMHUTDL, YTO PU3NKO-XUMUYECKNe CBOWCTBA KepaMuKu
MEHSIOTCA NpU ee nepexofie B NOpoLLKoobpasHoe COCTOSAHUE.

MopoLuku (HanpumMep, cynepabcopbeHTbl) UCCNeayIoT NpU HENOCPEACTBEHHOM HaHECEHUM UNW NOCNE NPUrOTOBNEHUA
M3 HUX MacTbl C UCMONb30BaHWEM MOAXOAALLEro PacTBOPUTENS, NPU 3TOM NapannenbHO CO CMELaHHbLIM, PacTBOPEHHBLIM
UK cycrneHanpoBaHHBIM UCCReAYEMBIM MaTePUanoM B Ka4eCcTBe KOHTPONBHOIO pacTBopa UCNOMbL3YIOT 3TOT pacTBOPUTEND.

MpumMmeyaHue —Mnowaas NOBEPXHOCTU U/MNKN pa3Mep YacTuL, — BaxHble (akTopkl B GUonornveckux peax-
LMSAX, TaKWX Kak (aroLuTos, KOTOphIi UrpaeT BaxHyio porb B BOCNANUTENBHOM U UMMYHHOM OTBETaX.

A.2.2 XXngkue matepuanbl

ugkve MaTepWhanbl UCCrneayrT HenocpeACTBEHHO UMK B BUAE pacTBOPOB C UCNONb3OBaHUEM noaxoasdLlero pac-
TBOpPUTENA, NPU 3TOM NapannenibHO CO CMeLllaHHbIM, PacTBOPEHHbIM UMK CyCneHAUpOBaHHBIM UCCreqyeMbiM MaTepua-
NTOM B Ka4ecCTBe KOHTPONBHOIro pacTteBopa UCNOMb3YHOT STOT pacTBOPUTENb.

A.3 SKCTpaKTbl U3 UCMILITYEMbIX MaTepuanos

TBepable MaTepuarnkl UCMbLITLIBAKOT, NoABEpras UCCrefoBaHU0 SKCTPaKThl U3 HUX. ECRM UCMBITHIBAKOT SKCTPaKThI,
TO OHW JOSKHBI BbITh NogroToBneHsl B cootBeTcTBUM € ISO 10993-12, ¢ MCNonb3oBaHWEM MOMAPHEIX, HENOMSPHBIX /UK
APYrux NoAXOASLLMX pacTBOpUTENEN, eCnn 9TO HeoBXo4MMO.

MapannensHo ¢ 3KCTPakTOM M3 UCcrefyemMoro Marepuana B KayecTBe KOHTPOSS MCMONb3yT JKCTparmpyroLuia
pacTBopuTEnb.

A.4 PacTBOpuTenu

Ecnu ncneITyeMblil MaTepuan NoAgBepraroT aKCTpakLymy, pasbaBneHunto, CycneHgupoBaHmnio UK YBRNaxHeHuto, cne-
LyeT 1cnonb3oBaTb COOTBETCTBYIOLUMIA pacTBOpUTENb, He obnajatowuii pasgpaxarowmm geictenem. CnnMcok CooTBET-
CTBYIOLMX pacTBOpUTEneit paccmatpusaeTes B 1ISO 10993-12.

A.5 CtepunbHble UCNbITYEMble MaTepHuanbl

Ecnu nsgenue noctynaeT B NpoAaxy CTEPWUIIBHBIM, TO Mepen U3ydeHUeM Mccrieayemblil Matepuan nojiBeprator
cTepunusaLum Tem xe meTogoM. CyLLEeCTBYIOT onpedeneHHble TPYLHOCTY NpK UCCneaoBaHuK o6pasLioB, CTepunnIoBaH-
HbIX OKMCbIO 3TUMEHa, MOCKOMLKY OKUCH 3TUMEHa U NPoAYKThl ee AeCTPYKUMU MOTYT oKasblBaTb Guonorudeckoe gelicTBre
B UCCMeJoBaHUsIX, PEKOMEHAOBAHHbLIX HACTOSLLMM CTaHAapTOM. Mpu 0BHapyXeHun NoGoro HebnaronpusTHoOro Bo3geii-
CTBMSI Ha OpraH13M NPOBOJSAT UCCHEeLOBaHUs, NO3BONALMe AUddepeHLMPOoBaTb, Bel3BaHa N 0GHapyXeHHas peakyus
JeicTBMEM CaMoro M3y4aemoro matepuana unu oHa o6ycrnoBreHa ocTaTOYHbIM KOTMYECTBOM OKWUCU STUNEHa. Ecnu Bbl-
SIBMEHO NepBUYHOE pasapaxatollee feicTBUe, oBpasel] UccredyroT A0 U Nocne CTepUUsaLu OKUChI0 STUMeHa.
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lMpunoxeHune B
(cnpaBouHoe)

AononHutenbHble METOAbI UCCNEAOBAHUA pasgpaxatowero aencreua

B.1 O6wwue nonoxeHuns

Cnepylowue cneymansHble METOAbI HYXXHO CYMTaThb AOMNONMHUTENBHLIMU K Ga30BLIM UCCNEA0BAHUAM, OHN He 3ame-
HSIIOT OCHOBHbIE. ECNK 3TU MeTOALI NPUMEHSRAIOT, TO HeOBXOAUMO 0GLACHUTL UX BLIGOP. OHW PEKOMEHAYIOTCA ANa Meau-
LIMHCKMX N3OeNniA, UMEIOLUX COOTBETCTBYIOWEE cneLlmduyeckoe NpUMeHeHne.

B.2 BHYTpUKOXHaA peakuusa
B.2.1 MpuHUMN meToAa

WccriepoBaHue NpoBOAAT ANS ONpeAeneHns NoTeHUManbHO# BO3MOXHOCTM MaTepuana okasblBaTb pasgpaxarowmii
ahpeKT rocre BHYTPMKOXHON UHBEKLUM IKCTpaKTa U3 Marepuana.

B.2.2 UcknioueHue U3 nccnepoBaHus

MaTepuan, Bbl3bIBaIOWUIA pas3fpaKeHne KOoXH, rnas Uin Crim3aucToi, unu matepuan, 3Ha4eHue pH KOToporo MeHb-
LLie UNK paBHO 2 Unn Gonblue unu paesHo 11,5, BHYTPUKOXKHBIM UCCIEA0BaAHUAM He NOABEpPratoT.

B.2.3 iccnepyemblii MaTtepuan

WenbiTyemblit o6pasel) fomkeH GbiTb 9KCTPAKTOM, NPUrOTOBIIEHHEIM B COOTBETCTBUM C NpUnioxeHnem A. Bonbluoe
UMCIIO YYaCTKOB Ha KaX oM XWBOTHOM MOXET GhbITh NMOArOTOBIEHO BMECTE C COOTBETCTBYHOLUM OTPULIATENBHBIM KOHTPO-
MEM Unu KOHTPONEeM pacTBOPUTENS.

B.2.4 3KkcnepuMeHTanbHbIe XMBOTHbIE U UX coaepKaHue

Mcnonb3aytoT MornofbixX 340poBbIX NMOMoBO3penbIX KporukoB-anbbuHocoB ntoboro nona, ofgHOW| NUHWKM, Maccoi He
MeHee 2 K.

AKKIMMaTU3aLMio 1 cofepaHne XUBOTHBIX OCYLLECTBRAT B cootBeTcTBUM € ISO 10993-2.

[nsa npeaBapuUTenbHOA OLeHKN UCCreayeMoro Matepuana B OnbITHYIO M KOHTPOSIBHYIO rpynnbl 6epyT no Ase ocobu.

Mpn HeynOBNETBOPUTENBHLIX UMK COMHUTENBHLIX pe3ynsTaTax, NofyYeHHbIX NpU NpeaBapuUTenbHON OUEHKe, Npo-
BOAAT [OMNOMHUTENbHLIE UCCME0BaHUS.

B.2.5 Mpouenypa uccnegoBaHui

3a 4 — 18 4 Ao Havana uccnefoBaHuWs, NOACTPUraOT MEX Ha CMMHAaX XMBOTHLIX, OCTaBNAA JOCTaTOMHOE paccTosi-
Hue ¢ 06enx CTOPOH MO3BOHOYHOrO cTonba ANA MHBEKLUMUN SKCTPaKTOB.

BeoaaT BHyTpUKOXHO 0,2 MN 3KCTpaKTa, MOMYyYEHHOro ¢ NOMSPHLIM pacTBOPUTENEM Ha NATW ydacTKax Ha ofHOM
CTOPOHE KaxKA0ro Kpornuka (cMm. pucyHok B.1). McnonbayroT Urny ANA BHYTPUKOXHBIX MHBEKLUIA HAUMEeHbLuero gunamerpa,
COOTBETCTBYIOLLEro BA3KOCTU UCCMefyeMOoro Matepuana.

TouHo Tak e BBoAAT 0,2 M KOHTPOMs NOMSAPHOro pacTBOPUTENS Ha CredyroLuUX NATU y4acTKax, Ha TOM Xe camMoM
GOKy KaX[oro Kporumka (CM. pucyHok B.1).

MoBTOPSIOT BCE NpoLeAypbl AN 3KCTPAKTOB, NMOMyYeHHbIX C HEMOMNSAPHBIM pacTBOPUTENEM U KOHTPONEeM Henonsp-
HOro pacTBOPMUTENS Ha Apyrom GOKy Ka[oro Kponuka (CM. pUcyHok B.1).

Ecnu ncnonbeaytoT Apyrue pacTBOpUTEny, NOBTOPSIOT BhILLEYNOMSHYTHIE NpoLefypbl ANS 9KCTPaKToB, NONyYeHHbIX
C APYrMMU pacTBOPUTENAMU U KOHTPOSMbHBIMU FpynNnNaMu pacTBoOpUTENei.

B.2.6 O6cnegoBaHue XXUBOTHBLIX

OTMeYaloT COCTOSAHNE MECT UHBEKLUN HeNoCcpeacTBEeHHO cpaasy, Yepes 24, 48 n 72 4 nocne BBefeHus.

OLeHnBarT cTeneHb TKAHEBOW peakLuu, BKIKOYas 3puUTeMy U OTeK, B COOTBETCTBUU C Knaccudukauuen, npea-
CTaBfeHHo B Tabnuue B.1, ANs kax[oro Mecta MHbEKLUMW U KaxXgoro MHTepBana BpemMeHun HabrniogeHnsa u perncTpupyroT
pesynesrarhbl.

MpuMeyaHue — BHYTPUKOXHASA MHBEKLMA Macna YacTo Bbl3blIBaeT BOCMANUTENBHYH peaKLyio.

BHyTprBEeHHOE BBeleHe COOTBETCTBYIOLUUX BUTamNbHLIX KpacuTenen, Takux Kak TPUMNaHoBbIA CUHWA unu Evans
blue, caenaHHoe nepef nocnegHum obenefoBaHWeM XUBOTHLIX (72 Y Nocre UHBEKLMK), MO3BONSAET NMy4Lle OLEeHUTb peak-
Lo Ha BHYTPUKOXXHOE BBEJeHWEe BELLECTBa, OKpalluBas MecTa BO3HUKLLErO pasfpaKeHus.

[ns oueHKu, No BO3MOXHOCTU, MPUMEHSAIOT METOAbI, HAaUMeHee TPaBMUPYOLLUE XUBOTHbBIX.
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71— ronosa; 2 — uHbekumA 0,2 M NONAPHOTo 3KCTpakTa; 3 — MHbeKLWsA 0,2 M KOHTPOMSA MONAPHOro pacTBOPUTENS;
4 — nHbeKuuA 0,2 MN HeNoONAPHOro 3KCTpakTa; 5 — uHbekUMs 0,2 MN KOHTPONA HEMNONAPHOro pacTBOPUTENS; 6 — XBOCT

PucyHok B.1 — PacnonoxeHue y4acTkoB UHBEKLUK

Tabnunya B.1— Cucrema oLeHKN BHYTPUKOXKHBIX (MHTpagepMarbHbiX) peakuyui

Peakuus OueHka B 6annax
OpuTema 1 obpasoBaHue cTpyna
OTcyTCTBME 3pUTEMBI 0
O4eHb cnabas spuTeMa (eBa 3aMeTHas) 1
XOopoLLO pasnuuuMas sputema 2
YMepeHHas aputema 3
Pesko BbipaxeHHas apuTema (TEMHO-KpacHas) ¢ obpasoBaHWeM cTpyna 4

O6pasoBaHue oTeka

OtcyTcTBUE OTeKa

OueHb cnabblii oTek (eiBa 3aMeTHbIN)

XOpOLLO pasnUuUMbIiA oTek

YMepeHHBIi oTeK (BLICTYMaILLMiA Haj MOBEPXHOCTLIO KOXMW OKomno 1 MM)

HBrlWIN|-~]O

Pe3ko BblpaxeHHbIN OTeK (pacnpocTpaHeHHbIN, BbICTYNAOWWA Haj NOBEPXHOCTLIO KOXNK
6onee 4eM Ha 1 MM)

MakcuManbHO BO3MOXXHOE Ynucno 6annos 8

MpuMeyaHue — [Ipyrme peakuum, BOHUKILINE B MECTE UHBEKLMM, AOMKHBI ObITb OTMEUEHEI B OTYeTe 06 nccne-
AOBaHWW.

B.2.7 OueHka pe3synsraroB

Mocne 72-4acoBoi OLEHKU, CKNagbiBatoT Bce Gannbl 3puTeMbl U oTeKa AN KaXAoro ucnbityemoro obpasLja un KoH-
TponbHOro pacteopa. JensT Kaxayto CyMMy Ha 12 (2 XUBOTHBIX X 3 nepnofa oLeHKN x 2 OLeHUBaeMble KaTeropuu), 4To-
6bl ONpeaenuUTb CpefHee 3Ha4YeHUe AN KaxAoro UcnbITyemoro o6pasiLia 1 COOTBETCTBYIOLLErO KOHTPOSLHOTO pacTeopa.
Tpe6oBaHWA UCNbITAaHWS BLINOMHEHDI, €CIA pasHULa MeXAY CPeAHUM 3HaYEHWEM B OMNbITHON rpynne N COOTBETCTBYIOLLUM
KOHTponem meHblue unu pasHa 1,0.

Ecnu B nto6oit nepuog HabnrofgeHns cpefHAS peakums Ha UcnbiTyemblii o6pasel| 6onblue, Yem cpefHan peakuus
Ha KOHTPONb pacTBOPUTENs, MOBTOPSIIOT UCCriejoBaHUe, UCTONb3yst TPEX AOMOMHUTENBHLIX KponukoB. TpebosaHusa uc-
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MbiTaHUS BLINONHEHbI, €CAW PasHULA MeXAY CPeAHUM 3HaYeHUEM B OMbLITHOW rpynne u COOTBETCTBYIOLLMM KOHTPOSieM
MeHbLUe unu pasHa 1,0.

B.2.8 MpoTokon uccneaoBaHui

MpoTokon uccneaoBaHWil AOMKEH BKNOYATb:

a) onncaHne UcnbiTyemblx 06pasLos.;

b) npegnonaraemeiit cnoco6 NpUMeHeHUs1 MaTepuarna unu usgenus,
) noapo6Hoe onucaHWe NOAroToBKW 06pas3LIOB K MCCreAoBaHUAM,;

) ONncaHue IKCNepUMEHTaNbHbLIX XXWBOTHBIX;

) MeToA MHbeKuuH;

f) onucaHne npoueaypbl CHATUA NOKa3aHUM;

g) BeaeHue HabniogeHuit U Ux perncTpauuio;

h) oueHky pesynesraToB.

c
d
e

B.3 UccnepoBaHue rnasHoro pasapaxatolwiero geucrens
B.3.1 O6wwue nonoxeHua

McecneposaHue rmMasHoro pasgpaxarowero AeMCcTBUSt NPOBOAAT, TONMLKO €Cni AaHHbe Nno 6e30NacHOCTU He MoryT
6biTb NOMyYeHbl APYrUMU CPEACTBAMU, U TONLKO ANt MaTepuanos, KOTOPLIE KOHTAKTUPYHOT C rrasamn Unn Bekamu.

MpumeyvaHue — TecT-cucteMsl in vitro HaxoasaTcs B cTaauu paspabotku. Korga atu metoasl GyayT Banuamnpo-
BaHbl, UX MOXXHO ByAeT NPUMEHATL B3aMeH 3Toro in vivo MeToga.

B.3.2 MpuHUMN MeTOAA

WcecnepoBaHne NpoBoAAT AN oNpeaeneHns NoTeHuuanbsHoi BO3MOXHOCTU MaTepuaria okasbliBaTb pasfpaxatoLuin
3hpeKT Ha TKaHu rnasa.

B.3.3 cknouyeHne U3 uccnegoBaHust

MaTepuan w/unu roToBbld NPOAYKT, BbI3bIBaOLLMIA SIBHYIO KOPPO3UIO U CUNBHOE pasgpaXeHWe KOXU He noasep-
ratoT MccriefoBaHuio Ha rnasax. Jioboil MaTepuan, Boi3biBaloLMii pasgpaxeHne KOXu, unu matepuan, pH kotoporo < 2
unu 2 11,5, uccnenoBaHUAM He NogBePratoT U NpUaHatoT NoTeHUMaNbHEIM pasapaxuTeneM rnas.

B.3.4 Viccnepyembiii maTtepuan

Ecnu uccnepyemblil Mmatepvan npefctaBnseT cobol KUAKOCTb, 3akanbiBatoT 0,1 M B HUXKHUIA 0TAEN KOHBIOHKTU-
BasIbHOro MeLLKa rnasa.

TBepAbli UNU rpaHyMPOBaHHLIA NPOAYKT U3MeNEHaloT 40 NblNeobpa3Horo CoCTOsHMA U 3aTeM, Cnerka ynnoTHUB,
aKKypaTHO BBOAST B HWXHWIA OTAEN KOHbIOHKTUBaNbHOro MeLLKa rnasa Takoe KonM4ecTBO Matepuana, KoTopoe 3aHuMaeT
o6bem 0,1 Mn, Ho He Gornee 100 Mmr,

M punmMedvyaHune — HEKOTOPI::Ie MaTepuanbel Henb3A NccnefoBaTb HENOCPEACTBEHHO Ha CrWU3UCTON rNasa, Tak
KaK BO3HUKaKT MexXaHU4YeCcKue NoBpexgeHuns.

Ecnn uccnegyemelit MaTepuan Haxogutes B 6annoHe Noj AaBneHneM, NonyyatoT HEKOTOPOEe KONMMYECTBO STOrO
BellecTBa v BBoAAT 0,1 MN TaK Xe, KaK AM5 XUOKUX BeLLecTB.

MaTtepuan B aapo30rbHOIA ynakoBke:

a) pa3bpbi3ruBatoT B TedeHne 1 ¢ ¢ paccTosHNUA 10 cM HEMOCPEACTBEHHO Ha NMOBEPXHOCTb OTKPLITOrO rfasa unm

b) BnpbickUBaIOT B OXNaXAaeHHY eMKOCTb U HAaHOCAT TaK Xe, KaK Xugkue npogykTbl.

Ecnu uccneaoBaHusM NoaBepraroT SKCTPaKT M3 06pasLoB, ero NpUroTaeBnMBatoT B COOTBETCTBUM C MPUIOXEHUEM A.
BakaneiBatoT 0,1 MN 9KCTpaKTa B HUXKHWUNA OTAEN KOHBIOHKTUBANBHOrO MeLuKa rnasa.

B naeHTUYHbIX YyCNOBUAX FOTOBAT KOHTPOSE € UCMOMb30BaAHWEM MOMAPHLIX U HEMOMNSAPHLBIX PacTBOPUTENEN B OTCYT-
CTBUW UCNBITYEMOro BELLECTBA.

B.3.5 3kcnepuMeHTanbHble XXUBOTHLIE U UX coaepXaHue

KMcnonb3yoT 340poBbIX MOMOAEIX NMOMOBO3penbiX KporuKkoB-anbbuHocoB ogHoi nuHuu, ntoboro nona, Maccoi ot 2
0o 3 kr.

AKKTMMaTU3aLMIo U cofepiKaHne XUBOTHBIX OCYLLECTBNAIOT B cooTBeTCcTBMM € ISO 10993-2.

[na npeaBapuTenbHOM OLEHKU UccrelyeMoro MaTtepuana Uernonb3yoT O4HO XUBOTHOE.

Ecnu Hkakol peakuum He oXWAaeTCs, npefBapuTensHas oLeHKa MOXET ObITb NPOBEAEHa Ha TPEX KUBOTHBIX.

Mpw BblpaxeHHOW peakuuu (cM. Tabnuuy B.2), nony4eHHoW Npu npefBapuTensHON OLEHKE Ha OAHOM KMBOTHOM,
JanbHeillne nccnefoBaHns He NPoOBOASAT.

21



rocT ISO 10993-10—2011

Ecnu npu nccneaosaHnsx TBepAbIX UK XUAKUX MaTepuanos He HabNiofaeTcs BeIpaXeHHOW peakuum, aanee mc-
nonb3yKT He MeHee ABYX XXUBOTHLIX, @ NMpU UccrieqoBaHUN SKCTPAKTOB U3 MaTepuanoB — He MeHee ABYX XXUBOTHLIX Ha
KaXAbIA 3KCTPaKT.

Ecnu pe3ynbratbl I/ICCJ'IeAOBaHVIVI, nony4vyeHHble He MeHee YeM Ha TpeX XXUBOTHbIX, COMHUTENbHbI UNTU HEACHLI, 40-
NoMNHUTENbHbLIe UCCreAoBaHUs 060CHOBLIBAIOT.

B.3.6 MNMpoueaypa uccnegoBaHui

3a 24 4 fo Havana ucnbiTaHWA BU3yanbHO NpoBepAloT 06a rmasa kaxaoro Kponuka Ha npeaMeT oGHapyXeHus oT-
KSTOHEHWI OT HOPMBI.

Ecnun obHapyXWUTCs OTKIIOHEHWEe OT HOPMBI Jtoboro rmasa, To cneayer B3sATb ApYroe XUBOTHOE.

Mpu ocMoTpe MOXHO Ucnonb3oBaTh 2 %-Hblil pacTBOp dnyopecuenHa HaTpus (B COOTBETCTBUU ¢ BpuTaHckoi dap-
Makoneeit) Ana 6onee YeTKOro BbISIBNIEHUA U3MEHEHWI pOroBuLbl. PEKOMeHAYETCA UCNONb30BaTh 0hTanbMOCKON, PYYHYIO
LleneByto NaMny unu gpyrue ycTponcrsa.

BBogdaT uccnegyemelit Matepuan, Kak ykazaHo B B.3.4, B oguH rnas.

Mocne MHCTUNNALMN BEKU COELUHAIOT U fepXKaT B TAKOM NONOXEHUN B TedeHune 1 ¢.

[pyroi rma3s KaxAoro XXMBOTHOTO CIYXUT KOHTPONBbHBIM, HA HEM BLINOMHAIOT BCE NPoLUeAypbl, UCNOMb3YSA KOHTPONb-
HbIA pacTBop.

Ecnu B 0CTpOM aKCNEpUMEHTe Uccrefyemblil MaTepuan He NPOSBUN BbIPAXXEHHOW peakuun, AoNycKaeTca nposeae-
HUe NMOBTOPHLIX MPoLEeayp C NepepbiBOM B 72 4.

MpofoMmKUTENLHOCTE UCCNeoBaHNS ONPEAENAOT B COOTBETCTBUU C NPOAOIKUTENBHOCTLIO BO3AENCTBUA MaTepua-
na Unu W3Aenusi Ha opraHn3m Mpw ero NPUMEHEHUN B MEAWNLIMHCKOW NpaKTUKe.

B.3.7 O6cnenoBaHue XUBOTHbLIX

O6a rnasa XMBOTHOrO, KOTOPOMY OLHOKPaTHO WHCTUNMPOBaNn UCCNeayeMblii MaTepuan, ocMaTpuBaloT Yepes 1,
24 48 1 72 4 nocne Bo3aencTaus.

Ecnu nmetotca cToMKME M3MEHEHUS, NPOBOAST MOCTOAHHOe HabniogeHue (Ho He Gonee 21 cyT) ANS OUEHKU UX
nporpeccupoBaHusa n 06patumMocTtu. MNpu 0BHapPyXEHUN TAXENBIX NOBPEXAEHNA NOCTOAHHBIE HAaONIOAEHUA HE NPOBOAAT.

MpuMmedaHue — FDATpeGyeT NpoBedeHNA NCCNEA0BaHUE KOHTAKTHBIX fIMH3 B TedeHue 21 CyT No 8 4 B AeHb.
370 TpeGoBaHWe SABMSETCH UCKIIOYEHUEM U3 HACTOSLLEro cTaHaapTa.

OueHUBatoT U perncTpupytoT Niobble HabnogaeMble peakUuuu B COOTBETCTBUM € knaccudukaume, npeacTaBneH-
Hoi1 B Tabnuue B.2.

Tabnwnya B.2 — Cucrema oLeHKM NOBpEXAEHUS Ma3a

S
1 PoroBuya
CTeneHb NOMYTHEHMA (Nnowaab NopaXKeHs)
OtcyTetBUE 0
FeHepanusoaHHoe unu Anddy3Hoe NOMYTHEHUE, AeTanmn pafyXHoi 060MOUKA XOPOLLO pasfiuyUuMbI 1"
Jlerko paann4nmoe nonynpospavHoe NOMyTHEHUE, A€TaNMN pagyXXHO 060MoYKM 3aMyTHEHbI 2"
Onanecuupytolee NOMyTHEHWE, AeTann pagy»KHoi 06004KM He pasnMuMMbl, pa3Mep 3padka onpe- 3
AenUTb HEBO3MOXHO
MomyTHeHWe cBeTOoHenpoHUUaemo, pagyxHasa obornoyka He BUAHa 4
Mnowaab NopaxeHHOW poroBuLibl
OpHa 4eTBepTh (UNN MeHee) 0
Bonee ogHoW 4eTBEPTU, HO MeHbLLIE NONMOBUHbI 1
Bonee NonoBuHbI, HO MeHbLLE TpeX YeTBEepTEN 2
Bonee Tpex YeTBepTel U Nnowjagb BCero rmasa 3
2 PagyxHas o6ono4ka
HopmanbHasn 0
Cknaf4aTocTb BblLWE HOPMbI, 3aMeTHOe HabyxaHue, cocyabl UHbELMPOBaHbI (OAWH UK BCE YKa3aH- 1
Hble CUMNTOMBI), pagyXHasi oboroyka pearmpyeT Ha CBET (peakuusl NonoXuUTeNbHasA)
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OkoHYaHue mabnuupi B.2

Peakuua Ouerika
B Bannax

Peakuusi Ha CBET OTCYTCTBYET, yBENUYEHNE KPOBOU3NUAHMIA (O4WUH UK BCE CUMNTOMBI) 2

3 KoHBloHKTUBA

KpacHoTa (OTHOCUTCA K KOHBIOHKTMBE BEK U MasHoro S6roka, UCKIoYas poroBuLy v pagyxHyto

oborouky)

HopmanbHble cocyabl 0

Cocyfbl 3aMETHO UHBELMPOBaHbI (BbiLLE HOPMbI) 1

Bonee BhipaxeHHas Auddy3Hasa KpacHoTa, OTAENbHbBIE COCYAbl MNOX0 pasnnunumebl 2

OudppysHas peako BbipaxeHHas KpacHoTa 3

XeMo3 (0TeK KOHBIOHKTUBEI)

OtcyTcTBME OTEKa 0

Cnerka 3aMeTHbI OTeK (BKIHO4as MAraTenbHYH NepernoHKy) 1

BblpaeHHblii 0TeK € YacTUYHLIM BEIBOPOTOM BEK 2

OTeK ¢ NONOBUHHLIM 3aKpLITUEM BeKa 3

OTekK C 3aKpbITUEM Beka OT MONOBUHHOMO A0 MOMHOro 4

BrulaeneHus

OTcyTcTBUE BhlENEHWA 0

HesHauuTensHble BbIAENEHUS, OTNINYalOLWMeCs OT HOpMalbHbLIX (He yYuTbiBaTh Hanuyue soigene-

HWIA BO BHYTPEHHEM Iy rnasa, Habniogaemoe U y KOHTPOSIbHBIX XKMBOTHbIX)

BrlgeneHnsa Ha Bekax W LLepCTU BOKPYr rnas

BolgeneHns Ha Bekax, LUEPCTU BOKPYT MMas U 3Ha4YuTENbHON NIoLaan MopaoUKu 3

* [MonoXuTeneHbIA pesynLsTar.

XXVBOTHBIM, KOTOPLIM NMPOBOASAT MHOrOKpaTHBIE MHCTUNNALUMW, Fa3a 0CMaTpuBaIOT A0 Havana npoueaypel, Heno-
CPeACTBEHHO nocrne Hee 1 Yepes 1 4 nocre Kaxzaoi Npoueayps.l.

Ecnu HabnrogaeTca BoipaxeHHOe pasgpaxeHue nocne nocnegHei npoyeaypel, HabniogeHue npogonxator. Habnio-
LeHVe NPOAOMKaIoT B CNyYae N3MEHEHUA poroBULibl UMK ApPYrUX NPU3HAKOB pasfpaXeHus rmasa ANA OLEeHKU Nporpeccu-
poBaHWsA 1 06PaTUMOCTU BO3HUKLWINX NATONOrMYECKUX NpoLIeCcCoB.

OLeHMBaIOT U perucTpupytot niobble Habniogaemble peakymn B COOTBETCTBUW C KraccuduKaumei, NpeacTaBneH-
Hoii B Tabnuue B.2.

HemMeaneHHbIN BLIBOA XUBOTHBLIX M3 SKCMIepUMeHTa NPOBOASAT C UCMOMNb30BaHWEM 'yMaHHbIX METOAOB 3BTaHasuu B
cneayrLmx cnyyasax:

a) TAXenble NopaXeHna rMas (Takue, Kak U3bA3BrieHne unm obpasoBaHue CTpyna Ha KOHBIOHKTUBE, Nepdopaumsi Ha
poroBuLie, CKONNeHWe KPoBM 1 THOA B NepefHel Kamepe rnasa) unm

b) KpoBOTEHEHUE UNK HAarHOEHWE Unu

C) cepbe3Hble U3BLA3BNEHUA POroBUL|bI.

YXKUBOTHOE BLIBOAAT U3 3KCNepUMeEHTa Npu 0BHapyXeHUN MakCUMarbHOro, B COOTBETCTBUMN C CUCTEMOW OLIEHKU (CM.
Tabnuua B.2), aeiictBUSA:

- OTCYTCTBUA CBETOBOro pednekca (creneHb nopaxeHus 2 pafyXHoi 060M04K1) uNu NOMYTHEHUA PoroBuLbl (CTe-
neHb 4) 6e3 BUAUMOrO yrnydlweHnUs B TeHeHne 24 y;

- CUIIBHOrO BoCNaneHns KOHbIOHKTUBBI (XeMO3 CTeneHn 4 COBMECTHO ¢ runepemueit cteneHn 3) 6e3 BuaMMOro ynyu-
LeHUd Yepes 48 u.

B.3.8 OueHka pesynsratoB

BbifiBNeHHblE pasfMynsa B COCTOAHUM MCTLITYEMOrO W KOHTPOSILHOMO rnasa ONUCLIBAOT U OBLACHSIOT, UCMONb3yS
knaccudpukayuto B Tabnuue B.2.

a) OcTpoe Bo3geicTBMe

Ecnun npu BosaencTBMM UccneayeMoro Marepuana B NofoNbLITHOM rnasy 6onee YeM y 0fjHOrO XMBOTHOrO 06Hapy-
XeHbl naronorudeckue U3MeHeHUs (OLEHKa o 3HaKoM CHOCkM B Tabnuue B.2), cuntaloT, uto Matepuan obnaaaeT pasgpa-
XarLWwuM aeidcTernem, 1 AanbHeilllne uccrnegoBaHns He NPOBOAAT.
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Ecnun natonornyeckne M3MeHeHUs BblsiBMeHbl B NOJOMNBITHOM a3y TONbKO OA4HOMO U3 TPEX KPOrMKOB UMK Npu co-
MHUTENbHbLIX pesynkraTax, UccneoBaHus Npo4oKatoT,

Ecnun npu npofomkeHn Bo3JeACTBAA NaToNorn4yeckne M3MeHeHUs Ha OnbITHbIX rNa3ax (oueHKa co 3HakoM CHOCKU
B Tabnuue B.2) obHapyxuBatoTca bonee 4Yem y NONOBKHBI KPOSMKOB Ha NtoGoii cTaguu obcrefoBaHus, CHATALOT, YTO Ma-
Tepuan obnagaeT pasgpaxarLmm eACTBUEM.

Mpu TSHKENOM MOopadkeHUU rnasa faxe y O4HOro XMBOTHOrO Matepuarn NpusHatoT pasfpaxuTtenem.

b) MoeTOpHOE BO3AENCTBUE

Ecnv npu noBTOpHOM BO3feiicTBUM Ha a3 Gornee YeM y MONOBUHBI XUBOTHLIX UCCIEAYEMON rpynnbl BO3HUKAKT
naTonorndyeckne n3MeHeHns (OLEeHKa co 3HaKoM CHOCKM B Tabnuue B.2) Ha ntoboii cTagum obernefoBaHus, NpusHaT Uc-
crnefyeMblil MaTepuan pasgpaxutenem.

B.3.9 MNporokon uccnegoBaHuit

[MpoToKkon nccneaoBaHnii AOMKeH cofepxaTs:

a) onucaHune ncnbITyemblx 06pasLos;

b) npegnonaraemblil cnoco6 NPUMEHEHUA MaTepuana unu n3genus;
c) nogpobHoe onncaHWe NOAroTOBKW 06pasLoB K MCCEA0BaHUAM,;
d) onucaHune aKcnepuMeHTarnbHbIX XUBOTHbIX;

€) METOA UHBEKLNMY,

f) onncaHne npoueaypbl CHATUA NOKa3aHWUM,

g) BefeHue HabrogeHuin 1 nx peructpauuu;

h) oueHKy pesynsraTos.

B.4 ccnepoBaHue pasapaxalowero 4eiMCTBUS Ha CIIM3UCTYIO pOTOBOM NOMOCTH
B.4.1 O6wue nonoxeHus

UccnepoeaHue pasjpaxatoiero AelcTBus Ha CMU3UCTYIO POTOBOIA NOMOCTU NPOBOAAT ANA MaTepuanoB ¢ KOHTakK-
TOM YKa3aHHOro Buaa, ecnun gaHHble no 6e30MacHOCTH He MoryT 6bITb nony4yeHbl ApyruMn cpeacresamu.

B.4.2 NMpuHuun metoaa

WccnepoBarune NpoBOAST ANSA onpeAeneHnsa NoTeHUUanbHoi BO3MOXHOCTU MaTtepuana okasblBaTb pasgpaxatowuii
3O PeKT Ha TKaHW POTOBOIN NOMOCTH.

B.4.3 VicknioyeHue u3 uccnegoBaHus

Jioboii MaTepuan, Bbi3blBaIOLLMIA pasapaXxeHne KOXW UNKW rnas, UNu Matepuan, sHa4eHne pH KOTOporo MeHee Unu
paBHo 2 unu 6onee unu pasHo 11,5, uccrnefoBaHUsIM He NOABEPraloT U NPU3HAIOT NOTEHLUWANbHBIM pasfpaxuTeneM Tka-
Hell pOTOBOW MOSOCTMU.

B.4.4 UccnenyemMbiii matepuan

MoproToBKy UccnepyeMblX MaTeprarnos NPOBOAAT B COOTBETCTBUM C NPUNOXEHUEM A.

B.4.5 dkcnepuMeHTanbHbIE XUBOTHbLIE U UX coAepXKaHue

Mcnonb3ytoT MomnogbIX 340pOBbIX MOMOBO3PESNbIX CUPUIICKUX XOMSAYKOB UHEpeaHON NMHUM 0Gonx Nonos.

AKKNMMaTM3aLMIo U coiepXaHne XNBOTHBIX OCYLLECTBNAIT B cooTBeTcTBUM ¢ ISO 10993-2.

Ha weto kaxgoro xoMsiyka HafieBaloT BOPOTHUK LUMPUHOW 3—4 MM, pacnonaralowuiica Tak, 4tobbl He Mewartb
HOpMaInbHOMY MUTAHMIO U ibIXaHWIo, HO NPENATCTBOBATL BLITANKUBAHWIO LWApUKa U30 pTa. B3BelInNBalOT XUBOTHLIX exe-
AHEBHO B TeyeHue 7 fHell. CriedsT 3a Maccoi KaXKaoro XMBOTHOMO U, €Cnu HeoBXxoAUMO, MONPaBnSAOT BOPOTHUK. Ecnu
Macca XUBOTHOMO Pe3Ko YMEHbLLLAETCS, ero UCKNIoYaloT U3 OnbiTa.

[nsa npeaBapuTEnbHOM OLEHKU UCCAeAyeMOoro matepuana UCnofb3yloT He MEHEe TPEX XOMSAHKOB.

MpumeuaHune — [JoNONHUTENEHO MOTYT BbITb MCMOML30BaHLI XUBOTHLIE, NOABEPraeMble BO3AEHCTBUIO OT-
pULATENBHOTO KOHTPOSIS MU KOHTPOMBHOMO PacTBopa, Npu HeoGXOAUMOCTU. Ecnu pesynsTaTel B NpeaBapUTENbHOM UC-
MbITaHAN COMHUTESBHBIE, TO NPOBOASAT AONOMHUTENbHBIE UCCRE0BaHNA.

B.4.6 Mpoueaypa nccnegoBaHuit

CHWMaIOT C KaX[oro XXUBOTHOrO BOPOTHWK U BLIBOPA4YWBAIOT 3alledHbIA MelwoK. Mocne NpoMblBaHUA 3alleqHoro
MelLlKa hr3MOoNorMyeckuM pacTBopoM 06CeayIoT ero CIU3UCTYIO Ha Hanuume NoBbLIX U3MEHEHNN.

Teepable o6pa3Lbl B BUAe TabneTok UNK WapukoB AUaMeTpoM He Gonee 5 MM NoMeLatoT HENOCPEACTBEHHO B
3alleqHbIi Mellok. XKuakuMKU MartepuanaMu Unu KCTpakTaMu NPONUTLIBAIOT BaTHbIE LIAPWKK, PErUCTPUPYIOT UCNONb-
3yeMmblii Npu 3TOM 06bEM U MOMELLAKT B OAWH 3alLLeYHbIN MELLOK KaX[oro XUBOTHOMO. BMECTO 3TOro MOXHO TakuM Xe
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06beMOM HanosHWUTL 3aLleydHbIn MeLlok. pyroi 3alyeyHblil Melwok 6e3 o6pasLa aBnsetcst KoHTponeM. Bee npoueaypsl ¢
KOHTPOSbHLIMU XXUBOTHLIMU NPOBOAST NapanfensHo.

Mo Heo6XxoAMMOCTU CHUMAIOT BOPOTHUK W BO3BpALLIaIOT XXUBOTHBLIX B KIETKY.

MpoaonmKUTENBHOCTL KOHTaKTa ¢ MaTepuasioM 3aBUCUT OT pearibHOro BpeMeHU BO3eWCTBUSI M3genus npu npu-
MEeHEeHUN B MeAULIMHCKOI NpakTuKe, HO He AonmkHa 6blTb MeHee 5 MUH. Nocrne Bo3gelcTBUA CHUMAIOT BOPOTHUK, yAansaioT
BaTHbI TaMMOH U NPOMbIBAIOT 3aLLEYHbIA MELUOK (PU3NONOrMYECKUM PACcCTBOPOM, CTapasiCh He 3arpsi3HUTb BTOPOA MELLIOK.

Mpu ocTpom BO3AENCTBUM YKasaHHYIO NPOLEAYpY NOBTOPSIOT KaXAblil Yac B TeyeHue 4 u.

Mpy1 MHOrOKpaTHOM BO31eACTBUW YNCNO anmiMKaLUiA, UX NPOAOIMKUTENBLHOCTL U UHTEPBAaIbl MEXAY anmivkauuamu
3aBUCAT OT 0cOBeHHOCTEN NPUMEHEHUS U3[eNNUsi B MEANLIMHCKOM NpaKTUKe.

B.4.7 O6cnepoBaHMue XXUBOTHbIX

Makpockonuyeckoe UCCIEA0BaHNE 3aLUEYHLIX MELIKOB MPOBOAST MOCE U3BMeYeHUst TabneTku Unu Wwapuka u He-
NOCPEACTBEHHO Nepel crelyiollei annnnkaumeit, ecnu oHa HeobxoguMma.

OLieH1BAIOT COCTOSHWNE CITM3UCTON 3aLLEUHbIX MELLKOB U CTeNeHb peakLyuu B COOTBETCTBUM ¢ Tabnuueii B.3 Ha kax-
Ablii UHTepBan BpeMeHU HabntogeHUsa ANA Kaxaoro XMBOTHOTO. PErMcTpupytoT pesynsraThl B oT4eTe 06 UccresoBaHuu.

Uepes 24 4 nocne nocnegHero BosgeMCTBUS MakpoCKONUYECKN UCCIIEAYHOT 3allieuHble MELLKM, YMEPLBISIOT )KMBOT-
HbIX FyMaHHBEIMU MeTofamu 1 BepyT o6pasLibl TKaHEH ¢ COOTBETCTBYIOLLMX Y4aCTKOB 3alle4yHoro Mellka. [MoMellatoT ux B
COOTBETCTBYIOLWMIA hukcaTop A0 06paboTKV ANS FTMCTONOMMYECKUX UCCIEA0BAHMIA.

Tabnunuya B.3 — Cucrema oLeHKV peakLmmn TKaHeid poToBOW MOMOCTM U NeHuca

Peakuus OueHka B 6annax
Oputema 1 obpasoBaHue cTpyna
OTcyTCTBUE SpUTEMBI 0
OuyeHb cnabas spuTema (efBa 3aMeTHas) 1
Xopollo pasnuyumasn sputema 2
YMepeHHas sputema 3
Pesko BblpaXeHHasa sputTeMa (TeMHo-KpacHas) ¢ obpa3oBaHueM cTpyna 4
MpumeyaHwue —/[lpyrie BOSHUKLINE peaKLW B TKAHAX JOMKHBI ObITb OTMEYEHbI B OTYETE 06 UCCNefoBaHNu.

B.4.8 OueHka pesynbsraToB

B.4.8.1 Makpockonnyeckoe nccnegoBaHue

CpaBHMBaIOT COCTOSIHWE CIU3UCTON NOAOMBITHLIX 3aLLEYHBIX MELLKOB C 3alieYHbIMU MEeLLKaMW Ha MPOTMBOMOSOX-
HOIl CTOPOHE U, eCcnu 3TO NPefYCMOTPEHO, C 3aLle4HLIMU MEeLLKaMU XUBOTHBLIX KOHTPONBLHO| rpynnbi.

Bannel (Tabnuua B.3) kaxzoro HabntofeHns cKnagbiBatoT 1 AensaT Ha obLyee Yncno HabnogeHui, YToobl NonyyYnTs
cpefHee 3Ha4YeHWe Ha OfHO XMBOTHOE.

MpumedaHus

1 3T1 HabnogeHnst MoryT BTk NONe3Hb! ANSA MUCTONOrMYECKOA OLIeHKN.

2 PesynTathl NpefBapuTEnbHON OLEHKW, NPoBeAeHHOR A0 NepBoOW annnukaummu uccrneqyemoid npobel, He BKIova-
IOT B nogcyeT 6annos.

B.4.8.2 MNucTonornyeckne nccrnegoBaHus

PasfpaxaroLlee feAcTBUE UCCrefyeMOoro MaTepuarna Ha TKaHW poTOBOI NONOCTU OLIeHUBAIOT MaToMopdonoru.

OnpeaenstoT COCTOAHUE TKaHEN B COOTBETCTBUMN C CUCTEMOIA knaccuduKaLmm, NpeacTaBneHHoii B Tabnuue B.4.

Bannel, nony4yeHHsle NPU MUKPOCKOMUYECKOM UCCIIe0BaHUN BCEX XUBOTHLIX B OMBITHOW rpynne, CyMMUPYIOT 1
LenaT Ha Yucno HabnogeHnin 4na onpefeneHnsa cpefHero 3Ha4eHusi B rpynne. Te e BbIMUCNEHUA NOBTOPSIOT AN KOH-
TporbHO rpynnel. MakcumarneHoe 3Ha4eHue MOXET gocTurathb 16.

O6Lee yncno Gannoe Gonblue AEBATHA, NOMTyYEHHOE NPU MUKPOCKOMUYECKOM UCCIEA0BAHUN KOHTPONbHbLIX 3aLleY-
HbIX MELUKOB B OMbITHOWM rpynne, MOXeT yKasbiBaTb Ha CKpbITble natoriormdeckne npoueccobl, a y KOHTPOJNbHbIX XXUBOT-
HbIX — Ha TpaBMUpPOBaHWE NpKU J03upoBaHNK. Takas cUTyaLms MOXET noTpeboBaTb MOBTOPHOrO UCCNE0BaHNUs, ecnun B
LPYrux UccriefoBaHuUsaX UKW KOHTPONbHLIX Fpynnax obHapyXXeHbl BLICOKME 3HA4YEHMS.

PasHocTb cpeaHux 6annos, NONYYEHHBIX A4S ONLITHON W KOHTPONBHOW IPYNM, faeT UHAEKC pasapaxeHus (CM. Ta-
6nuuy B.5).

MpW oLeHKe pe3ynsTaToB MHOrOKpaTHOro BosaelcTBusA Tabnuuy B.4 moguduumpytot, 4tobbl ydecTb nokasartenu
peakuumn TKaHel, cBA3aHHbIe C XPOHUYECKUM pa3fipaXeHUeM.

B.4.9 MpoTokon nccneposaHui
MpoToKon uccriefoBaHUi AOMKEH CoaepXKaTb:
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a) onucaHue UCMbITyeMbIx 06pa3Lios;

b) npegnonaraemblii cnocob NpMMeEHeHNA MaTepuana unv U3genus;
¢) nofpo6Hoe onucaHne NOAroTOBKM 06pasLoB K UCCreoBaHUAM;
d) onncaHune aKkcnepyMMeHTasbHbIX XKUBOTHbBIX;

e) cnocob annnukaLumn nccneagyemsix o6pasLios;

f) onncaHne npoueaypbl CHATUE NoKa3aHWiA;

g) BeAeHWe HabnogeHwid n nx peructpayuu,

h) rucTonornyeckyto oLeHKy;

i) OLiEHKY pe3yrsraToB.

Tabnwuya B.4— Cncrtema OLEHKN B MUKPOCKONMYECKOM MCCIes 0BaHUN peaKLum TkaHeih poToBOI NOMOCTM, NeHMca, BarvHbl

Peakuus OueHka B 6annax

1 Onutenuin

HopManbeHbIA, UHTaKTHbI

KnetodHasa aucTpodus unm ynnoLlieHue

MeTtannasus

JTokanbHas aposus

SlWIN|[=|O

FeHepan M3oBaHHaA 3po3nA

2 JleiikouynTapHas uHUILTpauus (Ha none HabnogeHus)

OtcyTCcTBUE

MwuHumansHaa — meHee 25
Cnabasa — ot 25 go 50
CpegHsas — o1 50 go 100

HBlWIN|~]|O

3HaunTenbHasi — Gonee 100

3 3akynopka cocynoB

OtcyTcTBME

MuHUManesHas

Cnabas

CpegHss

B N IS N I )

3Ha4uTenbHas ¢ HeKPO3oM COCYA 0B
4 Otek
OTcyTcTBME

MWHUManbHBIA

Cnabulit

CpegHuii

BlWIN|=~]|O

3HauUTENbHBIA

Tabnuuya B.5— MHgekc pasgpaxkeHus

MHaeke pasgpaxeHus

CpeaHuii 6ann Mpunaraemoe onucaHune
0 OTcyTeTBME
1004 MWHUManBHbIIA
5008 Cnabblit
90011 CpepfHuit
12 no 16 Pe3ko BblpaXeHHbIN
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OkoHyvaHue mabnuupi B.5

M pnMmedaHMUe 1 —,Elpyrme BblABNE€HHble NBMEHEHUA B TKAHAX A OIMKHbI OblTb 3aperucTpupoBaHbl U yYTEHbI
MpM OLeHKe PeayrbTaToB,

MpumeyaHue 2—CucteMa OLEHKN NPK MUKPOCKOMUYECKOM UCCIEA0BaHUM B Tabnule B.4 MOXeT GbITb Npu-
MEHeHa KO BCeM MepeyvncrnieHHbIM MeTogaMm. «MHaeke pasgpaxeHusy» Gbin paspaboTaH Ans UccnefoBaHUs BaruHanb-
HOrO pa3fpaxaloLlero 4eicTBUSA, HO MOXET NPUMEHATLCS U B OCTamNbHBIX CryYasx.

B.5 MiccnepoBaHue pasgpaxatollero AeMcTBUA Ha NeHnc
B.5.1 O6Lwwume nonoxeHus

McenepoBaHue pasgpaxatoLLero AeicTBUA Ha TkaHW NeHuca NPOBOASAT A4S MarepuasioB ¢ KOHTAaKTOM yKkasaHHOro
BUZa, ecrv fjaHHble No 6e3onacHocTu He MoryT GbiTb MONyYeHbl APYTMMU CpefcTBaMMU.

B.5.2 MpuHUMN MeToaa

Vlccne,qoeaHme npoBOAAT ANA onpefeneHna I'IOTeHLU/IaJ'IbHOVI BO3MOXXHOCTU MaTepuala oKkasblBaTb paanpamalomuﬁ
3hheKT Ha neHuc.

B.5.3 VcknouyeHne U3 nccnegoBaHus

IoBoit Marepuan, BbISbIBaPOLLWIVI pasgpaXeHne KOXu unu rmaas, unn Marepuarn, 3Ha4eHune pH KOTOpPOro MeHee unu
paBHO 2 vnu Gonee mnu paBHO 11,5, uccnefoBaHWsaM He noAgBeprakoT U NPU3HaoT NOTeHLManbHbLIM pasgpaxutenem neHuca.

B.5.4 Viccneayemblii matepuan

Ecnu uccneayemelil MaTepuan ABnaeTca TBEPALIM UMW XUAKUM, TO NOAFOTOBKY Npobbl NPOBOAAT B COOTBETCTBUN
C npunoxeHvem A.

B.5.5 3KcnepumMeHTanbHbIE XXUBOTHbIE U UX coaepKaHue

Mcrnonb3aytoT MOMOALIX 340POBLIX MOMOBO3PESbIX CAMLOB KPOITMKOB-arbOMHOCOB UM MOPCKUX CBMHOK Maccoil He
MeHee 2 kr 4nsa kponumkos 1 300 — 500 r 4NA MOPCKUX CBUHOK.

AKKIUMaTU3aLuo U cofiepXanHune XXMBOTHbBIX OCYLLECTBNAKT B cooTBeTcTBMM € ISO 10993-2.

[OnuHa neHuca fomxkHa GbiTb He MeHee 1 cMm.

Tak kaK CyLLecTBYHOT MHAUBUAYANbHBIE Pa3NUYusa B MUIMEHTaLUK, XXUBOTHEIX OCMaTpuBaloT nepes NepBoii annnu-
Kauuewn ncenegyemoro Matepuana. [Ansa oUeHKU CTENeHn peakymn UCNOonb3YHOT CUCTEMY OLIEHKKM, NPpMBEAEHHYI0 B Tabnuue
B.3. XKUBOTHbIX CO 3HAYUTENBHLIMU OTKIOHEHUSAMU OT HOPMBI UMK C 3PUTEMON CTeneHbto 2 HGanna Unu Bellle, UCKIToYaloT
13 aKcnepuMeHTa.

[ns npeaBapuUTEnbHOM OLIEHKU UCCNEAYeMOro MaTepuarna B onbITHYHO U KOHTPOIMbHYO rpynnbl 6epyT no Tpu ocobu.

Mpw HeynoOBMETBOPUTENBHBIX UMM COMHUTEMbHBIX pe3ynsTaTtax, NoMny4YeHHbIX Npy NpeiBapUTENLHOW OLEHKe, Npo-
BOASAT AONOSHUTENBHbBIE UCCIEA0BaHNS.

B.5.6 Mpoueaypa uccnegoBaHuin

XKVBOTHBIX NOMELL@IOT Ha CTUHY, UKCUPYHOT KOHEYHOCTH.

OCTOpOXHO HafaBnuBas ykasaTenbHbIM U CPEAHUM ManbLami Ha reHuTanbHyto obnacTb, u3BnekaroT neHuc. Ha-
HOCAT AOCTaTOMHbIN 06beM (NpubnusutensHo 0,2 M) UCNBITYeMOoi Npobkl Tak, YTOOLI MEHUC GbIN NOKPLIT MOMHOCTLIO.

Mo3BoNAOT opraHy BTAHYTLCSH 06paTHO. Heo6xoa1MMo noMeLlaTh XUBOTHOMY 06MU3bIBaTL UCMLITYEMEIA Y4acTOK BO
n3bexaHve CKaXeHUA NPOsBIIeHNA NePBUHHOIO pasapax eHUs BTOPUYHLIMKU chakTopamu (Hanpumep, criefyeT NpMMeHUTb
€rn3aBeTUHCKNIA BOPOTHUK).

[Opyroit BO3MOXHbIA cnocob — NoMeLLeHUe XWBOTHOrO B creLuanbHoe YyCTPOWUCTBO, Fhe OHO OCTaeTCcs B TEYEHNe
14 nocne annnukauum, a 3saTeM Bo3BpalleHne ero B KIeTKY.

B ocTpoM sKkcnepuMeHTe STy npoLeaypy NOBTOPSAIOT KaXAbli Yac B TeveHue 4 4.

B ANuTensHOM 3KCnepuMeHTe YMcno anmniukayui, UX NpogorXUTENbHOCTL U MHTepBarnbl Mexay anmniukauusaMu
3aBUCSHT OT 0COBEHHOCTEN NPUMEHEHNS U38enunsa B MegWULMHCKOW npaKTuke.

B.5.7 O6cnegoBaHue XUBOTHbLIX

Mpn ocTpoM BO3LENCTBUM OTMEYAIOT COCTOSHUE KOXMW NEeHUca Yepes 1 4 nocne nepeoi anmnukauyuu (T. €. Heno-
CpeACTBEeHHO nepeq crnepyowwei) u aanee nocne Kaxgoi cregytowei annnvkauum. OTMeYaloT U perucTpupyoT cocTos-
HUe KoXun neHuca Yepes 1, 24 1 48 4 nocne nocnegHen annnuKaLuu.

Mpw ANUTENEHOM MHOFOKPaTHOM BO3AENCTBUM COCTOSIHUE NEHUCA OLIeHUBALOT Yepes 1 4 nocre nepBoii annaukayum
W HenocpefCcTBEHHO Nepes KaxkgblM NocneayroLmMM Bo3AeiCTBUEM.

OLeHunBaloT cTeneHb peakuun NoBEepXHOCTU KOXMN Ha Hann4ue spuTemMbl B COOTBETCTBUM C CUCTEMOMN OL|EHKM, NpU-
BeAeHHOW B Tabrnuue B.3, 4nsA KaX4oro XUBOTHOrO U KaXA0ro MHTepBana BpeMeHn HabniogeHUs U perncTpupyroT pesynb-
TaTbl B 0T4eTE 06 UCCNEf0BaHUN.
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Ecnu y kakoro-nu6o XnmBoTHOro o6Hapy)XXeHo NoKpacHeHWe 10 NepBor annaukaunu, To 6annbl, KOTOPLIMUA OLEHEHO
3TO COCTOAHNE KOXXHOro NOKpoBa, BbiYUTAKOT U3 G6annos 3pUTEMbI BO3HUKLLENR B pesynsraTe BO3aeicTBus, 4TOObI onpeae-
nuTe 6annsl 3pUTEMBI, NOSBUBLLIEACA TONBKO NOJ BO3AENCTBUEM MaTepuana.

B.5.8 OueHka pesyntraroB

B.5.8.1 Makpockonu4yeckoe uccrnegopaHue

CpaBHWBaIOT COCTOSIHWE NeHMca U ero 060NoYKN Y 3KCNepUMEHTaNbHLIX U KOHTPOSBHBIX XUBOTHLIX.

Bannbl (Tabnuya B.3) kaxporo HabnogeHns cyMMUPYIOT U AensaT Ha obLyee Yncno HabrntogeHnid, YTobsl nonyynTs
cpefHee 3Ha4eHUe Ha OfHO XMBOTHOE.

MpumeyaHuns

1 OTu HabntogeHnsa MoryT GbiTh MONE3HbI A1S FTMCTONIOrMYECKON OLEHKM.

2 PesynbtaThl NpefBapuTENbHOW OLIEHKW, NPOBEAEHHOI J0 NepBOii annnukauum nccnegyemoii Npobkl, He BKIIto4a-
tOT B NogcyeT 6annos.

Yepes 48 4 nocne nocnefHeil annnukayum XWBOTHBLIX NOABEpPratoT 3BTaHa3nu, Mcnone3ys rymaHHsle Metogsl. Juc-
TanbHLIA Y4acTOK MeHnuca U 060nMoYKM UCCEKakoT U MOMeLLaloT B COOTBETCTBYIOLWMIA ukcaTop nepen obpaboTkon ana
rMCTONOMMYECKUX UCCIE0BaHUA.

B.5.8.2 'mcTonornyeckue uccnegoBaHus

Pasppaxalollee feiicTBMe Ha KOXY NMeHUca oLleHuBaloT natomopdonorn. OnpeaensioT cocTosHue TkaHel B 6an-
nax B COOTBETCTBUM C CUCTEMON OLIEHKW, NpeAcTaBneHHon B Tabnuue B.4.

Bannel, nony4eHHbIe MPU MUKPOCKOMUYECKOM MCCEA0BaHUN BCEX XKUBOTHBLIX ONBITHOW rpynnbl, CYMMUPYIOT U Ae-
NAT Ha Yncno HabniogeHui, YyTobbl onpefenuTb cpeaHuii 6ann B rpynne. MakcumanbHoe 3Ha4YeHNe MOXET gocTuratb 16.

Te e BbIMUCIIEHUSI NOBTOPSIOT A115 KOHTPOJBLHOM rpynnbl.

ObLee yncno Gannos Gonbluee feBATH, NONYYEHHOE NPU MUKPOCKONUYECKOM UCCNEAO0BaHUMN Y KOHTPOSbHBIX XK-
BOTHbLIX, CBUAETENLCTBYET O HaNM4MKU TpasBMmbl. [OBTOpPHOE UccnefoBaHne NPOBOAAT, €CnNu Apyrue UCCNeaoBaHUa Unu
KOHTpPOIbHbIE XMBOTHLIE [JaloT Takue e Bbicokue Gannbl.

PasHocTb cpefHux 6annos, Nony4eHHbIX AN ONMBITHBIX U KOHTPOMbHBIX MPynn, AaeT UHAEKC pasgpaxeHnus (cM. Ta-
6nuuy B.5).

MNMpu oLeHKe pe3ynsraToB MHOrOKpaTHOro BosfgelcTBusA Tabnuuy B.4 Moguduumpytor, 4Tobbl y4ecTb nokasaTenu
peakuumn TKaHei, cBA3aHHbIE C XPOHUMECKUM pasapaXeHUeM.

B.5.9 Mpotokon uccnepoBaHuii

MpoToKon UCCneaoBaHNin JOMKEH COAepXKaTh:
a) onucaHue ncnelTyeMblx 06pasLios;
) NpeAnonaraeMslii cnocob NpUMeHeHUs MaTepuana unu nsgenus;
) nogpoBHoe onucaHme NoAroToBKM 06pasLioB K MCCneoBaHusAM;
) ONMcaHne aKcnepuMeHTasbHbBIX XXKUBOTHBIX;
) cnoco® annnukayun ncenegyemMbix o6pasLios;
f) onucaHue npoueaypbl CHATUA NOKasaHwi;
g) BeeHve HabnogeHnin n nx perncTpayum;
h

b
c
d
e

) TUCTONOMMYECKYIO OLIEHKY;
i) OLEeHKy pe3yneraToB.

B.6 MiccnepoBaHue peKkTanbHOro pasapaxarLero AeicTBus
B.6.1 O6wue nonoxeHusa

McenepgoBaHue PeKTanbHOro pasjpaxatoLiero aeicreus npoBOAAT ANA MaTepnanoB C KOHTAaKTOM yKa3aHHOro Buaa,
€CNnn daHHble No 6e30nNacHOCTU He MOryT ObITb nony9veHbl ApyruMn cpeacrsamu.

B.6.2 MpuHuMn metoaa

WccnepoeaHne NpoBOAAT ANA OonpefeneHna noteHuuansHo BO3MOXHOCTU MaTepuana okasblBaTb peKTanbHbINA
pasgpaxatowuii apdekxT.

B.6.3 UcknioyeHue u3 nccnegoBaHus

Jlio6oii maTepunan, Bel3biBatoLLWii pasfpaxeHne KOXu UK rnas, Unu matepuan, 3HadyeHne pH koToporo MeHee Unu pas-
Ho 2 unw Gonee unn pasHo 11,5, nccnegoBaHnsM He NOABEPratoT U NPU3HAIOT NOTEHLWaNbHEIM PEKTaNbHLIM PasspaxuTenem.

B.6.4 UccneayeMblit MaTepuan

Ecnn nccnegyemelil MaTepuan sABASETCH TBEPALIM UMK XKUAKAM, TO NOZrOTOBKY Npo6Gkl NPOBOAST B COOTBETCTBUM
€ npunoxexHvem A.
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B.6.5 dkcnepumMeHTanbHble XUBOTHbIE U UX coAiep)XaHue

MUcnonb3yloT MOMNoAbIX 340pOBbIX NOMOBO3PENbIX KpornuKkoB-ans6buHocoB moboro noma, ogHON NWUHWKM, Maccoi
He MeHee 2 k. Ecnu ucnonbayiot gpyrne sugbl, ux Bolbop gomkeH 6bITb 060cHOBaH.

AKKNUMaTM3aLMIo U cofepXXaHne XMBOTHBIX OCYLLECTBISIOT B cOOTBETCTBUM € ISO 10993-2.

[nsa npeaBapuTenbHON OLIEHKU NCCReayeMoro Matepuana B ofbITHYIO U KOHTPOIbHYHO rpynmnbl 6epyT no Tpu ocobu.

Mpy HeyaOBMNETBOPUTENLHBIX UMM COMHUTENLHLIX pesynbrartax, MonyyYeHHbIX Npu NpeaBapuUTENbHON OLeHKe, Npo-
BOASIT J0ONONHUTENbHbIE UCCIef0BaHMS.

YKUBOTHBIX Mepef 3KCMEPUMEHTOM U Nepef KaxabiM Bo3feicTBUEM obcneayloT AN BbIABMEHUA BO3MOXHbLIX MO-
BpeXZ eHUIA NPSMOM KULLIKW: ONyXOreid, pasfpaXeHusi, CBA3aHHOIO ¢ MHPEKUMOHHLIMU 3aboneBaHusMU, U T. 4.

B.6.6 MNpoueaypa uccnenosaHui

KopoTkuii (6 cM) MAMKUiA KaTeTep UMW KaHIOMIO C TYNbIM KOHLOM NPUCOEAMNHSAIOT K Wnpuly obbeMoM 1 mn 1 Gonee
1 3anonHAIoT LUNpUL C KaTeTepoM TakuMm obpa3oM, YTobbl 06beM uccnefyemMoro matepuana He npesbiwan 1 mn. na
Ka>K[10ro XXMBOTHOTO UCMONB3YIOT MHAMBUAYaNBHLIA LUNPUL, C KATETEPOM.

DUKCUPYIOT XXMBOTHOE C MOMOLLLIO YAepXMBaloLLEero npucnocobnerusi, kotopoe obecneunsaeT cBoGogHbIN JOCTYN
K MPOMEXHOCTU, UMK Npu NoMoLLy nabopaHTa, OCTOPOXHO YAepXXUBaIOLLEro XXUBOTHOE U PUKCUPYIOLLEro ero 3a 3afiHue
KOHEYHOCTM TakuM 06pa3om, UToGbl OTKPbITL MPOMEXHOCTb.

KaTeTep nepep BBeA€HUEM CMaYMBalOT KOHTPOMBLHLIM PACTBOPOM UMW NOAXOAALLEH cMa3kol Ana obneryeHns Beo-
[la B KULLKY.

3axBaTbiBaloT U NOJHUMAIOT XBOCT KUBOTHOTO, OTKPbIBas NPOMEXHOCTb. MArko BBoAAT kateTep rmy6oko B NpAMYL0
KWLLIKY 1 BNPbLICKUBAIOT 1 MM XUAKOCTW U3 LUNpULA, 3aTeM KaTeTep BbIHUMALOT.

Mockoneky 06beM MPSAMON KWLLIKW Y KUBOTHBIX HEOJMHAKOB, UCCIefyeMblii MaTepuarn MOXET YacTUHMHO BbIATU U3
Hee BO BpeMs UNU cpasy nocrne BBefeHUs. AKKYpaTHO yAansioT ocTaTku MaTepuarna MArkoi TKaHbIo.

MoBTOPSIOT BhILLEOMUCAHHYIO NMPOLEAYPY Yepe3 24 4 exxeHEBHO B TeveHue 5 cyT.

B AnuTensHOM 3KCnepuMeHTe YMCIIOo BBEAEHUW, UX NPOAOIDKUTENBHOCTE U UHTepBarnbl MeXAy HUMU 3aBUCAT OT
0coBeHHOCTeW NPUMEHEHUS U3 enusi B MeaULMHCKOIN NpakTuKe.

B.6.7 O6cnegoBaHue }XUBOTHbLIX

Uepes 24 4 nocre NepBoi anmniMkaLmm 1 HenocpeaCcTBEHHO nepes creayioLei 0TMEUaloT U PETUCTPUPYIOT 3MEHe-
HWUSI BHELLHEro BUAA NMPOMEXHOCTH, MOSIBIIEHWE BbigeNeHUi, SpuTeMbl, passpaxeHns. YKXUBOTHLIX, Y KOTOPbIX OGHapYXeHbi
BbIpaXXeHHbIe U3MeHEHUs, BbIAENeHUA UM OMyXOonu, He MO3BONSOLE NOBTOPUTL MPOLEAYPY, NOABEPraloT 3BTaHa3uu,
NPUMEHSSt ryMaHHble METOAbI, U UCCNeayIoT TKaHU B COOTBETCTBUM ¢ B.6.8.1.

Uepea 24 4 nocne nocrnegHero BBEAEHUS UCCMeayeMoro Martepuana XUBoTHLIX NoABepratoT 9BTaHa3nmn ¢ NpuMeHeHu-
eM ryMaHHbIX MeTogoB. OTCeKarT YHacToK NPAMOIA KULLKW 1 LUCTalbHYIO YacTb TONCTOM KALLKW, paspesaloT BAonb u obcre-
AYIOT, OTMevas Hanuuue pasfpaxeHus, NOBPEXT EHUIA SNUTENUANBHOMO CrOA UK Hekpo3a TKaHeil. MpAMYH KULLKY 1 GucTanb-
HYI0 YaCTb TOSCTOI KULLKM NOMELLAKT B COOTBETCTBYIOLLMIA (huKcaTop ANS AanbHENLLINX MCTONorMiecknx ncenenoBaHuii.

B.6.8 OueHka pesynbraTtoB

B.6.8.1 Makpockonuyeckoe nccnegosaHune

Yepes 24 4 nocrne nocrnegHero BBEAEHWA UCCNEeAYEMOro MaTepuana XvWBoTHLIX NogBepratoT 3BTaHasun ¢ npuMe-
HeHNeM ryMaHHbIX METOf0B.

OTceKatoT y4acToK NPSAMOA KWALLKK U JUCTanbHYH YacTb TONCTOH KULLKW, paspesatoT BLOMb M 06cneaytoT, oTMeYasn
Hanuuune pasapaxeHus, NOBpeXAeHUA aNUTeNnansHOro Cros UNu HeKkpo3sa TkaHei.

MpsMYH0 KULLKY WM JUCTanbHYH YacTb TONCTOW KULLIKWM MOMELLAtoT B COOTBETCTBYIOLWIA dhuKcaTop AN AanbHerLwmnx
FMCTONOrMYECKUX UCCrenoBaHuiA.

CpaBHMBaIOT peKTalbHble TKaHW B OMbITHBIX U KOHTPOMBHBIX Fpynnax.

PerncTpupyroT U OMUCLIBAOT MaKPOCKOMUYECKNE U3MEHEHUA PeKTanbHbIX TKaHel KaXZoro XUBOTHOro, oTMeYas
pasnuuns Mexzgy XMBOTHEIMW OMbITHOM U KOHTPOMBHO rpynm.

n punMeyvyaHNnNe — OTu HabntogeHus MOryT ObITb NonesHbl Npu ructTonorn4eCkux nccrnegoBaHuAax.

B.6.8.2 MncTonoruyeckne necneqoBaHus

Pasapaxatolee feiAcTBMe Ha peKTanbHble TKaHW NpoBogAT natomMopdonorn. OnpeaensoT CoCTosHWE TKaHed B
COOTBETCTBUW C CUCTEMON OL|EHKM, NPEACTaBneHHo B Tabnuue B.4.

Bannel, nony4eHHsIe Npu MUKPOCKOMUYECKOM UCCMEAoBaHMMN BCEX XUBOTHLIX ONBITHOM rpynnbl, CYMMUPYHT U Ae-
NAT Ha Yucno HabniogeHui, YyTobbl onpeenuTe cpefHUil 6ann B rpynne. MakcumarnbHoe 3HadeHne MoXeT gocTuraTe 16.

Te e BblYUCMEHUA NOBTOPSIOT ANA KOHTPOMBHOA rpynmnbl.

Obwwee yncno 6annos Gonbluee AEBATH, NOMYYEHHOE NPWU MUKPOCKOMUYECKOM UCCIIEA0BaHNM Y KOHTPOSIbHBIX XU-
BOTHbIX, CBUAETENLCTBYET O HanNU4YuMu TpasMbl. [1OBTOPHOE UCCnefoBaHUe NPOBOAAT, eCnu Lpyrue uccrnesoBaHus unu
KOHTPONBHbLIE XKWUBOTHBIE JatoT Takue xe Bbicokue 6annbl.
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PasHocTb cpefHUx 6annoB, NonyYeHHbIX ANSA OMBITHLIX U KOHTPONbHLIX FPYNM, AAeT MHAEKC pasapaxeHus (CM.
Tabnuuy B.5).

Mpu oLEeHKe pesynsTaToB MHOMOKpaTHOro BosgencTsus Tabnuuy B.4 moauduympytot, 4Tobbl ydecTb nokasartenu
peakuyun TKaHel, CBA3aHHLIE C XPOHMYECKUM pPasApaXeHeM.

B.6.9 MNpoTokon uccnenosaHui

MpoTokon uccrnenoBaHnini JOMKEH CopepXaThb:
a) onucaHue ncnelTyeMblx 06pasLios;
) NpeAnonaraeMelit cnocob NPUMEHeHUA MaTepuana um Usgenvs,
) nogpo6Hoe onucaHne NoAroToBKM 06pasLioB K MccrnefoBaHUsM,;
) OnMcaHne aKcnepuMeHTasbHbIX XUBOTHBIX;
) cnoco® annnukayun ncenegyemMoix obpasLios;
f) onucaHue npoLeaypbl CHATUSA NOKa3aHWR;
g) BegeHue HabntogeHuid u ux peructpauuu;
h

b
c
d
e

) TUCTONOMMYECKYI0 OLIEHKY;
i) OLEHKy pe3yneraToB.

B.7 ViccnepoBaHue BarmHanbHOro pasgpaxatollero oeMcTeus

B.7.1 O6wue nonoxeHus

UcenepoBaHue BarmHanbHOro pasgpaxatroLero Aewcteus NPOBOAAT ANA MaTepuanoB C KOHTAaKTOM YKasaHHOro
BUAA, eCnn JaHHble No 6e30NacHOCTU He MOryT 6bITb nony4veHel ApyruMu cpeacresamu.

B.7.2 NMpuHuun metoaa

WcenepoBaHue npoBoAsAT ANs ONpeAeneHUsi NoTeHUManbHON BO3MOXHOCTU MaTepuana okasbiBaTb BarMHasbHbIN
pasgpaxaroLlnii acpdekT.

B.7.3 VicknioueHue U3 uccrnegoBaHuaA

JoBolt MaTepuan, Bbi3biBalOWKA pasgpaxeHne KOXN UNu rnas, uv Matepuar, sHadeHne pH KoToporo MeHee nnu
paBHO 2 Unu Goree unu paBHo 11,5, UccnefoBaHUAM He NOABEPraloT U MPU3HAIOT MOTEHUMANBHBIM BarlHaNbHBEIM pas-
ApaxuTernem.

B.7.4 UccneayeMbiii matepuan

Ecnun uccnepayemelii Matepuarnos SABNAETCA TBEPALIM UMM XNAKUM, TO NOArOTOBKY NPo6Gbl NPOBOASAT B COOTBETCTBUM
C MpUNoXeHnem A.

B.7.5 3KkcnepumeHTanbHbIE XUBOTHbIE U UX coaepXaHue

Mcnonb3yloT 300poBbIX MONOALIX MOMOBO3PENbIX CaMOK KPONUKOB-anbObUHOCOB OAHOW NUHUKU Maccoill He MeHee
2 k. Ecnn ucnonb3yioT Apyrue Buabl, Ux Beibop gormkeH 6biTb 060CHOBaH.

AKknuMaTmnsaLuio 1 coiepxxaHne XMBOTHBIX OCYLLIECTBIIAKT B COOTBETCTBUM ¢ ISO 10993-2.

[nsa npeaBapuTenbHON OLEHKU UCCIIEAYEMOro Matepuarna B ONbITHYI0 U KOHTPOnbHYto rpynnbl 6epyT no Tpu ocobu.

Mpu HeynoBNETBOPUTENBHBLIX UM COMHUTENBHLIX pe3yrnbraTtax, NofyyYeHHbIX NpU NpeaBapUTENbLHON OLeHKe, Npo-
BOASAT JOMOSNHUTENBHBIE UCCTe0BaHuUSA.

YKUBOTHBLIX Nepef 3KCNEpUMEHTOM U Nepef, KaxabiM Bo3feiicTBueM obcrneayoT ANA BLIABNEHUS BblAeNeHWid, Bo3-
MOXHBIX MOBPEXAEHWIA BNaranuLia: Hanmuue onyxoren, BaruHarnbHbIX UHeKUMiA, pasgpaxenus u T. 4. ObcrnegoBaHue
NPOBOAAT TaKKe AN onpefeneHus da3sbl OBYNALMOHHOMO LKA, YToObl OTNIMYNTE peakuuio TKaHeil Ha BO3MOXHOe Jeit-
CTBUe MccreayeMoro MaTepuana oT pu3nonormyecknx MSMeHeHMi.

B.7.6 MNpoueaypa uccnegoBaHui

KopoTkuii (6 cM) MArkuii kKaTeTep UK KaHIonto ¢ TYNbIM KOHLIOM NPUCOEAUHAIOT K WnpuLy o6bemoM 1 Mn u Gonee u
3aMoIHAIOT LUMNPUL, C KaTeETEPOM TakuM 0b6pasom, YTobbl 06beM UCTBITYEMOro pacTBopa He npeBbiwan 1 Ma. ns kaxgoro
XWUBOTHOTO UCMONBL3YIOT UHAMBUAYANBHLIA LUMNPUL, C KATETEPOM.

DUKCUPYIOT KUBOTHOE C NOMOLLLIO YAepXuBatoLLero npucnocobneHus, kotopoe obecneumaeT cBo60AHLIA focTyn
K Baranuiyy, unm npu nomolLym nabopaHta, OCTOPOXHO YAEPXMBAIOLLEro XUBOTHOE U (PUKCUPYIOLLIETO ero 3a 3agHue Ko-
HEeYHOCTU Takum 0bpa3oM, YTO6bI OTKPLITH MPOMEXHOCTb.

KateTep nepep BBeAeHMEM CMauYMBalOT KOHTPOMbHLIM PacTBOPOM UK NOAXOASALLER cma3Kkoii Ana obneryeHns BBo-
Ala BO Briaranuiye.

3axBaTbIBalOT U NOJHUMAIOT XBOCT XXUBOTHOIO, OTKpLIBasi BXOA BO Bnaranuiie. Msarko BBogAT KaTeTep rry6oko Bo
Bnaranuiie n snpeickusatoT 1 Mn nccnefyemoi Npobel U3 LWNpUua, BeIHUMaKOT KaTeTep.
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Mockonbky 06beM Bnaranuua y XwWBOTHBIX HEOAWHAKOB, UCCTIEAYEMBIA MaTepuarn MOXET YaCTUYHO BLINTW W3 Bna-
ranuiya Bo BpeMs Uiy cpasy rnocne BeegeHns. AKKypaTHO yAansiioT ocTaTku Matepuarna MsArkoii TKaHbHo.

MoBTOPAIOT BhiLLEONUCAHHYIO NPOLeAYpPY Yepes 24 U exefHEeBHO B TeveHue 5 cyT.

B nNpogomKkUTenLHOM SKCepUMeHTe YMCIIo BBEAEHMUI, UX NPOAOIDKMTENBHOCTE U MHTEPBarbl MEXAY HUMN 3aBUCAT
OT 0COBEHHOCTe! NPUMEHEHUS U3LENNA B MEAULIMHCKON NpaKTUKe.

B.7.7 O6cneaoBaHue XUBOTHbIX

Uepes 24 4 nocre NepBoro BBeeHUs1 U HEMocpe CTBEHHO Nepey, criefyiolleid npoLefypoil 0TMeYaloT U perucTpu-
PYIOT NosiIBMEHNE BblLeNeHNiA, U3MEHEeHUI BHELLHErO BUAa BXOAa BO BararnuLle U NPOMEXHOCTH, 3pUTEMBI, pasapakeHus.

XUBOTHBIX, Y KOTOPbIX OBGHaPYXeHb!l BbIpaXXeHHbIE U3MEHEHUSI UK OMYXOIH, He NMO3BOSIsIoWUe NOBTOPUTL BBEAE-
HUWe, NOABepratoT 3BTaHa3NK, NPUMEHSS ryMaHHbIE METOAbI, U UCCIIEAYIOT TKaHU B COOTBETCTBUU ¢ B.6.8.1.

B.7.8 OueHka pesynsraTtoB

B.7.8.1 Makpockonu4eckoe nccnegosaHune

Yepes 24 4 nocne nocrnefHero BBeeHUS NCCNefyeMoro Matepuana XUBOTHbIX MOJBepratoT 3BTaHa3nU ¢ Npume-
HeHneM rymaHHbix MeTofoB. OTAeNsIoT BnaranuLle, paspesatoT BOMb U OCMaTPUBAIDT, OTMEYasn Hanu4ue pasgpaxeHus,
NoBpeXAEeHNA aNUTENNanbHOro CNos 1 HeKpo3a TKaHew.

TkaHu Bnaranvila nomeLlaloT B COOTBETCTBYIOLLMIA duKkcaTop ANA AanbHeAWmnx rucTonornyecknux nccnegoBaHuii.
BblgensoT Tpu Kycodka U3 LiepBUKanbHON, LEHTPanbHON U KayaansHoW YacTel Bnaranuiia.

CpaBHMBaIOT BarvHarsbHble TKaHU B OMbITHBIX U KOHTPOSbHbLIX Ipynnax.

PernctpupytoT 1 onuceIBaOT MakpoCKONUYeckne U3MEHEHUsT peKTanbHbIX TKaHeN Kaxgoro XXMBOTHOMo, oTMeYas
pasnuyna Mexay XWBOTHLIMMU OMbITHOW W KOHTPOIBHOW rpynm.

Il punMedyaHne — 3Tn HaGJ'IPO]J,eHVIH MOryT ObITb NONE3Hbl B MUCTONOMMYECKNX ncenegosaHUAX.

B.7.8.2 'ncTonornyeckne nccnegoBaHua

Pasapaxarollee AeiCTBME Ha BarMHanbHble TKaHW NPOBOAAT natomopdonork. OnpeAensatoT COCTOAHUE TKaHel B
COOTBETCTBMU C CUCTEMOIA OLIEHKM, MpeAcTaBrneHHoi B Tabnuue B.4.

Bannel, nonyyeHHbIe NpU MUKPOCKONUYECKOM UCCMEeLOBaHUN BCEX XUBOTHLIX OMbITHON rPpynnbl, CYMMUPYIOT U Ae-
NAT Ha Yucno HabntogeHun, Ytobbl onpefenuTb cpefHuid 6ann B rpynne. MakcumarnbHoe 3Ha4eHne MOXeT AocTurathb 16.

Te e BbIMUCIIEHNA MOBTOPSAIOT AN KOHTPONBLHOW rpynmkbl.

Obwwee yncno Gannos Gonbluee 4eBATHU, NOYYEHHOE NPU MUKPOCKOMUYECKOM UCCNEA0BaHUMN Y KOHTPOMbHBIX XK-
BOTHbIX, CBUAETENBLCTBYET O HaNW4Yuu TpaBMbl. [IOBTOPHOE UCCnefoBaHue NpPOBOAAT, €Cnu Apyrue UCCNeoBaHus Unu
KOHTPOIbHbIE XUBOTHLIE AaAKOT TaKue Xe Bbicokue Gannbl.

PasHocTe cpeaHux 6ansoB, NofnyYeHHbIX 4718 OMNbITHBIX U KOHTPONBHLIX MPYNM, aeT MHAEKC pasapaXeHus (CM. Ta-
6nuuy B.5).

MpW oUeHKe peaynsTaToB MHOrOKpPaTHOro Bo3aewucTeua Tabnuuy B.4 moguduumpytot, Yytobbl yuecTb nokasarenu
peakuun TKaHel, cBA3aHHbIe C XPOHUYECKUM pasgpaXeHUeMm.

B.7.9 MpoTokon nccneaoBaHuii

MpoTokon nccnepoBaHuii JOMKEH coaepXaTh:

a) onucaHne ucnelTyeMblx 06pasLos,

b) npegnonaraemeilit cnocob NpUMeHeHUs MaTepuana unu usgenus,
c) nogpobHoe onucaHue NoAroToBkn 06pasLUoB K UCCMEeA0BaHUAM;
d) onucaHue akcnepuMeHTanbHbIX XXUBOTHbLIX;

e) cnocob annnukauum uccrieayemMolx o6pasuyos;

f) onucaHue npoleaypbl CHATUA NOKa3aHWUK,

g) BeAeHue HabniofgeHuin U ux perucTpayuu,

h) ructonornyeckyo oLeHky;

i) OLUEHKy pe3ynLraToB.
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MpunoxeHue C
(cnpaBouHoe)

JononHutenbHas uHdopmaumusa

C.1 OJononHutenbHaa uHdopMaLus no pasgpaxarLemy AeMcTBuio

WcenenoBaHne KOXHOMO pasfpaxeHUs MenKuX XWBOTHLIX MPOBOAMTCA ANA UAeHTUDUKaLUM maTepuanos, KoTopble
MOTYT SBMATLCA NOTEHLMaNbHEIMU pasgpaXuTensamMm KoKW U/Wnu crimsuctoi o6onoykn Yenoseka. MNepBuyHbIM pasgpaxuTe-
nem sBMnseTca MaTepuarn, Bbi3biBaloWWin BOCNaNUTENbHBIE MBMEHEHNS KOXU B pesynsrare NpsiMoro nopaxaroLlero Bosfeit-
CTBUSA, OXapaKTepn3oBaHHOIO Han4YMeM BoCNaneHus, Unm, Npy CUNbHOM pasfpaxuTene, Be3NKynAumMen /mnm Hekpo3om.

Kponuk senaetca Hanbonee npeanoYTUTENbHLIM UCMLITYEMBIM XKUBOTHBLIM, YTO MOATBEPXAAETCA Hanu4meM obLump-
HOI MHpOpMaLK MO KOXHOMY pasfpaXeHUIo B 3TUX XXUBOTHLIX B Pernctpe TokcM4Yeckoro feiicTBusi XMMUYeCcKUX BeLLecTB
(RTECS). M3 6onee 4em 2000 3anuceit B RTECS 85 % coobLuatoT 0 pesynbratax uccnefjoBaHuii Ha kponukax, 7,5 % — Ha
yenoBeke, 4 % — Ha MblWwax U 3 % — Ha MOPCKUX CBUHKaX. B pesynbraTte, KPONMKOB MCMONB3YIOT A5 NMOTYYEHUs 3HaYU-
TenbHoro 6oMbLUNHCTBA CYLLECTBYIOLWMX A@HHBIX B OTKPLITOM AocTyne. OYUCTKa OT LLePCTM yyacTka UccrnejoBaHUs He siB-
nsieTcs HeoBXoAMMOM, TaK KaK AaHHbIE YKa3blBaOT Ha MOXOXMe OTBETHI Ha BbICKOBNEHHbIX U HEBBICKOBNEHHBIX y4acTKax.

MeenenoBaHns KOXHOMo pasapaKeHns MoryT faeaTb pasfvyHble pesynbrarbl BCNeACTBUE BapuaLmun psaa pasiuyuHbIX
¢hakTopoB, CBASAHHLIX C UCCNeoBaHNEM, TaKUX Kak PeLMNUeHT, TecToBasa A03a, pasMepbl anriukaLmm, cTeneHb OKKNo3um,
LNWUTeNbHOCTL BO3AENCTBUA, HaMNOMHUTENb, BPEMS CHATLIBAHWS W Ka4eCTBO CHATLIBAHWA AaHHbIX. Takum obpasom, B uccnepo-
BaHWA KOXHOro pasapaXeHns Ha YenoBeKe BaXHO BKITIOYUTL XOPOLLO U3BECTHbIE MaTepuasibl MONOXUTENBLHOrO U oTpuLiaTenb-
HOro KOHTPOMNEi AN1A cpaBHEHUS pe3yNLTaToB UCCIEA0BAHUS C KOHTPOMBHBIMW MaTepyanamMu, YTo No3BoNAET COOTHECTM Pe3yrb-
TaTbl. B Ka4yecTBe pasgpaxuTens NonoKWUTENBEHOrO KOHTPONS NpenmMyLLecTBEHHO BblbupaloT gofeumncynibgar Hatpus (SDS)
YMCTOTOM, Gonee unu pasHoiA 99 %, Tak kak aTo Hamboree LUMPOKO UCMONb3YEMbI KOHTPONBHBIA pasapaXuTeSb B KITMHUHECKUX
nenbiTaHusx [2], [4], [31]. OH Taioke nerko u LUIMPOKO JOCTYMNEH U He UMEET ApYruX HeraTuBHbIX agdekToB. HoHaHoBasA kucnoTa,
crnocob AeicTBUS KOTOPOIA 0TRMYaeTes oT SDS, Takke MOXeT UCMOoNb30BaTLCH Kak NONOXUTENBHbIA KoHTponb [18], [19].

Bosgeiictere SDS onpepenseT rpynny YenoBeveckux Jo6poBONbLEB U CAYXMUT OTNpaBHOR Toukoi. SDS knaccu-
umLmpyeTesa Kak KOXHbIA pasgpakuTenb cornacHo kputepuam EC (88/379/EEC [upekTuBa coBeTa OT 7 uioHs 1988 ).
TeM He MeHee, He ACHO, HaxoauTcsa N SDS Ha NoporoBoM ypoBHe OTBETA, MPW KOTOPOM XUMUKaTbl AOMXHbLI paccma-
TPWBATBCA KaK KOXHbIE pasfpadXuTenu, unv 6rnusko K TakoBoMy. Takum obpasom, BMECTO MCNOSIb30BaHUA MaTepuana B
4yucTom Buge, 6onee NpUrofgHoO B3ATb B KA4ECTBE OTMNPABHOMN TOMKM MUHUMaTBHBIN ypoBeHb SDS, NpU3HaHHLIA, MO MeHb-
e mMepe, o4HON pernoHaneHoi rpynnoil (EC) 3HaYMTENbHBIM OCTPBIM KOXHEBIM pasgpaxuTeneM, KakoBbiM SIBMSIETCA
20 %-Hblin (MaccoBas KOHLEHTpaLus) BofHblA pacteop [31].

Mcnonb3oBaHne NabopaTopHbIX XUBOTHBIX AN UCCNEA0BAHUA KOXHOIO pasfpaXeHNsa CHUXAETCA MO NpUYUHE pas-
paboTku moaenei in vitro n 6ornee YyacToro ncnonb3aoBaHua NayneHToB Aobpoeonbues [10], [14]. Ans ncuucneHus otBeTa
Ha pasfpaxuTenb UCNOMb3YHT OUOUHXEHEPHLIE UMW HEWHBa3WBHbIE, OBLEKTUBHLIE METOALI U3MEPEHWUS, YTO CHIDKAET 3a-
BWCUMOCTb OT 6ornee cyGLeKTMBHOM BU3yarnbHOW LKanbl 3aMmepa [12], [16], [17]. TeM He MeHee, fecaTUneTus onsiTa Gbinn
npuobpeTeHsl Bnarogaps MccrnefoBaHuio KOXHOro pasgpaxerus Opaiisa (Draize) Ha kponukax-anb6uHocax. JdaHHbIi
MeTon npueefeH B [8]. Mccneayemblil Matepuan NPUMEHIOT Ha HEMOBPEXAEHHbIX y4acTKax BbICTPUKEHHOM CMUHBI MOZ
Kycodkamu Mapnu. AnnamKkauumn HaHOCAT Ha TpexX Kponnkos. Kycoukn Mapnv NpUKpennsioT nnacTelipeM, a Bce TyNoBULLE
XMBOTHOrO 060paqMBatoT NOMYOKKNIO3UBHOM UMW OKKNIO3MBHOW NOBA3KOM Ha 4 . Mocne 4 4 KycoYkn Mapnu CHUMaT, Uc-
creflyemble yHacTKu O4ULLAKT 1 crycTa 14, ntobyto pe3ynsTaTUBHYIO peakLuio OLeHWBatoT Ha NpegMeT Harn4us apuTemel
nUnu oteka. Peakuuto TakKe oLeHuBatoT Yepes 24, 48 n 72 u.

WcenenoBaHue pasfpaxeHus rmasa Ha Kpornukax 6eino paspaboTaHo AN NMpOrHO3MpPOBaHWUA paspaXXeHus rhnasa
y Yenoseka [27]. [Ins oLeHKW cTeneHn rnasHoro pasapaxeHus Draize [26] onybnukosan unntoctpupoBaHHoe nocobue no
CUCTEeMe OLIEHKUN CTENeHW pasfpaxeHus.

AnbTepHaTUBHBIE METOAbLI in Vitro AN nccrnenosaHus apekTa rnasHoro pasgpaxeHuss HaXo4ATCA B CTagumn pas-
paboTku, Ho elle He 06OCHOBaHbI U HE YTBEPXAEHEI Ha MeXAyHapogHOM ypoBHe [21].

O6LWMpHbIe AaHHbIe N0 KOXHOMY pasfpaxXeHuto y YernoBeka npefcTaBneHsl MiccneoBaTenbekum MHCTUTYTOM Ay-
wncTbiX BeljecTs (Research Institute for Fragrance Materials). MoHorpaduu no agumpHeIM Macnam v pyruMm apomatude-
CKUM coefiHeHuAM onybrnukoBaHsbl B Food and Cosmetic Toxicology («IMuLleBas 1 kocMeTudeckasi TOKCUKONOrus»). Mpo-
ekT PykoBogctea OECD o uccrnefoBaHWio 0CTPOro KOXHOro pasfpaKeHus Ha nauueHTax-406poBornbLax npegocTasnseT
[ OMOMHUTENbHYIO CMpaBoYHY WHGopMaLuuio. [pynna XUMUKOB, y4acTBYIOWWX B nporpamMme paspaboTku PyKkoBogcTs
OECD, noka He gocTurna corrnacus o HeobxoanMocTh cozaanns Pykosogctea OECD no MeCTHEIM KOXHBIM athdbekTam y
nauueHToB-gobpoBonbLEB.

C.2 [lononHuTenbHasa nHgpopmaumus nNo UccrneaoBaHUsIM CEHCUOBMNU3aLUM Ha BbisIBIeHWE rMNepYyBCTBU-
TenbHOCTU 3aMeaneHHoOro Tuna

CeHcnbunusaLus y YeroBeka HacTynaeTt nocre OAHOKPaTHOrO UMW MHOMOKPaTHOro HaKOXHOrO BO3[eWCTBUS, UHN-
LMMpyeTCs U 3anyckaeTcst KOMMOHEHTaMN UMMYHHOH cucTeMbl. OCOGEHHO BaXHO, YToBbI ranTeH (XUMUKaT) ABRSNCS cy-
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LEeCTBEHHbIM NO OTHOLLEHWIO K KOXKe U 06nagan npoHukatloLwein cnocobHocTbLI0. 3aTeM OH BCTYNAET B peakLuto ¢ Genkamu
KOXMW ANsA popMMPOBaHNA MMMYHOTEHHbIX komnnekcos. KneTku NMaHrepraHca Ha anngepmarnbHoii/iepmanbHoi rpaHuLe
BblpabaTbiBalOT aHTUreH Ha cneyuduryeckne NMMMOLUTLI, KOTOPbIE 3aTeM akTUBUPYIOTCA AN UHULMAaLIMA UMMYHHbIX OT-
BeToB. HebonbLuoi NPoLEHT 3TUX NMUMQOLUTOB ABNAETCA KNETKaMWU JONTOCPOYHOIH NaMATH, KOTOpbIE CrlyXaT OCHOBHLIMU
aKTUBaTOpaMu B NPOBOKaLMOHHOI hase. Takum o6pa3som, nocneayrowme NoBTOPHbIE BO3AEUCTBUA MOTYT NPUBECTHU K He-
raTMBHLIM peakuusM, KOTOpble CONPOBOXAAOTCA BEIBPOCOM NUMEOKNHOB aKTUBUPOBAHHBIMIA NUMdoLUTaMK U ApyruMU
BOCNANUTENLHLIMUA KNETKaMKU, NPUBMEYEHHBIMUA B 30HY pPaHbl.

B 1895 Jadassohn, ucnonb3syst MeTog annnukauuii, o6HapyXun y nauueHTa KNMMHWUYECKU KOHTAKTHYIO anfepruto
Ha pTyTb. OTOT HOBATOPCKWIA NOAXOA NpeocTaBUN HaydHylo 6a3y Ana nocneaylowmx nccnesoBaHnii, HanpasieHHbIX Ha
AWarHo3 1 NpPorHo3 KOHTAKTHOW aryieprm y 4enoBeka U XMBOTHLIX. Pa3BuTUe NepcnekTUBHLIX/NPOrHO3UPYIOWUX Ucche-
[0BaHWI ANA OLEHKN CeHCMBUNU3UpyloLLiero NoTeHyMana XuMnKaTos nocriefoBano 3a HosaTtopckoi pabotoii Landsteiner
n Chase [49], koTopble TBepA0 060CHOBaNN UCNONL3OBAHUE MOPCKUX CBUHOK ANSA W3Y4EHUA rMNepYyBCTBUTENbHOCTU 3a-
MeANEHHOro Tuna.

Magnusson u Kligman [50] onpo6oBanu MHOXeCTBO BapuaHTOB UCCNEAOBaHUA Ha MOPCKUX CBUHKaxX W npeano-
KUMKW Npoueaypy MakcMmmusauum Ha Mopckux cBuHKax (GPMT), 0CHOBaHHYI0 Ha BHYTPUKOXHBIX MHBEKLUUAX (C NOMHBLIM
aabiloBaHTOM Ppeiinga [FCA] unu 6e3 Hero) u nocneayowmx MECTHBIX annnukauuax CCNnegyemMoro Matepuana Ha ToT
Xe y4yacTok. MNpeanoxeHHas MeToauka TpebyeT npegBapuTensHON 06paboTkn UCNBITYEMOro yYacTka, ecnu uccnesyemslin
MaTepuan He aBnaeTcsa pasgpaxutenem. Kak npasuno oHa goctoBepHo o6HapyxusaeT cnabble ceHenbunusaTopel, Tak
KaK NoHATUE «cnabblii» BKNIOYAET HYNEBYIO BEPOATHOCTb NONOXUTENLHLIX peakynint. STOT HyBCTBUTENbHLIN METOA LIUPO-
Ko ucnonb3syeTcs. NpuMeHeHne norHoro agbioBaHTa ®dpeliHaa NoBbIWAET YYBCTBUTENBHOCTL METOAA UCCEA0BaHUA W,
B HEKOTOPbIX CAYYasX, MOXET NepeoLieHUTb CEHCUBUNU3UPYIOLWNIA NOTEHLUUAN UCNBITYEMOrO COEAUHEHNA.

B 1965 Buehler [41] npeanoxun ncnofib3oBaHue 3akpbiTblX annnukauuii ana obecnedeHns OKKNIO3UW Kak METoA
AN ONTUMWU3aUMKU BO3AEUCTBUA U NPUBNUXEHNA K YCNoBUAM Npoueayp, ucnonbsyeMblx Ha Yenoseke (Human Repeat
Insult Patch Test HRIPT). Bbicka3biBanock npeanonoxeHue, YTO METoAUKa OKKMIO3MBHON annnukauun ABNSAETCA vyB-
CTBUTENbHOW U TOYHO NPOrHO3NPYET CPeAHUe U CUMbHble CeHCMBUNU3aTopbl, TakuM obpa3om, NpeaoTBpaLlas BepoaT-
HOCTb HeraTUBHBIX peaKkLUWil Y YenoBeYeckux Mogenei Nnpu NOBTOpHON HakoxHoW npobe (Human Repeat Insult Patch Test:
HRIPT). MpeactaBneHHble AaHHbIe NOKasanu NpenMyLWecTBa OKKM03UN NO CPABHEHUIO C BHYTPUKOXHBIMU UHBEKLUAMU U
MECTHbIM NMPUMEHEHNEM OTKPLITOro Tuna. CTUMyNALMSA UMMYHHON CUCTEMBI afbloBaHTaMKU He UCNonb3oBanack. [aHHbIi
MeTOoA NPpU3HaH JOCTaToOMHO YyBCTBUTENbHOW NpoUEeAypol ANS onpefeneHus camblx cnabbix ceHcUbunuaaTopos U Ao-
KasaH Kak JOCTaTo4HO rMBKUIA ANA UCNONb30BaHUA B NpoLeAype OUEHKN pucka. TeM He MeHee, UccnefoBaHne 3aKkpbITo
annnukauueii (uccnefosaHue Bronepa) MeHee YyBCTBUTENBHO NO cpaBHeHuio ¢ GPMT [46].

OTv ABa uccnefoBaHWs, METOA 3aKPbITOW anmnukauMu U MakcumMu3auuu Haubonee 4yacTto MCnorb3oBanuchk AnNs
oueHku 6esonacHocTn B CoefnHeHHbIx LLitatax AMepuku 1 B EBpone. OHM Takoke SIBMSAIOTCS NPeAnoYTUTENbHBIMA METO-
faMu nccnefosaHUsAMU B feicTByoWwunx PykoBoacTeax no uccnegosannam OECD n EC. PesynsraTsl ceHecubunusmnpyto-
LMX Npob Ha MOPCKWUX CBMHKaX 3aBUCST OT MHOMUX (haKTOpPOB, CBA3a@HHLIX C XUBOTHLIMU U C TEXHUHECKUMU acnekTamm,
YTO OOBACHAET pasnuyusa B pesynsratax MCCreAoBaHUiA pasHbiX rabopaTtopuid, HanpUMep, JIMHUA XWBOTHBIX, WX MON,
BO3pPAacCT, OKpYXatoLLjue YCroB1SA UCCIEeA0BaHNUA, UCCNIEAYEMbIN YHaCTOK Ha XXMBOTHOM, METOJ YA alEHUS LWEePCTU (CTpuxka/
6pUTbE) UNKU XMMUYecKas Aenunsauns, TUN KOHUIypaLumu annimkauum, YUCrno UccreayemMoro matepuana, Kadectso Ok-
KNto3uK, BpeMsi BO3AENCTBUA U CHNTbIBaHME TKAHEBOrO OTBETA. bbinn Mcnonb3oBaHb! U U3yYeHbl MHOFOUMUCTIEHHbIE ApYrue
nccnefoBaHns, Uy Kaxaoro M3 HUX eCTb CBOM CTOPOHHUKW. B HacTOALMIA MOMEHT CyLLeCTBYET HECKONBbKO METOAUK, Npu-
3HaHHbIX MPUeMnNeMbIMW B HOPMaTUBHLIX LIENsX, NPy YCoBUK, YTO METOAUKA OTpaXeHa AOKYMEHTaNbHO Hagnexallum
obpasoM u obocHoBaHa uccnegosaTenemM. Bo Bcex cnyyasix npoueaypbl criefyeT NpoOBOAUTL B COOTBETCTBUM C NEPBOMUC-
TOMHMKOM. CNUCOK ApYrMX uccrnegoBaHuii npuseaeH B Tabnuue C.1.

HepnasHAs MoHorpadua ECETOC npusoguT HoBeiiLLyto MHOpPMaLUIo NO UCCIIEA0BaHNUI0 HAaKOXHOW ceHeubunmnaa-
Luu [44].

Tabnunuya C.1— AnsrepHaTuBHbLIe METOAbI UCCIe0BaAHUSI CeHCUBUNU3aLMKU 3aMeaneHHoro Tuna

1 MeTog ¢ ucnons3oBaHueM MnosiHoro agwtoBaHTa OpeitHaa

2 MeTog ¢ Mcnonb3oBaHneM pasfefieHHoro agbioBaHTa

3 MeTog OTKPbITLIX 3MUKYTaHHBIX annaukauuii

4 OnTumanbHbIA MeTod Mayepa

5 TecT Ha nogyLueYKax cTonbl MOPCKUX CBUHOK

6 KyMynsTUBHbIA MeTOA ¢ yBeNMYEHUEM CTENEHUN KOHTaKTa

7 CrapuhuKaLunoHHLIA METOA (C aAblOBaHTOM U anmninkauusmm)
8 MeTog nceneaoBaHus Ha yliax Mblln

9 MecTHas npoba Ha Numdoy3sne Mbin

MocnegHssa npo6a B Tabnuue C.1, mecTHaa npoba Ha nuMdoyane mobiwn (LLNA), sacnyxusaer 0coboro BHUMaHuS.
MecTHas npoba Ha numdoysne Mblwn (LLNA) 6bina npuHsita OpraHusauumeit SkoHoMudeckoro CotpyaHudecTsa U Pas-
BuTMA (OECD) kak caMocToaTenbHas ansrepHaTuea NPoBOASLLMMCA UCCIEA0BAHNAM Ha MOPCKUX CBUHKAX U Kak MeToj
ynyylieHusi obpalleHuns C XMBOTHLIMU [83].
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HayuHol 6a30ii fns nccnefoBaHus ABNSETCA U3MepeHne BBeaeHHOro 3H-MeTUn-TAMUaMHa B UMK OLINTLI B APEHMpY-
eMbIX MMMdOoy3nax MbILLW Noj MECTHBIM BO3LEACTBMEM MCTbITyeMoro obpaslia Kak nokasaTens ceHenbunusauym. 31o uccne-
[l0BaHWe He BKITIOYAET NPOBOKALMOHHYIO ¢hasy. KOHeYHOW UHTepecytoLLe TOUKON SBNAETCS UHAEKS CTUMYNALMK, O3HaYatoLLMA
COOTHOLLEHWNE BBEAEHHOMO TUMMAVHA B JIMMAOY3Mbl KMBOTHBIX, MOMYYMBLUMX 403y BO3LEACTBUSA, C BBEAEHHBIM B IMMAOY3bI
KOHTPOIBHO rpynnbl. MiccnenoBaHne SBNSETCS NONOXUTENBHbIM, KOTAa MHAEKS CTUMYNSALMK npesbiwaet 3 (S| > 3). BHyTpu u
mexrnaboparopHas oueHkm LLNA nokasanu BOCMPOM3BOLMMOE COOTHOLLEHWE [03a — OTBET BHYTPW M Mexay nabopatopusmMi
[60], [76], [78], [72], [59], [65], [82]. Tem He MeHee, coobLuanock o TPYAHOCTSX B paznnynMm MeXy pasapaxarolymMi 1 anseprex-
HbIMVM BeLLecTBamu Npu ucnonbsosaHun LLNA[72], [62], [79]. Takum o6pasom, LLNA MOXET NpounsBoanTb NOXHO NONOKUTENBHbIE
pesynsTathl C pasgpaxvTensM/ 1 MOXKET NePeoLIeHNTb anfepreHHOCTb BELLECTB, MMEIOLLWX U pas3apaaroLme, U anfiepreHHsle
cBoiicTBa [59]. Tem He MeHee, y LLNA ecTb npenmyLLecTBa No CpaBHeHWIo ¢ NpoGammn Ha MOPCKMX CBMHKaX no npuynHe Gonee ko-
POTKOIA NPOACIKUTENBHOCTW UccnefoBaHns, 6onee 06beKTUBHOI KOHEYHOI TOYKM, MeHbLUero obbema Tpebyemoro UcrbITyeMoro
BELLECTBa, a TakKe 3T0 UCCNEes0BaHNE He BKIOYaeT MHBEKLIMM NONHOro aabioBaHTa OpeiiHaa. BoamMoxHbI yCOBEpLUEHCTBOBaHNA
METOAMKN UCCIej0BaHUA NMyTeM UCMONb30BaHWS aHann3a MapKkepoB akTMBaLMM KITETOK U LIMTOMETpUM noToka [68], [69]. He yerta-
HOBMEHO, MOTYT JIM OHU ObiTb BHEAPEHbI Ha NpaKTuke B cTaHhapTHble npoTokonsl LLNA ans o6biMHON Tokeukonorn. C apyroi
cTopoHbl, LLNA orpaHuumBaet BbIGOp TECTOBLIX pacTBOpUTENEil; B GONBLUMHCTBE UCCMEA0BaHMIA Mcronb3oBanack CMech aLeTo-
Ha 1 onuBKoBOro Macna. HepasHee uccnefoBaHue AEMOHCTPUPYET BapuaberbHOCTb Pe3ynesTaToB ¢ UCTIONL30BaHUEM pasHbIX
pactBopuTeneii [77]. Kpome Toro, npu ncrions3oBaHn LLNA HEBOSMOXHO MU3y4aTb NPOBOKALMOHHYIO thasy Unu KOHUrypaumm
nepeKpecTHON PeakTMBHOCTY, TaK KaK XMBOTHbIE YMEpLLBIAIOTCA nocne UHAYKUMK Jo 3abopa Mmdoy3nos.

Mpoba noakoneHHoro numdoysna (PLNA), ucnonbaytoLlasi NoAKOXKHOE BBefeHWe B nogyLueyky cTtonbl [63], [66],
[81], siBnsieTCcA ansTepHaTuBOii Npobe Ha NuMdoyane. B gaHHoi npobe, kKpomMe NPAMOro U3MepeHusa akTusayuu nuMdo-
y3na, BO3MOXHO UCNONbL30BaHNE aHTUreHOB-PEnopTePoB AN AalbHENLLEro NPOACHEHNS UMMYHOMOAYNALUM, BbI3BAHHON
ncenegyemslM XxuMukaTom [58].

MpoLecc oLeHKN pucka He AOMKEH nonaratec Ha eAUHCTBEHHYIO MoAeNb UMK NOAXOL, ero NPoBeAeHne AOMKHO
ObITb NPOAYMaHHO ANA NPeAoCTaBNeHUss MakcuMarnbHol rapaHTumn 6eszonacHocTu notpebutentio. Kak npaBuno, ato Tpe-
OyeT uccnefoBaHUin Ha XMUBOTHBIX MOAENSAX U YENOBEYECKUX KCMepUMeHTanbHbIX MoAensx. TpebyeTcs onpeaeneHHas
rmbkocTb Npm Beibope MoAenein 1 METOA0B MPW HaNM4YMKU COOTBETCTBYIOLLEA JOKyMeHTaLMu n/unm obocHoBaHuA Beibopa.

OTpuuaTenbHbIA OTBET, NOMYYEHHLIA Ha MOPCKUX CBUHKaX, NPU Hagnexallem npoeefeHun, MoxXeT ObiTb onpeae-
NALLMM, ecrn nccnegyeMasn KoHLEHTpaLmMs UMeeT JOCTaTouHbIA dakTop 6e30nacHOCTU NpU YCNOBUSX UCMOMb30BaHUS.
TeM He MeHee, HeobxofMMO n3beraTb KnaccudukaLyn UccrefyeMbiX MaTepuanos UCKIIOYUTENBHO Ha OCHOBAHUW BEPO-
ATHOCTU W/MNW TAXECTK, 6e3 JOIMKHOro yyeTa UCNoNb30BaHMs 3TOro NPoAyKTa B byayLeMm.

Puck, T.e. BEPOATHOCTb M TAXECTb ansiepruiyeckoi peakyun Ha NpoayKT, onpefensercs, B OCHOBHOM, CrefyIoLnMm
YeTbIpbMA hakTopamu: CeHCMBUNU3NPYIOLLUIA NOTEHLMAN XMMUYECKOro annepreHa, ero Yucno B NpoaykTe, 6uogocTyn-
HOCTb U yCroBUs Bo3geicTBusA. OTHOCUTENbHLIN CEHCMBUNN3NPYIOLWMIA NOTeHUWaN XUMUYECKUX BELECTB MOXET GbiTb
onpeaeneH MUHUMarbHON UHAYKUMOHHOW KOHLEHTpauuei, Heo6xoanMon ANA CTUMYNALMKU AAHHOTO YPOBHA CeHcubu-
nusayun: YemM MeHblLE 3Ta KOHUEHTpauus, TeM Bblle noTeHuwan anneprexa [80], [40]. Bblno NpoaeMOHCTPUPOBaHO,
YTO 3HAUMTENBHOE YUCIIO CNy4YaeB annepruieckoro KOHTAKTHOro aepmatuta obHapyxuBanacb y notpeburteneii, koraa
OCTaTOYHbLIN YPOBEHb ansnepreHa B NPOAYKTE NPeBbILLan ero MUHUManbHY0 UHAYKLIMOHHYIO KOHUEHTPAaLMIO, NONYYEeHHYIO
nytem GPMT [51].

C Apyroii CTOpPOHbLI, NPOrHO3NpYtoLLee UccnefoBaHne cMeceilt U NPOAYKTOB ropasfo MeHee 060CHOBAHHO U MOXET
NPOBOAUTLCA NOCNEe UCCME0BaHNA UHIPEANEHTOB NpoaykTa. COOTBETCTBEHHO, NNaH UCCNEeA0BaHUA U UHTepnpeTauus
pesynsratoB MOryT 6bITb HeonpeAeneHHbIMW, HECKOMBbKO NPUMEPOB NOATBEPXAAIOT U OTPaxXaloT 3Ty BO3MOXHOCTb. B
McCreAoBaHUAX Ha XMBOTHBIX C 9KCTPaKTaMK aLETOHa M3 CBUTEpPA, BbI3BABLUEro KOHTAKTHLIA AepMaTuT y niogei, 6binu
BbISIBMEHLI annepreHbl (xropodeHunrugpasoHsl ocreHa) [48]. B apyrom cnyyae, uccnegoBaHUa Ha XUBOTHLIX C 3KC-
TpakTamu aLeToHa/xrnopodopma U3 pe3MHOBbIX Canor, BbI3BaBLUMX KOHTAKTHbIN AEPMaTUT y YenoBeka, B pesynesrate 6binu
BbISIBMIEHbI Kay3aTuMBHLIE annepreHbl MepkanTobeH3oTuason u anbeHsotnasunaucynodus [47]. Boina AcHO NnpoaeMoH-
cTpupoBaHa HeobXOAMMOCTb UCMONBb30BaHUA HaaNeXallero OpraHMYecKoro pacTBopuTens. SKCTPaKTbl, NOArOTOBNEHHbIE
C OpraHW4eckUM pacTBOPUTENEM, BbI3BaNW rMNepHyBCTBUTENBHOCTL HAa MOPCKUX CBUHKaX, B TO BPeMS KaK 3KCTpaKThbl ¢
CoNlieBLIM pacTBOPOM He Bbi3Banu Takoi peakuum.

FANoHCKOoe PYKOBOACTBO OCHOBHBLIX GUONOrMHEeCcKX UcCrefoBaHnii MeMLIMHCKMX Matepranos 1 nagenuii (1995) npu-
HUMaeT NpoLeaypy NpUroToBrneHUs! Npobkl C OpraHNYECKUM pacTBOPUTENEM, C MOCIEAYIOLMM BbiNapuBaHueM A0 nonyde-
HUS Ocafika, a Takke NpoLeflypy OLieHKW pUcKa NyTem cpaBHEHWUS NpOLeHTa BbIXOA4a OcafKka U3 Matepuana ¢ MUHUManbHbIM
NPOLEHTHLIM pacTBOPOM ocajika (CMeCbo) AN UHAYKLUUN MUNEPHYBCTBUTENBHOCTU 3aMeANEHHOro TUNA Ha XNBOTHBIX.

In vitro MeToA bl ANSA UCCrefoBaHNA KOXHON CeHCMbunuaauum Ha faHHbIl MOMEHT He JOCTYNHbI AN CTaHAapPTHOTO
ucnons3oBaHus [13].
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