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BeeneHue

Co6monenne monoxeuuii crangapros cepuu F'OCT P UCO 10993 «Ouenxa 61o1orn4eckoro AeiiCTBUA
MeIWLIMHCKYX U3/Ie/IMil» NO3BoJIseT obecneynTh CUCTEMHBIN MOAXOA K UCCIEA0BAHMIO OHOOrMYECKOro AeH -
CTBHSI MEOULIMHCKHUX M3/ENHIA.

Ilensbio 3TUX CTAHAAPTOB He SBNsETCA 0€3yCIOBHOE 3aKperIeHe KOHKPETHRIX METONOB UCCIENOBAaHUR U
HCIBITAHMIA 33 TPYIITIAMH OJHOPOIHBIX MEAVLIMHCKUX U3E/IHI1 B COOTBETCTBUM C IPUHATOM Kilaccubukaumeit
10 BHILY ¥ JUIMTENILHOCTH KOHTAKTa C OPraHu3MoM uesioBeka. [1oaTomy miaHupoBaHue ¥ rIpoBeIcHUE HCCIe-
NOBaHU Y NCTIBITAHWMIT HOJKHBI OCYIIECTRIIATh CIELMATUCTLI, KMEIOUIMe CIIELMAILHYIO IIOATOTOBKY U OIBIT
B 06J1aCTH CAHUTAPHO-XUMHUUECKOH, TOKCUKOJIOTHYECKON 1 6MOI0rMYecKOi OLeHOK MEANIIMHCKUX U3IEITHIA,

CraHIoapTbl 3TOM CEpUH ABIAIOTCS PYKOBOASLIMMM JNOKYMEHTaMM TSI ITPOTHO3UPOBAaHUA OUOIOTH-
YECKOTO AEHCTBUSI MEAULIMHCKMX U3Ie/IMIi Ha CTaauy BblOOpa MaTepuanoB, NpeIHa3HaYeHHBIX JJI UX U3TOo-
TOBJICHUS, A TAalOKe JUISL UCCIEIOBAaHMIM FOTOBBIX 00pa3LOoB.

B crannaptel cepun TOCT P UCO 10993, nMetolilye rpyrnnoBoi 3aroloBok «3aenus MeqULIMHCKKeE,
OueHKa 6U0IOrMYecKoro IeHCTBUST MeIULIMHCKUX U3e/IUi», BXOJST:

- yacTh | — OlIEHKAa U UCCJIEI0BAHUS;

- 4acTbh 3 — UCCIIENOBaHMe FeHOTOKCUYHOCTH, KAaHLIEPOreHHOCTH M TOKCMYECKOTO ASHCTBHSA Ha PETIpo-
NYKTUBHYIO (PYHKLIHIO;

- 4acTh 4 — MccneAOBaHUE U3AEIINIT, B3AUMOAEHCTBYIOIIHNX C KPOBbIO,

- 4acTh 5 — uccneq0BaHMe Ha LMTOTOKCMYHOCTh: METOMHI in Vitro;

- yacTb 6 — MccnenoBaHUE MECTHOTO AEHCTBUS MOCe UMITIAHTALIUY;

- 4acTh 7 — ocTaTovyHOe colepXaHue 3TUIEHOKCHIA ITOCJe CTEPWIN3ALIMH;

- 4acTb 9 — OCHOBHBIE NPUHUMNBI HAEHTU(HUKALIMK U KOMTMUECTBEHHOTO OIpeae/icHUSA TOTEeHLIMATBHBIX
MPOAYKTOB AECTPYKLNH;

- yactb 10 — HMccaenoBaHKe pa3apaxaiollero ¥ CeHCHOHIM3UPYIOLIETO NeiiCTBI;

- yacth 11 — uccnenoBaHue OOLLIETOKCHYECKOTO AEUCTBHA;

- 4acTb 12 — nMpuroTosneHue nNpod U cTaHaapTHbIe 0Opa3sLibl;

- yactb 13 — yaeHTUhUKALNS U KOJTMYEeCTBEHHOE OIpeaesieHNe MPOAYKTOB IECTPYKLIMM NMOJTUMEPHBIX
MEIVLIMHCKHX U3NEnii;

- 4acTh 16 — MOAENUPOBAHUE H UCCIIENOBAHUE TOKCHKOKHHETHKH TPOAYKTOB AECTPYKLMHU H BEIMbI-
BaHMA.

Hacrosuuit ctaHzapT olleHMBAET OMaCHOCTL, BOZHUKAIOUIYIO ITPU KOHTAKTE C U3AESIUSAMHU, BhIAEISIO-
IVIMU XUMHYECKHE BEleCTBA, KOTOPbi€ MOTYT BbI3bIBATh pasApaXeHHe KOXH M CIIM3UCTOM, pasapaxeHne
7123 U CEHCHOWIN3aLMIO OpraHU3Ma.

Meroabl HCCAeAOBAHNA, U3IOXKEHHEIE B CTAHIAPTE, B3SATHI U3 MEXAYHAPOIHBIX HALIMOHAJILHBIX CTaH-
IapTOB, AUPEKTUB 1 HOPMATHBOB.

OnHa Y3 METOMK MCCIIE0BaHNs CEHCUOMIM3UPYIONIETO AeiicTBus, TpuMeHsaeMas B Poccuu, nsnoxeHa
B MpuIoxeHUH! E.

JonycKaeTca MpUMEHSITDb Ipyriue MeTolbl, obecreynBalolive oLeHKY OHOJIOTUYECKOTO AECTBUS MEU-
LIMHCKHX U3JENHI B COOTBETCTBUH C TPeGOBAHMAMHU MEXIYHAPOIHLIX CTAHAAPTOB.

v



I'OCT P CO 10993.10—99

TOCYAXAPCTBEHHBIN CTAHJAPT POCCHMCKON O®EJIEPAUHUH

H3nemms MeMMHCKHE
OLIEHKA BHOJOTMYECKOTO JEMCTBUA MENUIIMHCKUX U3 AETUN

Yacts 10
Wccnenosanne pa3apaxaiomero H CCHCROMIH3APYIONIEro ACHCTRAN

Medical devices. Biological evaluation of medical devices.
Part 10. Tests for irritation and sensitization

Jara sBenenns 2002—01—-01

1 Obnacrb npuMenenns

Hacrosiuuit cranaapTt ycraHaBIMBAaET METOBI OLIEHKH BO3MOXHOTO pa3ipaXaloliero ¥ CEeHCUBMIu3u -
PYIOLLIEro ACIHCTBUS MEAULIMHCKUX U3RCTUIA H MaTepHUaloB.

Hacrosuuit craHmapt pacnpocTpaHsieTcs Ha  KaTerOpMM M3ENMii B COOTBETCTBMHM C
TOCT P UCO 10993.1. IloaroroBKy oOpasioB K HCCHIEIOBAaHUAM TIPOBOAAT B COOTBETCTBUM C
TIDUIOXKEHUEM A.

[TpumeuaHue — MeToasl MCCIeAOBaHUA U3AENAUI cieUUdUYecKoro cnocoba NPUMEHEHUs (OPANLHBI,
BAaTWHANBHLIN, PEKTaNbHbIN, HA NEHNUC) NIPUBEIEHH B NPpHIoXeHuH I

2 HopMatuBHBIE CCBUIKH

B HacrosieM cTaHzapTe UCTONB30BaHbl CCHUIKK Ha CNIEAYIOLINE CTAHIAPTHI:

T'OCT P UCO 10993.1—99 Usnenusa MmeaguuuHckue, OLeHKa GHOJIOrMYECKOro AeHCTBUA MEAMIMHCKHX
uagenuit. OLieHKa ¥ UCCIeI0BaHuUsL.

TOCT P UCO 10993.12—99 Uznenua meaniinHckue. OLieHKa 6MOMOrHYeCcKoro AeiicTBUS MEANLIMHC-
Kux u3genuii. [purorosieHue Npod 1 cTaHAAPTHbIE 06pasLIbL.

3 Onpenenenus

B HacroslieM cTaHmapre MCMOJbL3YIOT TepMUHEL, npuseaeHHbie B TOCT P UCO 10993.1, a Takxe
CJIEAYIOLLME ONPENEEHHS:

3.1 anneprennoe aeiicTBHE, CCHCHOWIM3AIMA H THIEPIYBCTBHTEILHOCTD 3aAMEVIEHHOTO THIA: AJjlepruyec-
Kasl peakuus ¢ BOBJIE€YEHUEM MMMYHHOIi CCTEMBI, KOTOpasi akTUBU3UPYETCS B pe3yAbTaTe NpeaBapUTeSIbHOM
KOXHOW CeHCHOMMM3aLnH.

3.2 pasgpaxkente: Jlokann3oBaHHas BOCIAJIMTENbHAS peakLMsl Ha OAHOKPATHOE, MOBTOPHOE WM NMPO-
JIOJXUTENLHOE BO3ACHCTBHE KCCIIEAyeMOro BellecTBa 6e3 BOBIeueHUSI UMMYHHOTO MEXaHHU3Ma.

3.3 orek: YBenuueHue o6beMa TKaHU BCIIEJCTBHE MATONOTHYECKON MHGOUIBTPALIMM XUIKOCTH.

3.4 spurema: [TokpacHEHUME KOXM U CITU3UCTBIX 000JI0YEK.

3.5 erpyn: Kopka unu GecuBeTHOE dyeliyifyaToe o6pa3oBaHUE KOXH.

3.6 xoppo3us: HeoGpaTMoe paszbenaHue KOXM B MECTE KOHTAaKTa C UCITLITYEMBIM BELLIECTBOM.

3.7 uanaseiaenne: OTKpbiTas s3Ba BCICACTBUE [TOTEPU MOBEPXHOCTHBIX TKaHe.

3.8 nexpo3: ['nbenpb KNEToK U (MIM) TKaHew.

3.9 orpHuaTenbHbIi KOHTpONb: MaTepuan, KOTOpPBIM TpU HCCIEIOBAHMM B COOTBETCTBUU C
T'OCT P UCO 10993.10 He oka3plBaeT pa3apaxarolero wix ceHCHOWIN3NPYIolLero AeHCTBUT.

H3nanme oduuuamsHoe
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3.10 nonoxwurensupiii KOHTPOJNb: Marepuai, KOTODBIf TPH MCCIEOOBAHUM B COOTBETCTBUM C
T'OCT P CO 10993.10 oka3biBaeT BOCIPOM3BOAMMOE Pa3fipaxalolliee WM CEHCUOMIU3NPYIOILEE AEHCTBHE.

3.11 pacrBoprTeh: BeltecTBo (XMMHUKAT, HaMOJIHUTEND, Cpela), UCIIONb3YeMOe [UTS CMaYMBaHHUs, pa3-
GaBJieHMs, CYCIEH3UPOBAHMS, SKCTPArNPOBAHMS WIH PaCTBOPEHHUS UCTILITYEMOTO MaTepHUaIa.

3.12 kourponsubiit pacrsop: PactBoputens (3.11), ucnonb3yemsiii IS cMaunBaHusl, pa30aBiieHus,
CYCMEH3MpPOBAHUSA, SIKCTPATMPOBAHUS WIH PACTBOPEHHUS UCIBLITYEMOTO MaTepUaia, KOTOPBIit OLEHUBAETCS
ONHOBPEMEHHO CO CMOYEHHBIM, pa30aBieHHBIM, CyCNeH3UPOBaHHBIM, SKCTParMPOBaHHbBIM MM PACTBOPEH-
HbIM MCTBITYEMbIM MaTEPUAJIOM.

3.13 o6pasen: M3penne unu ero 4acrb, NoaBepraeMble UCCIICIOBAHHIO.

3.14 uccaeayemas npoba: Uznenne miu BHITAXKA U3 HETO, HCTIO/Ib3YEMBbIE JUTST H3YYEHHS pa3ipaxalo-
ero ¥ (MM) CEHCUOMITU3HUPYIOLIETO NEHCTBUS.

4 O0mue nonoxenus

B Hacrosiliem craHgapTe 060CHOBaHa LieJIeco00pa3HOCTb MO3TAMHOrO MOAX0AA K UCCIIEIOBAHUAM, BKITIO-
yaroLulero B ¢e6s1 YaCTUYHO WIIHM MOJTHOCTBIO ClielyIOILHE ITalbl:

a) 0630p IUTEPATypHI;

6) uccienoBaHMs in vitro (€c/ii OHW OOCTYMHbI MU HAaAEXHbI);

B) MCCIeIOBaHMA in vivo;

') HEMHBAa3MBHBIE METOAbI HCTILITAHHS Ha 106POBOJIbLIAX.

O630p nUTEpaTYphl BKIIOYAET B ceOs noyyeHHe HHGOpMaLUUM o0 PU3NUYECKHUX U XUMHUYECKHX CBOMCTBAX
BEILECTB Y MAaTEPUAJIOB, a TAKXKE O CXOAHBIX NO CTpyKType coeauHeHusx. Ecnu pH u pKa uccnenyemoii npoGel
(pacTBOpa, XUIKOCTH WMJIM BBITAXKH M3 MaTepualia) HEU3BECTHBI, CJIEAYET U3MEPUTh STH IOKA3aTean 10
Hayajna McceJoBaHui in vitro U in vivo;

Uccnenosanust in vitro 6osee NpearouTHTE/IbHBI 110 CPABHEHUIO C UCCIIEIOBAHUAMM Ha XHUBOM opra-
HU3ME U JOJIXKHbI TOCTENEHHO BBITECHSATD IOC/IeIHHUE, MOCKOJIBKY METO/BI in Vitro cTaHOBATCA GoJee AOCTYIT-
HBIMM U HaE€XHBIMH.

s OLleHKH MaTepuanoB, KOTOPLIE He ABMAIOTCS CUNbHBIMM Pa3apaXUTEISIMU K HE NPOSIBUNM BhIpa-
KEHHOTO CEHCHOUNM3MpYIoUlero AeHCTBMS Ha dTamax a) win 0), TPOBOAAT OCTPBIE OMBITHI in Vivo.
Marepuansl, He MPOSIBUBIINE TOKCHIECKOTO AEHCTBUSA B OCTPbIX OMBITAX, Aajiee NOABEPTalOT UCCIEN0BaHUIM
TP MHOTOKPAaTHOM BO3AEHCTBUY HA OpPraHMu3M.

B Hacroslee BpeMst HE CYLIIECTBYET HAJIEXHBIX METOLOB in Vitro (KpoMe MpoCTeInX CKpMHUHTOBBIX
TECTOB), MO3BONSAIOIIMX BHISIBUTh MAaTEPHUAITBI, O0JIafatoLLIMe PA3APAXKAIOINM U CEHCUOUITU3NPYIOLIMM Aei-
CTBHMEM; CYLLECTBYET JIN1Ib PYKOBOACTBO TIO MPOBEAEHUIO UCCNEN0BAHU iN VIiVO Ha XXMBOTHBIX.

IMonoxuTenbHbI KOHTPOJIb CllenyeT MPUMEHSTh MEPHOIUYECKH TSl TOATBEPXAECHHA HANEXHOCTH HC-
FIOJIb3YEMBIX METOJOB UCC/IENOBAHUIT U AEMOHCTPALIMU TOJTOXHUTENBHOM peakLuy.

Ecnu HeBo3MOXHO aJICKBaTHO OLICHUTb MarepHal C MOMOUIbIO NMEPCYHCICHHBIX METOAOB, HCOGXOIIHMO
MPOBOIUTb UCCIIEOBAaHNS HEMHBA3MBHBIMU METOIAMU Ha YEIOBEYECKOM OPTAHU3ME.

5 MeTtoapl HCCIEAOBAHHS Pa3ipakalomero AeHCTBHA

5.1 ®akropni, BIKAIOIME HA NPOBECHHE HCCAENAOBAHMIA H BHIOODP METOIOB

Ha pesynbraTh! M3yyeHHs pa3apaxalouiero AeiCTBUSA OKa3bIBAIOT BIMSIHUE CIIEAYIOIINE (DAaKTOPHI;

- OLIEHKA ITHA;

- CTeneHb nopaxXeHnsa (OKKIIO3NU);

- crnoco6 anmiMKaluy UCCIEAyeMOro BEIECTRa;

- MECTO amnIUIMKalLluu;

- MPOJOJIXXHTEILHOCTb SKCITO3ULINM;

- METOIMKA OLIEHKH PE3YJIETaTOB UCCACAOBAaHHIA.

JononHuTensHas g opMaLys MpuBeaeHa B npwioxenny .

OnpexneneHHast cBoGoAa UCCIEAOBATENEl B BBIGOpe METOIOB M XeNaHHe MOau(HLMPOBATh MOCIECKHIE C
LIEJIBIO [TOBBIILEHMST UX YYBCTBUTEJILHOCTU B COOTBETCTBHM C YCIIOBMSIMM MPUMEHEHHS MaTepUAJIOB, YACTOTOM
Y IUTUTETLHOCTBIO MX MCTIONB30BaHMst TPeOYIOT CpaBHEeHUs PE3yLTaTOB UCCIEAOBAHMH, MONYUEHHBIX Pa3HBI-
MU OPraHM3aLMsIMHU.
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OnucaHHbIe METOAUKM UCTIONB3YIOT AT HCCACIOBAHNS MATEPUAIIOB M U3EIHIA, UMEIOILMX MHOTOKPAT-
HBII ¥ (MJIH) AJIUTENIBHBIA KOHTAKT ¢ OpraHu3MoM. [Tocie KOHCYIbTalMi ¢ IPOU3BOAMTEEM HCCIIEL0OBATEND
JOJIXKEH CIIIAHWPOBATh IKCIIEPUMEHT TAKUM 0Gpa3oM, YTOGbI €ro MpOAOIXKUTENLHOCTL U (MJIM) KOHIIEHTpa-
LISl MCCJIElyeMOTro BELLeCTBA TPEBLILATH PUMeHseMble B MEIULIMHCKOM MPaKTUKe. YBelTuueHne KOHLEHTpa-
LIMY BBITSKKH M3 MaTepualia yYUThIBAIOT IPU aHATM3E PE3Y/IbTaTOB 3KCIIEPUMEHTA.

ITpy ncrions30BaHUM MaTepHanoB, KOHTAKTHPYIOLMX CO 300POBO# M TeM Golee MOBpeXAeHHOM KOXeil,
He OMpaBaH Aaxe HE3HAUMTENIbHbII PUCK, OHAKO MHOTHE MOTEHUMAbHbIE pa3apaXKuTeId HAXOMAT LHPO-
KO€ MPUMEHEHHE B CBA3HM C rpeobianaHueM UX MoJie3HbIX CBOMCTS,

Cnenyer otMeTHTb, yTo eciu pH ucciaeayemoro obpasiia MeHblIe WM paBHO 2,0 wiau Gonblue Uin
paBHo 11,5, MaTepyan NpU3HAIOT MOTEHUUATbLHBIM Pa3fpaXuTeNieM U JANIbHEHIINE UCCeI0BaAHUA ero He
NPOBOJAT. DKCMEPUMEHTAIBHO [JOKA3aHO, YTO HAa BOSHUKHOBEHHE CEPhe3HBIX MOBPEXAEHHIA BIUSIOT TAKXKE
KOHUEHTpaLKs UCCAEAYEMOTO BELIECTBA, BPEMSI KOHTAKTa M ero XMMHUYECKHe U (pu3ndeckue cBoiicTra. Ecau
MpU MPOBEAEHUN WCCAECAOBAHMI [103a MaTepuaja CO3HATENLHO arrpaBUpOBaHa, HE3HaYMTEJIbHOE Heba-
TOMPUATHOE BO3AEHCTBHE MTOCTIEAHETO HE BCETAa ABJISAETCS OCHOBaHMEM VIS €0 3alpelleHus.

5.2 Pasapaxaioiiee AelicTBre Ha KOXKY

5.2.1 Uenb nuccnenoBaHust

OueHKa criocoGHOCTH MaTepyasia OKasbIBaTh pasapaxaloiiee AeiCTBIE Ha KOXY.

5.2.2 UccnenyeMblit MaTepuan

Teepabie BellecTBa (BKIIOYASA MOPOLLKHU) MU XUAKOCTb TOTOBAT K UCCIEAOBAHUAM B COOTBETCTBHH C
MPUIOXKEHUEM A.

Ecau uccnenoBaHUAM TOABEPralOT BLITAXKY M3 o00pasla, €€ ToTOBAT B COOTBETCTBHMU C
npuToxeHuem b.

5.2.3 DKcnepuMeHTaIbHbIE XKMBOTHBIE ¥ MX COlepXaHUe

N cnonb3yloT MoOBO3peNbiX MOJOIABIX KPOANKOB-aIbOMHOCOB ONHOM JJMHUM 060Ero Mmoja BECOM He
MeHee 2 KT.

AKKIUMATHU3aLMIO U YXOJ1, 32 XUBOTHBIMHU OCYILECTBJISIIOT B COOTBETCTBHH C NpUIIoxkKeHHeM B.

L1 NepBUYHOI OLEHKM MCCIELYEMOro MaTepralia UCTIONb3YIOT OIHO XXHBOTHOE,

TTpu BbIpaxeHHO! peakLuK, MOMYYEHHOM! MPU UCCIIEAOBAHUM HA OJHOM XHUBOTHOM, AadbHEMIINE HC-
c/leIOBaHKSA He IPOBOMAT.

Ecnu npy uccienoBaHusiX TBEPAbIX WM XKUIKMX MaTepUAIOB He HaGioMaeTCs BeIpaXeHHO peakiuH,
Janee UCMOMb3YIOT HE MEHee ABYX XUBOTHbBIX, a MPU UCC/IEIOBAHUM BLITSAXEK U3 MaTepuaioB — HE MeHee
JBYX XXHUBOTHBIX Ha KaXAYIO BBITSIXKY.

Ecnu pe3ynbraThl UCCIENOBaHMIL, NTONy4eHHbBIE HE MEHEe YeM Ha TPEX XXUBOTHLIX, COMHHUTENIbHBI HIT
HESICHBI, POBOJST JOTOTHUTENbHbIE MCC/IENOBAHHS.

5.2.4 TIpoBeaeHUS UCCEIOBaAHMIA

5.2.4.1 MoaroroBka XHUBOTHBIX

3a CyTKM [0 MpPOBEIEHHs HCCIEAOBaHUI BBICTPUTalOT ILUEPCTh HA YYacTKaxX IIOUIA/bio MPUMEPHO
10x 15 cM o 06euM CTOPOHAM CIIMHBI IS alIJIMKALKMKY U HaOMIOAEHUS!.

Ucnonb3yloT XUBOTHBIX TONBKO CO 310POBOI KOXEN.

IMTpumevyanue — COopuBarh WEPCTb HA MOATOTOBNIEHHBIX YYacTKax HeoGA3aTENIbHO, TaK KaK MpaKTHKa
nokKasana, 4To 3TO HE BJAMACT HA Pe3y/IbTaTbl UCCICIAOBAHUH.

[Ipn MHOrOKpaTHOM BO3ACHCTBUM MCCIECAOBAaHUA TPOBOAST B COOTBETCTBUM ¢ 5.2.4.2,5.2.4.3
iy 5.2.4.4 He Gonee 21 cyr.

5.2.4.2 TlopouikooGpasHble U XuaKHe 06pasLibl

Hanocar 0,5 r unm 0,5 M uccneryeMoro Marepuana Ha KOXY ¢ KaXI0oi CTOPOHBI, KaK ITOKa3aHO Ha
pHUCyHKe 1.

IMopoixoo6pa3Hblit UCceayeMblii MaTepHrall Nepea HaHeCeHWeM Clierka CMayMBaloT BOZOM HMIIM OpYTUM
TNOAXOASALMM PacTBOPHUTENIEM.

Yy4acTKu ¢ HaHeCEeHHBIM MAaTEPUAIIOM CBEPXY MOKPLIBAIOT KYCOUYKAMU TKaHM MJIU MapiiH, CJIOXKEeHHbIMU
BYETBEPO, MJIOIIANBIO 25 X 25 MM M (DUKCHPYIOT NONYNpo3payHoil MOBA3KO. BpeMs akcrno3niiuy He MeHee
4 4. Y1andiot 3alllUTHYIO MOBA3KY ¥ KYCOUKH TKAHU, OTMEYAIOT MOJIOXKEHUE YYacTKOB. 3aTeM yAIAIOT OCTaT-
KM UCCJIelyeMOr0 BellieCTBa COOTBETCTBYIOIUMMH CPeACTBAMM, HAMpUMeEp TETUION BOLOH WM APYTUM pacTBO-
pHUTeNieM, He OKa3blBaIOLUM Pa3apaxalolLero JeiCTBUs, U HaCyx0 ITPOMOKAIOT.

2 3
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[onosa 5.2.4.3 BHITAXKH M MOZIEbHBIE CPEIbI
1 CMauMBalOT COOTBETCTBYIOLLEH BHITSIXKKOM CIIOXKEHHBII BYETBE-
w1 Ppo Kycouek mapnu (0,5 M1 Ha KycoyeKk), TNpPUKIANBIBAIOT €O K
y4acTKy KOXM € KaX0l CTOPOHbBI CITUHBI XKMBOTHOTO, KaK MOKa3aHo
Ha pucyHke 1. KOHTpOJIbHBII KyCOYeK Mapiay, CMOYEHHBIH MOJEIb-
HOI1 Cpeoit, ITOMELIAIOT Ha KOXY JPYroro yyacrka.

IToxpbiBaloT MeCTa anTIMKALUIA TIONYTTPO3paYHON MOBA3KOI He
MeHee yeM Ha 4 4, 3aTeM CHUMAIOT (PHKCHPYIOLLYIO MOBA3KY U OTME-
'ﬁ\ 3 UaloT MOJIOXEHHE YIaCTKOB, YAANAIOT OCTATKH MCCIIEaYeMOTO Bellle-
CTBa NOAXONALUMMHM CPeICTBaMM, HallpUMED TeIUTOi BOAOH MU Apy-
T'MM PacTBOPHTENIEM, HE OKa3bIBAIOIIMM PasapaXxarolluero AeicTBus,
M HAacyXxo IMPOMOKAIOT.

) 5.2.4.4 Teeparle MaTepUanbl
{ — BHICTPHRCHHEIR YqaCTOK CIHHWY; 2 — [IpuK1anEBaloT 06pa3LEl MCCIEAYEMOTO MaTepHana Ha KOXy
HccaeayeMblit y4acToK; 3 — KOHTPOAbHBIA .
YYACTOK (TIpH HEOBXOMUMOCTH) CIMHBI KaXAOT0 KPOJHKa C KaXAOiH CTOPOHBI MO3BOHOYHUKA, KaK
Prcynok | — Pacnionoxenne anniuka-  MOKa3aHO Ha PUCYHKe 1. ITopo6HbIM 00pa30M MPHUKIIANBIBAIOT KOHT-
LMl Ha KOXe KpOTuKa ponbHbIe 06pa3Libl Ha KOXY CITMHBI KaXaoro Kponnka. [ToBepxHocTb
TBepAbIX 06pa3loB (KOTOpbIE NPU HEOGXOAMMOCTH MOTYT OBITh H3-
MeJIbYEHbl) CMauMBAIOT BOXOH WK IPYTMM PacTBOPUTEJIEM, YTO MO3BOJISAET 0GecreynTh Gojiee MI0THOE Npu-
neraHue obpasuia K Koxe. Ecu B O1biTe UCMONb3YIOT paCTBOPUTENb, YYUTBIBAIOT €T0 BIMSHHUE HAa Pe3yJIbTaThl
SKCITEpUMEHTA.

IMoxpeiBaloT nccneayeMblit 06pasel] 3aLUHUTHBIM MOKPHITHEM pa3MepoM 25 X 25 MM (TakMM KakK Kyco4yek
TKaHW MM Mapiau) ¥ GUKCUPYIOT MecTa aniuIMKaluKY NOoJYNpo3payHoil NOBA3KONH He MeHee uyeM Ha 4 y.
3aTeM CHMMAaIOT MOBA3KY, OTMEYAIOT MOJIOKEHHE YYaCTKOB, YAANSIOT OCTATKH MCCIIEAYEMBIX MATEPHAJIOB
MOAXOISILMMHU CPEACTBAMH, HaNpUMeEp, TEIJION BOXOM WIM JAPYTMM PacTBOPUTENIEM, HE OKa3bIBAIOMIUM
pasapaxalolllero AeMCTBUSA, U HACYXO MTPOMOKAIOT.

5.2.5 O6cnenoBaHme XXUBOTHBIX

ITpu ocTpoM (ORHOKPAaTHOM) BO3LEHCTBMHM PETMCTPUPYIOT COCTOSSHME KaXXIOTO YYacCTKa KOXH, e
NIPOU3BOAMIM anIuKauuu, yepes 1, 24, 48 u 72 4 nocne ynanenus obpasuos. bonee minrensHoe Habmoze-
Hue (HO He 6onee 14 cyT) MPOBOAAT NPY BO3HUKHOBEHUH CTOMKUX M3MEHEHMIA KOXM [UTS OTIpeieIeHUst UX
06paTUMOCTH.

[Tpy MHOroKpaTHOM BO3AEHCTBUM PETUCTPUPYIOT COCTOSHHME KOXM B MECTe amIuiMKauuu vepes 1 y
nocie yaajaeHus obpasLia ¥ HENOCPeACTBEHHO Mepea cieayollei anrKanueii. ITocne rmocneaHeit anruinka-
LMY PETUCTPUPYIOT COCTOSHUE KaXAOro yvyactka yepe3 1, 24, 48 v 72 u nocne custus o6pa3uos. Bonee
JMTenbHoe HabmoaeHue (Ho He 6onee 14 cyT) MpoBOAST MPH CTOMKUX U3MEHEHUAX KOXM JUISI ONIPEEIeHNs
1X oOpaTUMOCTH.

OnuchkIBaloOT U OLCHUBAIOT CTCIIEHDb KOXHOH peakunu, BKiI4asag 3pUTEMY U OTEK, B COOTBETCTBHUHU C

2 1 —-2

3

XsocT

Ta6nuua 1 — Cucrema xnaccudrKalMm KOXHBIX peakLuit

Peaxuusa Ouenka B Gannax
OputeMa U obpazoBaHKe CTpyna
OTCYTCTBHE 3PUTEMBI 0
QueHb cnabas spuTeMa (cjierka 3ameTHas) 1
3aMeTHas 3puTeMa 2
YMepeHHasi apuUTeMa 3
BripaxkeHHast aputeMa (spKo-KpacHas) ¢ oOpa3oBaHHEM CTpyna 4
OO6pa3oBaHue OTeKa
OTtcyTcTBHE OTEKa 0
Ouenb cnabbiiy oTeK (Cnerka 3aMeTHBIN) 1
3aMeTHBIH OTeK, BBICTYNAIOLINH HaJl NMOBEPXHOCTHIO KOXU ¥ MMEIOUINIH YETKO 2
BbIPaXXeHHBIE TPAHULIBI
YMepeHHbI# oTeK (BBICTYNAIOWMIA 1A/l TOBEPXHOCTBIO KOXH OKoJo 1 MM) 3
BoIpaxeHHbli oTeK (pacnpoCTpaHeHHRIN, BEICTYNAIOIIUNA HAX TIOBEPXHOCTHIO KOXH 4
6osiee yeM Ha 1 MM)
MakcHManbHO BO3MOXHOE KOJNHYeCTBO Oannos 8
MpuMeyanune — JIpyrne KOXHbIE PEAKIMH QOKHBI ObITH 3aperHCTPHPOBAHBI 1 BHECEHHI B OTYET 00
HCCIICNOBaHUH
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Knaccuduxaumei, MpeACTaBIeHHOH B Tabiuue 1, UId KaXAOro yyacTka U KaxAoro MHTEpBajia BpeMEHHU
HabniopeHuns. PerucTpupyloT pe3yibTaThl B OTHETE 00 UCCIENOBAHUM.

I PUMCYAHHE — B HCKOTOPBIX CAYy4YasaxX MOTYT 0Ka3aThCd NOJIC3HBIMH THCTOJNOrHYCCKHUE U HEMHBA3HBHLIC
METOABI UCCNCAOBAHHS.

5.2.6 OueHKa pe3yabTaToOB

[Tpn ocTpOM BO3NEHCTBUM OMpeAeNsIOT WHAEKC nepBuyHoro pasapaxenus (HUIIP), npu stoM mis
KaXI0ro XHUBOTHOTO CKJIa/ibIBAIOT Oa/Uibl IEPBUYHOrO pasapaxeHus, BbI3BaHHOTO UCCIeyeMbIM MaTepHua-
JIOM, BKJIIOYasl OTEKHU U IPUTEMBI, B KaXIbIif HHTEPBAI BpeMEHM HabMIOAeHUS U JeNiIT UX Ha obliee YUucio
HabmoneHuit (Ha 6 — o 2 Ha Kaxablil UHTEpBan BpeMeHH). Eciiu B MCClleJ0BaHUSX HCITOJIb30BANICS KOHT-
pOJb, BBIYUCIAIOT Gaj1 MEPBUYHOTO pa3fipaxeHUs KOHTPos. s 06beKTUBHOCTH UCCeNOBaHUI U3 Gasia
MEPBUYHOTO pa3aApaXeHusi UCCIIEAyeMOTo MaTepuaia BRIYUTAIOT 6aJUl MEPBUYHOTO pasapakeHUsl KOHTPOJIS.

s BRIMMCAEHM KCTIONB3YIOT TOMILKO AaHHble HACMIOAEeHUH, NoyyeHHbie yepes 24, 48, 72 4. Habmio-
JeHusd, celaHHbIe TIPY ONPeAeAeHUY JO3bl MM MTO3XKE YeM yepes 72 4, BO BHUMaHNe He TPUHUMAIOT.

Jnst nonyuenus UTTP cxnanbiBaloT 6aiibl KaXaoro XHBOTHOTO U AENAT Ha KOJIMYECTBO XUBOTHBIX,

[Tpu MHOrOKpaTHOM BO3[EHUCTBUY OTPeeNIIOT UHAEGKC CYMMAapHOTO pasnpaXeHus, NP 3TOM JUIS KaxX-
JOTO XUBOTHOTO CKIAALIBAIOT GaNnbl pasgpaxeHus, BKIIIOYas 3PUTEMbI U OTEKH, B KaXAblil MHTepBan
BpeMeHHU. Jenat nosyyeHHOE YUC/IO Ha oblliee KOJIMYECTBO HabIIoMeHHI U MoNydaloT cpegHuit 6asn pasapa-
XKEHUS JUIS1 KaX10ro XHUBOTHOIO.

s nonyueHusi MHAEKCA CYMMapHOTo pasapaXeHUs CKJIaJblBAlOT CpeAHHe GaJlIbl pa3apaXeHHus Bcex
MOAOTILITHBIX XUBOTHBIX U ACNAT Ha KOJTUYECTBO ocobeil.

WNHaeKc cyMMapHOro pasapaxeHns CpaBHUBAIOT CO 3HAYEHUSAMH, NIPEACTAaBICHHBIMY B Tabnuue 2, 1
PEruCTPUPYIOT B OTYETE 00 UCCIIENOBAHUM,

Tad6annua 2 — Crenenn OTBETHOM peakliMK Ha pa3fpaXeHue Y KPOJIMKOB

OtBeTHas peakuus Konnuectso 6annos
OTcyTcTBHE 010 1no0,4
Cna6as » 0,5 »1,9
VMepeHHas » 2,0 »49
BoipaxeHHas » 5,0 »8,0

MMpumeyanne— Huaekc cyMMapHOro pa3apaxeHus Mo3BoJseT KCTPANOJHUPOBATh PE3YNLTATH OMpeae-
aenust UTIP Ha XxuMudeckue BellecTsa y KpPONMKOB Ha YeJIOBEKA, YYUTHIBAs NPEABIAYILHIA ONBIT UCCIIEAOBAHUA PARA
XUMHUYCCKHX BCUIECTB HA oboux BUaax.

Jns kaxporo ciayyasi olpeAenstioT MaKCMMaJIbHbII OTBET Ha pa3fipaxeHue, GUKCHPYIOT BpeMs, NMPH
KOTOPOM 3TO pa3ipaXXeHHUe BO3HUKAET, M €ro NMPOROIKUTENIBHOCTD.

OueHka B 6aj/u1ax ¥ ONMMCaHKs, NPEJCTABJICHHBIE B TAONHLE 2, XapaKTepU3YIOT MHIEKChI MEPBUYHOIO H
CYMMAapHOTO pa3fipaXeHHs.

5.2.7 Tlpencrapnexue pe3yibTaTOB

B otyet 06 HcCIEROBAHHAX BKIIIOYAIOT:

- On¥iCaHWe UcclIelyeMoro obpasiia;

- NPEANoJIaracMblit Crtocod NpUMEHEHUS MaTepUaia M U3IEJTHS;

- noApoGHOe ONKcaHKe NOATOTOBKH 00pasiia K HCCNENOBaHUSAM;

- BUJ, KCIIEPUMEHTAJIbHbIX XWUBOTHBIX;

- cnoco® anrIMKauuy uccaeayeMbix o0pasiios;

- METONbi BefieHUsT HaOMIOACHMI ¥ X PETHCTPaLiiK;

- OLIEHKY Pe3ysIbTaToB.

5.3 Pasnpaxaromee aeiicTeue Ha riasa

5.3.1 Uenb uccnenoBaHus

OueHka NMOTeHUMANBHOW CIIOCOOHOCTH MaTepHana OKa3biBaTh paspaxaloliee AeiicTBE Ha CAUZUCTYIO
0060noYKy rinasa.

5.3.2 UckioueHue U3 UCCNea0BaAHUS

Marepuansl UM W3LENUs, BbI3BABIIUE KOPPO3HIO M CHJIBHOE pa3apaxeHUe MpU AeHCTBHU HA KOXY,
UCCIIEIOBAHNAM Pa3ApPaxXatouiero AeHCTBUA Ha CIUM3KCTYIO T1a3a He MoABepraloT. BeiecTsa, obagaowme
CUABHBIMU KUCJIOTHBIMY WK ILIEJIOYHBIMU CBOiicTBaMM (pH MeHblUe WM paBHO 2,5 wau GoJblle WIH
paBHoO 11,5) uccietloBaHUSM Ha CJIM3UCTOM 060JI0UKE I71a3a HE MOABEPraloT, TaK KaK MX CBONCTBO BBI3bIBATD
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paszpaxeHHe ¥ Koppo3uio 3apaHee u3BecTHO. OYeBHAHO, YTO TaKHe MaTepHasbl 06IaaloT pa3paxalouuM
JIeICTBYEM Ha CIU3UCTYIO Ij1a3a.

5.3.3 UccnenyeMbliii MaTepuan

Ecau uccnenyemslit o6pasel] npeacTaBiaser co6oi XHUIKOCTh, 3aKkanbiBaloT (0,1 MJI B HUXHMUIT oTaeN
KOHBIOHKTHUBAJILHOTO MELIKA.

Tsepablit WK rpaHyJIMPOBAHHBINA MPOAYKT U3MENbYAIOT 10 Nbl1e0GPa3HOro COCTOAHUSA U 3aTeM aKKy-
PaTHO BBOIST B HUXKHUI OTAE] KOHBIOHKTHBAJIBHOrO MELLIKA I71a3a TaKOoe KOJIMYECTBO MaTepHasna, KOTopoe
3aHuMaeT o6beM 0,1 mi1, Ho He 6osree 100 mr.

ITpumeuanue — Hekoropsie MaTepraibl Helb3s1 HCCIEAOBATh HEMOCPEACTBEHHO Ha CIM3HCTOI Ma3a, Tak
KakK BO3HHKAIOT MCXaHHYCCKHUE NOBPCXKIACHHUA.

Ecnu uccnenyeMblit MaTepyai ynakoBaH B LUNPULE WK TYOe U BbLAENSETCA NMON ASHCTBHUEM JAaBJIEHUS,
MOJIy4aloT HEKOTOPOE KOJIMYECTBO 3TOro BewecTsa 1 BBOAAT 0,1 Ma Tak Xe, KaK [UISl XMIKHX BELLECTB.

Martepuan B a5p030J1bHOI YHaKOBKe pa36bpbI3riBaioT B TeueHue 1 ¢ ¢ paccroauua 10 cM Hemocpen-
CTBEHHO Ha MOBEPXHOCTb OTKPBITOTO [J1a3a WK BNPLICKUBAIOT B OXJIAXACHHYIO €MKOCTh M M3Y4YalOT TaK Xe,
KaK XHIKWe MPOAYKTHI.

Ecnu uccnenoBaHMsIM TOABEPralOT BBITSKKY M3 00pasila, e€e NOTOBAT B COOTBETCTBHH C NMPHIIOXKE-
HueM b u 3akansiBaior 0,1 MJI BRITSIXKH B HUXHUI KOHBIOHKTHBAJIbHBIA MEIIOK IJ1a3a.

B MIEHTUYHBIX YCJIOBHSIX TOTOBAT KOHTPOJIb C UCMONB30BAHUEM MOJIAPHBIX U HETOIAPHBIX PACTBOPUTE-
Jiel B OTCYTCTBMH HCCJIElyEMOro BEIIECTBA.

5.3.4 DKcnepuMeHTANIbHBIE XUBOTHBIE U UX COAEPXaHUE

HNcnonb3yloT 310pOBBIX MOJIOABIX [OJIOBO3PENbIX KPOJIMKOB-aJIbGHWHOCOB OXHOM JIMHUKM 000€ro noia
Maccoit 2—3 kr.

AKKIMMATU3aLMIO U COAEPXAHNE KUBOTHBIX OCYILECTBISIOT B COOTBETCTBUHM C MPHIIOKEHHEM B.

JLnst nepBUYHOI OLIEHKH MCCIEAYEMOro MaTepHala MCIIONB3YIOT OMHO XHBOTHOE.

ITpu BbIpaXXEHHOW peaklMH, NOJYYEHHO MPH UCCISNOBAaHUU Ha OJHOM XWBOTHOM, AajibHeilllne nUc-
CIEA0BaHUS HE MPOBOJIAT.

Ecnu npy mccnefoBaHUSX TBEPABIX MM XUAKUX MaTEPHAIIOB He HA0MI00aeTCA BHIpAXKEHHON peakLyHm,
Jajiee UCIMOJIb3YIOT HE MEHEE IBYX XWBOTHBIX, @ MPU MCCISAOBAHUM BLITSAXEK U3 MAaTepHalloB — He MeHee
JIBYX XKMBOTHBIX Ha KaXAyI0 BBITSXKY.

Ecny pesynbrathl Nccae0BaHW, NOAyYEHHbIE HE MEHee YeM Ha TPEX KUBOTHBIX, COMHUTE/IbHB MJTH
HESICHBI, TIPOBOJSAT AOMOMHUTEIbHbIE HCCAENOBAHUS.

5.3.5 TIpoBeneHMe UCCITEAOBAHMIA

He noagHee yeM 3a 24 4 10 Havana UCCaeNOBaHUI BU3YaJlbHO OLIEHWBAIOT COCTOSHME IJ1a3 KaXI10To
KPONMKA JUTS BbISIBIEHMS BhIpaXK€HHBIX NOBpexaeHWii. ITpy 0GHApYyXeHHN MaTOJIOTHYECKUX U3MEHEHHI XOTS
Obl B ONHOM IJ1a3y XKMBOTHOE 3aMEHSIOT.

Jhisi Gosiee YETKOrO BbISIBACHNS U3MEHEH WS POTOBMLIBI UCTIONB3YIOT 2 %-Hblil pacTBOp dhiyopeclienHa
HaTpusl.

Hcnonb3yloT o TanbMOCKOMN, PyYHYIO LUEIEBYIO JaMIy WM APyrUe yCTpOoiCTBa.

Broagar uccneqyeMblii MaTepuarn, KaxK ykasaHo B 5.3.3.

TTocne MHCTUANSLNY BEKW COSOUHSIOT U IEPXKAT B TAKOM MOJIOXEHHUU B TeueHue 1 c.

[Tpumeyanyue— [pyroif rma3 XNUBOTHOrO CUNTAIOT HHTAKTHBIM KOHTPOJIEM.

Ecnu npeanonaraeTcs MHOTOKPATHOE WM IUIMTENIbHOE BO3NEACTBME MaTepUaia U B OCTPOM KCIIEpH-
MEHTEe UCClieayeMblit MaTepUai He POSIBUIT IPKO BbIpaXXeHHOM peakKLUWH, IPOBOASAT UCCAECIOBAHUE C MHOTO-
KpaTHbIM BO3AEHCTBUEM Ha opraHu3M. [1pogoXUTENIBHOCTD BO3AEHCTBUS ONPEOENAOT B COOTBETCTBUM C
MTPOAOIKUTEILHOCTBIO BO3AEHCTBHUS MaTepHaia MK U3OEUst Ha OPraHHU3M TPpH ero NpUMeHEeHNH B METUUNH-
CKOW MpaKTHKE.

5.3.6 OGcnenoBaHHUE XUBOTHbBIX

00a r1a3a XMBOTHOrO, KOTOPOMY OJTHOKPATHO MHCTUJUIMPOBANTU UCCIIeyeMblii MaTepHal, 0CMAaTPUBAIOT
yepes 1, 24, 48 1 72 y nocne BO3AEHCTBUSA,

Eciu UMETCd CTOliK1e U3MEHEHUS, MOCTOSHHOE HabmoaeHre (HO He Gojiee 21 ¢yT) npoBOAAT WIS
OUEHKM MX nporpeccupoBanmnsa u obparumoctu. I1py o6HapyKEHMM TAXKENbIX NOBPEXKIEHNUH NOCTOAHHBIE
HAOII0AEHUSA HE ITPOBOAAT.

OLEHHBAIOT ¥ PErnCTPUPYIOT M00ble HabonaeMble peakliMd B COOTBETCTBUM C KJacCH(HKalueH,
TIpeAcTaBieHHO! B Tabauie 3.
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Ta6nuua 3 — Cucrema Kiaccudpukauum NOBpeXAeHUs asa

Peaxuusa Ouetika
B Gasmax
1 Porosuua
CreneHb NOMYTHEHHMS (TUIOWIAAb MOPAXEHUA)
OTCcyTCTBHE 0
T'enepanu3soBanHoe win aAuddy3Hoe MOMYTHEHHE, ACTANH PALYXHOI 0GOJIOYKH XOPOLLIO pasTHYHMBbL 1*
Jlerko pasnnyuMoOe TOJNYNPO3PAYHOE NMOMYTHEHHE, ACTAIM PamyXHOH 000JOYKH 3aMyTHEHBI 2+
Onanecuupyiontiee NOMyTHEHUE, RETAU PafyXHOIt 0OONOUKM HE PasNnUuYMMbL, pasMep 3payka ornpe- 3*
JIENIUTh HEBO3IMOXHO

ITomyTHeHHE CBETOHENMPOHULIAEMO, paayXHas 0060704YKa He BMAHA 4*

ITnomags nopaxeHHo# POroBHUIBI

OnHa yeTBepTh (MU MeHee)

Bonee onnoit yerBepTH, HO MEHbILE TOJIOBHHbI

Bonee nonoBuHLI, HO MEHBIUE TPEX YETBEPTEH

Bonee Tpex yeTBepTeii ¥ njolanb BCETo ia3a

2 PagyxHas 000J104Ka

HopmanbHas

CxyagyaTocTh BblliE HOPMBI, 3aMeTHOe HabyxaHue, COCyAbl MHBELUPOBaHbI (OAMH WJIH BCE YKA3aH-
Hbie CMMNTOMBI), pafyXXHas 000JIOuKa pearupyeT Ha CBeT (peakiMsi NOJNOXWTENbHas)

Peakuus Ha CBET OTCYTCTBYET, YBEMTUUYCHHE KPOBOUINHAHUI (OMMH WK BCE CUMNTOMEI) 2+

3 KoHBLIOHKTHBA

KpacHoTa (OTHOCHTCSI K KOHBIOHKTHBE BEK M TJIa3HOTO sI0JIOK2, HCKJIIOYAsi POTOBHLY M PaAyXHYIO
0605104KY)

W —O

—

HopmanbHubie cocyani 0
Cocynbt 3aMETHO UHBEUMPOBAHB! (BBILE HOPMBI) 1
Bonee BoipaxkeHHass audpy3Hass KpacHOTa, OTAEJIbHbIE COCYABI MJIOX0 Pa3NHYUMBbL 2%
JnddysHas pe3ko BbIpaxeHHass KpacHOTa 3
4 Xemo3 (0T€K KOHBIOHKTHBBI)
OrcyrcTBHe oTeKa 0
Crnerka 3aMeTHBIA OTEK (BKIIIOUAS MUFATENLHYIO NMEPENoOHKY) 1
BhipaXeHHbIH OTeK C YaCTHYHBIM BLIBOPOTOM BEK 2*
OTeK ¢ MONOBUHHLIM 3aKPLITHEM BEKa 3*
OTeK ¢ 3aKpbITHEM BEKa OT MOJOBHHHOTO A0 NMOJHOTO 4*
5 Boinenenns
OTCYTCTBME BbiACNEHMIA 0
HesHauuTensHbie BLIACHEHUS, OTIHYAIOLIMECA OT HOPMANBHBIX (HE YYMTHIBATHL HANHUYME BbIC/EHUI 1
BO BHYTPeHHEM YINIy Ila3a, HaGMIOJaeMOe M Y KOHTPOJbHBIX XMBOTHBIX)
BolgeneHUs Ha BEKaX M LIEPCTH BOKPYT IJa3 2
BoizeneHusi Ha BEKax, WIEPCTH BOKPYT IJ1a3 M 3HAYUTENbHON MJIOWIAAH MODAOYKH 3

* ITonoxuTeNbHBINH PE3YNbTAT.

ZKMBOTHbBIM, KOTOPbIM TIPOBOAST MHOTOKPAaTHBIE MHCTWUISIHUK MaTepuana, rjia3a OCMaTpUBAIOT 110,
HEMOCPEACTBCHHO Nocie U yepe3 1 4 nocne Kaxaoi npoueayps!.

Ecnu HabniogaeTcst BolpaXeHHOE pasfipaXeHHWe TMoche MOCneAHed Npoueayphl, HaONoAeHUE ITPONO-
xaror. HabmoneHue NpoaoIkaioT B CJIy4ae U3MEHEHHIA POTOBHILIBI WM APYTUX MPU3HAKOB pa3apaXxeHus Ias3a
JUIsl OLIEHKH TMPOrpecCUPOBaHUS U 06paTHMOCTH BO3HUKLIUX NMATOIOTMYECKHUX MPOLIECCOB.

OLEeHMBAIOT U PETUCTPUPYIOT JIIOObIe HaGmoaaeMble peakiMM B COOTBETCTBMH C KJIacCH(UKalIUEH,
NpeACTaBIeHHOI B Tabnuie 3.

HeMemneHHbIi BHIBOJ XXHBOTHBIX U3 KCNIEPUMEHTA NPOBOAAT C UCIIONBL30BAHMEM 'YMaHHbBIX METOIOB
YMEPILBJICHUS B CICAYIOLUUX CIy4asiX:

- TSKeNble MopaXeHus rna3 (Takue, Kak M3bSIBJCHHE WIK 00pa3oBaHUE CTPYIa Ha KOHBIOHKTHUBE,
nep¢opaliyus Ha POroBulie, CKOIJICHHE KPOBU U FHOS B NIEPERHEN KaMepe Ia3a);

- BBIpaXEHHasi PUTEMA VI HaTHOEHMUE;

- CEpbE3HBIC U3BA3BICHUS POrOBUILL.

XKuBOTHOE BHIBOAAT U3 IKCIIEPUMEHTA NPU 0OHAPYKEHUU MAKCHMAJIBHOTO B COOTBETCTBUU C CHCTEMOM
KnaccuduKauuu Tabnuubl 3 AEHCTBUS — OTCYTCTBHSA CBETOBOTO peduieKca (CTerneHb NOPaXEHHs PalxyKHOM
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000J104KM 2) WM NOMYTHEHUS POrOBULbI (CTeneHb 4) 6e3 BUAMMOTO YNydlleHUs B TeueHHe 24 4, uin
BOCNAJIEHUSI KOHBIOHKTUBbBI (X€MO3 CTENEHU 4 COBMECTHO C rumnepeMueit creneuy 3) — Ge3 BUAMMOro
yayuiueHus yepes 48 4 ¢ yMepIlUBJIeHUEM UX TYMaHHbIM METOIOM.

5.3.7 OueHka pe3ynbTaToB

BrisiBneHHbIE pa3HuKs B COCTOSTHUM MCCIIelyeMOro U KOHTPOJIBHOTO IJ1a3a OMUCBHIBAIOT U OOBACHSIOT,
MCIONb3yA KaccuduKaLuio Tabauus 3.

5.3.7.1 Octpoe Bo3aeiicTBUE

Ecnu nipy BO3aeHCTBUM MCCeyeMOTro MaTepHaa B IOIOMNBITHOM IJ1a3y Gojiee YeM y OMHOrO XXMBOTHOTIO
o6HapyXeHbl N1aTOJIOrHYECKHe U3MEHEHUs (OTMeYeHHbIe B TAOHLE 3 3HAKOM «#»), CYMTAIOT, YTO MaTepHUal
oOnazaeT pasapaxalolnM AeiCTBUEM U JaNbHelllNe UCCIeI0BAaHUS He MTPOBO/IAT.

Ecnn naronornyeckne M3MEHEHMS BbiSIBJIEHB! B OAONBITHOM IJ1a3y TOJILKO OMHOTO M3 TPEX KPOIMKOB
WJIK TIPY COMHUTENbHBIX PEe3y/IbTaTax, UCCAENOBAHUS MOBTOPSIIOT Ha 6OJblIIEM KONMYECTBE XXUBOTHBIX.

Ecnu npy uccaenoBaHUM Ha GOJTBIIEM KOJNYECTBE XXHBOTHBIX MAaTOJIOTHYECKHE H3MEHEHUS B ITOIOITBIT-
HOM Tna3y (OTMeuYeHHbIe B TaGNMLUE 3 3HAKOM «+») OOHApPYXUBAIOTCA GoNee YeM Y TONOBUHBI KPOITUKOB
HCCITelyeMOM TPYITLI Ha J1Io60i cTaauy o6cienoBaHUs, CYUTAIOT, YTO MaTepHal 0ONalaeT pasapaxarolium
JIECTBUEM.

ITpu TaXeIOM NOpaXeHUU Ias3a Gaxe y OAHOIO XUBOTHOTO MaTepHall CYUTAIOT CHIILHBIM pa3ipaXu-
TeJieM.

5.3.7.2 MHorokpaTHoe Wiy AUTeNbHOE BO3eiCTBIE

Eciu npy MHOrOKpaTHOM BO3IeHCTBUM Ha IJ1a3 6oJiee YEM Y IMOJIOBUHBI XXUBOTHHIX HCCIIEYEMOM TpyII-
bl BOZHHUKAIOT MAaTOJIOTUUECKHE U3MEHEeHUA (OTMEYEHHBIE B Tabiuiue 3 3HAKOM «») Ha Moboi cranum
obcnenoBaHus, CYMTAIOT, YTO UCCIIEAYEMBIiT MaTepyan obafaeT pa3npaxalouiuM IeiicTBUEM.

5.3.8 IpencraBneHune pe3ynbraToB

B otyer 00 HccliefoBaHMM BKIIIOYAIOT:

- OIUCcaHKe uccreayeMoro oopasua;

- nipearonaraeMelil croco6 NpUMeHeHUs MaTeprasa UM U3ens;

- IogpoGHOE ONUCaHHKE MOATOTOBKY 00pa3siia K UCC/IEeN0BaHUAM;

- BUJL 9KCNEPUMEHTAIbHBIX XXHUBOTHBIX;

- cnoco6 anminKaluy uccjaeayeMbix o6pasiuos;

~ METORLI BEAEHUs HabMoaeHUH U UX pEerucTpaLuy;

- OLIEHKY PE3YJIbTATOB.

5.4 Pazapaxalomee geiicTBHe NPH BHYTPHKOKHOM BBEJCHAH

5.4.1 Uenb uccnenoBaHuit

OueHka crocoGHOCTH MaTepralia 0Ka3blBaTh pasapaxalolliee JeiiCTBHUE ITPU BHYTPUKOXHOM BBEICHUH.

5.4.2 VckiioyeHue U3 UCCIIEAOBaHUSA

Marepuansl, obanalolye pasapaxaoWuM AeCTBHEM Ha KOXY, CIM3UCTYIO I1a3a WK TKaHU MBIILLI,
mnr pH KOTOpbIX MEHbLUE WK paBHO 2 WK Gonblue Wi paBHo 11,5, uccnenoBaHUAM He MOABEPraloT.

5.4.3 Uccnenyemelit MaTepHan

UccnenoBaHusiM MOABEPraloT PHITAXKKY M3 00pasiia, KOTOPYIO FOTOBSIT B COOTBETCTBHH C ITPUJIOXKE-
HueM B.

5.4.4 DxcnepyMeHTabHbIE XVBOTHBIE M X COAEPXaHMe

Hcnonb3yroT 3410pOBbIX MOJIOZBIX MTOJIOBO3PENBIX KPOIMKOB-aab0MHOCOB OfHOMH JTMHUKM 060€ero nona
MAaccoi He MeHee 2 KT.

AKKIMMATU3aLHMIO U COAEPXKAHUE XUBOTHBIX OCYLUIECTBIAIOT B COOTBETCTBUHU C NIPUJIOXKEHHUEM B.

Jlnst nepBUYHOM OLIEHKH UCC/IENyeMOro MaTepHasa UCITONb3YIOT He MeHee TPeX KPOJIMKOB.

[Tpy HeynOBIETBOPUTEILHBIX MK COMHUTENBHBIX Pe3yAbTaTaX, [10JIydeHHbIX IPY NEPBUYHOM OLIEHKE,
NPOBOJSAT AOTOJHUTEIIbHBIE UCCIIENOBAHMS.

5.4.5 Meroauka npoBeseHHs UCCIIEAOBAHUA

3a CyTKM 10 NPOBEAEHUS UCCIEI0BaHMS TIUATENbHO BHICTPUIalOT LIEPCTHBII NMOKPOB Ha CIIMHE XXUBOT-
HBIX, OCTaBJISIS JOCTATOYHbIE IPOMEXYTKH MEXAY Y4acTKaMM KOXHU, [€ MPe/oiaraloT NPOM3BECTH MHBEK-
LUHH BBITSXEK.

BHyTpukoxHoe BeeaeHue 0,2 M BBITSIXKH, MPUTOTOBJIEHHOH! C UCTI0/Ib30BAaHUEM MOJISIPHON MOZEIb-
HOI Cpelbl, MPOU3BOAAT B MSATH y4acTKax KOXH Ha OLHOM CTOPOHE CITHMHBI KaX/I0r0 KPOJIIUKA B COOTBETCTBUH
¢ pUCYHKOM 2. JInf MHBEKLMI NCTIONB3YIOT UIJIbl CAMBIX MATIEHbKUX PA3MEPOB € YYETOM BSI3KOCTH BBOAMMBIX
BBITSIXKEK.
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OannoBpeMeHHO BBOAAT 0,2 MJI MONSAPHON KOHTPOJIBHOI MOIENbHOM Cpelibl B IISITH y4acTKaX KOXH C
TOM XK€ CTOPOHB! CITUHBI KaXI0ro KpojanKa (PUCYHOK 2).

OnUCaHHYIO BbILIE NPOUEAYPY NOBTOPSIOT C BHITSIXKKOI, MPUIOTOBIEHHOM C UCIIONBL30OBAHUEM HEMO-
JIspHON MOAENBLHOM Cpenbl, U ¢ HEMOAAPHON KOHTPONBHOIM MOAENLHOM Cpefoii ¢ APYroii CTOPOHHI CIIMHEI
KaXIOro KpOnuKa (PMCYHOK 2).

fonosa

BeeneHue 0,2 mn Beepnexue 0,2 mn
BbITSDKKM C BbITSXKKW C He-
NONSIPHOI MOAENbHON NMONAPHOI Mo EnbLHON
cpepo# cpenon

J

BeeneHune 0,2 mn
> HEeNONAPHOWU KOHTPONLHOR
MoAenbHoW cpeabl

Bsegexue 0,2 mn
NONAPHOR KOHTPONLHOM 4
MOAenbHON cpeabl
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BRFRRARRIBRD

-
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PucyHox 2 — PacnionoxeHue TOYeK BHYTPUKOXHBIX MHBEKLIMH

Ecnu npuMeHsIoT Apyriue pacTBOPUTENIH, ONTMCAHHBIE NPOLEAYPH! TOBTOPSIOT KaK AJSA BBITSXKEK, MPH-
FOTOBJIEHHBIX C X UCTIONIb30BAHUEM, TaK U U1 CAMUX PACTBOPUTEJIEIA.

5.4.6 O6GcnenoBaHye XUBOTHLBIX

OTMEeHaIoT COCTOSIHUE MECT MHBEKIIMY HENOCPEACTBEHHO cpa3y, yepe3 24, 48 u 72 4 nociyie BBEACHHA.

OUEHUBAIOT CTENEHb TKAHEBOU peaKlMK, BKITIOYAst IPUTEMY U OTEK, B COOTBETCTBUM C KiacCHduKa-
LMel, MpeJCTaBNeHHOM B TabnuLe 4, U KaX/I0r0 MECTa HHBEKLIMM U KaXIOTo HHTEpBaJia BpeMEHH Hab10-
JEHHUst U PETMCTPUPYIOT PE3Y/IbTaThl.

Tab6nuua 4 — Cucrema knaccupukaumu MeCTHO# peakllMM NPH BHYTPHKOXHOM BBEAEHUH

Peaxuus OueHka B Gannax

OpureMa u obpazoBaHue cTpyna

OTCyTCTBHE B3PUTEMbI

OueHb cnabas 3puTeMa (caerka 3aMeTHast)

3ameTHas 3pMTeMa

YMepeHHas 3aputema

BoipaxeHHas 3puTeMa (pKo-KpacHas) ¢ o6pa3oBaHMEM CTpyna
O6pa3oBaHue oTeKa

OrtcyTcTBHE OTeKa

Ouenb cnalbiit OTeK (cnerka 3amMeTHBIN)

3aMeTHRII oTeK
YMepeHHbIit 0TeK (BbICTYNAIOLIHII HAll ITOBEPXHOCTHIO KOXH OKOJIO 1 MM)
BoipaxeHHbIH oTeK (pacnpOCTPaHEHHBIH, BHLICTYNAIONIMIA HAJl MOBEPXHOCTHIO KOXH 60-

Jiee yeM Ha | MM)

E RS

BWN O

MakcruManbHO BO3MOXHOE KOJIHYecTBO Gayutos 8

Mpumeyanne— Jdpyrue BO3HHUKUINE B MECTE MHBEKLIIAM PEAKLMH JOJIXHbI OBITH OTMEYECHBI B OTYETE 06
WCCNCAOBaHNH

IMlpuMeyaHnne — BHYTDMKO)KHOC BBEJCHHE MACJISIHBIX PACTBOPOB 3aBEAOMO BBI3bIBACT PA3APAXKCHHUEC.
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BHyTpyBEHHOE BBeIcHME COOTBETCTBYIONIMX MPUXU3HEHHBIX KpAaCUTENEH, TAKMX KaK TPUITAHOBBII CH-
Huit unn Evans blue, caenanHoe nepen nocneauum (72 4 nociie BBEAEHHS BHITSKKHM) 00C/Ie10BAHHEM XHUBOT-
HBIX, MO3BOJISIET NyYllle OUEHUTh PeaklMiO Ha BHYTPUKOXHOE BBEIEHHE BelleCTBa, OKpalliMBas MeCTa BO3-
HHKIIETO pa3apaxeHus.

JInst OLLEHKHM NO BO3MOXHOCTY NPUMEHSIOT METObl, HAUMEHEE TPABMHUPYIOIHE XXHUBOTHBIX.

5.4.7 OueHKa pe3y/ibTaToB

OnpepensiioT HHAEKC MEPBUYHOTO pasfpaxeHus, NMPH 3TOM WA KaXHOro XHBOTHOIO CKJIaIbIBAIOT
6ayIbl NEPBUYHOTO pa3ApaXeHHUs, BKIIIOYAst 3pUTEMY U OTEK, OTAENABHO Uil KaXI0M MCCIIEAYEMON BBITSIXKKH,
YUMTBHIBAst KaXIblif HHTEPBAJI BpeMEHM HaOJIOeHUA, U AEJIAT Ha obliiee KonndyecTBo Habmonexnmii. Takue xe
pacyeThbl MPOU3BOAAT ISl YY4aCTKOB, Ha KOTOPhIE BO3ACHCTBYIOT KOHTPOJIBHEIM pacTBOpoM. PasHocTs 6asu1oB,
TOJIYYE€HHBIX [UIS1 UCCNIEAYEMOrO MaTepuasia ¥ KOHTPOJILHOTO PacTBOpa, aeT 6aul IepBUYHOIO pa3ApaXeHus,
KOTOPbIi UCNONB3YIOT WISl BBIYUCEHUS MHAEKCA EPBUYHOIO Pa3ipaXeHUsI.

Ucnone3yior HaGsoaeHN, MOAyYeHHBIE TONBKO Yepe3 24, 48 u 72 4 nocie BBEACHU.

Jns nonyvyeHus nHaekca nepsuyHoro pasapaxeHus (UTIP) cknansiBatoT 6a/mibl nepBUYHOrO pasapa-
XEeHMS KaX10T0 XUBOTHOIO U [EAT Ha 06111ee YUCIIO0 XXUBOTHBIX.

Tadéannua 5 — CreneHu OTBETHOI PEaKUMH HA pa3ipaXeHHe Y KPOJIHKOB

OTBeTHas peaxums Konuuecrso Gamros
OtcyrcTBHE Or0 mo0,4
Cnabas » 0,5 »1,9
YMepeHHasn » 2,0 »49
BripaxeHHas » 5,0 »8,0

OueHka B 6aslax M ONUCaHUS, MPEACTABJIEHHbIE B TAGIHLIE 5, XapaKTepU3YIOT HHAEKCHI MEPBUYHOTO U
CYMMapHOTO pa3ipaXeHusl.

5.4.8 TpeacrapneHue pe3ynbTaToB

B ortuer 06 nccenoBaHMM BKJIIOYAKOT:

- OMUCaHKe ucciaesyemMoro obpasua;

- IIpeArnoaraeMblit cnocod NpUMeHeHHs MaTepUaia Uiy U3JIENHS

- noApoOHOe ONUCAHKE NMOATOTOBKY 00pa3Lia K UCCIeJOBaHUSAM;

- BUJI 3KCIIEPUMEHTANTbHBIX XXHBOTHBIX;

- croco® anmaIMKauMy uccieayeMbix 06pasiios;

- METOAb!I BEACHUSA Ha6IIK)}leHI/II7] W UX pErucTpalmu;

- OLIEHKY pe3yJbTaToOB.

6 HcciaenoBanue CeHCHOMIM3UPYIOMIETO ACHCTBUSA

CylecTByeT HECKOJIBKO METOIOB M3YUeHUST CEHCUOMIN3MPYIOLLEro AeHCTBYUS Ha KOXE MOPCKHUX CBUHOK.
OG6LIYHO MPUMEHSIOT IBA METOIA: METOMl MAKCHMAJILHOTO CEeHCUOHIM3upYylolliero Bo3aeiicteus (Magnusson &
Kigman) u MeTos1 3aKpbITBIX HAKOXHBIX anTuInKauuii (Buehler). MccnenoBaHust mpoBoaAT, UCIONb3YS OOUH
M3 3THX METO0B. MeTO MaKCHMaIbHOTO CEHCUBMIN3UPYIOLLETO BO3AEICTBUSA B COOTBETCTBUH ¢ 6.2 Gonee
YYBCTBUTEJIEH U SBNISIETCS MPEANOYTUTEbHBIM, 0COOEHHO IPU OLIEHKE BBITSXKEK U3 MaTepUalioB U U3JEJIHA.
ITepeyeHb anbTePHATUBHBIX METOAOB MPHUBEJEH B puioxeHuu 1.

6.1 ®akTopsl, KOTOpPHIE CJICAYET YUHTHIBATH NpH BhIOOpE MeTOAA

Ipu BbIGOPE METONA YUUTHIBAIOT GHOXUMUYECKHE U PU3NYECKHE XapaKTEPUCTUKH UCCIIERYEMOrO Mare-
pyasna. MeTo MakCUMAaILHOTO BO3IeHCTBYS TPpebyeT BHYTPUKOXHOTO BBEICHUS, CIIEIOBATEIbHO, ECITA MCCIIe-
JlyeMbli1 MaTepHua Heslb3sl BBECTH BHYTPUKOXHO, B KAUYECTBE aIbTEPHATUBHOIO HUCIOJIB3YIOT METOA HAKOX-
HBIX aruUInKaLi.

BuIGpaHHbIit pacTBOPHUTENb JOJKEH MOBBILIATH YYBCTBUTEIBHOCTh MeTOAa Oiarofaps 4acTUYHOMY
PacTBOPEHMIO MaTepyaa M MPOHUKHOBEHMIO B Gosee ryboKo exalliie cou. KOHLIEHTpalys HCCeayeMoro
Marepuana J0XHa GbITh MAKCUMaJIbHO BO3MOXHOM, HO He OKa3bIBaTh BIMAHUSA HA MHTEPTIPETALIMIO Pe3yJlb-
TaTOB. BaxXHbIM ()aKTOPOM MPU MECTHOM BO3ACHCTBUY SB/SIETCA KOHLIEHTPaLIMs MaTeprasia Ha MOBEpXHOCTH
KOXH, a He ero 06beM. Bo3MOXHOCTH METOIa HAKOXHBIX anruIMKaLuii 6yayT pacCCMOTPEHBI HUXeE.

HeB03MOXHO M36€XaTh MOBPEXAEHUA KOXH, €/ BHYTPUKOXHO BBOAAT afbloBaHT PpeiiHa.



TOCT P M1CO 10993.10—99

Bpemsi aKcno3nimy BeliecTBa Ha KaXAO0i CTaAuK SKCNIEPIMEHTA AOJIXHO CMIOCOGCTBOBATD YCIEXy IKC-
nepumeHTa. OHO MOXET BapbUPOBATh IS AOCTHXKEHHS 3TOit Lenu. Bee cranum (nipeasaputesibHast BHYTPHKOX-
Hasi cCeHCHOMnH3aums, (a3a MECTHOrO BO3AEHCTBHA, MPOBOKALIMOHHAA NMpoba) MMEIOT BaXXHOE 3HaYEHHE, HO
OCHOBHOM LIENBIO SIBNSAETCA BbIABNEHUE BO3MOXKHON T'MIIEPUYBCTBUTENbHOCTH 3aMetieHHoro tina. [loacuer
fa/U10B Ha KOHTAKTUPYIOLIMX C MATEPHAJIOM Y4acTKaX KOXH HE MOXET MCNOJIb30BATHCS VISt MHTEPIIPETALUHK
Ppe3ynbTATOB.

PacrnionoxeHne NOAONBITHBIX Y4aCTKOB KOXH Ha TeJie MOPCKOH CBUHKH He SIBISETCH 00A3aTe/IbHBIM,
BaXHO, 4TOOBI MPOBOKALMOHHAs Npoba Obuia celaHa HA COBEPIIEHHO HOBOM (HE CTBITHIBABLIEM BO3JEH-
CTBMS) MECTe.

CpaBHeHue MTOIOMBITHBIX XHUBOTHBIX MOCJIE MPOBOKAIMY C XHBOTHBIMH KOHTPOJILHOM TPYNIbI 1aeT
BO3MOXHOCTb BBIABUTD ITOJIOKHUTENBHYIO PEAKLIMIO, TIPY 3TOM TSKECTb BOZHMKLIMX NAaTOJIOTHYECKUX U3MEHE-
HHUI TAKXKE UMEET 3HAYCHUE VI HHTEPIIPETALIMM PE3YILTATOB.

I'paHK1LIa OTBETHOM peakKuUM Ha IPOBOKALMOHHYIO Npoly craHOBUTCA O0Jiee 3aMETHOI NpH ee 3aTyXa-
HMU. TUcTONOrHYeCcKye HCCIIeOBaHUSI HEODA3aTeNbHBI.

TTonoxurenbHbIe pe3ynbTaThl HE BCETAA MO3BOJSIIOT 3aNPETUTh MPUMEHEHHE UCCIIelyeMOro MaTepHana
WM W3HEJINSA, TaK KaK 032 BELIECTBAa BO BPEMS MCCIEAOBaHHIT MOXET ObITh MCKYCCTBEHHO 3aBBILIEHA 110
CPaBHEHMIO C KOMYECTBOM, MPUMEHACMBIM B MEIULIMHCKOM npakTuke. [TonoxuTensHbIe pe3yibTaTH Ueche-
IIOBaHMS CEHCUOMNM3AUMPYIOWEro NeiCTBYUS, UCMOMb3YIOWETO OAHY M3 PEKOMEHAYEMBIX METOAMK, JAIOT
OCHOBaHHe U1 MPOBEACHUSA NOTIONHUTEIbHBIX UCC/IEFOBAHUH KaK Ha MOPCKHX CBUHKAX, TaK M Ha YeJIOBEYeC-
KOM OpraHHM3Me, YTO MPeJCTaBJISIET ONpeAesieHHYI0 onacHocTb., CeHCHOMIM3UPYIOLLAs CIIOCOOHOCTh BELLIeCTBA
WU MaTepraa MOXET OTIPEACNATLCH €10 MUHUMANBLHON KOHLIEHTpaUVeil, KoTopas CocOOHa BbI3BAaTh CEHCU-
Sunu3aupytouimii achdexr. D10, KAK MUHKMMYM, BbI3bIBaeT, HEOOXOAMMOCTD IPOBEPKU COOTBETCTBYIOIMX KOH-
LIEHTpaLMii ¥ HOCUTENE.

IMoBropeHue uccaeaoBaHHii ¢ UCNONB30BaHUEM OPYFUX METOAMK U OLUEHKA Pe3y/IbTaToB MPOBOKAIIMOH-
HOM npo6bl M03BoSIET U36eXaTh HecneUUpHUEeCKOro AeMCTBUA, YTO ABNAETCA aKTYJIbHON HAyYHOI U npak-
TUYECKO# 3ataueil. MeTosibl ¢ UCONB30BaHMEM NTPOBOKAIMOHHOM MPOGHI, KOTOPYIO NMPOBOAAT NOCIIE anTin-
Kalui, No3BossAI0T 00eceunTh 6€30NacHOCTb MPUMEHEHHS U3AENNs WU MaTepuaa.

IIpakTHyecKOe NPUMEHEHHE U3REHIT MM MaTepHaoB, KOHTAKTHPYIOWHUX C PAHEBOM TOBEPXHOCTHIO
WIH MOBPEXAEHHOM KOXel U npH 3TOM 00IafaloMX CEHCUOWIM3UPYIOLIMM AeHCTBHEM, HegonycTumo. On-
HaKO MHOTUE MHIPEAUEHTHI, IBASIOIMECH 10 CBOCI MPUPOAE MOTCHUMANBHBIMU aJiepreHaMu, MOTYT OLITh
VICTObL30BaHbI B NPHEMIIEMOI KOHIIEHTPALIMK B TOTOBOM MaTepHale Wil u3leaun Garogaps CBOUM LIEHHBIM
KayecTBam.

6.2 MeTon MakKCHMAIBHOTO CEHCHOMTH3HPYIOIEro BO3ACHCTBHA

6.2.1 Lenb uccnenopaxus

OueHKa BO3MOXHOTO CEHCHOMIM3MPYIOLIEro AeHCTBISA MAaTEPUaIa Ha KOXY MOPCKMX CBHHOK.

6.2.2 Viccnenyemslit MaTepuai

Tsepapie BewsecTsa (BKIIOYast HOPOILIKH) MJIM XHIKOCTb TOTOBAT K HCCIEAOBAHUAM B COOTBETCTBHH C
MPUIOXEHUEM A.

Ecnu nccienoBaHusM MOABEPTaloT BHITAXKKY 13 o0pasiia, ee FOTOBAT B COOTBETCTBMM C TIPUJIOXKE-
HHUeM B.

6.2.3 DKCnepUMEHTAILHBIE XXUBOTHBIE M HX COAEPXAHUE

Hcnonb3yloT 310pOBbIX MOJIOABIX MOJIOBO3PE/IbIX MOPCKHX CBUHOK-aJILGHHOCOB OJIHOM JIMHUM 060€ero
nona ¢ ucxoaHoit Maccoit 300—500 r. B sxcnepumenTe He HCIONBIYIOT GEPEMEHHBIX CAMOK WJIN XXHUBOTHBIX
TI0CJIE CiapuBaHusl.

AKKJTMMaTU3a1LHMIO M COllepXaHUe XHBOTHBIX OCYLUECTBISIOT B COOTBETCTBHU C NIPUIIOXEHHEM B,

Hns nccnenoBaHus MOPOLIKOOGPA3HBIX MM XUIKUX MaTepHaIOB HCITONMB3YIOT He MeHee 10 XXUBOTHBIX
Ha Kaxnaslil uccnenyeMsulil o6pasel] 1 He MEHee 5 XXKMBOTHBIX COCTaBIAIOT KOHTPOJIBHYIO rpyrmmy. JononHu-
TEJIBHOE KOJIMYECTBO KMBOTHBIX MCTIONb3YIOT JUTsi IPOBEICHNS NIPEeBAPUTEbHBIX HCCIEAOBAHMN.

Tpu nccneroBaHUM BHITSXKEK TAKXe UCTTONB3YIOT He MeHee 10 XHBOTHBIX [UTST KAXIOM BHITAXKY U He
MEHee 5 MOPCKHMX CBUHOK COCTaB/IAIOT KOHTPOJILHYIO IPYIINY A KaXA0ro pactsopa. JJonoHuTeNbHOe KOH-
YeCTBO XMBOTHBIX UCIIONB3YIOT ANS MpeABAPHUTETLHBIX HCCIIeIOBAHMIA.

MMpumeuaHwue — i BuABIEHUA CNaGo BHIpaXXEHHOro ceHcuOUnu3upyloulero addexra nonyckaercs
YABOEHHE KOJIMYECTBa IKCMEPUMEHTANIBHBIX XHBOTHBIX.

4* 11
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6.2.4 TpoBeneHye NccneroBaHUsA

6.2.4.1 IToaroroBka

meCTb Ha IMOJOTNBITHAIX YYACTKaX KOXH TILATEJIbHO BLICTPUIAIOT 3a AC€HDb 10 HaYaJla UCCIICOOBAHMS.

Jlo3a, BBOAMMAs BHYTPHKOXHO B KaX/bIi MOJONBITHBINA YYacTOK, paBHa 0,1 Mi1.

Jns Bcex anmianKauuii UCMONL3YIOT KYCOuKy (GUABTPOBAIBLHON GyMaru, NponuTaHHbIE UCCEAYeMBIM
MaTepraioM MM BBITSDKKOM U3 HEro, KOTOphIe NPUKIAALIBAIOT Ha BLICTPUXKEHHbIE YYACTKH KOXU ¥ QUKCH-
DPYIOT GMHTOM BOKPYT Tela XXUBOTHOTO.

6.2.4.2 TMpensapurenbHble UCCAEA0BAHHS

MpuMeuyaH#une — [pensapurenbHblie UCCAEAOBAHUS NIPOBOAAT IJIST TOTO, YTOOBI ONPEAE/IUTh KOHLCHTPA-
HHIO HCCeayeMOro MaTepHana, Koropas 6yneT HCnoanb3oBaHa B OCHOBHOM 3KCIICPUMEHTE.

[MpensaputenbHO BceM XHBOTHBIM BBOAAT aabioBaHT Ppeiinaa.

3aTteM AByM XHMBOTHBIM BHYTPMKOXHO BBOAAT UCCJEAYeMblii MaTepuan WIM BBITSKKY U3 Hero (B
BbIOPAHHOM PAacTBOPUTEIE) ONpeAe/IeHHOM KOHLIEHTPALIMH.

Jns BHYTPUKOXHOTO BBEIEHHUs] B OCHOBHOM 3KCIepUMeHTe GepyT caMylo OOJbLIYIO KOHLIEHTPALMIO
UCCJIElyeMOTO MaTepuana, KoTopas He Bbi3bIBaeT BHIPAXXEHHBIX M3MEHEHH 1 KOXHU U HE OKa3bIBaeT 001Iero
OTPHLIATENILHOTO BO3IEHCTBUS HA )KUBOTHBIX.

Bbi60poYHO MPOBOASAT ANIMIMKALIMKM Pa3HbIX KOHLEHTpaLMii UCC/IEAyeMOro MaTepyaia in BHITSDKEK U3
HEero Ha KOXy 00Ka JOTOJHUTENILHO €ellie TPeM XHUBOTHBIM. Yepe3 24 4 CHMMAIOT NOBS3KY U 00pasLbl U
OLIEHMBAIOT COCTOSIHME alMUIMKALMOHHBIX YYaCTKOB HAa Haluuue 3PUTEMbl U OTEKa B COOTBETCTBMM C
tabanue 6.

Ta6nuua 6 — Cucrema xnaccHPUKAUMK peaKUMHU KOXH

Peakuus OueHka B 6annax

OpureMa unu obpasoBaHue cTpyna
OTCcyTCTBHE 3PUTEMBI
QueHb cnabas aputema (C/lerka saMeTHas)
3ameTHas 3puTeMa
YMepeHHas 3puTeMa
BripaxeHHas spuTeMa (pKO-KpacHast) ¢ o6pa3oBaHMEM CTpyna
OGpa3oBaHHE OTeKa
OTCcyTCTBHE OTEKA
OueHb cnabuiit OTeK (CNerka 3aMeTHBIIN)
3aMeTHbIR OTeK
YMepeHHHI 0TeK
BuIpaxeHHBI OTEK

W —-=O

=0

Mpumevyanus
1 JIpyrve BO3HMKILIME KOXHbBIE PEAKUMM JOMKHBI ObITH OTMEUEHBI B OTYETE 00 MCCICNOBaHMH.
2 CucreMa OLEHKH CTENEHHN peakuu MoauduLKEpoBaHa U CTAaHAAPTH30BaHA.

Onpeaensior:

a) eclin BO3MOXHO, JuUIsl (ha3bl MECTHOTO BO3[eMCTBUSI B OCHOBHOM 3KCMEPUMEHTE — HAUBBICLIYIO
KOHLIEHTPALIMIO UCCNIEAYEMOTO MaTepHala, KOTOpasi BHI3bIBAET JIEFKYIO SPUTEMY, HO HE OKa3blBaeT 0011ero
OTPMLIATENBLHOTO BIUSTHHUA Ha OPTaHM3M XWBOTHBIX;

6) nna da3bl NPOBOKAUMOHHOI MPOOLI B OCHOBHOM 3KCIIEPUMEHTE — HAUBBICINYIO KOHUEHTPALMIO,
KOTOpAasi HE BbI3BIBAET SPUTEMBI.

6.2.4.3 OCHOBHOIi 3KCITEPUMEHT

6.2.4.3.1 BHyTpHKOXHas NpeaBapuTe/ibHas CEeHCHOWIN3aLIUs

KaxnoMy XUBOTHOMY B BBHICTPHXKEHHBIE y4yacTKu KoxXu (1, 2 ¥ 3) B COOTBETCTBUM CO CXeMOii
PpHYCYHKa 3 MPOBOJST NapHbie BHYTPUKOXHbIE MHBEKLMHU 110 0,1 MJ1 HMXeTniepeurcIeHHBIX PaCTBOPOB:

- cMech azibloBaHTa OpeitHaa ¢ BLIOGpaHHBIM pacTBopuUTeNieM B cooTHowieHnu V/ V= 50/50. Pacteopu-
TeJIEM MOXET ObITh BOJA MM (HU3HOJOrHYECKHii pacTBop (B cooTBeTcTBUM ¢ T'ocymapcrBeHHo# Papmako-
neet CCCP, Bpuranckoit ®apmakoneeit, ®apmakoneeit CIIIA) a1 BoropacrBopyMbIX MaTepuanos. Jins
HEpacTBOPMMBIX B BOJIE MATEPHAJIOB PHMEPHbIH CMIMCOK pacTBOpUTeseil ApuBesieH B puiioxeHuu b (b.2.10);

- MCCNIelyeMBlit MaTepHUas WM BBITSDKKY U3 HEro B KOHIIEHTpallUH, KOTopas ONpefiesieHa B IIpeiBapy-
TENLHOM KCMEPUMEHTE; KOHTPOJILHBIM XHBOTHBIM BBOIST TOJIbKO PaCTBOPHUTEND;

12
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PucyHok 3 — PacrnionoxeHue TOYEK BHYTPUKOXHBIX WHBEKLIHI

- MCCJIEAYEeMblif MaTepHal WM BBITAXKY U3 HEro B KOHLIEHTPALMH, KOTOpast Orpe/ieieHa B IpeABapu-
TeJIbHOM 3KCTEpUMEHTE, CMELLUBAIOT C MONHLIM aabloBaHToM PpeiiHaa U pacTBOpUTEiEM, B3XTBIMU B COOT-
HoweHnn V / ¥V = 50/50; KOHTPOJNBbHBIM XWBOTHBIM BBOAST TOJBKO PaCTBOPHUTENb, CMELUAHHBINA C
abIOBAHTOM.

6.2.4.3.2 da3a MECTHOrO BO3AEIHCTBUSA

Yepes ceMb JHel NOCNEe BHYTPUKOXHOTO BBEEHUS HAUMHAIOT HAKOXHBIE aNTIMKAIIMH UCCISAYeMOro
MaTepuana WU BBITAXKKY U3 HEr0O Ha CIIMHY B 001acTy JIONAaTOK KaX/A0T0 XNWBOTHOTO, UCTIOBL3YS ISl 3TOr0
NPONUTAHHbIE MAaTEPHAIOM W BBITSXKOMN KyCOuKH ¢HIbTpOBaNbHOM Gymaru pasmepom 20 x 40 MM, [Tpu
3TOM MCHOJI3YIOT KOHLIEHTPALMIO COMIAacHO 6.2.4.2a U COOTBETCTBYIOLLYIO (PUKCUPYIOLLYIO ITOBS3KY. IToBss-
Ky M KYCOUYKU (UIBLTPOB yAAISIOT yepes (48 £ 2) u.

ITpouenypy ¢ KOHTPOJILHBIMU XHBOTHLIMH [TOBTOPAIOT B TOM X€ PeXUME, UCIIO0Ib3YS TOJbKO PaCTBO-
pUTEb.

Ecnu MakcuMMallbHasi KOHUEHTpaUus, KOTopas MojiyyeHa B COOTBETCTBUM C 6.2.4.2a, He BbI3BIBAET
pasgpaxeHusi, IPOBOAAT 06paboTKy yuactka 10 %-HbIM PacTBOPOM JaypHIICY/b(haTa HATPHUst B Ba3eJIMHE 33
(24 £ 2) 4 o Hayana MECTHBIX ANMIKKaUMi. C KOHTPONABHBIMHU XWBOTHBIMU MMOCTYNAIOT NOACGHBIM 00pasoMm.

6.2.4.3.3 IMposokaLMoOHHas ripoda

Yepe3s 14 gHeit nocne ¢Ga3bl MECTHOTO BO3SHCTBUSA MPOBOAAT MPOBOKALMOHHYIO MPOGY HCCENyeMOro
MaTepyaa UK BBITIXKH C TOAOINBITHEIMU M KOHTPOJILHBIMH XWBOTHBIMH. [Tt 3TOro AeNaloT anmanKaluy
YICCIIELyeMOTO MaTepHaIa MM BBITSXKH Ha KOXY 60Ka KaX10ro XHBOTHOTO, MCIIOJB3YsI COOTBETCTBYIOUIHE
KYCOUKM QWIbTPOB, NPOMUTAHHLIE UCCAEAYEMbIM MAaTEPUAJIOM MM BBITSIKKONM U3 HEr0 B KOHLIEHTPAaLMM
cornacHo 6.2.4.26, u oukcHpylouire nmoBa3ku. [ToBA3KY U KyCOUKH GUNBTPOB CHUMAIOT yepes (24 + 2) y.

ITpuwmeuanne — Jlonyckaercd NMPOBOAUTL aNMIMKAlUMK PACTBOPA C YMEHBUIEHHON KOHUEHTpalMel Ha
JpYryue y4acTK! KOXU 110 ToM Xe MeTOOuKe.

6.2.5 OGcnenoBaHue XUBOTHBIX

OcMarTpHBaIoOT MOBEPXHOCTb YYaCTKOB, T MPOBOAMIM MPOBOKALIMOHHYIO NPOOY MOMOTIBITHLIX H KOHT-
POJIBHBIX XUBOTHBIX, uepe3 24, 48, 72 4 nocie CHATUS MTOBSI3KH.

OnuchiBaOT U OLEHHUBAIOT CTENEHb KOXHOM peakldy, BKIIOYass 3PUTEMY U OTEK, B COOTBETCTBHH C
Tabnuueit 6 IS KaXnoro y4acTka M B KaXablii HHTEpBaJl BpeMeHU HaboneHus.

6.2.6 OueHKa pe3ybTaToB

Ecnu oueHka B 6asnax, monydeHHas B MOAOMBITHOI TpyIIIe, paBHa 1 WM Bbllle, O HATUYUU CEHCUOHU-
JIN3allMM FOBOPAT B TOM CJIyuae, €Ciu Y KOHTPOIbHBIX XXMBOTHBIX 3TOT NoKa3aTenb meHee 1. Ecnu oueHka B
Gasnnax y KOHTPOJIbHBIX XXKMBOTHbIX paBHa 1 WIIH BBILIE, TO PEAKLIUSA KOXHU ITOAOMBITHBIX XHUBOTHBIX, KOTOpas
MPEBBILIAET CAMYIO CHIBHYIO peaklyio, HabIoaaeMyIo B KOHTPOJIE, SIBJISAETCS PE3y/IbTATOM CEHCUOMIN3aLINY,

HHoraa B MogonbITHOI rpymnmne y GONbILEro, 4eM B KOHTPOJIE, YNCIIA KHUBOTHBIX BbIABIECH CEHCUOUU-
3Upylolui 3ddeKT, OAHAKO UHTEHCHUBHOCTb PEaKLMH He BBILLE, YM y KOHTPOJIbHBIX XUBOTHLIX. B aTOM
Cllyyae TIPOBOAST JONOIHUTEJIbHYIO NPOBOKALIMOHHYIO NMPOBY C LENBIO TOJTyYUTh Hoslee YeTKHI OTBET opra-
HuaMa. [Ipy HeoOXOOMMOCTH AOTONHUTENbHYIO TPOBOKALIMOHHYIO POGY MPOBOASAT IPUGTU3UTEIBHO Yepe3
7 aHeit noce rnepBoi MpoBokKauuu. ITpu 3TOM NPUMEHSIOT OITUCAHHbIHA BBILIE METOH, MCITONB3YS APYTOit 60K
XWBOTHOTO.

5—2689 13
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6.2.7 TlpeacraBneHue pe3y/ibTaTOB

B oTyeT 00 MccaenoBaHNM BKITIOYAIOT:

- OTIMCaHHUe UcCieayeMoro obpasua;

- mpexronaraeMslii croco6 NpUMEHeHUS MaTepHrana Wi U3Iens;

- noapoOHOe oMMCcaHKe NOATOTOBKM 00pasLia K UCCIeNOBaHHSAM;

~ BUI 9KCIIEPUMEHTAJIbHBIX XXHBOTHBIX;

- cnoco6 anmIMKaluK UccleayeMbIX 06pasiioB;

- METO/IbI BeleHUS HabJIOAEHMIT U MX perrcTpaluy;

- OLEHKY pe3yJIbTaToB.

6.3 MeToq 3aKpBITBIX HAKOKHBIX ANMIHKALMIA

6.3.1 Lenb uccnenoBaHus

OueHka BO3MOXHOIO CeHCUOMIMU3NPYIOEro AeHCTBUA MaTeprana Ha KOXY MOPCKMX CBHHOK.

6.3.2 UccnenyeMblii MaTepran

Ecnu uccnenyemslit o6paseL; NpeacTaBisieT co6oit pacTBOP WK XUAKOCTh, Er0 TOTOBAT B COOTBETCTBUHU
C NPUWIOXEHHEM A,

Ecnn uccnepoBaHusiM MOABEPraloT BBITAXKY U3 00pa3lia, TO ee FOTOBAT B COOTBETCTBUHU C MTPUIIOXE-
HueMm b.

6.3.3 DKcnepuMeHTaIbHbBIE XXUBOTHBIE M UX COIEPXaHUe

Hcnonb3yioT 310poBLIX MOJIOABIX MOJIOBO3PESIbIX MOPCKHUX CBUHOK-aIbOMHOCOB ONHOM TMHUK 060ero
noJsia ¢ ucxonHoit maccoit 300—500 r. B akcniepuMeHTe He MCNOIB3YIOT GePEMEHHBIX CAMOK MJIM XXUBOTHBIX
TocJie CriapuBaHus.

AKKJIMMAaTHU3aLMIO U COAEPXAHUE XUBOTHBIX OCYLIECTBIAIOT B COOTBETCTBUHM C IIPHIIOXKEHHEM B.

Hnst vccnenoBaHus TBEPABIX, NMOPOIIKOOOPA3HBIX MM XHAKHMX MaTCPHAJIOB MCNOJIbL3YIOT HE MEHEE
10 XMBOTHBIX Ha KaXIblil MCCIeqyeMblii MaTepuan MU He MeHee 5 XHWBOTHBIX COCTABJIAIOT KOHTPOJIBHYIO
rpyrny. JlononHUTeAbHOE KOAUYECTBO XKUBOTHBIX MCTIONB3YIOT ANl NIPOBEACH S MPEABAPUTENBHBIX UCCEN0-
BaHUM.

ITpu MccnenoBaHMU BBITSIKEK TAKXKE UCTIONb3YIOT He MeHee 10 XXMBOTHBIX ISl KAXKIOM BBITSXKH U He
MEHEE 5 XKHUBOTHBIX COCTAB/IAIOT KOHTPOJIbHYIO IPYITNY ISt KaXIOro pacTsopa. JJonoaHUTENBHOE KOJIMYECTBO
>KMBOTHBIX UCITONB3YIOT 1S1 TPEABAPUTENbHBIX UCCIEOBAHHIA,

MpumMeyanue — Ina BoispieHus cnabo BbIPaXEHHOTO CEHCHOMMH3UpYOMIEro 3¢ deKTa AonycKaeTcs
YABOCHHOC KOJIMYCCTBO 3KCNECPUMCHTANbHBIX XXUBOTHLIX.

6.3.4 IposegeHue UCCIENOBAHMS

6.3.4.1 MMoaroToBka

IepcTh Ha MOAONBITHBIX YYACTKAX KOXM TLIATE/bHO BBICTPUTAIOT 33 A€HD O Havyajia SKCNepuMeHTa.
JLns MecTHBIX anniMKaluuii NpornKUTHIBAIOT UCC/IEAYEMbIM MATEPHAIOM MJIM 3KCTPAKTOM KYCOYKHM TKAaHH MM
NepeBA30YHOr0 MaTepuaga COOTBETCTBYIOIINX Pa3MepoB, IPUKIAAbIBAIOT 3TH KYCOYKH K BBICTPUXEHHOMY
Y4acTKy U (PUKCHUPYIOT MOBS3KOI Ha 6 4.

YT1o6pl o0OGecneunTh MNOTHOE NpUJIeraHMe KccienyeMoro ofpasua XK KOXe, ero INpuKpervisioT ¢
NOMOLLBIO 6KMHTA MO0 (DUKCHPYIOT XNBOTHOE,

CrnenyeT yuecTb, UTO nepeBsA3Ka sIBJISIETCA AOMOTHUTEbHBIM CTPECCOBBIM (haKTOPOM, BIMSIIOILMM Ha
Pe3yAbTaThl IKCIEPUMEHTA.

6.3.4.2 TIpeasapuTenbHbie HCCAEAOBAHUSA

IMTpuMeuanue — IpeaBaputeNbHble HCCIEAOBAHUS IPOBOIAT IIS1 TOTO, YTOGH! OTIPEAETUTh KOHLIEHTpA-
UHI0 UCCICOAYEMOTrO MaTcpvana MM BBITAXKU M3 HEro, KoTtopas 6)’}.'161‘ HCNONb30BaHA B OCHOBHOM 3KCIICPpHUMCHTC B
COOTBETCTBHM ¢ 6.3.4.3.

ITpoBOASIT MECTHYIO ANITUIMKALIMIO YETHIPEX KOHLIGHTPALIMI UCCIIEAyeMOro MaTepualla MU BBITSIKKH U3
Hero Ha 60K KaX0ro 13 TpeX XXUBOTHBIX, UCTOJB3Ys COOTBETCTBYIOLIME KYCOYKM TKaHU. KycOouku TKaHu n
brKcHpyOLLYIO MOBA3KY CHUMaIOT Yepe3 6 4. [TofonbITHBIE YyYaCTKHM KOXH OLIEHUBAIOT Ha HaJIMYKMe 3PUTEMbI
M OTEKa B COOTBETCTBUH C Tabnulei 6 yepes 24 u 48 4 nocie CHATHA 00pa3lioB.

Bribupator:

- s (pa3bl BO3AEHCTBUS B OCHOBHOM DKCIIEPUMEHTE — HAaMBBICILIYIO KOHLIEHTPALIUIO, KOTOPasi BbI3bi-
BAET JIETKYIO 3pUTEMY, HO HE OKa3bIBaeT OGILEro OTPULIATEIBHOTO BAMSIHUA Ha OPraHU3M XHUBOTHOTO;

- s ¢$a3bl MPOBOKALIMOHHON MMPOGKI B OCHOBHOM 3KCIEPUMEHTE — HaAWBBICLIYIO KOHLEHTPAILUIO,
KOTOpasi He BBI3BIBAET SPUTEMBI,
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6.3.4.3 OCHOBHOI1 KCIIEPUMEHT

6.3.4.3.1 OCHOBHBbIE NONOXEHUS

Ucnonp3ytoT He MeHee 10 XXMBOTHBIX B MOAONBITHO U HE MEHee 5 XXHBOTHBIX B KOHTPOJILHOI Ipymiie.
Ecnu peakuus opraHu3Ma Ha MCIIOJIb3YEeMbIil PACTBOPHUTENh HEM3BECTHA, HOOABIAIOT COOTBETCTBYIOLLYIO
KOHTPOJIbHYIO IPYIIY AJISI pACTBOPUTENS.

6.3.4.3.2 >a3a Bo3neiicTBug

TIpoBoAAT MECTHYIO anMIMKaLUIO UCCIEAYEMOro MaTepUana Wiy BLITAXKH U3 HETO HA BBICTPHXEHHBIE
Y4acTKH KOXH JIEBOW BEPXHEH YAaCTH CNMMHBI KAXAOT0 XHWBOTHOTO, UCMOJB3Ys IPOIIUTAHHBIE HCCIIEAYEMbIM
MaTepUaioM MM BBITAXKOI U3 HEro B KOHLIEHTPALIHH, ONpeaeneHHoM o 6.3.4.2a, Kycouku TKaHH. PUKcH-
pyIOLLYIO MOBA3KY U NPONUTAHHbIE KYCOYKH TKAHU CHUMAIOT Yepe3 6 u.

YKa3aHHYI0 NPOLIEAYpY NOBTOPSIOT B TeYEHUE TPeX HEleNb C MHTepBa/laMi B OHY Heaenio. MoXeT ObITh
NpOBeACHA AOTIONIHUTEbHAN aNTUIMKALMS.

KOHTpOAbHBIM XXUBOTHBIM NPOBOAT NOAOOHBIE ANTANKALMY B TOM X€ PeXHME, MCTIONb3Y NP 3TOM
TOSILKO PacTBOPUTEND.

6.3.4.3.3 MposokaunoHHas npo6a

Yepes 14 gHeit nocne nocneaHe anmiMKauuy y NOAOIBITHBIX U KOHTPOIBHBIX XHBOTHLIX [TPOBOAAT
MPOBOKALMOHHYIO MPOOY C UCC/IEAYEMBIM MaTEPUATIOM HJIM BBITAXKOM u3 Hero. [IpoBoOKalMOHHYIO MpoOy
NPOBOASIT cNOCOOOM OTHOKPATHOH MECTHOMH aniuIMKALMK Ha BHICTPUXEHHBIH, HE HCITBITHIBABIUNH paHee
BO3IEHCTBUSA Y4acTOK KOXH KaXIOro XHBOTHOIO, HCMOJb3ysl COOTBETCTBYIOIIME NMPOITUTAHHBIE UCCIIEAYE~
MbIM MaTepHajioM WK BBITSIXKKOIf M3 HErO B KOHLEHTPaLUK cormacHo 6.3.4.26 kycouxkyn TKkaHu. PUKcHpylo-
LYIO MOBA3KY M KYCOYKM TKAaHH CHHMAIOT Yepe3 6 u.

6.3.5 O6CenoBaHUE XUBOTHBIX

Yepes (24 £ 2) u nocne nepBoii WK BTOPOIi MPOBOKAIIMOHHOM MPOGEI IPOU3BOASAT:

- yAaJleHue LIEPCTH Y BCEX XXUBOTHBIX HA MOAOMBITHBIX YYAaCTKaX M OKPYyXalolleil MX KOXE ¢ IOMOLILBIO
JETTUNISITOpa, UMEIOLLErocs B IIPOAAXe, B COOTBETCTBUU C IIPUIAraeMOi K HEMY MHCTPYKIIHEH WIH

- BBIOpHMBaHMeE IEPCTH Y BCEX XXKUBOTHBIX HA MONOMNBITHBIX YYaCTKaX U OKPYXAIOUIEH HX KOXe.

TmaTenbHO CMBIBAIOT ACNWISATOP TETUIOH BOROH M CyWIaT KOXY MOJIOTEHLEM riepel BO3BpallieHUeM
JKMBOTHBIX B KieTkn. He MeHee yeMm uepe3 2 4y nocsie ONMCaHHOM BHILLE MPOLEAYPHI YHAIEHUs LMIEPCTH
OLICHUBAIOT COCTOSIHME MCCACAYEMBIX YYaCTKOB B COOTBETCTBMM ¢ Tabnwieit 7. OCMOTp NMOBTOPSIOT Yepes
(48 £ 2) 4 nocie NPOBOKALUNOHHOTO BO3ACHCTBUS.

Tabauua 7 — Cucrema knaccpuKaulmu peakmil KOXH

Peakuus OneHka B 6annax

Sputema u obpasoBaHue cTpyna
OTCYTCTBUE IPUTEMbL
OueHb cnabas apuTeMa (cnerka 3aMeTHas)
3aMeTHas dpUTEMa
YMepeHHasa apuTeMa
BoipaxeHHass spureMa (pKo-KpacHasi) ¢ obpa3oBaHHeM cTpyna
Ofpa3oBaHue oTeKa
OT1cyTcTBHE OTEKA
OueHb cnabelit oTeK (cmerka 3aMeTHbIN)
3aMeTHbII oTex
YMepeHHblii 0TeK
BeipaxeHHBbIl oTeK

HWN -0

N -=O

IMMpumMeyaHnus
| Ipyrue BO3HMKIUKE KOXHbIE peaKUMH AOJIXHbI 6bITh OTMEYEHBI B OTYETE 00 MCCIEIOBaAHUM.
2 CucrteMa OLEHKH CTEMEHM peakLMM MOAMGHULMPOBAaHA U CTAHAAPTU3UPOBAHA.

IMIpumMeyaHue— Jdng ynobersa perucrpauny neppas ¥ Bropasi OLEHKH COCTOSHHS KOXHM NMOCHE NMPOBOKa-
LUHOHHBIX npob 0003HaYeHbl COOTBETCTBEHHO Kak 24- u 48-yacoBas.

6.3.6 OLeHKa pe3ynbTaToB

Ecnu oueHKa B Gasax, mosiydyeHHas B [TOAOMNBITHOM Ipyrie, paBHa 1 win Bbllie, 0 HATHYUU CEHCHOH-
JIN3aLIMM TOBOPSAT B TOM CJIy4ae, eC/IM Y KOHTPOJIBHBIX XHUBOTHBIX 3TOT IOKa3aresb MeHee 1. Ecnu oleHKa B
fa1ax Y KOHTPONLHBIX XXMBOTHBIX paBHa 1 WK Bblle, TO peaKLMA KOXH MOIOMBITHBIX XXUBOTHBIX, KOTOpas
MPEBBILLAET CAMYIO CHJILHYIO peakUuIo, HabI04aeMylo B KOHTPOJIE, ABJISIETCS Pe3y/IbTATOM CEHCUOMIN3aLIMU.
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WHoraa B noaonslTHOH rpyne y 60fbLIEro, YeM B KOHTPOJIE YUCTA XUBOTHEIX, HAGMI0NAeTCH CeHCU-
Gunmsnpylowmii 3 dexT, ORHAKO NMPH 3TOM MHTEHCUBHOCTb PEaKLIMM MOXET GBITh He BbILIE, YEM Y KOHTPO-
N5, B 3TOM ciyyae MpoBOasT ZOMOMHUTEILHYIO MPOBOKALIMOHHYIO TPOQY € LETbIO BHIABMTH OTBET OpraHu3Ma
6onee yerko. [Tpy HEOOXOAMMOCTH NOTIOJTHUTENIBHYIO MPOBOKALIMOHHYIO MPOOY MPOBOAAT MPUOTU3UTENLHO
yepe3 7 CYT nocJie NepBoii NpoBoKaUMM. I1py 3TOM NPUMEHSIIOT ONMUCAHHBII BbILIE METOM, TOJIBKO UCIIOJb3Y-
0T Apyroii 60K XXMBOTHOTO.

6.3.7 lpeacraBneHne pe3ynbTaToB

B oTuer 00 nccnenoBaHNM BKIIOYAIOT:

- OMMCaHWe MccaeayeMoro oGpasia;

- npeanonaraeMblil crocob NpUMEHeHUs MaTepuana UM U3eNs;

- noapoGHOe oOnUcaH1e MOATOTOBKH 06pa3lia K UCCNEI0BAaHHUAM;

- BUJ 9KCNIEPUMEHTaJIbHBIX XHBOTHBIX;

- crnoco0 anIuIMKAaLMK UCelelyeMbIX 06pa3LioB;

- METOAB! BelleHHUs HaGJIIoeHUiA U UX perucTpanumy;

- OLIEHKY Pe3YJIbTaTOB.
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NPUJIOXEHHE A
(obs3aTenbHoe)

IToaroroska 00pa3nos

A.1 OGmue nogoxenus

Ipy N3yuyeHHH pa3paxalolero 1 CEeHCHONIMINPYIOLLETO NSHCTBUA M MHTEPNIPETALMM PE3Y/IbTATOB YUHTHIBAIOT
CBOMCTBa HCCIEAYEMOro MaTepHaa WIH U3NeNNs, NPOLOKHUTEIBHOCTD, YaCTOTY, CIOCO0 M CTEMEHb €ro Koim.KTa ¢
opranu3MoM. OTHMM U3 BAXHBIX YCIIOBUH NPOBEAEHNS UCCAEROBAHUH ABNSAETCS MIOATOTOBKA HCCAEAYEMOTO 00 pa3LLa.

ITpumeyanue — OO6lee PYKOBOACTBO 1O NMOATOTOBKe 06pasuoB npusegaeHo B TOCT P UCO 10993.12,
OQHAKO NPHUTrOTOBJEHHUE BHITSDKEK IS U3YYEHMS Pa3apaXkalollero H CeHCUOMNM3UPYIOLIEro NeHCTBHSA MMEET CBOM
0c0OEeHHOCTH.

A.2 HenocpeacTBeHHbIi KOHTAKT

A.2.1 Teepasle MaTepHasbl, UMEIOLLHE NTOAXOAAYIO (HOPMY (TUCT, TUIEHKA U T. [.), HCCAENYIOT, HEe NOABEPras
H3MEHEHHUAM.

A.2.2 [Mopowku (Hanpumep cynepaGcopOEHTHI) UCCIEAYIOT TPH HEMOCPEACTBEHHOM HAHECEHWM HIIA TOCNE
NMPUTOTOBICHUA M3 HUX NAcThl C HCMO/Bb30BaHUEM TIOAXOMSILIETO PACTBOPHUTENS.

A.2.3 JXuaKOCTH MCCIERYIOT MM HEMOCPEACTBEHHO, HE MoABepras U3MeHEHMSM, WIH B BMAE PAcTBOPOB C
UCTIONb3OBAHWEM TMOAXOMASALIEIO PACTBOPUTENISA, NIPU 3TOM TNApaUIeNIbHO CO CMEIUAHHBIM, PACTBOPEHHBIM WIH CYC-
NMEH3UPOBAaHHBIM HCCJEYEMBIM MATEPHAIOM B Kaye¢CTBE KOHTPOJIBHOTO PACTBOPA HUCHOJB3YIOT 3TOT PAaCTBOPHUTEb.

A.2.4 V3 TBepaBIX MaTepHUasIOB TOTOBAT 06pa3ubl pasMepoM 25 x 25 MM, TommuuHa o6pa3ua 3aBUCHT OT TOJLIHHBI
MCCNIEelyeMOTO M3ENUs, HO HE AOJKHA NPeBblaTh 5 MM. OTprlaTebHBI KOHTPOIL TOTOBAT Takxe. TBepavlii Mare-
pHan MoxeT GbITb U3MENbYEH, €CJIM MPHU ITOM TOJTHOCTBIO COXPAHSIIOTCS €ro CBOMCTBA, MM B JOCTATOMHOM CTENEHH
YBIAXHEH BONOHM WJIHM MOAXOASLUMM PACTBOPUTEEM, He 00JaJalOLIMM pa3ApaxaloluliM AEHCTBUEM, YTo obecreun-
BaeT OoJee TECHBI KOHTAaKT Marepuana ¢ Koxeil. Kepamuueckue MaTepyaibi M3MERBYAIOT, OAHAKO CICAyeT
MOMHUTb, YTO (DHU3UKO-XUMHUECKHE CBONCTBA KEPaMHMKH MEHSIOTCS MPH ee MEPeXoAe B IMOpoKooGpasHoe
COCTOSIHHE,

OTpHUATENBHDIA KOHTPOb HOMXKCH UMETh CXOAHBIC C MCCACAYSMBIM MaTepBanoM dpusndyeckue mapameTpsl U He
OKa3BIBATh paslpaxalollero aeicTeusa. B xauecTBe 3aMeHUTENST OOBIYHO HCTIOMB3YIOT MapJIio, CIIOXEHHYIO BYETBEDO.

A.2.5 Ina MarepuanoB, KOTOpHIE TpeOYIOT DPACTBOPEHHSI, CYCIIEH3UDOBAHHUS WMIM CMayWBaHHUs, MoAOGHpaloT
PacTBOPHTEJb, KOTOPHIi He O6iafaeT pasapaxaiouium AeicTereM. TIpyiMeHseMbie paCTBOPUTENIM NIPUBEACHDBI B NIPH-
JIOXEeHUH b.

A.2.6 Pasznpaxarollee neicTBUE TBEpABIX MaTePHAIOB M3YYAIOT TaK Xe, MOABEPrask UCCIEAOBAHMIO BBITSXKKH U3
H¥X. BBITSXKKYM TOTOBSIT, MCTIONDB3YSI NOJSPHBIE, HETIONSIPHbIE M (W) APYrHe NOAXOASLINE PACTBOPUTENHN (NIPUIOXKe-
uue B).

IMapannensHo ¢ BHITSKKOW M3 HCClielyeMOro MaTepHaia B KaueCTBe KOHTPOJS MCIONB3YIOT 3KCTparupylouuii
PacTBOPUTESIb.

A.2.7 Ecnu uzzaenve nocTynaer B NpoAaXxy CTEPUIbHBIM, TO Nepel H3yYeHHEM UCCAeAYEMbIi MaTepyall moasep-
raloT CTEpUNU3aLUM TeM Xe MeToAoM. CyllecTBYIOT onpeleleHHbIe TPYAHOCTH NMPH HCCIeA0BAHUHA 06pa3LiOB, CTEPH-
JIM30BAHHBIX OKUCHIO ITUIIEHA, TOCKOIbKY OKNCH STWieHa M TIPOAYKTH €€ AeCTPYKLIMM MOTYT OKa3biBaTh GHOMOrnyec-
Koe JEHCTBUE B MCCNEIOBAHHAX, PEKOMEHAOBAHHBIX HACTOSIUMM craHmapToM. ITpu o6HapyxeHuu ao6oro Hebna-
TONPUATHOTO BO3REHCTBUS HAa OPraHU3M IMPOBOASAT MCCIEAOBAaHMS, NO3BoO/Isiolnne auddepeHUHpoBaTh, BEI3BAHA JIH
obHapyxXeHHasi peakuus OeicTBHeM CaMOro M3yyaeMoTo MaTepHana WM oHa o0ycsI0BJI€Ha OCTATOYHBIM KOJNHYE-
CTBOM OKMCH 3THiIeHa. EClTY BHISIBNIEHO NepBUYHOE pa3apaxalollee AeHCTBHE, 06pa3el MCCAEAYIOT A0 M NOC/e CTepH -
JIN3aUUHY OKHCHIO 3TUIICHA.
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MPUNOXEHHUE B
(obsi3aTenvHOE)

MerToap! noJIydeHHs BHITSIKEK H3 00pa3noB

b.1 BBenenue

Jnsa nposeaeHusi GUONOTHYECKHX HCCNEAOBAaHUWIT MU3RENUI B HEKOTOPBIX C/y4asiX TOTOBSIT BBITSXKKH M3 HUX,
HCHIOJIb3Ysl COOTBETCTBYIOLUME MOACSIBHBIE CPEAbL.

3Ta npoueaypa BKJIIOYAET METOAbI, KOTOPHIE MCMONBb3YIOT JUIS NMONYYEHUS BBITAXEK, NMpenqHa3HaYeHHBbIX AN
JaJibHEHIIMUX UCCNEOBAHUA, W OHA MOXET CHNYXHTb JOTIOJTHEHUEM, HO He 3aMEHSAET METOHAbI, COAEpXAlUHecs B
CHEUHANBHBIX PYKOBOACTBAX.

B.2 AnnapaTypa

b.2.1 Asroknas, pabortalomuii B pexume (121 £ 2) °C.

b.2.2 ITeyb iy TepMocTaT ¢ pexuMoM pabotsl go (70 £ 2) °C.

B.2.3 Heus unu TepMocTar ¢ pexuMoM pabotsl o (50 + 2) °C.

b.2.4 TepmocraT ¢ pexxumom paborsl go (37 = 2) °C.

B.2.5 Pexyuiue HHCTPYMEHTHl (HOXHULIBI, CKaJIbIIENH, TTHJIKH).

JIng OYMCTKM METaJUITMYECKUX YacTel PeXYLIMX WHCTPYMEHTOB CIEAYET MPUMEHATL TaKME OPraHMyYecKHe
PAcTBOPUTENH KaK CIUPT WM aueToH. KucaoTy anst 3Toro NpUMEHSTh HeNb3s.

B.2.6 TTunerku o6beMom 1, 5, 10 1 25 mi.

B.2.7 Becsl ¢ norpemHocteio B3gewnBauus 0,1 r.

B.2.8 Cpeacrsa namMepeHHst NMHEHHBIX Pa3MEPOB — JTMHEHKA C MHJUIMMETPOBOI LUKANON U INTAHTEHIMPKY/b,

B.2.9 Cocyns! Ast 3KCTpaKLUH:

- Mpo6GUPKY K3 GOPOCHIMKATHOTO CTEKIA C 3aBUHYMBalOLUENCs NPo6Koit W3 HHEPTHOrO MaTepuana (Hanpumep
Te¢pnoH PTFE);

- Apyrue ynoGHbIC CTCKISTHHbIC EMKOCTH HIH COCYAbl VIR 3KCTPAaKLHKH.

HcnonsiyeMast xumuueckasl ocyaa He HOMKHA 0Ka3biBaTh BJUSHHUS Ha BBITSXKY W3 UCCIENYEMOro MaTepuana.

B.2.10 MonmensHble cpeabi:

~TIONISIPHBIE PACTBOPUTENN — (PU3HONIOTHUYECKUIi pacTBOP;

- HEMOJNSIPHbIE PACTBOPUTENU — PAaCTUTEJBHBIE MAaciia, HaPUMeEpP XJIonKoBoe, coeBoe (TocynapcTeennas Pap-
makones CCCP, Esponeiickas Papmaxones, AMepnkaHckass @apmakones); HeidTpansHbie Macna (DAC, Fract.
Coconut, TocynapcreeHnass ®apmakones CCCP, Bpuranckas ®apmakones—73);

- Apyrve TIOOXOASIIUME MOJACTbHBIC CpelNbl — ITAHON/BOAA, 3TAHOJ/CONEBOM  PacTBOp, TIOJNUITHIIEHTIH-
Konb-400, AuMMeTHICYNb(pOKCUI, aUETOH, METAHOJ, XJOPO(GOPM, PACTBOPH ITOBEPXHOCTHO-aKTHBHBIX BELUECTB,
MHUHepaJbHbIE Macla.

IMTpuMeuanue— Meroasl NosyyeHUs BBITSXCK C TIOMOIIBIO PACTBOPHTEJISE MOTYT OBITh HCIOIL30BaHbI TIPH
HU3YyYeHUH CEHCHUOUIU3HUpYIOLLETO AeHCTBUS.

B.3 IIpuroroBiaenune npod

B.3.1 Onpenenenne niowaay nNoBepxXHOCTH

ITnowanb NOBEPXHOCTH BEIYMCASIOT A5t 06pa3lioB NPOCTOl reoMeTpHYECKOif Hian 61m3Koit K Heil dopmel. [To-
pHMCTbIe MaTepuansl (Mapisi, TKaHble WM ryGuarble M3AeAUS) U3MEDPSIOT KakK TBepable OOBEKTHI.

Ecau tonuimHa obpasua meHee 0,5 MM, HCHONB3YIOT 00pasell MIOLEALI0 MOBEPXHOCTH 120 cM? IKCTpakuHIo
npoeodAT B 20 Mn MOZENbHOI cpeabl, NMpY 3TOM BCS MOBEPXHOCTb 00pa3slia HOMXHA ObITh TOKPHITA MOAEABHOM
cpenoi.

ITpumeuanne— OTHOWEHHE MIOLIAAN TOBEPXHOCTH K 06beMy MoaenbHOM cpenst 6:1.

Ecnayn TomunHa o6pasua Gonee 0,5 MM, MCIONb3yIOT oOpasell Miowanabio NoBepXHOCTH 60 cM2. DKCTpakUuio
npoBodsAT B 20 MJI MOAEABHOM cpeabl, TNpPH 3TOM BCS MOBEPXHOCTb 00pa3ua AOJMXHA ObITh MOKPHITA MOJAENBHOM
cpenoi.

ITpumeyaHue— OrHOUIEHHE TUIOLIAAN TOBEPXHOCTH K 06beMy MOIEIbHOM cpeabl 3:1.

B.3.2 Macca

Hns obpa3uop HeonpeaeneHHON GOPMBI, TIOLIAAL TOBEPXHOCTH KOTOPBIX HEBO3MOXHO OMNpPENeSIUTh, UCITONb-
syloT obpaseun Maccoit ot 2 a0 4 r Ha 20 Mu MoZesbHOM cpelbl. B3BelunBaHMe MPOU3BOAAT C MOTPELUHOCTBIO HE
6onee 0,1 r.

b.3.3 dpyrue MaTepuainsl

Ecnu xapaxktepucTuky o6pa3loB TAKOBLI, YTO YKa3aHHBIH 06bEM MOZENBLHON CPEIBI HE TOKPLIBAeT HEOOXOAU-
MYIO TJIOWI3fib NMOBEPXHOCTH MJIM MAacCy TOMOreHHOTO pasjensieMoro obpasua (HarmpuMmep, BCEHEHHbIE WU Tybya-
Thle W3IEHNA), UCMOAB3YIOT MAKCUMAaNBHOE KOMHUYECTBO 00paslia, KOTOPOe MOXET OLITh MOMHOCTHIO MOKPHITO yKa-
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3aHHLIM 0GBEMOM MOAENBHOM Ccpelbl. 3aTeM OMpPERENSIOT TUIOIAAL TOBEPXHOCTH WK Maccy (¢ ToyHocThio Ao 0,1 1)
B3sTOr0 06pa3ua Marepuana.

[nsa matepuanoB ¢ BbICOKOH abcopbUMOHHON crnocobHOCThIO (cynepabcopGeHTE) CTAHAAPTHEIX METONOB He
CYIICCTBYET.

B.3.4 Hepa3zgenneMmbie MaTepHaibi

Ecnn npu pasnenenny o6pas3iioB NpOUCXOANT U3MEHEHHNE CBOICTB, XapaKTePUCTHK WM LENOCTHOCTH MaTepna-
Jla M pacyeTHOe KOJMYECTBO MOE/bHOI cpelbl HE MOKPHIBAET 06pa3el TOJHOCTBIO (HapUMED CJIOXKHBIE M3NEus,
METAINTMYECKHE NPEAMETHI, BHYTPCHHHUE IMTOBEPXHOCTH €MKOCTEH), HCTONB3YIOT MUHUMAJIBHOE KOJIHYECTBO MOAEb-
HOI1 Cpefibl, KOTOPOE MOMHOCTBIO MOKPOET UCC/EeNyeMble MMOBEPXHOCTH. B 3aBMCHMOCTH OT THIA MATEPHANA YKA3bIBAIOT
nmbo Maccy ¢ morpeiiHocTelo He Gonee 0,1 r, 1160 niowans MOBEPXHOCTH (C MOTpelIHOCTLIO He Ooiee 1 cm?),
TAaKXKe PEeruCTpUpPYIOT 00bEM MOIENbHOI Cpelbl C NOTPEIIHOCTLIO HE Gonee 1 M.

B.3.5 3akmounrensHas NOATOTOBKA

B.3.5.1 TTpoBepsior oGpazel Ha HATUYUE TIBUIM U NIOCTOPOHHUX YacTHL. [IpOMEBIBAIOT ¥ BRICYILMBAIOT €r0, €CJIU
TIOBEPXHOCTbL HCCHeAyeMoro ofpasua 3arpA3HEeHa WM 3TO MPEAYCMOTPEHO. 3aiuBaloT 06paselL, YMCTONH BOMOH WMIMU
Bonoit ans unbekuuit (FocynapcreenHas Papmakoness CCCP, Bputanckas dapmakonesi, AMepuKanckas Papma-
Komes), HCNob3ys npuMepHo 70 M Boabl Ha Kaxasie 60 cM? Toulany NOBEPXHOCTH, B3GANTHIBAIOT B TeueHHe 30 ¢
¥ 3aTeM cmBaloT. [Ipu Heo6X0AMMOCTH TIOBTOPSAIOT 3TY NMPOLEAYPY Y 3aTEM BLICYIIMBAIOT MCClenyeMblil o6pasell epen
3KCTpaKUHe.

[MMpuMeyaHUe— BONbIIMHCTBO U3AETHIA BHINYCKAIOT CTEPUIIBHBIMU M (UTM) B YHCTOW YHAKOBKE, [MO3TOMY
Takasi o6paGorka He TpeOGyeTcs, OHAa MOXeT 0Kal3arh BIMgHYE HA pe3yibTaThi UccAenoBaHMil. Eciy HyXHO peanbHo
OLIEHUTb MPOM3BOACTBEHHLI NMpOLIECC WK BBIMYCKAEMbI MaTepHall, YKa3aHHYIO BBILUE MPOLIEAYPY He TPOBOASAT.

B.3.5.2 Tlocne Toro, Kax TOYHOE KOJIMYECTBO MaTepyalla BbIYUCIECHO, 06pa3eL, eC/IM BO3MOXHO, pa3pe3aloT Ha
MaJIEHbKHE KYCOYKH.

B.3.5.3 Ecan TomuuHa Matepuana 6onblie | MM W pa3fenuTh €00 HEBO3MOXHO, BRIYHC/IAIOT MA0WANL TOBEPX-
HOCTH BCEX uacTedt o6pasua ¥ ONPeAessiiOT HeoOX0ANMOe [T MCCIEAOBAHUS KOJWYECTEO.

B.4 DxcTparapoBanue

B.4.1 IMTomewatot uccneayeMbiit oOpasel] B COCyR Uit KCTPaKLiMi COOTBETCTBYIOLIETO pasmepa. OTMEPSIOT HYX-
HbIll 06BEM MOIAENbHOM Cpelbl MUTETKON WM APYTMMHU MU3MEPUTEILHBIMK CPEACTBAMU C TOYHOCTBIO 0 1 M, 3aiu-
BalOT UM HccleayeMbiit o6pasell. BeTpsxuBaloT 06pasubl, YToOb YOeAUTLCS, YTO YAaCTHLILI MaTepHasia HE CIHMINCH.

B.4.2 BeIGupaloT TeMInepaTypy M BpeMs 3KCTpaKLMH, HCXOAS U3 CBOMCTB MaTepHaia H TpeGoBaHHH K HeMy.
Temnepatypa 37 °C 1 BpeMsa 72 4 noaxomsT ans GONbLIMHCTBA MATEPUANOB U U3ACHUI.

DBosee XOpOTKMH BpeMEHHOM NMEPHOI UCTIONAB3YIOT B COYETaHMH ¢ oJiee BLICOKOI TeMTEpaTypoii SKCTPaKUWN.
TIpn M3MeHEeHUH pexHMa 3KCTPAaKUHMHU B OTYETE 0O MCCNEeAOBaHWM NMPUBOAAT obocHoBaHHe 3Toro. OnTHMasnbHEle
BapHaHTHI BpEMEHH U TeMIIepaTypsl 3KCTPaKLUHUH NPUBEACHB! B Tabnuue B.1.

Ta6nuua b.1 — ONTUMaNbHBIE PEXUMBI 9KCTPAKLHHU
Temneparypa, *C Bpems, 4
121 1+0,2
70 24 +2
50 7212

B IT'OCT P MUCO 10993.12 npuseneHo 060CHOBaHUE BHIGOP2 ONTUMANBHOH TEMNIEPATYPHI 3KCTPAKUHUH,

b.4.3 KonTponbibiit pacTBOp roToBaT 0e3 MccnaeayeMoro obpastia B XMMUIECKO# nocyfe Juisi 3KCTPakKuMu, ob-
pabaTbiBasl €ro TeM Xe croco0oM (TeMmepaTypa W BpeMs), YTO M MCCIECAYEMYIO BHITSIXKY.

B.4.4 Tlocie aKCTpaKUMH COCYObl BCTPAXMBAIOT, COAEPKMMOC NMEPETHBAIOT B YUCTYIO Hocyny. BBITAXKH XpaHAT
NpY KOMHATHOM TeMIlepaType U UCIOIB3YIOT B TedyeHHe 24 4. Eciin BHITAXKH XpaHATCA NMPH KOMHATHOI TeMnepartype
Gonee 24 4, UX COXPAHHOCTb B 3TUX YC/IOBUAX XPAHEHUS AO/UKHR OBITh MOATBEPXACHA.

b.4.5 qns nsydeHus CCHCHUOUMMIUPYIOWETO ASHCTBUSA NOAMMEPHBIX MaTCPHUANIOB MOXET ObITh PEKOMEHROBAH
JpYroil anbTepHATNBHLIA METOA IKCTPAKUWH, TIPH 3TOM U1 NOJYUYEHHS BHITSKEK MCMONB3YIOT JIETYYHE PacTBOPHTE-
JIU, 3aTeM BBITSXKY BLITIAPHBAIOT M OCTATOK UCITONb3YIOT A/ HAKOXHBIX ANIIMKALUIA XHUBOTHbLIM.
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MPUJIIOXEHHUE B
(o0s3aTenbHOE)

Bbibop u copepxkanne IKCTICPHMEHTATBHBIX JKHBOTHBIX

Cnenywoltde NonoXeHNs: OTHOCATCSA KO BCEM BHIAM UCCEAOBaHMIi, MPUBEACHHBIM B HACTOSILEM CTaHAApTe.

B.l1 B 3KCNepUMEHTANBHBIX HCCENOBAHUAX HCMOB3YIOT MOJIOABIX 3A0POBLIX MOJOBO3PENbIX XXHBOTHBIX OAHO
JIMHUM U XeJNATENIbHO U3 OJHOTO M3BECTHOTO HCTOYHHKA.

B.2 JKWBOTHRIX NOMEILAIOT B KJICTKH IPYTINTAMHK WIN HHAWBKUAYANbHO. CoaepxaHue rpynnamu Gosiee npeanouTu-
TEJILHO.

B.3 XKMBOTHBIX MOMEIIAIOT TAKMM 06pa3oM, 4To6bl OHW UMENM CBOOOIHDII JOCTYI K MULIE U BOJE.

B.4 2JKWBOTHBIX aKKIUMAaTH3HPYIOT B YCIOBUSIX 1aGOPAaTOPHH He MeHee 5 Hell 0 Hayana SKCnepHMeEHTa.

B 3aBUCHMOCTH OT KOHKPETHBLIX YCIIOBHI 3TOT NEPHOA MOXET GBITh GOJIbILIE.

B.5 YyuThiBaloT Bce nmpaBuia, KacaloUIMECS COAEPXKAHUs, YXOAa M HCIOMb30BAHMUS IKCIMEPHMEHTANIBHBIX XH-
BOTHBIX.

NMPUNTOXEHUE I
(cripaBoYyHoe)

,IIOHOJIHHTCJIBHHQ METOAbI HCCJICIOBAHUA PA3APAKAIONIEro AciicTBuA

B ominume OT METOROB N3yyeH s pa3dpaXalolero ACHCTBUSA Ha KOXY W CIIM3UCTYIO I/1a3a METOALI HCCE0Ba-
HUA pasapaxalolero AeiHCTBUS Ha TIEHHUC, BIArajluLle U CAU3UCTYIO MONOCTH PTAa HE UMEIOT LIHPOKOTO pacnpocTpa-
HEHUA. OTH METOAbI MCCICHOBAHUS SABNSAIOTCS CHELMPUMYECKUMH, CUMTAIOTCS AOMOJHHMTENLHBIMH M HE 3aMEHSIOT
oCcHOBHbI¢. OHHM PEKOMEHAYIOTCA AN MEAWLIMHCKUX M3AEJINI, HMEIOWMX COOTBETCTRYIOLIEE ClIEHHPHUYECKOE TIPUME-
HEHUE.

[TpencraBneHHbIt HUXE METOL MCCNENOBAHHS Pa3NpaXalolllero AeHCTBHS Ha CAM3NCTYIO MOJIOCTH PTa MEHee
TPaBMaTHYEH I10 CPAaBHEHUIO C METOIOM, MPU KOTOPOM HCCAEAYeMBIH MaTepHal XMpYprHuecKM MMIUIaHTHUPYIOT B
3allleYHbIii MELIOK XOMSKa.

I'.1 Pasnpaxalomee aelicTBie Ha HONOCTH PTA

TI'.1.1 Lenb uccnenoBaHug

OueHka BO3MOXHOTO pazapaxaloulero A¢HCTBHS MaTepHaNoB Ha TKAaHH POTOBOI MONOCTH.

I'.1.2 UcknioueHue U3 KCCeNOBAHHSA

Marepuansl, BH3BIBAIOILKE pa3ApaxXeHHe KOXHU H CJIN3UCTOM Ma3a, wi pH KOoTophiX MeHee WM paBHO 2 WM
Honee wnu paBHO 11.5, uccneaOBaHUSAM HE NMOABEPraloT W NMPHU3HAIOT NOTCHUHANILHBIMH PA3APAXHUTEIIMH POTOBOH
TIOJTOCTH.

I'.1.3 Uccnenyemetit MaTepnan

UUccnenyemblit o6paseu roTOBAT B COOTBETCTBHU C NPUIOXEHHEM A.

XKuaxue wMmartepHanbl HNCCAEAYIOT, TNPOMHTHIBasS WMH BaTHBIE LIADMKU WM HENOCPEACTBEHHO HAHOCH Ha
MOBEPXHOCTb CIM3HCTOM 3alEYHOro MeEIlKa.

TBepasle MaTepuanbl UCCEAYIOT, HEMOCPEACTBEHHO TOMEILAs KYCOUKH (LIapHKH) HCCIeayeMoro obpasna Miu
BaTHBIE 1MAPUKHU, NPOTIMTAHHbIE BBITSXKKON M3 o0Opa3lia, NPUTrOTOBJIEHHOH B COOTBETCTBHU C MpWioXeHueM b, Ha
CIM3UCTYIO 3aLIEYHOTO MELIKa.

I'.1.4 DxcnepuMeHTAIbHBIC JXKHBOTHEIC H X COACpPKaHHE

Hcnonb3yloT MONOABIX 300POBBIX IOJIOBO3PENbIX CHPHICKMX XOMSYKOB HHOPEAHO#H NIMHKUK 060ero noa.

AKKJIHMATH3aLUHIO H COAEPXAHKE XHBOTHBIX OCYLIECTBISIOT B COOTBCTCTBHU C MPUWIOXeHHeM B.

Ha xaxnoro xoMsyka HaneBajoT BOPOTHUK LUMPUHOH 3—4 MM, pacnonaraioluiics BOKpYr 1UeH TaK, YTOGH He
MEWIaTh HOPMAJbHOMY MUTAHHUIO M ABIXAHWIO, HO MPENATCTBOBATh BHITAJKHWBAHUIO 1IApUKa N30 pTa. B3BewMpBaioT
XHBOTHRIX €XeAHEBHO B TeueHHe 7 aHeit. Cnelar 3a BECOM KaXXAOro XWBOTHOTO H, €C/IM HEOGXOAMMO, MONpPaBiAAIOT
BOPOTHHK. ECny XXMBOTHOE CHAIBHO TepseT B Bece, ero UCKITIOYAIOT U3 OMbITa.

Ilna nepBUuHOl OLIEHKH UCCIEAYEMOTrO MaTepyaia HCNOJB3YIOT He MEHEe TPeX XOMSYKOB.

MpumMeyaHue — [oNnoaHATeIbHO MOTYT GBITb HCIONBL30BAHB XXMBOTHbBIE, MOABEPracMbie BO3ACHCTBHIO
OTPULATENIHOTO KOHTPOJS WIH KOHTPOJILHOTO PacTBOpA.

TIpu HEYAOBNETBOPHTENBHBIX MM COMHUTENLHBIX PE3YJIBTATaX, MONAYYEHHBIX NPH MEPBUYHON OUEHKE, NPOBO-
AAT AONOJHNTENbHBIE HCTILITAHUA.
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I'.1.5 TlpoBeaenue vccaenoBaHmii

CHUMAIOT C KaX[I0ro XMBOTHOTO BOPOTHUK M BHIBOPAYHBAIOT 3amle4Hblit Meuwok. Tlocne npoMeIBaHUA 3aiey-
HOro Mewka GU3HOIOrHYecKUM pacTBOPOM 0OCHENYIOT ero CIM3HCTYIO Ha HaTHUMe H3MEHEHMId.

Teepavie o6pasubl B ByAe TabAETOK WM LIAPUKOB AMAMETPOM He Oonee 5 MM MOMEIAIOT HEMOCPENCTBEHHO B
3aleqHbIi MeitoK. ZKHAKOCTSAMH WIIH BBITSKKaMM NPOMUTHLIBAIOT BaTHBIE 11AaPUKH, PETUCTPHADPYIOT HCHOTb3YEMBI MPH
5TOM 00bE¢M M MOMELIAIOT B OAMH 3alEYHBIH MELIOK KaXA0ro XUBOTHOTro. BMECTO 3TOro MOXHO NMPOCTO HANOJHHUTL
3aleyHblil MelLIOK XUAKocThlo. JApyroii 3aieunsrit Memok 6e3 o6pa3ua apasieTcs KOHTposeM. EciM MccienoBaHuAM
FIOABEPTAIOT BHITSIKKM, NMAPANACHABHO MCCACAYIOT COOTBETCTBYIONMIMI KOHTPOJIbHBIH pacTBop.

CHUMMAIOT BOPOTHHK H BO3BPalIalOT XHBOTHBIX OGPAaTHO B KJIETKY.

ITpononXuTeNbHOCTb KOHTAKTA C MATEPHAIOM 3ABHCHT OT PEAbHOTO BPEMEHH BO3IEIHCTBUS U3Ne/IUs NPH NPH-
MEHEHUM B MEAMLMHCKOM NMPaKTHKE, HO HE JOKHA mnpeBbiliaTh 5 MUH. Tlociae Bo3aeiCTBUMA CHHMAIOT BOPOTHHK,
YAaNAoT BaTHbI# TAMIIOH W NPOMBIBAIOT 3alIEYHbIH MEIOK PU3NONOTHYECKMM PACTBOPOM, CTAPasich HE 3arpsA3HUTb
BTOpO# MewoK. IIpu ocTpoM BO3AEHCTBMM YKa3aHHYIO NPOLIEAYPY HOBTOPSIOT KaXablit yac B TeyeHue 4 u.

ITpu MHOTrOKpaTHOM BO3ACHCTBMH YHCIO aNIUIHKAUMI, UX HPOAOJIKUTEIBHOCTL M HHTEPBAIBI MEXAY anIuIuKa-
LIMSIMH 3aBUCHT OT 0COGEHHOCTE NPUMEHEHUS U3AENUSI B MEAULIMHCKON NPaKTHKE.

I'.1.6 O6GcnepoBaHue XUBOTHBIX

MakpocKOomUueckoe UCCNCAOBAHUE 3ALUEYHBIX MEUIKOB NPOBOASIT HEMOCPEACTBCHHO Tocjie U3BleYeHUs Tab-
JIETKH HJIM lapHKa M Tepel CIeAylollei anmiMkaumneid, ecin oHa Heobxonquma. OUEHUBAIOT COCTOSAHUE CITM3UCTOM
3alLEYHBIX MELIKOB KaXXI0TO XKMBOTHOTO B KAXKblif HHTEpBaJl BpEMEHHU HAOMIONCHMSA U ONIPEAENAIOT CTENEHb PeaKIMKu
B COOTBETCTBUU ¢ Tabnuuei I.1. Pervcrpupyior pe3yasTaThi B oTYeTE 06 UCCACAOBAHMN.

Ta6auya T.1 — Cucrema xnaccudmkaumm peaxiuy TXaHe poToBoi NOJOCTH U NEHUCA

Peakuust Onenka B bannax

Dpurema U o6pazoBaHuEe CTPyna
OT1cyTCTBUE 3PUTEMBY
Ouenb cnabag apureMa (cerka omyTHMas)
Xopoluo pasnvuuMasi 3puTeMa
DpuTeMa cpeHeH cTeneHH
Pesxo BhipaxeHHas! 3puTeMa (TEMHO-KpacHag) ¢ oOpa3oBaHMEM CTpyna

AW —O

MpuMeyaHUe — JIpyrue BOZHHKIINE PeaKUMK B TKaHIX JOJXKHBI OBITH OTMEYEHDI B OTYETE 06 HcCaeno-
BaHHUH.

Yepes 24 4 mocnenHero Bo3AeHCTBHA MaKPOCKONMHYECKHM HCCIIEAYIOT 3allleYHble MEIIKH, 3a0MBaIOT XHBOTHBIX
rYMaHHBIMM METOAAMM U OepyT 0O6pa3Ubl TKAHEN C COOTBETCTBYIOLIHX YYACTKOB 3alleyHoro Meiuka. ITomeimaior ux B
COOTBETCTRYIOWNit dukcaTop nepen 06paGoTKoit AN TUCTONOTHUECKHUX UCCHEAOBAHWI.

I'.1.7 OueHka pe3ynbTaToB

I'.1.7.1 Makpockonuyeckoe UcceioBaHNe

CpaBHMBAOT COCTOSTHHE CAM3UCTOH MOMOTMBITHBIX 3aIEYHBIX MEILKOB C 3aLICYHBIMM MEIIKAMHU Ha MPOTHBOTIO-
JIOXHOI CTOPOHE U, €C/IU 3TO MPEAYCMOTPEHO, € 3AIMEYHBIMH MELIKAMU XUBOTHHMX KOHTPOJIBHOMN IPYMIIbL.

banner (tabnauua T'.1) kaxnoro HaGniogeHHWs CKMAAbIBAIOT M AENAT Ha oOlitee yucao HabMoAeHHit, YTOOBI
NOJYYUTL CpeaHee 3HaYeHUE Ha OJHO XHBOTHOE.

MpumMeuanns

1 DTn HabnIOACHUSA MOTYT ObITh MONE3HBI A THCTONOIHYECKUX MCCNEAOBAHMA.

2 Pe3yasTaThl NpeaBapHTENILHOTO OCMOTpPA, NMPOBEAECHHOIO N0 NEpBOH anIIMKAUUW HccaeayeMoli npo6bl, He
BKJIIOYAIOT B NnojacyeT 6aIoB.

Ta6nuuna I2 — Cucrema Knaccukauuy MUKPOCKOITMYECKUX UCCIEIOBAHUI peaKUMH TKaHei NpH BO3ACHCTBHH
Ha pOTOBYIO NMOJOCTb, NEHUC, BaruHy

Peakuus OueHka B Gannax
| Snutenuit 0
HopManbHblil, HHTAKTHBIA 1
Kneroynast auctpodust unu ynioueHue 2
Merannasus 3
4

JlokanwHas 3posus
IenepanusoBaHHas 3po3ns

2 JleikounTapHass MHOUIBTPALMS
OTtcyTcTBUE
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Oxonvanue mabauyw I.2

Peaxuus

Ouenka B 6amnax

MunuManbHasgs — MeHee 25
Cnatas — ot 25 no 50
Cpeansas — ot 50 go 100
3nayutenvuas — Gonee 100

3 3akynopka cocynoB

OTcyrcTBHE

MuuuManbHas

Cnab6as

Cpennsas

3HayMTeAbHAd C HEKPO3OM COCYIOB

4 Otek
OTtcyrcTBHE
MunuManbHblit
Cnabblii
Cpeannii
3HaYNTENbHBIIH

BN -

Cpeanuii 6ann

HHaeKC pa3sapaxalouiero JeicTBus

ITpunaraeMoe onucaHue

0
1 no 4
5n08
90 11
1200 16

OTCyTCTBHE
MHuHHMaNbLHBII
Cnabbiii
Cpeauuit
3HaynTeNbHBIN

MpuMeuanus

PE3YNBTATOB.

| Ipyrue BBISIBIEHHbIE U3MCHEHMSl B TKAHSAX AOJKHB GBITH 3aperMCTPUPOBAHBI M YYTEHHI TMPH OLEHKE

2 CucteMa 6am10B p¥ MUKPOCKONTHUYECKOM HCCIICIOBAHWH, MPCACTABICHHAR B BEpXHeil 4acTH TaGlMlLbI,
MOXeT ObITh NPUMEHEHA KO BCEMY CIMCKY MeTonoB. VIHaeKc pasapaxalouiero acicTBus Obu1 paspaboraH ans
BaTrMHAJIBHOTO TeCTa, HO MOXET MPUMEHATLCA M B OCTANILHBIX CNyyYasiX.

I'.1.7.2 TucTonornyeckue MCCRea0BaHU

Paznpaxaioiee geficTBHe Ha TKAHW POTOBOI MOJIOCTH OLIEHUBAIOT natomopdonoru. ITatomopdonoru onpeae-

JISIOT COCTOSIHME TKaHeit B COOTBETCTBMM C CHCTEMOI KitacCU(PHKALMK, NIPEACTaBIeHHON B Tabnuue I'.2.

Bannbl, nonyyeHHBIE TP MUKPOCKOIIMYECKOM HMCCAEMOBAHNM BCEX XHMBOTHBIX B MOAONBITHO! rpynne, CyMMH-
PYIOT W JeJISAT Ha YUCIIO HABIIONCHMIA JUTS OTIpeicNEHHUs CPEMHETO 3HAYEHHS B rpynre. Te xe BHIYHCAEHHSA NOBTOPSIOT

IUTSL KOHTPOJIBHO# TPYNIbl. MakCHMaNbHOE 3HAYEHHE MOXET AOCTHTaTh 16.

O6uiee KonnyecTBO OauioB Gonblile ASBATH, NOJYYEHHOE TIPU MUKPOCKOTIHYECKOM MCCJIEA0BAHHH KOHTPOJIBHBIX
331IEYHBIX MCLUKOB, Y MOAOMBITHON IPYNNbI MOXET YKa3blBaTh Ha CKPBITHIE MATOAOTHYECKHE MPOLECCHl, a Y KOHT-
PONBHEIX XXWBOTHBIX — HA TPAaBMWUPOBaHHE WX NPHU 00cneAOBAHHH. B xaXxaoM ciyyae NOBTOPHOE HCCENOBAHHE TPOBO-

AT, €CNY ApPYyroe UCCIEAOBAaHME WIN APYTHE KOHTPONbHBIC XHBOTHBIC AAIOT TAKHE XKe BHICOKHE 6abl.

PasHocTs cpeaHUX 6a/U10B, MONYYEHHBIX JUIS TTOAONBLITHBIX H KOHTPOJIBHBIX FPYIN, JaeT HHACKC pa3ipaXcHHs.
ITpu oueHKe pe3ynLTaTOB MHOTOKpATHOro Bo3neHcTBHa Tabnuuy I'.2 MoamdbuLMpPYyIOT, BKIIOYHMB B Hee AOMON-

HHUTENbHBIE MMOKA3ATENH PEaKUMH TKaHEH, CBA3aHHBIE ¢ OLUEHKOH XPOHMYECKOTO Pa3fipaXeHM.

I'.1.8 TIpeacraBneHue pe3ynbTaToOB
B oTyeT 06 McCNeNOBaHUU BKITIOYAIOT:
onucaHue UccaeayemMoro obpasua;

- BU 9KCNEPUMEHTANBLHbIX XXHBOTHBIX;
- cnocob anmmIKKaUUN HCCAEAYEMbIX 06pa3LoB;

- METOAB! BeACHHA HabmoAeHMIt ¥ UX PETHCTPALIUK;
- OLIEHKY Pe3y/LTaToB.

TIpeArnoaraeMblil Cnoco6 NpUMeHeHMs MaTepHaia WM H3AETUs;
nonpoGHOe ONMUCAHHE TIOATOTOBKH 06pa3iia K HCCNEAOBaHHAM;




T'OCT P HCO 10993.10—99

I'.2 Paznpaxalomee JieiicTBHE Ha NEHAC KPOJIHKOB

I'.2.1 OcHoBHa#s uens

OueHKa BO3MOXHOTO pa3ApaXxaloLlero AeHCTBUS MaTepUalla IPH BO3AEHCTBUH HA MIEHUC KPOJUKOB.

.2.2 Ucxtouenme U3 necaeaoBanmi

Marepuansl, obnanaomue pazgpaxanolnm AeHCTBUEM Ha KOXY U CTM3UCTYIO TMasza, unu pH KOTOpHIX MEHbLIE
WK paBHO 2 wind Gonbllle WiaW pasHo 11,5, uccieAoBaHUSIM He MOABEPIraloT M MPU3HAIOT NOTEHIIMATBHBIMY pas3apa-
KUTEASAMH.

I'.2.3 Nccnenyemslit MaTepHan

Teepabic BelecTBa (BKIOYASA TTOPOIUKK) MAN KUAKOCTh TOTOBAT K MCCHEAOBAHMSAM B COOTBETCTBMM C TIPHIO-
XEHUEM A.

Ecnu vccneoBaHMAM NMOABEPraloT BBITAXKY M3 06pa3lia, ee FOTOBAT B COOTBETCTBHH C TIpUIOXEHHEM B.

I".2.4 BxcnepUMeHTaNbHbIe XXUBOTHBIEC U X CONEPXKAHME

Hcnons3yioT 300poBBIX MOJIOALIX TOJOBO3PENbIX CAMLIOB KPOJWKOB-aTbGMHOCOB BECOM HE MEHEe 2 KT WM
MOPCKUX CBMHOK Becom 300—500 .

AKKJIMMAaTH3aLUMIO U YXOZR 33 XXMBOTHBLIMH OCYILECTBIISIOT B COOTBETCTBHH C MPHUIOXKEHHEM B.

JnvuHa neHuca nomxHa GHITh HE MeHee 1 cM.

Tak kak CyLIeCTBYIOT MHAWBUIAYaIbHbIE Da3NTHYUsl B ITUTMEHTALIMM, XHUBOTHBIX OCMAaTPUBAIOT TEped TNEpPBOH
annauKauuei HccneayeMoro mMatepuana. Jinsa OUeHKW CTENeHH peakUMH UCNIONb3YIOT CHCTEMY KnaccuduKauum, npu-
BefleHHyo B Tabnuue I'.1. XKUBOTHBIX, MMEIOUIMX 3HAYUTECALHBIE U3MEHEHHUS LBETA KOXU MW 3pUTeMy 2 Ganna wiu
BbILUE, WCKIIOYAIOT U3 3KCNEPUMEHTA.

HAns nepBMYHON OLEHKM HMCCNEOyeMOTro MaTepuana B TNMOJONBITHYIO M KOHTPOJIBHYIO TPYNIbI GepyT mo TpH
ocobu.

TIpy HeyAOBAETBOPUTENBHBIX WIK COMHUTENBHBIX PE3y/bTarax, MOJY4YeHHBIX NIPY NEPBUYHOM OlleHKE, TIPOBO-
JAT AOTIONHUTENbHbIE UCCNEI0BAHUA.

I'.2.5 IlpoBenenue uccaea0BaHUH

KMBOTHBIX MOMELWAIOT HA CMHMHY, PUKCUPYIOT KOHEUHOCTH.

OcTopoXHO HaAaBAWBasA YKAa3aTCAbHBIM H CPENHHUM NaJbLAMH HA TEHUTANbHYIO 0BMACTh, M3BJIEKAIOT TMEHNC.

HaHocar poctaToyHoe konauuecTBo (npubausurensHo 0,2 M) uccmenyeMoil npobul Tak, 4ToObl NMEHUC Onut
NMOKPBIT MOJIHOCTBIO.

TTo3BONMB opraHy BTSIHYTbCA B CKJIAJKY, W3OJHUPYIOT MCCIAEAYEMBIH Y4acTOK MeXAY MEPEeAHHUMHM M 3afHUMM
JlanikaMy CBOGOAHOM TPUKOTAXXKHOM NMOBA3KOM (MapsieBbIM OUHTOM HIH HEMJIIOHOBBIM YYJKOM), 3aKPENUB €€ Ha TYNO-
BMLLE, YTO NMO3BONAET NPEAOTBPATUTH CAN3BIBAHME MCCISAYEMOTO MaTepyana U BANSHUE APYTHX (PaKTOPOB HA NpPOSIB-
JICHUE PeakLMK Pa3apaxeHUs.

Hpyroit BO3MOXHBII CNOCO6 — MOMELICHUE XXHBOTHOTO B CNELHATBHO NPUCNOCOBIEHHOE YCTPOMCTBO, IIe OHO
ocTaeTcs B TeyeHWe | 4 rochie anrIMKaUMH, a 3aTeM BO3BpalliCHHE €T0 B KIETKY.

B oCTpOM 3KCTIEpUMEHTE 3TY TIPOLECAYPY HOBTOPSIOT KaXIbli Yac B TeYeHHUe 4 u.

B XpOHHYECKOM 3KCTICPHMEHTE YUCHAO aniyiMKaliuii, X NPOROKUTEIbHOCTb H HHTEPBANIbI MEXILY ATIUINKALIVsi-
MU 3aBHCAT OT OCOGEHHOCTEH NMPUMEHEHHUS H3AENHS B MEAULIMHCKON NMpPaKTHKE.

I".2.6 O6cnenosanmne XXHBOTHBIX

TTpu ocTpoM BO3AEHCTBHH OTMEYAIOT COCTOSTHHE KOXH NMEHKCA Yepe3 | 4 nocie nepBoii anmIMKaiuy (T. €. Henoc-
PEACTBEHHO Nepel cilepylouleil) U Aajee Nocie Kaxnao# cnenyomed anmiaukauui. OTMEYaloT M PErHCTPUPYIOT
COCTOSIHME KOXH MeHuca depes 1, 24 u 48 4 nocae nocneHel anminKaunu.,

TTpu muTeNbHOM MHOTOKPaTHOM BO3ACHCTBMH COCTOSTHME TEHHCA OLIGHHBAIOT Yepe3 1 4 nocie repBoi anmix-
KallM¥ W HEMOCPEACTBEHHO NMEpPea KaXAbIM MOCHCAYIOINM BO3ACHCTBHEM.

OUEHHMBAIOT CTENEHb PEAKLIMM KOXH Ha HATMYHE 3PUTEMBI B COOTBETCTBHM C CHCTEMO# KilaccHPUKAaLWH, NPH-
BeACHHOM B TaGnnue I.1, Ans KaXmoro XXKHBOTHOTO M KaXAOTO WHTEPBala BpeMeHH HabGMIONEHUS W PErMCTPUPYIOT
pe3ynbTaThl B 0TYeTE 00 MCCNECAOBAHUU,

Ecnu y Kakoro-n1160 XHBOTHOTo o6HapyXeHa 3puTeMa 00 NEpBoi anfINKaLUH, TO 6aUIbl, KOTOPHIMH OLIEHC-
HO 3TO COCTOSIHHE KOXHOrO MOKpPOB2, BHIYUTAIOT M3 6JI0B BOHUKILEH B pE3ylbTaTe BO3ACHCTBUA SPUTEMBI, YTOOBI
onpeaennTh 6aIbl SpUTEMBI, MOABUBLICIHCS TONMLKO NMOA BO3ACHCTBUEM MaTepHana.

I'.2.7 Ouenka pe3ynbTaToB

I'.2.7.1 Maxpockomu4yeckoe HCClieA0BaHHe

CpaBHMBAIOT COCTOSHME NMEHUCA H ero 000/I04KN Y NOXONBITHBIX H KOHTPOJILHBIX XHBOTHBIX.

Banner (tabmmua I'.1) xaxaoro HaGnoAcHHUS CKIAABIBAIOT W HENAT Ha obuiee uMcio HabMwoAcHUR, YTOOH
NOJIYYHUTh CpeAHee 3HaYEHUE HAa OJHO XHBOTHOE,

MpuMeuanusq

1 DTH HabmoacHUA MOTYT OBITh NONE3HBI VI THCTOJIOTHYECKUX HCCNEI0BaHHI.

2 PesynbTaTel NpeABapUTEIbHOTO OCMOTPa, NPOBEJCHHOIO 0 NMEPBOi aNMMIMKaUUH HCcaenyeMol nmpobbl, He
BKJIIOYAIOT B TOJACYET 6aJINIOB.

Yepes 43 u nocne nocaexHei anminKauiy XHBOTHBIX 3a06MBalOT, UCTIOJNL3Ys TYyMaHHbIE METONRI. JiMCTanbHbI
YUaCTOK MEHWUCA U 0GONOUKM MCCEKAIOT U TIOMELAIOT B COOTBETCTBYIoWMIi dukcatop nepen 06paboTkoit ans rucro-
JIOTHYECKHX HCCICROBAHU.
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I'.2.7.2 Tucronornyeckme UcciaeqoBaHUA

Pasnpaxalouice aeiictBUe Ha KOXY TNeHuca oucHuBalor natomopdosoru. [latomopdonorn onpeaensior
COCTOSIHME TKaHel B 6ajylax B COOTBETCTBHM ¢ CHCTEMOI KiacCH(UKALUH, NpelcTaBieHHoi B Tabnuue T.2.

Bajuibl, monyvyeHHBIE MPU MUKPOCKOMHUYECKOM MCCIICIOBAHNH BCEX XXMBOTHBIX MOXONMBITHOM IPYNNbl, CYMMH-
PYIOT M ACHAT HA YKCNO HAOMIOACHMIA, YTOOBI ONpPEACANTb cpedHHii 6amn B rpynne. MakCUManbHoe 3HaYEHHE MOXET
IocTHrath 16.

Te Xe BLIYUCIICHUSI NOBTOPSIOT 111 KOHTPOABLHOM I'PYMIbI.

OGutee yucno G6annos Gosbliee AeBATH, NONYYEHHOE NPH MHKPOCKOIMYECKOM HCCNENOBAaHHH Y KOHTPOJLHBIX
XHBOTHBIX, CBUAETENbCTBYET O HANTMYHM TPaBMBbI. [TOBTOPHOE MCCIICJOBAHUE MIPOBOIAT, €C/IN APYTroe MCC/leqoBaHHe
WM KOHTPOJIbHLIC XHWBOTHLIC JAIOT TAKHE Xe BLICOKHME Gaybl.

PasHocTb cpeHUX 6ajiOB, MONYYEHHBIX LI NOAONBITHBIX M KOHTPOJIbHBIX IPYNTI, JaeT HHAEKC pa3ipaXeHHUs.

ITpu oLieHKe pe3yNbTATOB AANTCIBHOTO MHOTOKPATHOTO BO3AcHCTBHSA Tabnuuy I'.2 MoaudRUMPYIOT, BKIIOUHB B
Hee NOMNONHUTENbHbIE ITOKA3aTeM PeaKUHH TKaHeH, CBA3aHHbIC C OLICHKOH XPOHHYECKOTO pa3fpaXxeHHs.

I'.2.8 IlpeacraBiacHUe pe3yabTaTOB

B otuer 06 HccnenoBaHUM BKIIOYAIOT;

- onMcaHue uccaeayemoro obpasua;

- npeAnonaracMelii cnoco® NpMMeHeHNs MaTepHaNia WK U3JICNUs;

- noApobHOEe ONHCAaHNE NOATOTOBKM 06pa3lia K HCCIICAOBAHUSM;

BUII 3KCNEPHMEHTANIbHBIX XXHBOTHBIX;

- CMoco6 anmJIMKauuu UccaeayeMbix o6pasLos;

- METOABI BeJicHUA HAONIOfeHUIt U UX PETUCTPALNH;
- OLUEHKY pe3yJbTaToB.

I'.3 Pazapaxaionree geficrsue Ha NPAMYIO KHUIKY

I'.3.1 Uenw vccnenopanusa

OueHKa BO3MOXHOTO Pa3apaxalolero ACHCTBUS MUCCAENYEeMOTO MaTepUaia Ha NPSAMYIO KHIIKY.

I'.3.2 UcknioueHue U3 UCCNEAOBAHUS

Martepuansl, obnagaoiye pa3sipaxalowiuM AciCTBHEM HA KOXY U CJIU3UCTYIO 11a3a, uiau pH xoTopbix MEHbILE
WY paBHO 2 M Gonbliie UnK paBHo 11,5, uccnenoBanuaM He NOABEPraloT M MPU3HAIOT MOTEHUMAILHBIMH Pa3/ipaku-
TENSIMH.

I".3.3 UccnenyeMblii MaTepuan

Teepabie BeuiecTBa (BKIIOYAS MOPOIKH) MK XHAKOCTb TOTOBAT K MCCCIOBAHUAM B COOTBETCTBHH C MPUIIO-
XEeHUEM A,

Ecnu viccnenoBanusiM NIOABEPraloT BHITAXKY U3 06pa3iia, ee roTOBAT B COOTBETCTBHH C NpWIOXeHHeM b.

I'.3.4 DxcnepUMEHTANbHbIE XMBOTHLIE U UX COAepXaHHe

Hcnonb3ylor 310pOBLIX MOJIOABIX NONOBO3PENBIX KPOJHKOB-aJIbOMHOCOB 060€ro 1nona BeCOM He MeHee 2 K.
Hcnonb3oBaHye XXMBOTHBIX IPYTUX BUAOB OGOCHOBHIBAIOT.

AKKJIMMaTH3aLUMIO M YXOI 32 XHBOTHBLIMHU OCYILECTB/AIOT B COOTBETCTBMH C MPHIOXeHHeM B.

Jinsg nepBUYHON OLIEHKY HCCIEAyeMOro MaTepuaja B MOJOMBITHYIO M KOHTPOJIBHYI0 Tpynny ©GepyT no Tpu
ocobu.

ITpy HeyROBNIETBOPUTENBHBIX WM COMHHUTEbHBIX Pe3yJIbTaTax, MOJYYCHHBIX NIPH NMEPBHYHOIN OLICHKE, NPOBO-
IAT JOMONHUTENbHbIE UCCIEAOBAHMS.

KUBOTHBIX nepea 3KCMEPUMEHTOM M Mepell KaXAbiM BO3AEHCTBHEM OOCHEAYIOT AJIS BLISIBICHUS BO3MOXHBIX
MOBPEXICHHI NPAMOI1 KMIUKH: ONyXosie, pa3ipaxeHHs, CBA3AHHOTO ¢ MHGEKIIMOHHBIMU 3a00NEeBAHHAMMU M T. 1.

I'.3.5 TIpoBeaenue uccaeaoBaHMii

Kopotkuit (6 cM) MATKHii KaTeTep MM KaHIONIO ¢ TYNbIM KOHLOM NPHCOCAMHSIOT K LINPULY 06BEMOM 2 MJT U
Gonee M 3anONHSIOT IINPHL C KATETEPOM TaKUM 06pa3oM, YTOObI KOJIMYECTBO UCCIEAYEMOTO PacTBOpa HE NpeBbillia-
J10 2 Ma. JIng KaXxaoro XXUBOTHOTO MCTIONB3YIOT HHAWBHAYAIbHLIIH IUNMPHLL C KaTETEPOM.

DHUKCHUPYIOT XMBOTHOE C NMOMOUIBbIO YACPXHBAIOIIETr0 NMPUCNOCo6ieHUs, KoTopoe obecnieyuBaeT cBOGOAHbIN
JIOCTYI K MMPOMEXHOCTH, WIH C MOMOILEBIO JJab0paHTa, OCTOPOXHO YAEPXHUBAIOILETO XHUBOTHOE U GUKCHPYIOLLETO €r0
3a 3alHMEe KOHEYHOCTH TaKUM 00pa3oM, YTOOBI OTKPHITh MPOMEXHOCTb.

KarteTep nepen BBeICHHEM CMAaYMBAIOT KOHTPOJbHBIM PACTBOPOM MW CNICHMANbHOM CMa3Koit s obneryeHus
BBOZIA B KMLUKY.

3axBaTbiBalOT M MOAHWMAIOT XBOCT XHMBOTHOIO, OTKPBHIBAS NMPOMEXHOCTb. MSATKO BBOAST KaTeTep INMyG0KO B
MPAMYIO KMIUKY M BIPBICKHBAIOT 2 MJI XHUAKOCTH M3 LUMIPHLA, 3aTEM KaTeTep BHIHUMAIOT.

ITockonbKy 06beM NPAMOI KHIIKH Y XHMBOTHBIX HEOAHWHAKOB, UCCIEAYEMbI MAaTEPHAN MOXET YaCTHYHO BBIN-
TH U3 HEE BO BpeMS WM Cpa3y Mocjie BBEACHUS. AKKYPaTHO YAAJSIIOT OCTaTKH MaTepHaia MATKO#N TKaHBIO.

TToBTOPSIIOT BHILIEONMMHCAHHYIO NPOLEAYPY Yepe3 24 4 exXeAHEBHO B TEYCHHE 5 CYT.

B XpOHHMYECCKOM 3KCIIEPUMEHTE YHCJIO ANMIIMKALIUI, MX NPOAOIXHUTENLHOCTD M HHTEPBAJIBI MEXIY aNTUIHKALUS -
MM 32aBMCAT OT 0COOEHHOCTEi NPUMEHEHUST U3AENHA B MEANLIHHCKOH TpaKTHKE.

I'.3.6 O6¢cnenoBaHKe XXHBOTHBIX

Yepes 24 4y nociie NepBoil anMIMKALMM M HEeNOCPEACTBEHHO Nepel CIEAYIOUIEH O0TMEYalOT U PETHCTPHUPYIOT
nosiBNeHUEe U3MEHEHHWI BHELIHETO BMIA TIPOMEXHOCTH, pa3sApaxeHusl, IPUTEMBI.
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JKMBOTHBIX, Y KOTOPBIX OOHApYXEHBI BHIDAXEHHLIE M3MEHEHHS WIH ONYXOJIM, HEe TO3BOJAIOLUIHE TIOBTOPHTH
anTMKaumio, 3abuBaloT, NPUMEHsA T'YMaHHbIE METOABLI, H UCCAEAYIOT TKaHH B COOTBETCTBHHM ¢ I.3.7.1.

Yepe3 24 4 nocne nocjaeaHero BBEACHUS UCCIEAYEMOTO MaTepHaa XHBOTHBIX 3a0MBalOT ¢ NPHMEHEHHUEM Ty-
MaHHBIX MeTOA0B. OTCEKAIOT YYacTOK NMPAMOI M AVCTAJIBHYIO YaCTh TOJACTOH KHMILKH, pa3pe3aloT BAOAb H 00CaenyioT,
OTMeYasi HUTMYHUE PA3iPaXXCHHS, MOBPEXICHMIA SMHUTENHANILHOTO CNOsI WM HEKpo3a TKaHei. TIpAMylo M AHCTANbLHYIO
43CTh TOJICTOM KHIIKHM MOMELIAIOT B COOTBETCTBYIOWIMIT (PHKCATOP IS NANbHEHLIUX THCTONOTMYECKHX HCCIEROBAHMIA.

I'.3.7 OueHka pe3ynbTaToB

I'.3.7.1 MakpocKOImHuyecKoe UCCIEA0BAHHE

CpaBHHMBAIOT TKaHH NPSIMOi KHUIKH MOAONBITHBIX U KOHTPOJILHBIX KPONHKOB.

PerncTpupyior 1 ONMCHIBAIOT MaKPOCKONMYECKHE HW3MEHEHHs TKaHed NMpAMOM KHIUKHM KaXJO0ro XHWBOTHOTO,
OTMeYast pa3IMdusA MEXAY NMOAONBITHBIMM M KOHTPOJBHBIMH Y4aCTKaMH.

ITpuMeyaHue— Itn HAOMOAECHUSA MOTYT ObITh NMONE3HBI A1 THCTOIOTHYECKHX HCCIIEIOBAaHMIA.

I'.3.7.2 Tucronornyeckmne uccaeaoBaHus

Pasnapaxaloliee NeiicTBHE Ha TKAHH MPAMOI M TOJNCTOH KHIUKH NpoBomaT naromopdosnoru. ITatomopdonorn
ONPEACAAIOT COCTOSTHHE TKaHEH B COOTBETCTBMH C CHCTeMON KnaccuduKaluu, NpeaCTaBieHHOl B Tabauue I'.2.

Bannbl, noJiydeHHbIE NPH MHKPOCKOITHYECKOM HCCJICHOBAHHH BCEX XKUBOTHBIX MORONBITHOM TPYIINBI, CYMMH-
PYIOT U JeNAT HA Yncsio HabopeHHi, YToObl ONpeAeNuTb CpeAHuii 6ann B rpynne. MakcHManbHOe 3HAYCHHE MOXET
JocTurarh 16.

Te Xe BLIYMMCICHUS NIOBTOPAIOT AN KOHTPONLHOM TPV

OO6wee yucno Hannor Gonbluee AEBATH, MONYYCHHOE NP MUKPOCKONIMYECKOM HCCHCAOBAHHM Y KOHTPOJIBHBIX
XUBOTHBIX, CBHACTENILCTBYET O HANMW4YUM TpaBMbl. [TOBTOpHOE MCCNenoBaHME IPOBOAST, SCAU APYroe MCCHEOBAHNE
UM APYrHe KOHTPONBbHBIC XMBOTHLIE JAIOT TAKHE XE BLICOKHE Gannbl.

PasHocTb cpenHux GannoB, NONYUYCHHBIX IS MOJONBITHRIX ¥ KOHTPOABHHBIX TPYIN, AacT MHACKC pa3dpaXeHus.

TIp oleHKe pe3ynbTaTOB JNUTCIBHOTO MHOTOKPATHOTO BO3ACHCTENS Tabmuuy .2 MomnpuunpyioT, BKJIIOYHB B
Hee JOTOJIHUTEAbHbIC TOKA3aTeNN Peakuuy TKAaHCH, CBA3aHHbIE C OLECHKONW XPOHWYECKOTO PasApaXcHWs.

I'.3.8 TIpeacTasnenne pe3yabTaToB

B oTuer 06 ¥iccreqoBaHHM BKITIOYAIOT:

- onucaHue ucciaeayemoro obpasua;

- MpeanojaragMblii cnoco® NpUMEHCHNA MaTepHana WK W3AEINs,

- noapo®HOE ONTHCAHWE NMOATOTOBKK 00pa3lla K UCCIeHOBaHUSAM;

- BUJ 3KCNEPHUMEHTANbHBIX )XHBOTHBIX;

- cnocod anmInKaluMKu HcceayeMbix obpasiios;

- METOAb! BEACHUS HAONIOACHH U UX PETHCTPALIMH;

- OLUEHKY PE3Y/ILTATOB.

I'.4 Pasgpaxkaroniee Ae¢iHCTRHE HA TKAHH BJIAraHINA

I'.4.1 Uens uccneposanus

OueHka BO3MOXHOTO Pa3iipaXalouiero ACHCTBAS UCCAEAYEMOrO MaTepUaia Ha TKAHW BIaraauimia.

T.4.2 Uckimoyenne u3 nccaegoBanns

Martepuanst, o6nafaoLme pa3apaXaoLUM JeiiCTBUEM Ha KOXY ¥ CAM3KCTYIO Tia3a, win pH KoTopsix mMenbiie
WK paBHo 2 vny Gonbitie win pasho 11,5, ucciepoBalinsM He TOABEPTAIOT ¥ PU3HAIOT TIOTEHIIMAMbHBIMH Pa3APaKK-
TeSMHU,

T.4.3 Uccnenyemulii MaTepnan

Teepabie BeuiecTBa (BKIOYas MOPOWIKN) MW XNWAKOCTb TOTOBAT K MCCIIENOBAaHUSAM B COOTBETCTBHH C NPUNO-
KXEHHEM A,

Ecnu McceoBaHUSIM NOABEPraioT BHITAXKY M3 00pa3iia, ee roTOBAT B COOTBETCTBHH C MPUIOXEHHEM B.

I'.4.4 DkcnepuMeHTANbHBIE XXHBOTHBIE U X COEpPXaHUE

HcnonbayloT 310pOBLIX MOJIOABIX MOJ0BO3PEBIX CAMOK KPOJIUKOB-aTL0MHOCOB BeCOM He MeHee 2 kr. Micmosib-
30BaHHe XHUBOTHBIX IPYTHX BUIOB OGOCHOBBIBAIOT.

AKKIHMAaTH3aLMIO U YXO[ 33 XWBOTHBIMH OCYLIECTBJISIIOT B COOTBETCTBHM ¢ MPUIOXEHUEM B.

Hns  nepBUYHON OLIEHKU MCCIEAYeMOTo MaTepuana B NMOJONMBITHYIO M KOHTPOJBHYIO Ipynny GepyT no TpH
ocobu.

IMTpu HeyaOBAETBOPUTENBHBIX HIIH COMHUTEBHBIX PE3yNbTaTax, MOJYYEHHBIX NPH NMEPBHYHOI OLIEHKE, ITPOBO-
AT JOTIONHUTENIbHBIC UCCIEROBAHUS.

KMBOTHBIX Tiepell 9KCMEPUMEHTOM W Tepell KaX[IbiM BO3LEHCTBMEM OGCIEAYIOT VIS BBISIBICHNSA BO3MOXHBIX
TOBpEXACHHI BJaranvila: HaTMYUEe OnyxoJiel, BArHHANBHBIX MHMEKLHN, pa3apaxeHusa U T. 4. O6¢cnenoBanue NpoBo-
IAT TaKXe AN onpeneneHus ¢dasbl OBYJISLUMOHHOTO LWKNA, YTOGH OTNIMYUThH PeakLHIO TKaHEH Ha BO3MOXHOE neii-
CTBHMEe MaTepHuana oT GU3HOJOTHYECKUX U3MEHEHHIA.

I'.4.5 IpoBeseHue UccaeOBaHU

KopoTkuii (6 ¢cM) MATKHIt KaTeTep MIIK KAHIOMO C TYNbHIM KOHLOM NPHUCOEAMHSIOT K WUAPHLY 06bEMOM 2 MI H
Gonee W 3aMONHAIOT WNPUL, C KATETEPOM TaKUM 00pa3oM, UTOOBI KOJHYECTBO UCCIEAYEMOTO PacTBOpa He NpeBbIlla-
710 2 M. NS KaXA0r0 XXKUBOTHOrO UCTONB3YIOT MHAUBUAYANbHBIA LINPUL, C KATETEPOM.
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DuUKCHPYIOT XHBOTHOE C MOMOIIBIO YAEPXHBAIOIETO NMPUCIOCOBICHUS, KOTopoe obecneyuBaeT CBOGOMHBIM
JOCTYN K BRArajivily, HJIH ¢ NOMOIbIO 1aGOpaHTa, OCTOPOXHO YAECPXHUBAIOIIETO XHBOTHOE U (PUKCHPYIOLLETO €To 3a
3alHHE KOHEYHOCTH TAaKUM 06pa3oM, YTOOHI OTKPHITh NPOMEXHOCTD.

Karterep nepea BBeICHHEM CMaYMBAIOT KOHTPOJIBHBIM PACTBOPOM WIH CNCLIMANBHON CMa3Koil WA o6ieryeHus
BBOJIA BO BRarajauuue.

3axBaTbiBalOT U NOAHHMAIOT XBOCT XHBOTHOTO, OTKPHIBAS BXOJ BO BAaramiie. Msrko BBOAAT KaTeTep My6oKo
BO BJIaTalIMINE W BNPLICKUBAIOT 2 M/ HCCICAYeMOi MpoGbl U3 IUNPHLE, BBIHHMAIOT KaTeTep.

IMockonbKy 06beM BRarafuiia y XXWBOTHBIX HEOAUHAKOB, MCCIICAYEMBIil MaTepUaNn MOXET YaCTHYHO BBIHTH U3
BlArajiviila BO BpeMs WIH cpa3y Nocne BBEAEHUSA. AKKYPATHO YOANAIOT OCTATKH MaTepuaia MATKOH TKaHBIO.

TToBTOPAIOT BHILIEONHUCAHHYIO MIPOLICAYPY Yepe3 24 4 €XCAHEBHO B TCUEHME 5 CyT.

B XpOHNYECKOM 3KCTIEPHMEHTE YNCIIO ANIUIUKALMIA, X MPOAO/KNUTEIBHOCTE M MHTEPBAJIbI MEX/Y allIuIMKALIUsA-
MY 3aBUCAT OT OCOOEHHOCTE NPUMEHEHNS M3NC/INS B MEAWLIMHCKOM TIPAKTHKE.

I.4.6 O6cnenoBaHne XHUBOTHBIX

Yepes 24 4 nociie NepBoil aNUIMKaUU¥ W HENOCPEACTBEHHO Tepen CACAYIOWEH OTMEYAIOT W PETHCTPHDYIOT
MOsIBNIEHNEe M3MEHEHMII BHEUIHErO BUAA BXOAA BO BIATaJMIME W MPOMEXHOCTH, SPUTCMBI, OTCKA.

KMBOTHBIX, Y KOTOPBIX OOHapyXeHbI BHIDAXEHHBIC U3MEHEHUS WM OIYXOJIM, He MO3BOJIAIOIUKUE TOBTOPHTH
aNTIMKALKIO, 3a0MBAIOT, MPUMEHSA TYMaHHbIE METOMIbI, U HCCNCAYIOT TKaHU B COOTBEeTCTBHM ¢ [.4.7.1.

Yepes 24 4 nocie NOCJACAHETO BBEACHUS KCCIEAYEMOr0 MaTepHasla XHBOTHBIX 3a0MBalOT C MPUMEHEHHUEM Ty-
MaHHBIX MeToA0B. OTAENAIOT BAATAMILE, Pa3pe3aloT BOOJbL H OCMATPMBAIOT, OTMEYas HAMYUE Pa3npaXeHUs, No-
BPEXACHHIT 3NMTUTEAHANILHOTO CAOS M HEKPO3a TKaHEi.

Bnraranuie nomemalor B hukcarop nepel 06paGboTKoi ANA THCTONOTHYECKUX HCCNenoBaHmii. BepyT Tpn Kycoy-
Ka U3 UepBMKANbHOM, IEHTPANBHOI M KayJanbHOW YacTH Blaranuuia.

I'.4.7 Ouenka pe3ynbTaToB

I'.4.7.1 Makpockonuueckoe uccieJoBaHHue

CpaBHUBAIOT COCTOSIHUE BNArajvila NOAONBITHLIX U KOHTPONbHBIX XHBOTHBIX.

PerucTpupyiotT U ONKCLIBAIOT MaKPOCKOMUYECKME U3MEHEHWA BNAaTaIMLIA KaXAOTro XXHBOTHOrO, OTMEYas pa3-
JRYHUS MEXIY MOAOMBITHBIMU W KOHTPOJBHBIMHM TPYNNaMH.

fIlpuMeyaHnue— ITH HAOMORCHUS MOTYT ObITb MOACIHBI WIS THCTONOTHYCCKHUX HCCIEAOBAHMIA.

I'.4.7.2 Tucronoruyeckue uccieaoBaHusA

Pasgpaxaloiee AeiicTBMe Ha TKaHM BAArajiulia oueHWBAlOT natomopdonoru. Iatomopdosnorn onpeaensior
COCTOSIHHME TKaHeil B COOTBETCTBUU C CHCTEMOM KnaccH(MKALUK, NpeacTaBleHHo# B Tabmuue I'.2.

bansnbl, nonyyeHHble MPH MUKPOCKONMMYECKOM HCCCAOBAHUM BCEX XUBOTHBIX MOAOINBITHOM Irpynmnbl, CyMMH-
PYIOT W AEIAT Ha Yucio HaOmogeHnuii, yToObl ONpeaeanTsL cpeiHuii 6amn B rpynne. MakCHMaibHOE 3HAYCHHE MOXET
IocTUrath 16.

Te Xe BbIYMCIEHHS TMOBTOPAIOT AN KOHTPOJBLHOMN IpyMIIb.

O6wee yucno 6annoB Gonbluee ACBATH, MONYYEHHOE NPH MHKPOCKOTIHYECKOM MCCACAOBAHUU Y KOHTPOJBHBIX
XUBOTHBIX, CBHICTENILCTBYET O HAIMYMH TpaBMBbl. TIOBTOpHOE HCCEIOBAHNE NPOBOAAT, €CNH APYroe MCC/ef0BaHUE
WM ApYTHe KOHTPOJIbHBIE XXUBOTHBIC JAIOT TAKHE XK€ BBICOKHE OaJUIbI.

Pa3HocTb cpeaHuX GannoB, MONYYSCHHBIX VIS MOXONBITHBIX M KOHTPOABHBIX IPYNM, JaeT MHACKC PA3APaXEHHS.

ITpu oueHKe pe3yNbLTAaTOB AMUTEIBHOIO MHOTOKPATHOTO BO3ACHCTBHA Tabnuuy I'.2 Moandnumpy1oT, BKIIOYKB B
Hee MONOMHHTENbHbIE NOKA3aTe I PeakKUHU TKAHEH, CBA3aHHbBIE ¢ OLUEHKOH XPOHUYECKOTO pa3lpaXeHHS.

I'.4.8 IpencraBieHHe pe3ynbTaTOB

B oryer 06 HCCNEROBAHUH BKIIOYAIOT;

- onucaHue uccaeayemoro obpasua;

- ripearionaraeMelfi cnocob NpUMEeHEHUs MaTepyana UK M3,

- noApoOHOe onHcaHHUe NOATOTOBKY 06pa3na K WCCICAOBAHHSM;

- BUJ 3KCNIEPUMEHTAIBHBIX XXHBOTHBIX;

- crrocof anmiInKauuy HeeaeayeMbIX 06paslios;

- MeToAbl BeACHNA HAGNMIONCHUIT M UX PETHCTPALINHY;

- OLEHKY pe3yAbTaToB.
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MPUJIOXEHHUE 1
(cnipaBoyHOE)

JonoHMTe/IbHAA AHQOPMATHSA

J.1 NononnurensHas WAGoOpManua N0 H3YICHNIO PA3APAKAIOMEro AelcTansd

Pasapaxaroliee neicTBHe Ha KOXY MEJKHX NaGOpaTOPHBIX XKHBOTHBIX M3Y4aioT C LieJbl0 HOEHTHOHKAUWH Be-
LICCTB, KOTOPbIE ABNAIOTCA NMOTEHUHANTbHBIMHA PaspaXHUTEIAMU KOXH U CJIU3UCTHIX TIPH NTPUMEHEHUH B MEAMLIMHC-
KO¥ MpakTHKeE.

TTepBUYHBIMH pa3fApaxXHTENSIMH SBAAIOTCA BELUECTBA, KOTOPLIE NMPH HEMOCPECACTBEHHOM BO3AEIHCTBUM BhI3HI-
BalOT BOCNANNTENLHbIE U3MEHEHUS KOXN, XapaKTEPU3YIOLINECs BOCTIVIEHUEM WIN B TSXEJBIX CIY4asX BaCKyAsApu3a-
el H/NIH HEKPO3OM.

Hpaitz (Draize) nccnenoBan KoxHoe paspaxalollce A¢HCTBUE, UCMOMB3YSI METOX 3aKPHITHIX YYACTKOB Ha Kpo-
NnKax-aJbOMHOCaX. B COOTBETCTBHM C 3TUM METOIOM aINMUIMKALIMIO MCCISAYEMBIX MAaTepHANIOB NPOBOJIAT HA BBLICTPH-
XEHHBIE YYaCTKH KOXH CIIMHLI NPH TTOMOIUM NPONHTaHHBIX KYCOUKOB Mapu. Mcnons3yioT Tpex Kponukos. [Tponutan-
HbIE BEILECTBOM KYCOYKH Map/y NPUKPETIAIOT IMIKOM JCHTOM VIIM TIAACTHIPEM U NOAYNPO3pAYyHON NOBA3KOMN Ha 4 4.
Yepes 4 4 nOBA3KY M KYCOUKH MapiIM CHUMAIOT, YUYACTKH KOXH MPOMBIBAIOT M 0GC/IENyIOT Ha HAIMYUE 3PUTEMBI HIIH
oTeka. PeakuMIo oLieHUBAIOT yepe3 24, 48 u 72 u.

PernctpoM TokcHueckoro aeictBus xumuyeckux peniects (RTECS) kpoiuku npu3HaHbl HauGojiee OAXoas-
UM OGBEKTOM U U3YYCHHS pa3fpaXalollero AeHCTBHs, TaK KaK MO3BONSIOT MOJIyYUTh JOCTOBEPHYIO H OOLIMPHYIO
WHOOPMALUIO 0 KOXHBIX peakuusx. 85 % uccnenosanuii u3 2000, npeacrasnennsix RTECS, npoBefieHBI Ha KPOJIUKaX,
7,5 % — Ha YesoBeYeCKOM opraHuM3aMme, 4 % — Ha mbiiax, 3 % — Ha MOPCKMX cBuHKax. TakuM o06pa3oM KPOJIHMKOB
MCNONbL3YIOT B npeobnanaonemM GONbIIMHCTBE COOO1EHNN, ONYOIMKOBAaHHLIX B OTKPBITOH TeYaTy.

CoobueHus 06 UCCaeNOBaHUSIX Ha YeTIOBEYECKOM OpraHM3Me 3(hUPHEBIX MACEa U IPYTHX apOMATHYECKHX COEqH -
HEHUH, TIPeICTaBAEHHLIX HCC/IENOBATEIbCKMM WHCTHTYTOM JYILMCTHIX BELUECTB, ONMYOJIMKOBaHLI B XypHase «[Inine-
Bas U KOCMETHHECKAast TOKCHKOJIOTHSI». BTOT XypHAN TakXe NMepBuli ony0JnKoBal JaHHBIE 06 U3YYEHUH Pa3Apaxalo-
Lero AeHCTBUA HA MBILLAX,

Mann u Pullinger B cBoeM cOOGLIEHNH NOKA3BIBAIOT, UTO SKCNEPUMEHTANBHLIE UCCICHOBAHMA MATEPHANOB Ha
KpOJiKax MO3BONSAIOT OLIEHUTh UX NOTEHLHANBHYIO OMTACHOCThH MDY MPUMEHEHHH B MEAMLIMHCKO MMPAKTHKE. DTH aBTO-
PBI 1OKA3bIBAIOT IIPEUMYLIECTBA U3YYCHHS PA3APAXaloLero ACHCTBUSA HAa TMTMEHTUPOBAHHBIX I/Ia3aXx, a He Ha rJla3ax,
JIMUIEHHBIX MUTMEHTa (anb0KMHO), U YTBEPXKAAIOT, YTO HEOOXOAMMO YYHTHIBATH KAXAYI0 WHAWBHAYANBHYIO PEaKLIUIO
NpH oleHKe pasapaxaloluero aeicreus. Friedenwald u ap. coobiuaioT 06 HCNOAb30BaHUH KPONHKOB-aIbOMHOCOB B
KayeCTBE MOJENM WU3YyHEHHUs Pa3apaxalollero AeHCTBHA HA TNa3ax U NPUBOAAT CHCTEMY OUCHKH B Gannax, OCHOBaH-
HYIO Ha ONTUCAHUU HHAWBUAYANTbHBIX PeaKUMii KaXaoro XUBOTHOro. Draize ¥ Ap. MOAHMGULIMPYIOT METOANKY, NpeLUIO-
xenny Friedenwald, n npeanaraior ¢Boio cHCTEMY OLEHKM pa3ApaXalouleTo AeHCTBHA Ha CAM3UCTON ra3a. DTUMH
aBTOpaMH OMYOJWKOBAH WJUTIOCTPUPOBAHHBIA yKa3aTedb, NpelHa3HAYEHHBII A1 OUCHKH pa3dpaxaloilero AeHCTBUS
Ha rjasa.

TTocneanne 20 neT uccneaoBaTe Iy NPeANIpUHUMAIOT MOTIBITKH HATH M COTAacoBaTh TaKoit MeToa GHonoriyec-
KOTO MCCIeAOBaHMA in vitro, KOTOpbI MOT GBI 3aMEHUTh OCTPBIE ONBITH MO U3YYEHHIO PA3APaXaloOLWEro AeHCTBUA Ha
Koy ¥ rnasa. [Tocneanye gecsiTh JieT HAaLMWOHANBLHBIE ¥ MEXAYHAPOAHbIC OPraHM3alUyU YCHEIIHO NPOABUTAIOTCA B
3TOM HamnpasieHHH. HecMoTpst Ha To, YTO B mocnegHee BpeMs GbUIO MPEATOXEHO GOMBIIOE KOJIMYECTBO METOIOB
Ucc/IeaoBaHus in vitro, HU OAKWH U3 HUX He 00J1afaeT AOCTATOYHOM HAAEXHOCTHIO, H TOJYYEHHBIE NMPH 3TOM pPe3yiib-
TaThl HEAOCTOBEPHBI. BeaeaCTBHE 3TOro HU OAMH M3 NPENJIOKEHHBIX METOAOB He ObLI NpHU3HaH oduuKanbHo (Bruner
et. al.). [TapannenbHo MOMCKY aIbTEPHATUBHBIX METOAOB MCCJIEAOBAHMA in Vitro APyrue HCCAeAOBATEH MPOMOJIKAIOT
paGoTy MO YCOBEPIICHCTBOBAHUIO TPAAMUMOHHBIX METONOB, YTO NMO3BOAACT KONHYCCTBEHHO OLEHUTHL PEaKIMIO opra-
HU3Ma XHMBOTHBIX, Jyyllue AupdepeHUMPOBaTh CUMIITOMATHKY, HCII0/b30BaTh HenHBa3uBHbie MeToAbl (Nisson et. al.,
Emtestam.& Ollmar). Tlocne TwatensHoro 063opa NMUTEPaTypbhl M KOHCYJABTALMM ¢ DKCNCPTAMH, MCHOJL3YIOIUMH
METOABI inh vitro, 66110 IPUHATO pELIeHNE He BKITIOYATh YKa3aHHbIe METOLBI B HACTOSIIIMIT CTAHAApPT A0 TeX 1op, MoKa
paboTa He GymeT 3aBeplLieHa M PE3YJLTATHI HE MOJYYaT TMOJHOTO MOATBEPXACHHMSA.

H.2 JonoanurensHas WHOOPMANMA 110 HIYIEHHI0 CEHCHOMAMINPYIONIEro AeiCTBNA

CeHcuOMIN3aUUs YeJIOBEYECKOTO OPTAaHM3MAa TMPOUCXOAUT B De3ybraTe OMHOKPATHOTO MIM MHOTOKPAaTHOTO
SMUKYTAHHOTO BO3ACHCTBUA M MHULMUDYETCA BOBJICUEHHBIMH B TIPOLIECC KOMITOHEHTAMM HMMYHHOM CHCTEMBI. Bax-
HO, YTO ranTeH, HAHECEHHbIN Ha KOXy, obnagaeT npoHukKalomei cnoco6HocTbo. [1pH COeTMHEHHHN ¢ GeJIKaMH KOXH
oll npespawraeTcs B aHtureH. Knetkn JlaHrepranca U3 anuaepMabHOrO M AEPMANbHOTO CIOEB KOXH BhIpabaThiBalOT
Ha aHTUreH cneuudunueckne NUMGOUNTH, KOTOpbIe 3aNyCKAIOT UMMYHHBIA MexaHu3M. HesHauuTeNnbHBIA TPOUEHT
3TUX AIUMGOLUTOR O6JIaNaeT JONTOCPOYHON MaMATHIO U ABJSETCS aKTHBATOPOM BO BPeMS MPOBOKALMOHHON ¢a3ml.
TaxkuM 06pa3omM MHOrokKpaTHoe BO3ACHCTBHE MOXET MPHUBECTA K OTBETHBIM PEaKLIMAM, KOTODbIE CONPOBOXAAOTCH
IBRXEHHEM JMMGOLMTOB U APYTUX KJIETOK, 00pa3yloluXcs NPH BOCIATEHHH, WHHLMMPOBAHHBIX JMMQOLNUTAMHU C
JOJITOCPOYHON MaMsSIThIO, K YYacTKY MOBTOpHoii annnukauuu. B 1895 Jadassohn, ucnones3yda Meron uccieqoBaHus
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JIOCKYTHBIX anmanKaluil, MCKIIIOYM y NALlMEHTa AKATHO3 KOHTAKTHOM aJUIePrM Ha PTYTh. DTO HOBATOPCKOE MCChe-
JOBaHHE MO3BOJIMIO TOABECTH HayuHyio 6a3y MOA METOABLI AUATHOCTUKH, JICYCHUS M NPEAYNPEXACHHA KOHTAKTHOI
ANNEPruM y YENOBEKA M XHUBOTHLIX. JlanbHeilliee pa3BuTHE METOIBI HCCCAOBAHUSA M MPEAYNPEXACHUA CEHCHOMIN3H-
pyolero AclicTBUs MaTepHAJIOB U U3AENUI U3 HUX Monyumnu B pabotax Landsteiner u Chase, KoTopbie NpenoXuwin
KCMONb30BaTh MOPCKUX CBMHOK JUISI U3YUCHUS TUTIEPYYBCTBUTEILHOCTU 3aMeieHHoro Tuna. B 1965 Buehler npewno-
XWJl 3aKpbIBaTh aNIUIMKALIMOHHBIC YYACTKM JUIsi obecrneyeHUs MaKCUMAIbHOTO KOHTaKTa U NPUONMXEHUS YCIOBMIA
9KCNEPUMEHTA Ha XMBOTHHIX K MCCJICJOBAHUSIM Ha YeIOBEYECKOM OPraHMu3Me (TIOBTOPEHUE METOAA 3aKPLIThIX yyacT-
KOB Ha yenoseueckom opraHusme HRIPT). Buino gokasano, 4To MCNONb30BAHHE METO/IA 3aKPHITHIX YYACTKOB anmiu-
Kauuu obecneynBaeT ROCTATOMHYIO YYBCTBHTENBHOCTb H IPEROTBPAILACT CPCAHHE H TAXKENbIE Cydau CeHCHOWIM3a-
LUHH, a TAKXE NO3BOJACT U30eXKaTh SKCNCPUMEHTAJILHBIX UCCACAOBAHHIA HA YEIOBEYECKOM OpPraHH3Me NMpHU NpoBeje-
Huu HRIPT. IIpeacraBneHHbIe pe3ybTATH ACMOHCTPHUPYIOT NPEHMYILIECTBA aNMIIMKALMIA [TEPCA BHYTPHKOXHBIM BBE-
JIlEHUEM U METO/IOM OTKPBITHIX YYaCcTKOB anmiuKauni. CTUMYNSLIMIO UMMYHHOH CUCTEMBI PAa3IMYHbIMY allbIOBAHTAMH
NpH 3TOM HE NPOBOAAT. ITOT METOA OQULHANBHO NPU3HAH AOCTATOYHO YYBCTBUTEIBHBIM M OTHOCHTENBHO Ge3omac-
HbIM, MO3BOJIAIOIMM BLISIBUTB JaXe CIaOble aniepreHsl.

Magnusson u Kigman onpoGoBaiu pa3jinuHble BADUAHTHI HCCIIEROBAHUI HA MOPCKHMX CBUHKAX U MpPELIOXNIH
METOAMKY C MCMOIL30BaHKEM BHYTPUKOXHOTO BBeAeHUs (C MOMHBIM aaploBaHTOM Dpeiinna wnm 6e3 Hero) M nocne-
AYIOIUMMH HAKOXHBIMH aNTJIMKALMSIMY UCCIEAYEMOTO MAaTEPHANIA HA TOT XE y4acToK KoxH. IIpeuioxeHa OpuriHanp-
Hasg METOAMKA, TpeGyloulas npeaBapuTenbHON 06paboTKU IKCTICPHMEHTANIBHBIX YYaCTKOB, €CIH UCCeayeMblii MaTe-
pHan He o6GMajacT pa3ApaXxaloluM ACHCTBHEM. DTa METOAWKA JAOCTaTOYHO YYBCTBUTENbHA M LUIUPOKO HCIMONb3YETCs.
Heopannaphuiii cnoco6 BeeeHus (BHYTPUKOXHAA WHBEKHHS) H HCNONIB30OBAHHE TTOJTHOTO aabBaHTa PpeiiHaa nosso-
JIIET UCKITIOYUTh OCHOBHBIC KOMITOHCHTH MMMYHHOI cucTeMbl (KneTkKu JlaHrepranca), H3SMEHUTb CTPYKTYpY amiep-
reHa W BbI3BaThb 3KCNECPHMEHTAILHYIO TOJNEPAHTHOCTD.

JAns oueHKM 6e30MacHOCTH MaTepHanoB HanGojiee 4acTo HCTONBL3YIOT ABa METONA HCCNEAOBAHMIA: 3aKPHITHIX
anmmaunkaunii 8 CHIA u c ansioBantom Qpeiinaa 8 Espone. Meroanyeckumu pykosoacrsamy O3CP u ESC 3TH MeToab!
NPU3HAHBI NIPCANOYTHTENLHBIMU. B HacTosilee BpeMst MPEIIOXEH pAl APYTHX METOLOB, OGRANAIOMIMX ONpPeAeICHHbI-
MU npeumyecTBaMu. CyliecTBYeT HECKONBKO COBPEMEHHBIX TEXHHYECKHUX TTPUEMOB, TIO3BONAIOIKX HHTEHCHGHIH-
POBaTh MPOUECC HAYYHBIX UCCEAOBAHNI. DKCNEPUMEHTATOPBI MPH 3TOM UCTIONB3YIOT YHHOHULUNWPOBAHHYIO JOKYMEHTA-
uuio. Bo Bcex cnydasx ucnonb3oBaHus Apyrux Metoaos (Tabnuua I.1) B oTyeTe 06 MccienoBaHHUM AAIOT CCHINKY Ha
JNUTECpaTYpHBbIi MCTOYHMK.

Tabnunua J.1 — AnbTCpHaTHUBHEIC METOABl H3Y4EHUsS] CCHCHOMTN3UPYIOWNETO AEHCTBUSA

1 MeTon ¢ Mcnonb30BaHKUEM NONHOTO aablosaHTa Ppeitnaa

2 Meron ¢ HCNONb30BAaHUEM aibloBaHTa CNHTA

3 MeTon OTKPBITHLIX SMTUKYTAHHBIX aNfUTHKALAi

4 OnrumaneHbli MeToa Mayepa

5 TTuuieBoit MeTon (Ha MOPCKUX CBHHKAX)

6 KyMynaTHBHBINH MeTOL (C yBEHYEHUEM CTENIEHH KOHTAKTA)

7 CkapupUKaUHOHHbIH MeTox (C abIOBAHTOM M aNMTUIMKALMSAMU)
8 Meroa McenenoBaHMA HA yurax MbIlIM

9 HUccnenoBaHue pernOHApHBIX TUMGOY3NOB

IMyukr 9 B Tabnuue M.l nossonser noacuurats ypeauyeHue (npoaudepaunio) aumMpounToB B numdoysnax,
PETHOHAPHBIX K MeCTY Bo3aeHcTBUs. Ha mpakTHKe pacTBOPEHHBIA B OPraHHYECKOM PacTBOPUTENE UcCeayeMEIil MaTe-
pHan HECKONBKO Pa3 HAHOCAT Ha 06a yxa MbIUIAM C [TOCICAYIOIIMM BHYTPHBEHHBIM BBEACHHEM PAacTBOpPa METHATH-
MuanHa B pocdarHoM Oydepe. 3aTtem BBIRENFIOT aypUKYISPHEBIE THMOOY3NBI, U3 OAHOrO TUMGBOY3Na FOTOBAT KAETOY-
HYIO CYCMEH3WIO B TPUXJIOPYKCYCHOI KHUCOTE, LUEeHTPUDYTUPYIOT, 06pabaThIBAIOT CLUHHTHUIMpYIOWIEH XHIKOCTBIO
[’H] ¢ MeTHATpHMEAUHOM M MOACYUTHIBAIOT KOJHYECTBO GETTa-CUMHUMANALUMNA. CpaBHHBAIOT C KOHTPONEM, NPOLUEa-
UIUM TaKylo Xe Npouenypy.

Hccnenosatenbekuit npouecc He K0AXeH GBITH OPHEHTUPOBAH TOJNBKO HA OAHY 3KCMEPHMEHTANBHYIO MOAENb,
HO €ro OCHOBHas 3ajaya obecrneunTh MakCHMalbHYI0 6e30nacHOCTL NoTpebuTens. B KauecTBe 3KCNEPUMEHTALHOH
MOJIENIN MOXHO MCIO/b30BATh XHMBOTHBIX U YeJIOBEYECKHI OPraHu3M. Y UcceaoBareleil 1o/XHa GbITh ONpeAeiecHHasA
creneHb cBoGoab!l B BBIGOPE SKCIIEPUMEHTANBbHOI MOJETH NPY HATHYMM COOTBETCTRYIOLICH Y3aKOHEHHOI AOKYMEHTa-
LMY M Hay4YHOro o60CHOBaHUS.

B nHacTosiee BpeMsa YnpamieHue no oxpane oxkpyxawueil cpeast CIIIA cuuTaer, 4ro Insd perncTpaunm u
MapKHPOBKH H3JeJIUs HIN MaTepHalla J0CTaTOYHO NPEJCTABUTEL PE3YAbTATH HCCAEAOBAHMH Ha BOCBMH MOPCKMX CBHH-
Kax. PeKoMeHYIOT NPOBOANTD NpeABapUTEIbHbIC CKPUHUHTOBLIE MCCACAOBAHUS HA MOPCKHX CBUHKAX JUISL HOBBIX Ma-
TEPHANIOB, & TAKXC BELIECTB C BHICOKOH aKTHBHOCTBIO, KOTOpas 06GYC/IOBNEHAa MX XHMHYECKOH CTpYKTypoil. Bhibop
MOJIENIH BKCTIEPMMEHTA HA MOPCKMX CBMHKAX 3aBMCHMT OT MMelolleics nHdOpMaluy 1 onbiTa UccienoBatens. OTpHua-
TEALHBINH OTBET, MONYYESHHBIH B 3KCNEPUMEHTAX Ha MOPCKHX CBUHKAaX, MOXET WMETh OMpEAcAIolee 3HaYeHHE TIpH
YCNOBHU, YTO 032 MIHW KOHUEHTPaLHUs UCCAEAYEMOrO BEILECTBA B OKCNEPHMEHTE 3HAYHMTENBLHO MPEBBILIAET YKa3aH-
Hble MapaMeTpbl PY NPUMEHEHNH B MEAMLMHCKON npakTike. He creayer naBaTh OUEHKY HCCNEAYEMOTO MaTepHana,
6a3upysich TONLKO HA OOHOM MPHMeEpE PE3KO BHIPAXKEHHOro NEHCTBUA. B KaX/IOM KOHKPETHOM Cly4ae BCEraa Y4HTHI-
BAaIOT NPAKTHYECKOE MCIOJIb30BAHWE MATEPHANOB U U3JEHIA.
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MPUIOXEHUE E
{cnpaBouHoOe)

H3yyenne cencnbum3npyromero geiicTBua Ha GeJbIX Kpbicax

E.1 Lens uccheoBanus

OueHka BO3MOXHOIO CEHCHOMIM3UPYIOLIETO AcHCTBHSA MaTepyaa Ha Gebix KphicaxX ¢ HCMOJNb30BAaHUEM HMMY-
HONMOTHYECKHX METONOB, OCHOBAaHHbBIX HA OTpeAcieHUM 06pa30BaHHA KOMIUIEKCA aHTUICH-AaHTUTENO.

E.2 Hccnenyemulii MaTepuas
BoiTsiKKY M3 06pa3iia roToBAT B COOTBETCTBUH ¢ NpHAoXeHHeM B,
E.3 DkcnepumenTanibibie MHBOTHBIE W HX cOJepKanne

HUcnonb3yloT 310pOBLIX MOMOALIX MONIOBO3PENLIX GENBIX KPHC OMHOI AMHUK 000ero ona ¢ MCXoaHOR Maccoit
200—250 r. B 3xcnepMMeHTe He HCNONL3YIOT GEPEMEHHBIX CAMOK MM XHMBOTHBIX NOCIE CTIApHBaHN.

AKK/IUMATH3aLUNIO H COAECPXAaHHE XHWBOTHBIX OCYLUECTBAAIOT B COOTBETCTBHHM C NMPHJIOXEeHHEM B.

Hcenonb3yloT He MeHee 10 XMBOTHBIX Ha KaXAY10 BHITSIKKY M3 MATEpHAna WM M3AENNA, KOHTPOJIbLHYIO Ipynny
COCTaBJISIOT He MeHee 5 KpbiC.

E.4 IIpobeaennsa necaeaoBanus

E.4.1 MMoaroroeka

HlepcTb Ha yyacTKax KOXH, ric NPeANONaraloT NPOU3BOANTh HHbEKUWH W alHUIHKALUWH, TILATENbHO BBICTPH-
TaloT 33 4—24 4 10 Hayana IKCHepHMEHTA.

E.4.2 BHyTpyKoXHaa npeasapuTebHas CeHCHOMNu3anms

B HapyXHYIO NOBEPXHOCTb yXa WM B BBICTPHXEHHBLI 6GOK TMOMONBITHHIX XXMBOTHBIX BHYTPHKOXHO BBOAAT
0,02 Mn BHITAXKH U3 M3aeaUs Wiy Mateprana. KoHrponbsHbiv XuBoTHHM BBOAAT 0,02 M1 MoaenbHOM cpeant. HaGio-
JIeHNe 32 COCTOSHHEM KOXM NpOBOAAT uepe3 15 MuH, 1, 24, 48 u 72 v nocne BpeaeHns. TIpn HanWyun ABjICHUI
pasnpaxeHus HcCaedoBaHHe NPeKpallaloT.

E.4.2 ®a3za MecTHOroO Bo3aeHcTBUA

Yepes 10 cyT npoBoasT 5—7 HAKOXHBIX anfuIHKauMit o 0,5 MJ1 BHTSXKM Ha BHICTPUXEHHBIE 3aPAHEC YYACTKH
Koxu 6oka pasmepoM | X | cM, caerka BTupasi ee CTEKJITHHBIM matefieM. KOHTPONBHBIM XMBOTHLIM MPOBOIST
annjauKaunum MoAENbHOM cpedbl B TOM Xe pexume. ExeaHeBHO 0OTMEYAIOT HAIMYKE WIM OTCYTCTBHE BHIMMOM PEaKitnh
pasapaxKeHHUsl ¥ OLEHMUBAIOT PEAKUMIO B COOTBETCTBMH ¢ Tabnuuamu E.1 n E.2.

Tab6auua E.l — OueHka KOXHO-pa3apaxaiollero AeicTBus

KoxHas peakuus OueHka B Gannax

Sputema

Het 3puremb 0
OueHb cnaban 3purtema 1
OtyeTnnBasg spurema 2
CpeaHas apuTeMa 3
CunbHas sputema 4
OGpasoBaHue oreka

Her oteka 0
Ovyenb cnaboiii oTex 1
OtyeTnuBbIit OTEK 2
Cpennuii otek (Bo3BbiticHue Ha 1 Mm) 3
CunpHblii 0TeK (BO3BLIERNE Gonee 1 MM) 4

OO61unit BOIMOXHBIH 6ann, oueHUBAOMIKIt pasapaxeHue, — 8§

Tab6nuua E.2 — OueHka KOXHO-pa3gpaXaloLlero aeiicTeus

Koxuas peaxuus Cpeanuit Gann
He npunuMaeTcs BO BHUMaHue 0-—0,4
Cnabas peakumsi 0,5—1,9
Cpennss peakuus 2—-49
Cunbhas peakuwusi 5-8
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E.4.3 IIpoBokaunoHHas npoba

Yepes cyTku nocsie TIocneAHER anIMKalMK NMPOBORAT NPOBOKALMOHHYI0 BHYTPHKOXHYIO npoby. Jis sToro
0,02 Mn CBEXENPHUTrOTOBJICHHON BBHITSDKKH BBOAAT BHYTPUKOXHO B NMPOTHBOMOJOXHBIN aNMIHKaIMAM 60K Kaxmoro
XHBOTHOTO. Peakuuio Ha npoBOKallHOHHYIO ITPo6y oTMevaloT yepe3 15 MuH, 24 n 48 y.

E.4.4 Cneundnyeckue HMMYHOJIOTHYECKHE METOABI

Yepes 48 4 nocie nposeicHUsI BHYTPUMKOXHOIN NpoGHl XXHBOTHHIX 3a6MBAIOT AcKanMTaLMel, OTOMpas XpoBb s
TIPOBEACHHUA CNEUHdHISCKHX MMMYHOJIOTHYECKUX peakunii. Mcnonb3yloT MMMYHONOTHYECKHE METOABI, OCHOBAHHBIE
Ha onpenejiecHHM oGpa3oBaHMA KOMIUIEKCa AHTHTeH-aHTUTENO: peaKLUMIO AerpaHyasauuH TydHbix xietox (PIATK),
peakuuio naccuBHoii remarrmotuHauuu (PTITA), peakuuio cBa3biBaHus KoMrmieMeHTa (PCK), peaximmio cneungpu-
yeckoit arnomepauuu neiikountos (PCAJI), peakumio cneunduyeckoro nusnca neikountos (PCCII).

Jo Hayaja npoBeAcHUS MMMYHOJIOTHYECKHX CieHM(bHYECKHX peaKuil TLIATeILHO MoaAOHpaIoT pabouyio KOH-
UEHTPALMIO BEITAXKM, HE BHI3BIBAIONLYIO AEHATYPAHH CHIBOPOTOYHBIX 6€JIKOB H He OKa3BIBAIOILYIO IUTOTOKCHYECKO-
IO JeHCTBHUS.

Y 3a6UTBIX XHMBOTHBIX onpeAensiior koddduuMeHTs MacChl HMMYHOKOMMETEHTHBIX OPraHOB — CEJIE3CHKU M
TUMyca U 06pabaThiBalOT MONYYEHHDBIH MaTepUaN CTAaTUCTUYECKH ¢ onpeaeneHueM KoadbdruueHTa CTBIOACHTA «t»,

E.4.5 OueHka pe3ynbTaToB

TIpy oLeHKe CeHCHOMIM3NPYIONIETO AeiCTBUS YYUTHIBAIOT PE3yNbTaTh NPeABAPUTEIbHON BHYTPHKOXHON ceH-
CHOMNTU3ALMH, PEAKLIHK KOXH Ha anMUIMKAalUHOHHOE BO3REHCTBHE, MPOBOKALIMOHHOM NMPO6GH! B COOTBETCTBHH € Ta0MHN-
uaMu E.1 u E.2, onpegenenns ko3dbdHULMEHTOB MacChl HMMYHOKOMITETEHTHBIX OPraHOB H UMMYHOJIOTMYECKHX peak-
LIMit ¢ KPOBBIO XXKMBOTHBIX.

E.4.6 TIpeacraBnenne pe3ynbTaTOB

B otyeT 06 uccne0BaHHU BKIIOYAIOT:

- OTIMCaHHE MCCIIeAYyeMOoTro 00pa3ua;

- TipeJnonaraeMelii Crocold NpUMeHEHUsT MaTepHala WIH H3IeNs;

- moapo6Hoe onucaHue NOJATOTOBKM 00pa3lia K HCCIeAOBaHHSAM;

- BUX 3KCINEPUMEHTAIBHBIX XXHBOTHBIX;

- cnoco6 anMIHKALMH HCCEAYEMbIX 06pas3lloB;

- METOABI BeJACHHs HAOMIOACHHUI U UX PETHCTPALIMH,

- OLIEHKY pe3yJIbTaTOB.
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NPUNOXEHHUE X
(cnpaBoyHoe)

Bubtimorpadus

O01as CCHUIKA HA MCCHEAOBAHHSA PA3APAIKAIOMETro JAEHCTBHA HA KOXY W IIa3a, 2 TAKXKe CeHCHOHIH3HPYIOIEro
JACHCTBHA HA KOXY

{1] Marzulli, F.N. and Maibach, H.I. (eds.) Dermatoxicology, 3" ed, Hemisphere Publishing Corporation, 1987

Bubanorpagus no HCCAeAOBAHHIO PA3APAKAIONIEr0 AeHCTBHA HA KOXKY U IVIa3a

[2] Bruner, L.H., Kain, D.J., Roberts, D.A. and Parker, R.D. Evaluation of Seven in vitro Alternatives for
Ocular Testing. Fund. and App. Toxicol. 17, pp. 136—149, 1991

[3] Consumer Product Safety Act. 15 U.S. Congress 2041, 1972

[4] Draize, J.H. Dermal Toxicity. Association of Food and Drug Officials of the U.S., pp. 46—59, 1955, FDA,
Washington, D.C

[5] Draize, J.H. Appraisal of the Safety of Chemicals in Foods, Drugs, and Cosmetics, 1959, Austin, Texas,
Association of Food and Drug Officials of the United States, Texas State Department of Health, Texas

[6] Emtestam, L. and Ollmar, S. Electrical Impedance Index in Human Skin: Measurements after Occlusion, in
5 Anatomical Regions and in Mild Contact Dermatitis. Contact Dermatitis, 28, p. 104, 1993

[7] European Chemical Industry Ecology and Toxicology Centre. Eye Irritation Testing, Monograph 11, 1988,
Brussels, Belgium

[8] European Chemical Industry Ecology and Toxicology Centre. Skin Irritation, Monograph 15, 1990, Brussels,
Belgium

[9]1 Grant, M.W. Toxicology of the Eye, 3% ed, Springfield, III., 1986

{10] MacMillan, F.S., Rafft, R.R. and Cloers, W.B. A Comparison of the Skin Irritation Produced by Cosmetic
Ingredients and Formulations in the Rabbit, Guinea Pig, and Beagle Dog to that observed in the Human. Animal
Models in Dermatology, Maibach, H.1. (ed.), N.Y., Churchill Livingstone, pp. 12—22, 1975

[11] National Academy of Sciences. Principles and Procedures for Evaluating the Toxicity of Household
Substances, Washington, D.C. Comparisons of Skin Irritancy. Toxicol. Appl. Pharmacol. 31, pp. 48190, 1977.

[12] National Academy of Sciences — National Research Council.In: Principles of Evaluating Chemicals in the
Environment. NAS Publication for the Environmental Protection Agency: Eye Irritation, pp. 104—105, 1975

[13] Organization for Economic Cooperation and Development (OECD), Guidelines for Testing of Chemicals
No. 404, Acute Skin Irritation/Corrosion and No. 405 Acute Eye Irritation/Corrosion. OECD Publuications

[14] Pesticide Assessment Guidelines, Subdivision F, Hazard Evaluation Human and Domestic Animals.
81—4 Eye Irritation and 81—5 Dermal Irritation. Office of Pesticide Programs, U.S. Environmental Protection Agency

[15} Prince, J.H., Diesem, C.D., Eglitis, I. and Ruskell, G.L. Anatomy and Histology of the Eye and Orbit in
Domestic Animals. Springfield, I11., 1980

[16] Steinberg, M., Akers, W.A., Weeks, M., McCreesh, A.H. and Maibach, H.I. Comparison of Test Techniques
Based on Rabbit and Human Skin Responses to Irritants with Recommendations, Regarding the Evaluation of Mildly
or Moderately Irritating Compounds. Animal Modes in Dermatology. Maibach H.I. (ed. 0, N.Y., Churchill Livingstone,
pp. 1—11, 1975

{17] Weil, S.C. and Scala, R.A. Study of Intra-Interlaboratory Variability in the Results of Rabbit Eye and Skin
Irritation Tests. Toxicol. Appl. Pharmacl. 12, pp. 276—360, 1971

[18] Wolven, A. and Levenstein, 1. Techniques for Evaluating Dermal Irritation. J. Soc. Cos. Chem. 18, pp. 199—203,
1967

Butymorpadns no HCCAEOBAHAIO Pa3APANKAIOLEro ACHCTBHA HA CIH3HCTYIO 000/109KY NOJOCTH PTa

[19] Nilsson, R., Fallan, J.O., Larsson, K.S., Olimar, S. and Sundstrom, F. Electical Impedance — A New
Parameter for Oral Mucosal Irritation Tests, J. Mater. Science: Materials in Medicine, 3, p. 278, 1992

[20] Pilicro, S.J. et al. Biocompatibility Evaluation of Casting Alloys in Hamsters. J. Prosthet. Dentistry, 41,
pp. 221223, 1979

[21] Roy, M. and White, H. I. Establishment of an Improved Technique for Hamster Mucous Membrane Irritation.
Testing. J. Dent. Res., 11, pp. 1365—1375, 1986

Bubanorpadus no HCCJACAOBARMIO PA3APAIKAIONIETO JelCTBAS HA BIATAIHINE

[22] Chvapil, M., Chvapil, T.A., Owen, J.A., Kantor, M., Ulreich, J.B. and Eskelson, C. Reaction of Vaginal
Tissue of Rabbits to Inserted Sponges Made of Various Materials. J. Biomed. Mater. Res., 13:1, 1979

[23] Draize, J.H. Dermal Toxicity. Appraisal of the Safety of Chemicals in Foods, Drugs and Cosmetics, Association
of Food and Drug Officials of the United States, Texas State Department of Health, Texas, 1959

[24] Ekstein, P., Jackson, H.C.N., Millman, N. and Sabrero, A.J. Comparisons of Vaginal Tolerance Tests of
Spermicidal Preparations in Rabbits and Monkeys. J. Reprod, and Fert., 20:85, 1969

[25] Kaminsky, M. and Willigan, D.A. pH and the Potential Irritancy of Douche Formulations to the Vaginal
Mucosa of the Albino Rabbit and Rat. Fd. Chem. Toxicol., 20:193, 1982

31



TOCT P HCO 10993.10—99

[26] Muller, P., Paabe, G., Horold, J. and Juretzek, U. Action of chronic peracetic acid (wofasteril) administration
on the rabbit oral mucosa, vaginal mucosa and skin. Exp. Pathology., 34:223, 1988

Bubmorpadus 0o HecHAeJOBAHHIO PA3APAKAIONMETo AHCTBHA HA KOXKY

[27] Anderson, K.E. and Maibach, H.I. Contact Allergy Predictive Tests in Guinea Pigs. S. Karger, New York,
1985

[28] Buehler, E.V. Delayed Contact Hypersensitivity in the Guinea Pig. Arch. Dermatol., 91, pp. 171—175, 1965

[29] European Chemical Industry Ecology and Toxicology Centre. Skin Sensitization Testing, Monograph 14,
1990, Brussels, Belgium

[30] Kimber, I. and Basketter, D.A. The Murine Local Lymph Node Assay: A Commentary on Collaborative
Studies and New Directions. Fd. Chem. Toxicol., 30, pp. 165—169, 1992

[31] Landsteiner, K. and Chase, M.W. Studies on the Sensitization of Animals with Simple Chemical Compounds.
J. Exp. Med., 69:767, 1939

[32] Magnusson, B. and Kligman, A.M. The Identification of Cntact Allergens by Animal Assay. The Guinea Pig
Maximization Test. J. Invest. Dermatol., 52, pp. 268—276, 1969

[33] Newman, E.A., Buehler, E.V. and Parke5, R.D. Delayed Contact Hypersensitivity in the Vagina and Skin of
the Guinea Pig. Immunology, 63:119, 1983

[34] Nordiske Seminar-og Arbejds-rapporter. Potency Evaluation of Contact Allergens—Dose response studies
using the Guinea Pig Maximization test, 1993

[35] Organization for Economic Cooperation and Development (OECD) Guidelines for the Testing of Chemicals
No. 406 Skin Sensitization, OECD Publications

[36] Ritz, H.L. and Buehler, E.V. Current concepts in Cutaneous Toxicity, Drill, V. and Lazar, P. (eds.) Academic
Press, New York, pp. 25—40

[37] Roberts, D.W. Contact Dermatitis, 17, pp. 281—289, 1987

[38] Robinson, M.K., Stotts, J., Danneman, P.J., Nusair, T.L. and Bay, P.H.S. A Risk Assessment Process for
Allergic Contact Sensitization. Fd. Chem. Toxicol., 27, pp. 479—489, 1989

[39] Robinson, M.K., Nusair, T.L., Eletcher, E.R. and Ritz, HL. A review of the Buehler Guinea Pig Skin
Sensitization Test and its use in a Risk Assessment Process for Human Skin Sensitization. Toxicology. 61, pp. 91—107,
1990

[40] TOCT P 51148—98 Usnenus meauuntckue. TpeGoBanus K o6pasiam u JOKyMEHTALVH, NPEACTABIAEMbIM
Ha TOKCHKOJIOTMYECKHE, CAaHUTAPHO-XUMHYECKHE MCTIILITAHHS, HCNBITAHUA Ha CTEPHALHOCTb M MHPOTEHHOCTD

[41]1 TOCT P 50855—96 KouTeiiHepsl 1Jist KpOBH M €€ KOMIMOHEHTOB. TpeGoBaHMst XHMHYECKOI 1 GHojioruuec-
KOii 6€30NacCHOCTY U METOAbI HCMBITAHUI

R



I'OCT P 1CO 10993.10—99

YK 615.46:002:006.354 OKC 01.140.20 P20 OKCTY 9403

Kimouesbie ¢ioa: MeAMLIMHCKHWE nagenns, ucciaeaoBaHud, Ouonoruyeckue HCCICA0BaHNA, pa3dpaXKCHUEC,
cechﬁunmaunH, [TPOBOKALUUOHHAaA np06a, 3PUTEMA, OTCK, AIIIVIMKalUA, HHBECKUUA
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