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Mpeaucnosune

1 NOArOTOBJIEH TexHnyeckum KOMUTETOM MO ctaHaapTusauum TK 458 «Paspabotka, npoussoa-
CTBO U KOHTPOJb Ka4eCTBa NEKapCTBEHHbIX CPEACTB» Ha OCHOBE CODCTBEHHOrO NEpPEBOAA HA PYCCKUM A3bIK
AHIMOSA3bIMHONM BEPCUM AOKYMEHTA, YKa3aHHOro B NyHKTe 4

2 BHECEH TexHuyeckuMm koMuTeToMm no ctaHaaptudaumm TK 458 «PaspaboTka, npouMsBOACTBO U
KOHTPOIb Ka4eCcTBa NEKapPCTBEHHbIX CPEACTBY

3 YTBEPXXOEH W BBEJEH B OEVWCTBME Mpukazom denepansHOro areHTCTBa Mo TEXHUYECKOMY
perynupoBaHuto u metponorun ot 11 Hoabpsi 2015 r. Ne 1759-cT

4 Hacroawmii cTaHgapT UaAeHTUYEH MexayHapogHoMy aokymeHTy O3CP Tect Ne 416:2001 «Wccne-
JOBaHNe PenpoayKTUBHOW TOKCMYHOCTM Ha ABYX nokomneHusax» (OECD Test Ne 416:2001 «Two-Generation
Reproduction Toxicity Study»).

HaumeHoBaHWe HacToALLero craHgapTa M3MEHEHO OTHOCUTENbHO HAaMMEHOBaHWUS YKa3aHHOro Me-
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1 aHeaps mekyuiezo 2o00a) UHhopMaUuUoOHHOM yKasamene «HayuoHanbHble crmaH0apmbi», a oguyuansHbll
meKcm u3MeHeHUll U rnonpaeok — 6 eXXeMeCSI4YHOM UHOPMayUOHHOM yKa3zamere «HayuoHarnbHbie cmaH-
Oapmei». B cnyyae nepecmompa (3ameHbl) unu OmmeHbl Hacmosauwieeo cmaHdapma coomeemcemeyroulee
ysedomneHue 6ydem onybnukogaHo e briuxaliluem 8bifyCKe eXeMeCa4YHo20 UHOPMaUUOHHO20 yKa3ame-
na «HayuoHanbHbie cmaHdapmely. Coomeemcemeytouias uHgopmayus, yeedomiieHuUe U meKcmbl pa3me-
warmes makxe 6 UHOPMayUoHHOU cucmeme obuweeo nonb3oeaHus — Ha ochuyuanbHom calime ®dede-
panbHO20 aseHmemea [0 MEeXHUYECKOMY pe2ynupoeaHuro U memposoauu e cemu WHmepHem
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BBeaeHue

B Konenrarexe B uioHe 1995 r., Pa6ouas rpynna O3CP no penpoaykTMBHOW U 9MOGPUOHANbHOW TOK-
CU4HOCTU oBCcyaana HeobXoAUMOCTb akTyanusauum cyLlecTByloLmx pykosoacte O3CP no penpoaykTue-
HOM U 3MOpPNOHaNBHON TOKCUYHOCTH 1 pa3paboTke HOBbLIX PYKOBOACTB NO KOHEYHbIM TOYKaM UCCMEA0BaHUA.
Pabouas rpynna pekomMeHaoBana nepecmMoTp PyKOBOACTBA NO UCCNEA0BaHUIO PenpoayKTUBHON TOKCUYHO-
CTW Ha ABYX NOKOMEHUSX, C YYETOM NMpPeanoXeHuin, nonyyeHHslx u3 CLUA u MepmaHuun. Pabovas rpynna ao-
CTWUrNa corrnacusi o OCHOBHLIM 3MEMEHTaM nepecMoTpa AaHHOro pyKOBOACTBA.



FOCT P 56698—2015

HAUMOHANBbHBIN CTAHOAPT POCCUNCKOWN DEAEPALUMN

METOAbI UCMbITAHUSA NO BO3AEACTBUIO XMMUYECKOW NPOAYKLIUM
HA OPFAHN3M YEJIOBEKA

Vlsyqerme penpo,quTuBHoﬁ TOKCUYHOCTU HA ABYX NMNOKOJIEHUAX naﬁopaToprlx XUBOTHbIX

Methods of testing the chemicals of human hazard.
Reproductive toxicity studies on two generations of laboratory animals

Oara BBeaeHns — 2016—07—01

1 O6nacTb npuMeHeHus

HacToswumin ctaHaapT yctaHaBnuBaeT NopaaoK NPOBEAEHUsT UCCNEeA0BaHUI PenpoaYKTUBHOMN TOKCUY-
HOCTW Ha ABYX MOKONEHUAX 11abopaTopHbIX XMBOTHLIX C LEMNbIO NPEA0CTaBAEHNA OCHOBHON MHOPMaLuK B
OTHOLLEHWM BO3JENCTBUA UCCNEeAYEMOr0o BELLUECTBA HA COCTOSHUE U (DYHKUMOHUPOBAHUE MYKCKOW M XEH-
CKOW penpoayKTUBHLIX CMCTEM, BKIOYas (YHKLMIO roHaj, OBapuanbHbIi LMKN, CekCyanbHOE noBeeHue,
3ayaTve, 6epemMeHHOCTb, PoAbl, fakTauuio N BCKapMIMBaHWe, POCT U pa3BuTME NOTOMCTBA, a Takke nony-
YEeHUs NpeaBapUTENbHBIX AAHHBIX O BIUSAHUU UCCNEAYEMOrO BELLECTBA HA HEOHATaNbHYI0 3a6oneBaeMocTb
U CMEPTHOCTb, 00 adhhekTe Ha NpeHaTanbHOe U NOCTHaTallbHOe pa3BuTHe.

Hacrosawmn ctaHaapT npeaHasHavyeH Ans u3ydeHus pocta u passutus nokonenus F1, a Tawke ana
OLIEHKM COXPAHHOCTU U PabOTOCMOCOBHOCTU MY>XCKON U XKEHCKOW PEenpoOAaYKTUBHLIX CUCTEM, POCTA U Pa3Bu-
Tusi nokoneHus F2, npu 9ToM gansHeiwasa nipopMaums no SMOPUOHANbHOW TOKCUMHOCTU U (bYHKUMOHANb-
HbIM HapYLUEHUSAM MOXET ObiTb NOMy4YeHa N C NOMOLLBIO AOMOSNHUTENbHLIX 3MEMEHTOB, KOTOPLIE MOTYT
ObITb BKMIOYEHBI B PACCMaTPUBAEMBIA MIaH UCCNEAOBaHNUA C YYETOM PYKOBOACTB NO SMOPUOHANbHOW TOK-
CUYHOCTU U/mnu SMOPUOHANBLHON HEMPOTOKCUYHOCTU, UM NPU OTAENbHOM U3Y4EeHUN AAHHbLIX NAapaMeTPoB C
y4eTOM COOTBETCTBYIOLLMX PYKOBOACTB.

2 MpuHUMNbI ccneaoBaHUA

Mccnegyemoe BeLLECTBO BBOAAT B rPalyMPOBaHHbIX (MOLLArOBO YBENMUUYUBAEMBIX) 103aX HECKOMNbLKUM
rpynnam >MBOTHbLIX MYXCKOrO W XeHCKOro nonos. CamMubl MOKONEHUa P AOmKHbI NonyyaTb BELLECTBa B NPO-
Lecce pocra U B TEYEHWE O4HOTO NOSHOIO LMKNa cnepMaTtoreHesa (npubnusnutenbHo 56 aHel y mbiwei n 70
[Hel y KpbIC), UTOObl OGHapYKUTb KakoM-nMbBo HexenatenbHblii ahhekT Ha cnepMaToreHes. BrusiHme Ha
crnepMy onpefenseTcs no psgy napaMeTposB cnepMbl (Hanpumep, Mopdonorusi cnepMbl M NOABUXHOCTM
cnepmMaro3ouaoB) U C MOMOLLLIO TLUATENbLHON rMCTONATONorMM npenaparoB TkaHu. Ecnu gaHHble no cnep-
MartoreHesy nosfy4yeHbl B paHee NpPoBeAeHHOM UCCNea0BaHWM C MHOTOKPaTHbLIM BBEAEHUEM BeLlecTBa B Te-
YeHue J0CTaTOYHOro nepuoaa BpeMeHu, Hanpumep npu 90-AHEBHOM UCCREeAOBaHUA, TO CaMLOB NOKONEHUN
P MOXHO He BKNYaTb B nNnaH AaHHOro uccnegosaHus. OAHAKO peKOMEHAYeTCs OpraHM3oBaTb XpaHEeHUe
00pasyoB UM LMAPOBbIX N306paXkeHUin cnepMbl NOKONEHUS P AN NOCNeAYOLWEro BO3MOXHOIO U3y4YeHus.
Camku nokorneHus P AOomkHbI Nonyy4aTb Uccrneayemoe BELLUECTBO B MPOLECC POCTa M HA NPOTSHKEHWUN He-
CKOMbKMX MOMHbIX OBapUarnbHbIX LMKIOB, YTOOLI OOHAPYXUTb KakoN-nmbo HexenaTenbHbI ekt nccne-
JyeMoro BeLlecTBa Ha HOpmarbHOE Te4YyeHue oBapuanbHOro uukna. Mccnegyemoe BewecTBO BBOAUTCA
nepsomy (PoAuTEeNbCKOMY, P) MOKOMEHWIO XXMBOTHLIX BO BPEMS Mepuoaa CrapuBaHusi, B TEUEHUe nocneny-
oen 6epeMeHHOCT U Ha NPOTSPKEHWUM BCKAapMIUBAaHWSA UX NOTOMCTBA, nokoneHws F1. Mocne Bckapmnu-
BaHWA BBEAEHWE UCCMNeayeMOoro BeLlecTBa NpoaomkaeTcsa Yy XMBOTHbIX NMOKoneHua F1 B Te4eHue ux pocra
[10 B3POCNEHUS, CNapuMBaHnUsi U NOy4eHUs nokonexnusa F2 n B nepmoa BCKapMnuBaHus NOKONeHus F2.

HabniogeHne 3a XMBOTHLIMU U NATONOMMYECKMe UCCNEA0BaHNUS NPOBOAATCSA HA BCEX XXUBOTHBIX C Lie-
Nblo 0BHapYXeHNA TOKCMYeCkux IPMEKTOB C OCHOBHOMN LIENbIO — OOHAPYXUTb BMUSIHUE Ha COCTOSIHUE U
DYHKLMOHUPOBAHWUE MYXKCKOW U XKEHCKOWN penpoayKTUBHBIX CUCTEM, POCT U pPa3BUTME UX NOTOMKOB.

N3paHne ocdunumnanbHoe
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3 OnucaHue metoaa / NnoaroToBUTENbHbIX PaboT K NpoBeAeHUIO uccriefoBaHuUs
3.1 Bbibop Buaa nabopaTopHbIX XUBOTHbIX

Hanbonee noaxopsiymmu Ansi AaHHOrO BMAA MCCNEAOBAHUSA ABMSIOTCA KpbiCbl. Ecnu ucnonbayior
Apyrme BuAbl NabopaTopHbIX XUBOTHBIX, TO criegyeT 060CHOBaTb CAenaHHbIi BbIOGOP U BHECTW COOTBET-
CTBYIOLLME U3IMEHEHUA B NNaH uccrneaosaHus. He cneagyet ucnonb3oBaTth B UCCNEA0BAHUM NIMHUKN XUBOT-
HbIX C HM3KOW NNOAOBUTOCTBLIO UMK LUMPOKO NMOATBEKAEHHON BbICOKOW BEPOSITHOCTHIO BPOXAEHHLIX NOpO-
KOB pa3suTus. Ha Ha4ano uccnegoBaHus BapuabenbHOCTb MacChl Tena nabopaTopHbIX XMBOTHLIX A0SHKHA
ObITb MUHUMaNbHOM U He npeBbilaTh 20 % cpeAHe Macchl TeNa XMBOTHLIX 0G0UX NOMNOB.

3.2 YcnoBua cogepxaHua U KOpMIeHus

Temnepatypa B MOMELLUEHUM ANSA COAEPXKAHUS NAOOPATOPHbLIX >XUBOTHLIX [AOIDKHA COCTaBNATb
(22 £ 3) °C. XoTA OTHOCMTENBHAsA BNAXHOCTb AOIMKHA ObiTb He MeHee 30 % u xenaTtenbHO He NpeBbiaTh
70 %, 3a UCKNIOYEHMEM NEPUOAOB MOWKM NMOMELLEHUS,, ONTUMASbHLIM peXxumoM siBnisieTcst 50 %—60 %.
OcseleHne AOMKHO ObITb MCKYCCTBEHHbLIM, C NMEPUOAUYHOCTLIO CBETA U TEMHOTLI B 12 Y. [Ana KOpMneHus
MOXeT OblTb MCNONb30BaH CTaHAAPTHBI NAabopaTOPHbIN KOPM C HEOTPAHWUYEHHON NoAaYei NUTLEBO BOAbI.
Bbibop kopMa 3aBMCUT OT BO3MOXHOCTM €r0 NMPUEMIIEMOTr0 CMELLMBAHUA C UCCIEQYEMBIM BELLLECTBOM, €CNU
BBEAEHUE BELUECTBA OCYLLECTBIISIETCS BMECTE C KOPMOM.

JlTabopaTopHbie XMBOTHbIE MOTYT COAEPXKATLCA B OTAENbHbLIX KNETKax HEGONLLUMMM rpynNnaMm 04HOro
nona. MNpoueAaypbl cnapuBaHus cneayeT NPOBOAUTL B KNeTKax, NO3BONSIOLMX NPOBEeHUEe JaHHbIX NpoLe-
ayp. MNocne nonyyeHus aokaszaTenbCrBa KONynsiuuu 0CEMEHEHHbIE CaMKu A0IMKHbI COAepXaTbCA B UHANBU-
AyanbHbIX KneTkax unu Knetkax Ans 0epeMeHHbIX dMBOTHLIX. Takke XXMBOTHble MOIYT COAepXaTbCA He-
GonbwMMKM Tpynnamu U pasgensTbcs 3a 1—2 AHA A0 poaos. JlabGopaTopHbie XXMBOTHBLIE AO0SKHLI ObITb
CHabeHbl NpuemneMbiM M AOCTaTOYHLIM KONMWYECTBOM Matepuana Ans rHesfja BO Bpemsi, NpeacTrosiiee
poaam.

3.3 MoaroTtoBka NabopaTopPHbIX XUBOTHbIX

B uccnegoBaHMu OOMMKHBI MCNOMb30BaTLCA 3[0POBLIE MONOALIE 0COOM, KOTOPLIE MPOLUAKM Nepuoja
aganTtaumu K nabopaTopHbIM YCNOBUSIM B TeYeHWe 5 gHEN U He NoABEpPranucb paHee APYrMM SKCrepuMEH-
TanbHbIM npoueaypam. JlabopaTopHbie KMBOTHbIE A0MKHLI ObITb OMUCAHBLI C ykazaHWEM BUAA, NUHUK, UC-
TOYHUMKA MPOUCXOXAEHUS, MNona, Maccbl Tena w/unu sospacra. [omkHbl ObiTb U3BECTHBLI NiOObLIE POACTBEH-
Hble OTHOLUEHUS MEXAY BKMOYEHHbIMU B UCCIIEAOBAHNE XXUBOTHBLIMU, YTOObI UCKNIOYUTL CNApUBAHUE XKU-
BOTHbIX 0AHOro nomMeta. Cry4yaiHbiM 006pa3oM >KMBOTHLIX PACMpPEeAEnsoT B KOHTPOSMbHYIO U UCTILITYEMYIO
rpynnel (pEKOMEHAYeTCA MeToa cTpaTudukauum no macce tena). PacnonoxeHue knetok A0SHKHO MUHUMU-
3upoBaThb Kakue-nnbo adphekTbl, CBA3AHHbIE C UX MONOXKeHUeM. KaxkaoMy >XMBOTHOMY AOIMKEH ObITb Mpu-
CBOEH YHMKaIbHbIA MAEHTUUKALMOHHLIA HOMEp. [ns XMBOTHbLIX MOKONEHUA P npuCBOeHUe Homepa [A0ImK-
HO BbITb NPOBEAEHO A0 Havana BBeAEHWUs UCCreayemoro BellecTBa. NaeHTudukaumio >XMBOTHLIX NoKorne-
HUA F1 npoBOAAT Npu BCKapmnMBaHuu 0cobelt, NpegHasHavYeHHbIX AN NOCneaylowero cnapupaHus. 3anu-
CW O MPOUCXOXAEHUWN LLEHKOB AOJDKHBLI BECTUCH ANS BCEX BblOPAHHbLIX XXUBOTHLIX NOkoneHusa F1. [ononHu-
TENbHO PEKOMEHAYETCH OpPraHM3oBaTb MHAMBUAYANLHYIO MAEHTUMUKALMIO BCEX LLEHKOB HEMNOCPEACTBEHHO
Nnocrne pPoXAeHus, ecrnu NnaH uccneaoBaHua npejycmaTpuBaeT MHAMBUAYaNbHOE B3BELUMBAHME UMW NPO-
BefeHne OYHKLMOHANbHbIX TECTOB.

Ha Hauyano uccnegoBaHusa BO3pacT XMBOTHBLIX MOKONEHUA P AOIMKeH COCTaBnATb OT 5 A0 9 Heaenb.
M0 BO3MOXXHOCTU XXMBOTHbIE BO BCEX WUCMBITYEMbIX IPYNNax AOJKHbI ObITb 04MHAKOBOFO BO3pacta U MaccChbl
Tena.

4 Mpouenypa
4.1 KonnyecTBO U NOJ XUBOTHbIX

Bce ucnbITyeMble rpynnbl U KOHTPOMbHAA rpynna A0SMKHbI COCTOATb U3 KONUYECTBA XXUBOTHbIX, AOCTa-
TOYHOIO ANA MOMyYeHUs NpeanouTUTENbLHO He MeHee 20 6epeMeHHbIX CamOK, AOCTUILIKMX POJIOB UNKU Npak-
TUYECKM JOCTUILIMX poAoB. [1pu uCnbITaHUU BELLECTB, KOTOPbIE BbI3bIBAIOT TOKCUYECKUn 3chdekT (TO ecTb
cTepunu3aumio, U30bITOUHbIN TOKCUYECKMI 3(pdEKT NpU BLICOKOW A03€) 9TO MOXET ObiTb HegoCcTKMMO. Oc-
HOBHAas 3aga4ya — NoNy4nTb AOCTAaTOYHOE KONMMYEeCTBO 6epeMeHHbIX XUBOTHLIX Ana obecnevenunsa uidopma-
TUBHOW (4OCTOBEPHOM) OLIEHKW BO3MOXXHOTO BIUSAHUS BELECTBA HA (hepTUNLHOCTL, OEpEeEMEHHOCTH, nocne-
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poAoBO€E NOBEAEHME U BCKAPMMMBAHUE, POCT U pa3BuTUE nokonenus F1 ot 3ayatua 4o NONOBOro Co3peBa-
HUS U pa3BUTUE MX NOTOMCTBA (NokoneHus F2) 4o OKOHYaHMA rPYAHOro BCkapMnmBaHus. Takum obpa3om,
HEBO3MOKHOCTb MONYYUTH XKENMAEMOro konuyecrtsa 6epemMeHHbIX camok (To ecTb 20) He o6A3aTenbHO Tpe-
OyeT npekpaLleHus UCCNEA0BAHNS U AOIDKHA OLIEHUBATLCA UHAMBUAYANbBHO ANA KAXA0T0 Cny4as.

4.2 NMoaroToBKa BelwecTBa AnA BBeACHUA

4.2.1 PexomeHayeTca BBOAUTL UCCEeAyeMOe BELWECTBO BHYTPb (C KOPMOM, NUTLEBON BOAON UNU ue-
pes Xenyao4Hbli 30HA), ecnu ApYron NyTb BBEASHUS (Hanpumep, HAKOXKHbLIN UAN UHFaNALMOHHLIN) He Oyaer
couteH 6onee npuemMnembiM.

4.2.2 MNpy HeoOXOAUMOCTN UCCNEAYEMOE BELUECTBO PACTBOPAIOT WUAM CYCNEH3UPYIOT B NPUrogHOM
pactesoputene. PekomeHnayeTcs, ecrm 310 BO3SMOXHO, UCNONb30BaTb BOAHbLIE PACTBOPLI/CYCNEeH3umn (NepBbii
BbIOOP), 3aTEM OnpeaensieTcs BO3MOXHOCTb UCNONb30BAHUA MACNsAHLIX PacTBOPOB/CYCNeH3ui (Hanpumep,
KYKYpYy3HO€ Macro) u 3aTem BO3MOXHOCTb MPUroTOBAEHUA pacTBopa C UCNONMb30BAHMEM APYIUX PacTBOPU-
Tenen. CTabunbHOCTb BELLECTBA B PACTBOPUTENE A0SMKHA ObiTh NOATBEPXKAEHA.

4.3 flosaupoBaHue

4.3.1 B nnaH uccnegoBaHus AOIMKHbI ObITb BKMOYEHbI HE MeHee 3 403 M COOTBETCTBYIOLLASA KOH-
TponbHas rpynna. Mpu OTCYTCTBUM OrpaHnYEHUs No hU3UKO-XMMUYECKUM napameTpamM unu Guonoruyeckum
adhekTam mccnenyemoro BeLlecTsa BbIOpaHHaA HaMBbICLIAS 403a AOSKHA BbI3biBaTb TOKCUYMECKOE Aeit-
CTBME, HO He ObITb NEeTanbHOW UMK BbI3bIBaTh TAXENbIE CTpagaHus. B cnyyae HeoxxuaaHHOW rnbenu XuBoT-
HbIX AOMYCTUMBIM CHUTAIOT UCCNEAOBaHUA C YPOBHEM CMEPTHOCTU NepBoro nokonexHus P He 6onee 10 %.
Mocneayowme MeHbLUME [03bl ONPeAensioTCs ¢ Uenbio NPOAEeMOHCTPUpoBaTh NMobblie adhekThl, CBA3AH-
Hble C JO30W, U YPOBEHb «OTCYTCTBUA ToKCnUueckux adpdekros» (NOAEL) unu go3snbl, 6nmskue k npegeny o6-
Hapy>XeHus, KOTOpble MO3BONSIOT ONPEAESUTL KHETOKCUYHYIO» A03Y. OObIMHO ONMTUMAaNbHLIM CUMTaeTca 2—
4-KpaTHbIN UHTEPBAN MEXAY MCNonb3yeMbiMu Gonee HU3KUMKU A03aMU, U JONONHUTENBHO ANS 4-i UCNbITY-
€MOIN Tpynnbl PEKOMEHAYETCA MCNOMb30BaTb OYeHb Gonblioi uHTepBan (Gonee, YeM pAecaTMKpaTHoe
yMeHbLUeHUe) Mexay Ao3amu. [ina nccnefoBaHnii, B KOTOPbIX BELLECTBO CMELLMBAIOT C KOPMOM, MHTEpBan
Mexay 4o3amMu He J0MMKEH NPeBbIAaTh TPEXKPaTHYIO A03Y. YPOBEHb 403 cneayeT BbidupaTtb C y4eTOM uMe-
IOLLIMXCA TOKCUKOTNOrMYECKUX AAHHbIX, B YACTHOCTU, pe3ynbTaToB UCCNEA0BaAHUN C MHOFOKPaTHLIM BBEAEHU-
em Bewyectaa. liobaa umeroasca uHdopmauus 0 MeTabonuame n KMHETUKE UCCneayemoro BeLecTsa unm
POACTBEHHbIX BELLECTB AO0SMKHA ObITh yyTeHa. [lononHUTENbHO Takaa uhdopmauma GyaeTt Takke nonesHa
ANsi AeMOHCTPaLUMmM ageKkBaTHOCTU BbIDPAHHOrO peXxuma 03UpOBaHUS.

4.3.2 KoHTpomnbHas rpynna JOJPKHA COCTOATb U3 XKMBOTHbIX, HE NOMy4YaloLMX UccneayeMmoe BeLecTso
UNKU NonyyarLwmux ToNbKO PacTBOPUTENb, ECNN PaCTBOPUTENb UCMONb3yeTCA ANA BBEASHUA Uccneayemoro
BeLecTsa. 3a WUCKIOYEHUEM OTCYTCTBUSI BBEAEHUS UCCINEAyeMOro BELUECTBA, XXMBOTHbIE KOHTPOMbHOM
rpynnbl AOSKHbI MOABEPraTbCa BCEM TEM Xe npoueaypaM, YTO U XKUBOTHbIE ONbITHLIX rpynn. Mpu ncnonb3o-
BaHWW PacTBOpPUTENS KOHTPONbHAsA rpynna AOIDkHA Nonyyatb pacTBOPUTENb B MAKCUManbHOM UCNONb3ye-
MoMm o6veme. Ecnu uccnegyemoe BeLLECTBO BBOAUTCS BMECTE C KOPMOM U Bbi3bIBaET CHMXEHUe noTpebne-
HWUSi KOpMa UMW ero UCMoNb30BaHUA, TO MOXET NOTPeboBaTbCA UCNONb30BAHNE NAPHON KOHTPOSIbHON rpyn-
nbl. ANbTEPHATMBHO, AAHHbIE U3 KOHTPOMMPYEMbIX UCCNEAOBaHUN, NPOBEAEHHbIX C UENbi0 UCCNEeaoBaHust
BMUAHWUA CHUXEHUS NOTPEONEHUs NULLM HA PENPOAYKTUBHBIE MAapaMeTpbl, MOTYT ObiTb MCMONb30BAHbI BME-
CTO COOTBETCTBYIOLLIEI MO NOTPEBNEHMIO NULLIM NAapPHON KOHTPONBLHOM rpynnbl.

4.3.3 JomkHbl BbITb YYTEHbI HWKE NMPUBEAEHHbIE MapamMeTpbl PacTBOPUTENS U Apyrux aobasok: adg-
ekt Ha abcopbuuio, pacnpeaeneHue, MeTabonuaMm unu 3agepxKy UCCReayemMoro BewecTea; BNUsHME Ha
XUMUYECKME napamMeTpbl MCCReayeMOro BeLIecTBa, NPUBOAALLEE K U3MEHEHMUIO €ro TOKCUKONOIMYeCKUX Xa-
paKTepucTuK; 1 BNMsSHWE Ha NOTpebneHue BOAbl UIU MULLIM UMK CTaTYC «OTKOPMIEHHOCTUY XXUBOTHbIX.

4.4 MNpepenbHbIN TECT

Ecnu npu BBEAEHUM BHYTPb B OZAHOW CYTOUHOI f03€e He meHee 1000 Mr Ha 1 Kr Maccbl Tena ¢ KOpMOM
UNnn ¢ BOAOM, 3KBMBANIEHTHOIO NPOLIEHTA, NPYU NPUMEHEHUMN NPOLEAYP, ONUCAHHBLIX B HACTOSAILLIEM CTaHAapTe,
He HabnogaeTcs Tokcuueckoro adhdekTa, Unu TOKCMYECKMiA 3heKT Npu 3TON A03€ HE OXUAAETCS, UCXOas
U3 OaHHbIX O CTPYKTYPHO W/Unn MeTabonuMueckn poACTBEHHbIX BELLECTBAX, TOrAa NOSIHOE UCCREAOBAHMWE C
UCNONb30BaHUEM HECKONMbKMX 03 MOXET ObITh HellenecoobpasHo. MpeaentHbin TECT NPUMEHSIETCS, 3a UC-
KMIOYEeHMEM CrnyyaeB, Koraa AeiCTBUE Y YenoBeka nokasbiBaeT HeoOXoaMMOCTb UCNONb3oBaHUA Bonee Bbl-
COKOI A03bl NPU BBEAEHUM BHYTPb. [py UCNONb30BaHMKU APYIUX NyTEN BBEAEHUS, TAKUX KaK UHTansLMOHHbI
MNW MECTHOE MNPUMEHEHUE, YACTO MAaKCUManbHas AOCTWKMMAs KOHLUEHTpauus 3aBUCUT OT (pU3MKO-
XUMUYECKUX XapaKTEPUCTUK UCCNEAYEMOTO BELLIECTBA, TAKUX KaK PACTBOPUMOCTb.
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4.5 BBegeHue gos

4.5.1 XXuBOTHbIE AOMKHLI MONy4aTh UCCNEAYEMOe BELUEeCTBO B TeYeHne 7 gHel B Heaento. Mpeano-
YTUTENbHBIM ABNSAETCA BBEAEHUE BHYTPb (KOPM, NUTbLEBAS BOAA UMW XKENyAOoYHbIi 30HA). Ecnn ucnonbayeT-
CA APYron nyTb BBEAEHUS, TO 9TO AOIMKHO ObiTb 0GOCHOBAHO, U MOTYT NOTPeboBaTLCA COOTBETCTBYOLLME
U3MeHeHusi. Bce >XMBOTHbIE AOIMKHBLI MONy4YaTh BELLIECTBO OAMHAKOBLIM METOAOM B TE€YEHME MpPUEMNEMON
NPOAOIMKMTENbHOCTU 3KCNepuMeHTa. Npu BBEAEHUWM WUCCNEayeMOro BELUeCTBa 4Yepes3 XKenyAouHbI 30HA
JOMKHa UCMONb30BaTLCA COOTBETCTBYIOLWAA kaHoNg. O0beM OAHOMOMEHTHO BBOAMMOW XUAKOCTU HE AO0N-
>XeH npesblwarb 1 Mn/100 r maccel Tena »ueoTHoro (0,4 mn/100 r Macchl Tena — MakCUMarnbHbIi 00bEM
ANs KYKYpy3HOro macna), 3a UCKMYeHUeM BOAHbIX PaCTBOPOB, NPU KOTOPbIX MOXET BBOAUTLCA 2 Mn/100 r
Maccbl Tena. 3a MCKMIYEHUEM paspakalolmx UMM KOPPO3MBHbLIX BELUECTB, Y KOTOPbLIX, Kak npaBuro,
HabnoaalTCa BbipaXeHHble TOKCUYEckne 3peKkTbl NMpU MOBbILLEHHbIX KOHLIEHTpaUuUsX, BapuabGensHoCTb
BBOAUMOro 06bema JOomkHa ObiTb MUHUMATLHOW NYyTEM KOPPEKTUPOBKU KOHLEHTpauui, 4tobbl obecneuuntb
MOCTOSIHHBIA 00bEM ANsi BCEX YPOBHEN A03. [py MCNONb30BaHUM XKeNya04HOTO 30HAA LWEHKU 06bIMHO nony-
YalT uccrneayemylo CyoCTaHLMIO ONOCPEAOBAHHO Yepe3 MOMOKO A0 MOMEHTa NPAMOro BBEAEHUst nocre
npekpaLLeHus rpyaHoro sckapMnueaHus. Mpu BBeaeHUM BELLECTBA C KOPMOM UMM BOAOM LUEHKM, Kak npa-
Buno, 6yayt nony4yatb AONONMHUTENBHO UCMbLITYEMOE BELUECTBO, KOrAa OHU HAYHYT KOPMUTbLCS CaMoOCTOSI-
TenbHO B TEYEHWE nocneaHel Heaenu Nnepuoaa nakrauum.

4.5.2 lNpu BBEAEHMN BELLECTB C KOPMOM UMK NUTLEBON BOAOW BaXHO 0Becneyntb OTCYTCTBME BNUS-
HUSA KONM4ecTBa UCCeayeMoro BeLlecTBa Ha HOpMaribHOEe NUTaHMe UNKU BOAHbIN 6anaHC y XXMBOTHbIX. Mpu
BBEAEHWW BellecTBa C KOPMOM WMCMONb3YEeTCA UMM NOCTOSHHASA KOHUEHTpauusi Belectsa B kopme (ppm),
UM NOCTOSIHHbIW YPOBEHb A03bl B OTHOLUEHWM C MACCOW Tena >XUBOTHbIX; UCNONb30BAHME APYrMX NOAXOA0B
JOMKHO ObiTb ykasaHo. MNpy BBEAEHMU UCCNEAYEMOrO BELLUECTB Yepes XenyaouHblit 30H4 BBOAMMAN A03a
AOMKHa BBOAMTLCA B OAMHAKOBOE BPEMS Kbl A€Hb U KOPPEKTUPOBATLCA EXEHeAEeNbHO ANA nogaepxa-
HWUS1 MOCTOSIHHOTO YPOBHS 403bl B OTHOLLEHMU MACChl TENa XXMBOTHOTO. Npu pacyeTe A03bl, BBOAUMOW Yepes
30HA, MO OTHOLUEHUKD K Macce Tena >XMBOTHOro, HEOOXOAUMO YUYUTLIBATh MHAOPMALMIO O NnaueHTapHOM
pacnpeaeneHun.

4.6 dKkcnepumMeHTarnbHble rpacduku

4.6.1 CyTO4HOE BBEAEHME UCCrEeayeMOoro BewecTsa camkaMm u camuam nepBoro nokonexHus nabopa-
TOPHbIX XXUBOTHbIX P HaUMHaeTcs B Bospacte oT 5 40 9 Heaenb. CYyTOYHOE BBEAEHME CaMKaM U caMuam no-
koneHus F1 HaYMHAaETCA NO NPEKPaLLEHNIO TPYAHOTO BCKAPMIIMBAHUSA; CneayeT NOMHUTB, YTO B CIlyYae BBe-
OeHnA BeLecTBa ¢ nuwen unu NUTbLEeBON BOAON NpsAMoe BO3AEWCTBME HA LUEHKOB nokoneHust F1 yxe npo-
UCXOAUT Ha MPOTSHKEHUM nepuoga nakrauuun. Onsa XuBOTHLIX 060ux NONoe (nokoneuus P u F1) BBeaeHue
uccneayeMoro BewecTsa A0HKHO NPOBOAUTLCA HA NPOTSXKEHUM He meHee 10 Hepgenb A0 Hayana nepuoaa
cnapuBaHnus. 3aTtem BBeAEHME NPOAOIHKAETCA U Y CAMLIOB, U Y CAMOK Ha NPOTSDKEHUN ABYXHEAENbHOIO rne-
puoaa cnapusanus. Mocne aToro, ecnu camupl 60nbLue He TPeByIoTCA ANA OLEHKU AEWCTBUS UCCREnYyeMOro
BELLeCTBa Ha PenpOAYKTUBHYIO CUCTEMY, OHM MOABEPraloTCA 9BTaHA3UM FyMaHHbIM Cnocobom M noaeepra-
I0TCA NaToNorM4eckomy mccnenosanmnio. CaMmkaMm nokoneHus F BeLeCcTBO NPOAOIDKAIOT BBOAUTL HA MpOTS-
»XeHUn nepuoaa 6epeMeHHOCTU U A0 OKOHYaHMA FPYAHOr0 BCKapMMAMBaHUA NoTomcTBa nokonexwus F1. Cne-
AyeT paccmoTpeTb HeoOX0AUMOCTU BHECEHUSI U3MEHEHMs1 B rpadimk A403MPOBAHUA HA OCHOBE UMEIOLLENCS
uHcopmaumn 06 nccnegyemMom BeLLECTBE, BKMIOYAsi UMEIOLUMECA TOKCUKONOTUYEeCckne AaHHble, AaHHble O
meTabonuame unu Guoakkymynsiumm sewectsa. [losa, BBOAUMAA KaXAOMY XXUBOTHOMY, KaK NPaBuUno, OCHO-
BaHa Ha CaMOM NOCneaHeM onpeaeneHum Macchbl Tena XXMBOTHOr0. OAHAKO KOPPEKTUPOBKA A03bl B TEYEHUE
nocnegHero TpuMectpa 6epemMeHHOCTU A0SMKHA NPOBOAUTLCS C OCTOPOXKHOCTBIO.

4.6.2 HabniogeHue 3a >XMBOTHbIMKM NokoneHui P n F1 gomkHO npoaomkaTbCa BNAOTb A0 3BTAHA3UU.
Bce >XMBOTHbIE 3TUX NOKONEHUN AOIDKHbI ObiTb YMEpLLBIEHbl TYMaHHbLIM CNOCOGOM NOCne NpeKpaLieHns ne-
puoaa HabnioaeHUs 3a BAMSIHUEM MCCREAYEMOrO BELLECTBA Ha PenpoAYKTUBHYIO pyHKUMIO. XKUBOTHbIE Mo-
koneHusa F1, He oToBGpaHHble AN cnapuBaHus, U BCe XXMBOTHbIE NOKONEHUsa F2 A0mkHbl ObiTb YyMEpPLLBEHbI
ryMaHHbIM CNOCcO60M NOCHe OKOHYaHWS NePUOAA rPYAHOr0 BCKAPMMUBAaHUA.

5 MNpoueaypbl cnapuBaHus
5.1 CnapuBaHue XUBOTHbIX NoKoneHua P

Ona kaxporo cnapuBaHusi napy CaMku M camua M3 OJUHAKOBON CXEMbl AO3MPOBAHMA (CNapuBaHue
1:1) nomMewaloT B O4HY KNETKY A0 AOCTWXKEHUA KONyNnsuuM UAM cogepxat B TedeHue 2 Hegenb. Kaxablii
AeHb CaMOK OCMAaTpUBAIOT Ha Hanuuue cneaos Crepmbl UMK Pa3pbiBOB BaruHbl. [leHb 6epemenHocty 0
onpeaensioT kak AeHb 0OHapyXeHUs paspbiBOB BarMHbl Unu cneaos cnepmbl. Ecnu cnapusaHue npowno
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HeyZla4HO, MOXeET ObITb NpeanpuUHaATa nNpoLeaypa NOBTOPHOTO ClapuBaHWsl CaMoK € BbIGpaHHbIMU camLaMm-
MPOM3BOAUTENSIMU U3 TOW e rpynnbl. ChapuBLUMeCcs napbl AOMKHbI ObITb YETKO MAEHTUDULMPOBAHLI B J0-
KymeHTauuu. CnapuBaHus )XUBOTHbIX U3 0AHOTO NoMeTa crieayeT usberatb.

5.2 CnapuBaHue X1BOTHbIX NokorneHus F1

5.2.1 M3 »uBOTHbIX NokoneHusi F1 BbiGupatoT MUHUMYM OZHOTO camua U OAHY CaMKy U3 Kakaoro no-
MeTa Ha MOMEHT MnpeKpaLleHUsa rpyaHoro BCKapMMBaHUa AN cnapuBaHusa ¢ APYruMiy LLEHKaMU U3 ApYroro
NMOMETA, HO TOW e OMbITHONM rPyNMbl, ANs NONY4YEHMA NOTOMCTBA NOKONeHust F2. BbIGOP LWEHKOB 13 Ka)a0ro
nomeTa JOIMKEH OCYLLECTBNATLCA CryyaiiHbiM 00pa3oM npu OTCYTCTBUM 3HAYUTENbHBLIX PA3NU4Ynii MO Macce
Tena unu BHELUHEMY BMAY LLEHKOB B NOMeTe. [pu Hanuuum Takux pasnuyuin crnegyet otobpatb Hanbonee
penpe3eHTaTUBHbIX 0CO0Eel M3 Kakaoro nomerta. Ha npaktuke Haunydwum kputepuem otbopa asnseTcs
mMacca Tena, Ho JOMyCKaeTCs Takke NpoBoAnTL 0TOOP No BHewHeMy BuAy. IMokonexnue F1 He cneayeT cna-
puBaTb 40 AOCTMXEHUS MOMHOro NONOBOro CO3PEBaHUS.

5.2.2 Mapbl 6e3 noToMcTBa CneayeT OUEHUTb ANS ONpeAeneHust UCTUHHBLIX NPUYMH Becnnoaus.
OueHKy NpoBOAAT C MOMOLLBIO Takux Mpoueayp, Kak AOMNOMHUTENbHbIE BO3MOXHOCTU ANS CnapusBaHus C
OPYrMMU AOKa3aHHbIMWM CaMUAMU-MPOU3BOAUTENAMU UMK MIOAOBUTLIMA CaMKamu, MUKPOCKOMUEN penpo-
OYKTUBHbIX OPraHoB, U3y4eHUEM OBapuarnbHbIX LIMKIOB UMK criepMaTtoreHesa.

5.3 Bropoe cnapuBaHue

B onpegeneHHbIX cnyvasax, Hanpumep npu CBA3aHHOM C AENCTBUEM MCCNEAYeMOroO BELLEeCTBa Hapy-
LUEHMN pa3mepa NnomeTa unu HabnaeHun HeNnoHATHOro addhekTa Npu NEPBOM CrnapuBaHun, pekoMeHayeT-
CSl NPOBECTU BTOPOE CrapuBaHUe >XMBOTHbIX NOKoneHua P unu F1 ans nonyyeHus BTOpOro nometa. OAnd
BTOPOro CnapuBaHUA pPeKOMEHAYETCS UCNOMb30BaTb CaMOK UM CaMLOB, Y KOTOPbIX He BbINo noMeTa ¢ 4o-
Ka3aHHbIMWU NPOU3BOAUTENAMU NMPOTUBOMONOXXHOIO nona. Ecnn nony4yeHune BTOpPOro nomerta NMpu3HaHo He-
06X0aUMbIM B NIOOOM M3 MOKONEHUIN, TO XUBOTHLIX CrieayeT cnapuBatb NpUONU3UTENbLHO Yepe3 Hepento
nocne npexkpaweHusa rpyaHoro BCKapMimMBaHua nocrnegHero noMera.

5.4 Pasmep nomeTa

JonyckaeTcsi COXPaHUTb Y XKMBOTHbIX BECb NMOMET U yX04 3a AETEHbIWAMKU A0 OKOHYaHUS rPYAHOro
BCKapMnuBaHusl. CTaHaapTMsauusi pasMepa nometa He SIBMSIETCA HeoGxoaumoii. Mpu NpoBeaeHUU CTaH-
[AapTM3aUumn NCMOMb3YEMbI METOA AOMKEH ObiTh NOAPOGHO OnucaH.

6 HabnropeHus

6.1 KnuHunuyeckue Ha6bnogeHusa

O6LeknMHUYecKkoe HabnaeHne 3a XXUBOTHLIMU MPOBOAUTCA KaXAblA AEHb, U B CIly4ae UCMONb30Ba-
HWS XKemyA04YHOro 30HAa Npu BbIGOPE BPEMEHU MPOBEAEHUS NPOLEAYPLI AOIMKEH YUUTLIBATLCA OXUAAEMbIN
NUKOBbIN nepuoj addpekTa nocne BBeAEHUA Uccneayemoro sewecresa. Cneayer permctpupoBatb U3MEHeE-
HUSI MOBEAEHYECKMX peakKLuii, NPU3HAKU TSHKENbIX MU 3aTSHKHbIX POAOB U BCE MPOABMNEHUS] TOKCUYECKUX
achchekToB. JononHutenoHo 6onee AeTanbHbIi OCMOTP KaXAoro »KUBOTHOMO AOJMKEH MPOBOAUTLCS HE pexe
1 pasa B Hegen u MOXET ObITb COBMELLEH C NpoLeaypon B3BelUMBaHuA. OBaabl B A€Hb U OAMH pa3 B
[€Hb B BbIXOZHbIE AHM, ECMU NPUEMIEMO, BCE XUBOTHbIE AOIMKHbI ObITb MPOBEPEHBLI HA HAanuyKue 3abonesa-
HUW unu rmbenu.

6.2 Macca Tena u noTpetneHue nuIKU/BoAbI XXMBOTHbIMU

YKuBoTHbIE, npuHocAWmMe NOTOMCTBO (MokoneHua P u F1), 4omkHbl B3BELLUMBATLCS B NEPBbIN AEHb
Hayana BBeAEHUS UCCNEeaYyEMOro BELLECTBA U €XEeHeaenbHO B TEYeHMe BCEro uccnegosaHms. CaMok aTux
NMOKOJIEHWIA XKMBOTHBLIX CrieayeT B3BeLLMBATb MUHUMYM B AHM BepemenHocTn 0, 7, 14 n 20 unn 21, a Takke B
TeYyeHune nepuoaa nakTaumm 0JHOBPEMEHHO CO B3BELUMBAHUEM LLIEHKOB NOMETA U B A€Hb 3BTaHa3uu. [ax-
Hble HabnaeHna cneayeT percTpupoBaTbh MHAMBUAYANbHO AN KAXA0ro B3POCNOro XMBOTHOro. B nepuog
co3peBaHusa u 6epeMeHHOCTM NoTpebneHme NUMLK OLEHUBAKOT exxeHeaenbHo. MoTpebnexnne Boabl U3Meps-
€TCH KaK MUHUMYM eXeHeaenbHO, eCnu uccneayemMoe BeLecTso BBOAUTCA BMECTE C BOAOW.
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6.3 OBapuanbHbINA LIUKI

OnuTensHOCTb U HOPMAanbHOCTb OBAPUANbHOIO LMKNa OLEHMBAETCA y caMok nokoneHnust P u F1 no
BarvHanbLHON CMa3Ke 40 Hayana crnapuBaHus, W, €Crv nNpeaycMOTPEHO MMaHOM, B TEYEHME CrapuBaHus, Ao
noNy4YyeHns AoKasaTenbCTB COBOKynneHus. Mpu nony4eHnn o6pasLoB KNETOK BaruHbl/LLEAKM MaTku cneayet
NPUHUMATL Mepbl NO NPeaYNPEeXAEHUIO NOBPEXAEHUSA CNU3UCTON W, KaKk cneacTBue, UHAYKUMM ncesaobe-
peMeHHocTH [2].

6.4 XapakTepucTukKu cnepmbl

6.4.1 Y Bcex camuoB nokoneHuit P n F1 nocne asTaHasuu A0SkHbI ObiTb 3aperMcTtpupoBaHbl Macca
AndeK U ANUAMANMUCA, U OAMH U3 OpPraHoOB AOJDKEH B AanbHENLEM NOABEPIrHYTLCS TMCTONATONOrMYECKOMY
uccnegosanuio (6.7.1, 7.1.1, 7.1.3). A3 noarpynnbl KONMYECTBOM He MeHee 10 My>XCKuX 0cobel U3 Kaxaon
ONbITHOW rPynNnbl CamMLOB NOKOMNEHUA P 1 F1 ocTasumecsa auvkn u anMaMAUMUCH! AOJDKHbI ObITb UCNOML30-
BaHbl 4151 N0OACYeTa YCTOWYMBBLIX K TOMOreHM3auuM CnepMaTuaos U pe3epBoB CnepMbl OTPOCTKOB anuauau-
muca (cauda epididymides) COOTBETCTBEHHO. Y 3TOr0 KONMYecTsa CamuoB AOMKHA ObiTb 0TOOpaHa cnepmMa
u3 cauda epididymides nnu ceMaBbIBOAALLErO KaHana Ans OUeHKW NOABMXHOCTU criepMbl U mopdonorunye-
ckoro uccnegosanus. Ecnu o6HapyxeHbl Tokcudeckue apekTel uccneayemoro BeLecTBa MIM MMeloTcs
JaHHble APYrMX UCCNESOBAHNI O €ro0 BO3MOXXHOM BAIMSIHUM HA CnepMaToreHes, TO OLeHKa CnepMbl A0IKHA
ObITb MPOBEAEHA Y BCEX CAMLOB BO BCEX OMbITHLIX FPYNNAXx; B APYIMX CAy4asx KONMMYECTBEHHbIE OLIEHKU MO-
ryT ObITb NPOBEAEHbI TOMbKO Y CaMLOB NOKONEHU P n F1 KOHTPONBLHOM rpynnbl U rpynn, NONy4aiowmx ca-
MYIO BbICOKYIO J03Y.

6.4.2 OOee KONMMYECTBO YCTOMYMBLIX K FOMOTEHM3auuu CNepMaTuaoB AWYEK M CrepMmbl cauda
epididymides pormkHo GbiTb nocumTaHo [3], [4]. Pe3epByapbl cnepMbl MOryT ObiTb OnNpeaeneHbl N0 KOHLEH-
Tpauuu u o6beMy CnepMbl B CYCMEH3UU, UCNONb30BAHHON ANA Ka4eCTBEHHbIX OLEHOK, U KONUYECTBY cnep-
MaTO30MAOB, MONYYEHHbIX MPU NOCMEAYyOLWEeM W3MENbYeHUU W/MNUM TOMOreHWU3auunM OCTaBLUEICS TKaHW
cauda (xsocTta). KonmyecTBeHHbIM NOACHET cneayet NpPoBOAUTL Ha OTOOPaHHON NOArpynne >XMUBOTHLIX U3
BCEX OMbITHbIX FPYMMN HEMOCPEACTBEHHO MOCMe 9BTAHA3UM XXMBOTHbIX, €CMIM HEe NPOBOAWUTCA BUAEO- UMK
umdposasn 3anucb unu ecnu obpasupl He NOABEPraloTCA 3aMopo3ke AN nocneaylowero aHanusa. B atux
cryyasx nepsbiMU MOTYT ObITb U3y4eHbl 06pasLibl OT XXMBOTHbLIX U3 KOHTPOMbHOW FPYNMbI U rPynnbl, NONy-
YaBLUEN HaMBbICLLYIO 103y Uccneayemoro BewecTsa. Ecnu cBa3aHHble ¢ BelecTBOM 3¢hdekTbl Ha cnepMy
He oBHapyxeHbl (HanpumMep, BMSIHUE HA KOSIMYECTBO CMEpPMaTto30MAO0B, UX MOABWKHOCTb MNWM Mopdono-
rMio0), TO uccnegosaHne obpasLOB TKaHEH XMBOTHbIX APYIMX rpynn nNpoBoAuTb He obssatenbHo. Ecnu adg-
heKTbl BbISIBNEHbI Y XXUBOTHbIX, MOJy4YaBLUMX HAUBLICLLYIO 03y, TO XWBOTHble ¢ Gornee HU3KMMKU A03aMK
TaKkKe JOSHKHbI ObITb N3YYEHBI.

6.4.3 MNoaBMXHOCTL CNepMaTo3ouMaoB anuauauMmuca (Mnu M3 CNnepMOBbLIBOASALLErO kaHana) cneayet
OueHMBaTb Unu OUKCMPOBATL HA BUAEO HEMOCPEeACTBEHHO Mocne aBTaHasuu. Mpoueaypa nonyyeHus cnep-
MaTo30MA0B AOMKHA oBecneynBaTb X MUHUMATbHOE MOBPEXAEHNUE, pasBeAeHUe ANs aHanm3a noLBUXKHO-
CTW NONy4atoT C NOMOLLLIO NpuemrnemMbix MeTodoB [5]. [poueHT NporpeccuBHO NOABMXKHLIX CNEPMAaTo30Ua0B
cneayeT onpegensatb CyObeKkTUBHO MM 00BbEKTUBHO. Mpyu NPOBEAEHUM aHanu3a ABWKEHUS KOMMNbIOTEPU3H-
poBaHHbIMK MeToaamu [6] — [11] onpeaeneHne NPOrpeccUBHON NOABUXXHOCTU OCHOBAHO Ha onpeaensemon
onepaTopomM HOpPME AN CPeaHeln CKopocTu npobera u UHAEeKca NMHENHOCTM UK NMPSMOTo ABMKeHUs. Ecnn
o0pasLpbl CHUMAIOT Ha BUAEO [1] Unu perucTpupyroT n3obpakeHne Apyrumm MeToaamm B MOMEHT BCKPbITUS,
Janee MOXeT ObiTb NPOBEAEH aHanu3 TKaHelW camuoB MOKONeHun P n F1 TONbKO KOHTPOMNbHOW Fpynmnbl U
rpynnbl C HauUBbLICLLEH JO301, €CrK TOKCUYeckoe dhepTurnbHOE AEWCTBUE MCCNEeayeMOro BeLLecTBa He 0bHa-
PYXXEHO; B MPOTUBHOM Cryyae, Takke AOmkHbl ObiTk MccneaoBaHel 06pasusl U3 apyrux rpynn. MNpu oTcyT-
CTBMW BWAE03ANUCK UNn LUMPOBOro n3obpaxkeHus Bce obpasLibl N3 BCEX ONbITHLIX FPYNM AOMKHbI ObITh UC-
CrnefoBaHbl NPU BCKPbITUK,

6.4.4 NomkHO GbITb NpoBeaeHO MOpPhONOrMYecKoe UccrneaoBaHne o6pasLoB CnepMbl SNMAUAMMKCA.
Cnepmato3souabl (He meHee 200 Ha obpasel) AOMKHbLI ObiTb MCCNeAOBaHbl Kak (OUKCUPOBaHHbIE MOKpPbIE
npenapaTtbl [13] U OLEHEeHbl KaKk HOpMarbHbIE UK C HaNUYMeM OTKMOHeHuI . OBpasubl C OTKIIOHEHUAMU MO-
YT BKIIOYaTb CMMSIHWE KNETOK, W30NMPOBAaHHbLIE TONOBKM, HENMPaBUIIbHYIO (DOPMY FONOBKM W/WNU XBOCTOB.
WccnegosaHue cneagyet npoBOAUTb HA OTOOPAHHON NOATpyNne >KMBOTHbLIX U3 BCEX OMbITHLIX rpynmn Herno-
CPeACTBEHHO NOCIMe 3BTaHa3WMU >XUBOTHLIX, €CNU HEe NPOBOAWUTCHA BUAEO- unu umdpoBas 3anucb, KOTOpas
MOXeT ObITb NpoaHanu3upoBaHa BnocreacTBuMU. Maskn nocre ux UKCaUMu Takke MOryT GbiTb U3y4yeHbl
nosaHee. B aTux cnyyasx nepebiMu MOTYT BbITb U3y4eHbl 0OpasLbl OT XMBOTHbLIX U3 KOHTPOSLHOW rPynMbl U
rpynnbl, NOMy4aBLUEA HAaMBLICLLYIO 403y UCCNEAyemMoro BellecTsa. Ecrnin cBA3aHHble C BeLecTBOM athdekThl
Ha cnepMy He obHapyxeHbl (Hanpumep, BNWUAHME Ha MOPCONOrMio), TO UCcrneaoBaHue o6pasLOB TKaHEN
JKUBOTHbLIX APYIUX rPYnn nNpoBoAuTL He ob6a3aTtenbHo. Ecnu achdhekTbl BbISBEHbI Y XUBOTHbIX, MOMyYaBLUUMX
HauBbICLLYIO A03Y, TO XMBOTHbIE C GoNee HU3KUMK A03aMM TaKKe AOMKHbI ObITb U3yUeEHbI.

6
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6.4.5 Ecnu noboi n3 BbILLEONMUCAHHBIX NapaMeTpoB yXe Obin n3y4yeH B paMKkax UCCReaoBaHus Cu-
CTEMHOr0 TOKCUYECKOrO AENCTBUA NPOAOIIKUTENBHOCTLIO He MeHee 90 AHelr, TO NOBTOPEHUe 3TUX Uccneao-
BaHWM B JaHHOM JKcnepumeHTe He Tpebyetcsi. OgHaKo pekoOMEHAyeTCs NPOBECTU BMAEO Unu LMpPOBYIO
peructpaumnio nsobpaxxeHnss 06pa3LoB CNepMbl XXUBOTHbIX MOKoneHui P ans o6ecnevyeHnss BO3MOXHOCTU
nocneaymoLlen OLEHKN, ecnmn Heobxoanmo.

6.5 NMoTomMku

6.5.1 Kaxkablii noMeT AomkeH GbITb UCCNEA0BaH Kak MOXHO ObICTpee nocne poaos (AeHb naktauuu 0)
Ans yCTaHOBMEHUA KONWYECTBA M NONa LUEHKOB B MOMETE, MEPTBOPOXAEHHbBIX M XXMBOPOXKAEHHbIX U Hanu-
4YUA BPOXAEHHbIX aHoManuii. LLieHkn, oBHapy>xeHHble MepTBbIMWU B HYNIEBOW AE€Hb NEPUOAA MakTaumu, npu
OTCYTCTBUW MPU3HAKOB Pa3fiOXKEHUsi, MO BO3MOXHOCTU AOIMKHbI ObITb OCMOTPEHbl HA Hanuine BO3MOXHbIX
Aed)eKTOB PasBUTUA U NPUYUMH CMEPTU U 3aKOHCEPBUPOBaHbI. YKnBble LLEHKM AOSKHBI ObITb NepecyuTaHbl U
MHAMBMAYalNbHO B3BELLUEHbI NPU poXaeHUn (AeHb naktaumm 0) unu Ha crnegyowmin AeHb (AeHb 1), a Takke
perynapHo B onpeaeneHHble AHK, Hanpumep B AHu 4, 7, 14 n 21 nepuoaa nakraumu. Pusnyeckne OTKIoHe-
HUS UK M3MEHEHUSA NOBEAEHUs, HabngaeMble y CaMOoK U LLEEHKOB, A0JKHbI PErMCTPUPOBATLCS.

6.5.2 dusnyeckoe pasBuTHUE LLUEHKOB AOIMKHO OLEHMBATBLCS, Kak MPaBuno, No yBEMNUYEHUIO MacChbl Te-
na. Opyrve dusndeckue napameTpbl (Hanpumep, OTKPbITUE YLIER W rNa3, npopesbiBaHue 3yboB, poCT Lep-
CTU) MOTyT MPEeACTaBMATb AOMOMHUTENbHYIO MHOPMAaLMIO, HO 3TU AaHHbIEe, KaK NPaBuWIlO, OLEHUBAIOTCS B
OTHOLLEHUW AaHHbIX O MOSIOBOM CO3peBaHMM (BO3PACT M Macca Tena npu OTKPLITUW BarmHbl UNW OTAENEeHne
rOfIOBKM MeHuca oT KpanHen nnotu) [14]. PyHKUMOHANbHLIE NapaMeTpbl (MOTOpHAA (PYHKUMS, CEHCOpHas
dyHKUUSA, pasButue pedrekcoB) PEKOMEeHAYeTCsl OLLeHMBATDL Y LLIEHKOB nokoneHua F1 o w/vunu nocne npe-
KpaLleHusi rpyaHOro BCKapMnMBaHMsl, 0COBEHHO (DYHKLUM, CBAA3AHHbIE C NOMIOBLIM CO3pEeBaHUEM, €Cnu Ta-
KWe aHanu3bl HE BKMIOYEHbI B OTAESNbHbIE TOKCUKOMOTMYECKME UCCNEeaoBaHuA. Bo3pacT OTKpbITUS BarvHbl U
OTAENeHNss KpanHen MNoTU AOMKHbI ObiTb YCTAHOBMEHbLI AN XUBOTHLIX NOKONeHuss F1, BbiOpaHHbIX Ans
cnapuBanusi. innHa aHOreHUTanbHOro PaccTosAHUs AOIPKHA ObiTb M3MEpPEeHa Yy HOBOPOXAEHHBLIX MOKONEHUst
F2 B aeHb poAoB, €cnn OHM BblnNK Bbi3BaHbI HAPYLUEHWEM OTHOLLEHUS MOSIOB B nokoneHun F1 unn anurens-
HOCTbIO NOMIOBOrO CO3PEBAHMUS.

6.5.3 OnpegeneHne PyHKUMOHASBHBIX XapakTepPUCTUK XXMBOTHBIX MOXXHO HE NPOBOAUTbL, €CINU B Ipyn-
ne HabnJarTCA BblpaXEHHbIE TOKCMYeckne adpdekTbl (HanpuMep, 3HaYMTENbHOE OTCTaBaHWe OT yBENu-
YeHus maccel Tena u ap.). PyHkUMoHansHoe obcnegoBaHMe He NPOBOAUTCS HA LUEHKAax, BbIOPaHHbIX Ans
cnapuBaHus.

6.6 OOuwee naronorMyeckoe oocnegoBaHue

6.6.1 Ha momeHT aBTaHasuu unu rubenu B xoae NCCNeaA0BaHMS BCE B3POCHIbIE XXMBOTHbIE (NOKONEHMS
P n F1), BCe WeHkN C BHELIHUMK JedeKTamMyU pa3BUTUS NN KMMHUYECKMMU NPOABAEHUAMM, a Taloke He Me-
Hee O4HOro Crny4anHo BbIOPAHHOIO XUBOTHOMO — LEHOK/Non/noMmet n3 oboux nokonenun F1 u F2, aomkHbI
ObiTb NOABEPrHYTHI OOLLEMY NaToONOrMYEeCKOMy MakpOCKOMUYECKOMY UCCNeA0BaHUIO Ha HafiMune CTPYKTyp-
HbIX HapYLUEHWA UM naTonornyeckux uameHeHunin. Ocoboe BHMMaHue cnegyer obpawaTb Ha opraHbl pe-
NPOAYKTUBHOW cuctembl. LLleHku, nogBeprHyTble SBTAHA3WM U morubume, npu OTCYTCTBMM Mauepauum,
AOIDKHBI ObITb MCCNeAOBaHbl HA HaNMM4Me BO3MOXHbIX 4edEKTOB U/Unn NPUYMH CMEPTU U 3aKOHCEPBUPOBa-
Hbl.

6.6.2 [lJomkHbl BbITb UCCNEA0BAHbI MaTKU BCEX BMEPBbLIE POXKAKOLMX CAMOK C UCMOSNb30BAHUEM MPO-
Lueaypel, NnpeaynpexxaatoLlein HeraTUBHOE BRIMSIHWE Ha nocnefytoLlee rucTonornyeckoe MccnegoBaHue, Ha
Hanu4yne u KONMYeCTBO MECT UMMNMAaHTaLMMN.

6.7 BagewmBaHune opraHoB

6.7.1 Ha momeHT 3BTaHa3nm gomkHa ObITb onpeaeneHa macca Tena u Macca HUXKe NPUBEAEHHbIX Op-
raHoOB BCEX POAUTENLCKUX XXMBOTHbLIX NOKONEHMn P u F1 (napHbie opraHbl B3BELUMBAIOTCA MHAUBUAYANbHO):

- MaTKa, AUYHUKMK,

- ANYKKM, ANMANAMMUC (TENO U XBOCT);

- npocTara;

- CEMEHHbIE NY3bIPbKW C NPUMEraOLWLMUMM XKene3amMu n UX XUAKOCTb (KaK O4WH OpraH);

- TOSIOBHOW MO3r, MeYeHb, MOYKM, ceneseHka, runocu3s, LMTOBUAHAA Xenes3a, HaANoOYEeYHUKN N U3-
BECTHbI€ OpraHbl-MULLEHMN.

6.7.2 Macca Tena Ha MOMEHT CMEPTU ONpeaensieTcs y LWEHKOB nokoneHuin F1 n F2, oto6paHHbIx ans
naTonorn4eckoro mccregoBaHus. Takke y OAHOrO CriydyaHO BbIOPAHHOTO XXMBOTHOrO — LUEHOK/Mon/nomer
(6.6.1) onpegenseTtca macca crieayloLmnx OpraHoB: roOfIOBHOM MO3r, ceneseHka U TUMYC.

7
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6.7.3 [aHHble obLiero naTonorMyeckoro UCCNeaoBaHUs U B3BELUMBAHMSI MACChl OPraHOB AOJDKHbI
OLIEHMBATLCsl BMECTE C HAaGnIOAEeHMAMMN APYIMX UCCIeA0BaHUIA C MHOTOKPATHLIM BBEAEHUEM UCCIIEAYEMOro
BELLECTBA, €CNU 3TO NPUEMIIEMO.

7 MNicTonaronoruyeckoe uccrieaoBaHue
7.1 XKuBoTHbIe-NpoOU3BOAUTENU

7.1.1 Y XXMBOTHbIX, AaBLUMX NOTOMCTBO (nokoneHus P u F1), u3 ykasaHHblxX aganee opraHoB u TKaHEW
UMM UX penpe3eHTaTUBHbIX 06pa3LOB AOIDKHbI ObiTb 3aKOHCEPBUPOBAHLI U XPAHUTLCS B COOTBETCTBYIOLLEN
cpeae AnsA nocneayowero rucTonaTonorMyeckoro nccneaoBaHus:

- BarvHa, MaTtka C LUEHKOW MaTKu U IMYHUKM (KOHCEPBUPYIOT B NPUFOAHOM KOHCEPBUPYIOLLEM PaCTBO-
pe);

- OOHO ANYKO (KOHCEpPBUPYIOT B dnkcaHane boynHa nnv aHanorM4yHom), OAnH aNUAUAUMUC, CEMEHHbIE
ny3blpbKK, NPOCTAaTa U NpUeratoLme xenessol;

- NpeaBapUTENbHO OMpPeAeNneHHbIE KaK OpraHbl-MULLEHW XUBOTHBLIX NOKoneHuih P u F1, BoiGpaHHbIX
Ans cnapuBaHus.

7.1.2 NonHoe rMcTonorMyeckoe uccnenoBaHme 3akOHCEPBUPOBAHHLIX OPraHOB U TKAHEW, nepeunc-
neHHbIX B 7.1.1, cnegyeT NpoBOAUTL ANS XMBOTHBIX, NONYYaBLUMX BLICOKME A03bl UCCNEeayeMOro BeLeCcTBa,
U KOHTPOIbLHOW rpynnbl NokoneHun P u F1, BbiOpaHHbIX ana cnapuBanna. OUeHKa SUYHUKOB XXMBOTHbBIX NO-
KoneHusi P He siBnsieTcA HeoOxogumon. [Ana nony4yeHns AONONHUTENbHBIX AAHHBIX O YETKOM OnpeaeneHum
NOAEL cnegyeT npoBeCTW MMCTONOrMYECKOE UCCNEeA0BaHNE OPraHoB, B KOTOPbIX OGHaPYXEHbl U3SMEHEHUS,
CBSI3aHHbIE C UCCNEAYEMbIM BELLECTBOM, OT XXMBOTHbIX, NONYyYaBLUMX HU3KUE U CpeaHue A03bl Uccneayemo-
ro sewlecrsa. JONONHUTENBHO MMCTONATONOMMYECKOMY MCCNEAOBAHNIO [OMKHbI ObiTb NOABEPrHYTHI OpraHbl
pPenpoayKTUBHON CUCTEMBI XKMBOTHbIX U3 rPYNN C HU3KUMU U CPEAHUMMU [03aMKU UCCNEeaYyEMOrO BELLECTBA, Y
KOTOPbIX ObINI0 3aN0A03PEHO CHKEHNUE (PePTUNBHOCTU, TO €CTb XMBOTHBIX, KOTOPbIE HE CYMENnU CrnapuThCes,
3a4aTb MSM CTaTb NPOW3BOAUTENEM, MW NONYYUTb XKM3HECNOCOBHOE NMOTOMCTBO, UMM XMBOTHbLIX, Y KOTOPbIX
Obinu 0BHApYXEHbI HAPYLLEHWA OBapWanbHOrO LMKNa, KOMMYECTBa CNepMaro3onaos, X NOABWKHOCTU UMK
mopdponorun. JormkHbl ObiTb UCCNEAOBaHbI BCE (pM3nMveckne NOBPEXAEHUsi OpPraHoB, Takue Kak atpodms
Unu pasBuTUE ONYXOneil.

7.1.3 Ona onpegeneHnsa npu3HakoB pepTUnbHOW TOKCUYHOCTU, TakKUX KaKk HEpa3BUTbIE cnepMaTuabl,
OTCYTCTBME TUMOB WS CIIOEB 3apOAbILLUEBbIX KNETOK, MPUCYTCTBUE MHOTOSIAEPHBLIX TMraHTCKUX KNETOK unu
NPUCYTCTBUE CMEPMATONEHHbIX KNETOK B MONOCTU, AOIDKHO ObiTb NPOBEAEHO TLUATENBHOE MMCTONOrMYECKoe
uccnegosaHue (C UCMonbL30BaHUEM KOHcepBaHTa BboyuHa, npurotoBneHuem napaduHOBLIX NpenapaTtoB U
nonepeyHbIX CPe30B TONWUHOW 4—5 MKM) [15]. MsyueHne HenoBpPEXAEHHOro 3NMAUAUMUCA AOSDKHO BKAIO-
YyaTb rOMOBKY, TEMO W XBOCT, @ Takke OLEHKY NPOAONbHOW cekuun. OpraH cneayet u3yuutb Ha Hanuuue UH-
duUnbTpaLMmn NeNKOUUTaMU, UBMEHEHMIA NPEBanNMPYIOLWEro TMNa KNeTokK, Hanu4yue KneTok abeppaHTHOro Tu-
na v dparoyuto3a cnepmaTo3onaos. [na uccnegoBaHUA MY>XCKUX NONOBLIX OPraHOB MOXHO UCMNONb30BaTb
mMeToa PAS 1 okpawmBaHue reMaToOKCUSIMHOM.

7.1.4 AvdHuKn nocne nepuoja nakrauuu AOSMKHbI CoAepXaTb NpuMopananbHble U pactywme donnu-
Kynbl, a Tawke OOnbLUOE XenToe Teno (CcBA3aHHOe ¢ naktauuein). Mpu rucTonorM4eckoMm WUCCneioBaHum
cnefyeT OLEHUTb KAYeCTBEHHOE YMEHbLUEHUE NOonynAumMu npumopauanbHbiX donnukynos. KonuuectseH-
HbIA MOACYET MPUMOpPAMNANbHBIX (HONMMKYIOB AOIHKEH ObiTb NpoBEAEH ANA camok nokonenua F1; konuue-
CTBO XXUBOTHbIX, BbIGOP CEKLMMU SMYHUKA U BbIOOD KONMYECTBA CEKUMI AOMKHbI ObITb CTaTUCTUYECKK 060C-
HOBaHbI C YY4E€TOM UCMOMNb3yeMON npoueaypbl oueHkn. ccnegoBaHue AOMKHO BKNIOYATb NOACYET Konuye-
CTBA NPUMOPAManbHbIX (PONMUKYNOB, KOTOPOEe MOXET ObiTb CKOMOMHUPOBAHO ¢ HEGONLLIMMU PACTYLUMMU
dONnMKynamMm ¢ Lenbio CPaBHEHUA AUYHUKOB XXUBOTHBIX KOHTPOMIbHOM U ONbITHLIX rpynn [16] — [20].

7.2 LLleHKM NO OKOHYAHUU Nepuoaa rpyaHoro BCKapMnauBaHua

Ana uenen rucTonorMyeckoro UCCcnefoBaHUs KOHCEPBUPYIOT U XPaHAT B NOAXOASLUEN cpefe uenble
AedeKTHbIe TKaHN U OPraHbl-MULLEHN BCEX LLEHKOB, Y KOTOPLIX Obiniv 0BHapyeHbl BHELLHUE AedeKTbl unu
KNMUHWYECKNe CUMMTOMbI, & TakKe OT HE MeHee OAHOr0 >XMBOTHOrO, BbIOPAHHOrO crnyyanHbiM 06pasom, —
LLieHok/mon/nomMeT n3 Bcex rpynn nokonexun F1 u F2, He oToOpaHHbIx AnsA cnapuBaHus (cM. 6.6.1). JomkHO
ObITb MPOBEAEHO MONHOE TUCTONATONOrM4ecKoe UCCNEAOBAHUE 3AaKOHCEPBUPOBAHHBIX TKAHEN C 0COGBLIM
yrnopoM Ha opraHbl PenpoOaYKTUBHON CUCTEMBbI.
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8 [laHHbIEe U OTYETHOCTb
8.1 [aHHbIe

8.1.1 [aHHble crneayeT yka3sbiBaTb UHAUBUAYANBHO U CyMMUPOBaTh B TabnuuHon dpopme. Ona kaxaon
OMbITHOW TPYMMbl U KAXAOr0 MOKONEHUS YKa3bIBAETCH KOMUYECTBO XMBOTHbLIX B Ha4Yane UccnegoBaHus, Ko-
NIMYECTBO MOTMOLLIMX XMBOTHBLIX M XKMBOTHbIX, MOABEPILUMXCS 3BTAHA3UM ANA NPeKpalleHus CcTpajaHui;
BpeMSi CMEPTU KaXKQOoro >XMBOTHOIO, KONMMYECTBO (DEPTUNBHBIX XMUBOTHbIX, KONMMYECTBO DEpPEMEHHbIX CaMoK,
KONMUYECTBO XMBOTHbIX C CUMATOMAMM TOKCUYECKkux adhpekToB, onucaHne HabnaaBLUMXCA CUMNTOMOB TOK-
cuyeckmx ahEKTOB, BKIOYAA BpeMs 0OHapYyXeHUs, NPOAOIMKUTENBHOCTb U TSHXKECTb CUMNTOMOB, TUMbI TU-
CTONATONOIMYECKUX U3MEHEHUIN U BCE COOTBETCTBYIOLUME AaHHbIE N0 NMOMETY.

8.1.2 YucneHHble pe3ynbTaTbl CreayeT OLUEHMBATb C MOMOLLbIO COOTBETCTBYIOLLErO OBLLENPUHATOrO
CTaTUCTUYECKOrO METOAA; CTaTUCTUYECKME METOAbl CneayeT paccMmaTpuBaTth Kak 4acTb nnaHa uccrnenosa-
Hus. [o303aBUCMMbIE CTATUCTUYECKUE MOAENU MOTYT UCMONL30BATLCA ANA aHanu3a AaHHbix. OTYeT Jon-
XXEH COAepXaTb AOCTAaTOYHYIO MHAOPMaUMIO O MEeToAe aHanu3a U MCMONb30BaHHbIX KOMMbIOTEPHLIX NPO-
rpammax, YTobbl HE3aBUCUMbIN AKCNEPT/CTAaTUCTMK CMOT NMPOBECTU MOBTOPHYIO OLIEHKY U PEKOHCTPYMPOBATL
aHanus.

8.2 OueHka pe3ynbTaToB

8.2.1 PesynbTatbl UCCNEAOBaHMA PENPOAYKTUBHON TOKCMYHOCTM Ha ABYX MOKONEHUAX AOSDKHbI OLe-
HMBaTbLCA NO Habnwogaembim adpekTam, BKMOYaa pe3ynbTaTbl MAaKpOCKONMUYECKOr0 U MUKPOCKOMUYECKOTO
aHanm3oB. OuUEHKa AOIDKHA BKIKOYATh: 3aBUCMMOCTb MIIU OTCYTCTBME YPOBHSI A03bl UCCREAyeMOro Belle-
CTBA, @ TaKKE Hanu4ue UnM OTCYTCTBME YaCTOTbl U TSXKECTU OTKIOHEHUN, BKIoYasd aedeKTbl pasBUTUS,
NOEHTUDULMPOBAHHBIE OPraHbl-MULLEHWN, HaPYLUEHUS (PEePTUNBHOCTU, KITMHUYECKUE CUMMTOMbI TOKCUYHO-
CTU, HapyLUEeHUs MOBEAEHYECKUX Peakuuit y NoroBO3PeEsbIX XXUBOTHLIX U MOMETA, MU3MEHEHUSA MaccChl TeNa,
BIMUSAHUA HA CMEPTHOCTL U NoOble Tokcuveckue adpadekTbl. Mpu oLeHke NoNyYeHHbIX Pe3ynbTaToB crneayer
YUYUTbIBaTb DU3NKO-XUMUYECKUE XapaKTEPUCTUKU UCCNEAYEMOTO BELLECTBA U, ECMM UMEIOTCH, TOKCUKOKUH e-
TUYECKUE AaHHbIE.

8.2.2 MpoBeaeHHoOe Haanexawum obpaszoM uccneaoBaHWe PenpoayKTUBHOM TOKCMYHOCTU AOIMKHO
obecneuntb ageKkBaTHYIO OLIEHKY YPOBHS «6e3 acbdekTa» U NOHMMaHUst HexenatenbHbix adpekToB uccne-
AYEeMOro BeLLEeCTBa Ha Penpoaykuuio, poabl, NakTauuio, NocTHaTanbHoe pa3BuTHe, BKIOYas POCT U MOJo-
BOE CO3pEBaHMUE.

8.3 OTyeT 06 CccnegoBaHum

Ot4eT 06 nccneaoBaHnm AOMKEH BKNoYaTh B cebsa cneayroLyo MHopMaLmio:

Wceneayemoe BeLLECTBO:

- husunyeckoe onucaHue u, ecnu Tpedyetcs, PU3NKO-XUMUYECKUE XapaKTEPUCTUKH;

- WAEHTUUKALMOHHBbIE AAHHbIE;

- yucrorTa.

PacTteoputens (€Cnm NpUMEHNMO):

- o6ocHoBaHuMe BbibOpa pacTBOPUTENS, ECMNU UCNONb3YeTCs He BOAA.

JTabopaTopHbI€ XXUBOTHBLIE:

- UICNONb30BaHHbIE B UCCNEAOBaHUN BUAbI/MUHUN;

- KONMYECTBO, BO3PACT U MO XXUBOTHbIX;

- UICTOYHWK MPOUCXOXAEHUS, YCNOBUS COAEPXKaHUA, KOPM, MaTtepuan ang rHesga v ap.;

- MHAMBKMAYATbHbIE MACChl TENA XXMBOTHBIX HA HAYaN0 UCCNEA0BAHUA.

YcnoBusa uccnegoBaHus (3KCNEpMMeEHTarnbHbIE YCITOBUS):

- o6ocHOBaHue BbiIbOpa ypoBHE 403;

- ONMcaHue NoAroToBKM MCCNEeAYEMOro BELECTBA AN BBEAEHMA/MPUIOTOBIEHMA KOpMa, Nonyyaemble
KOHLEHTpauuu;

- CTabUsIbHOCTL U OAHOPOAHOCTL BBOAMMOW CMECH;

- AeTanu npoueaypbl BBEAEHUS UCCNEAYEMOro BELLECTBA;

- OTKIIOHEHWE OT KOHLUEHTpauuu BELLeCcTBa B KOpME/MUTbEBON Boae (B ppm) K AOCTUraeMon O03e
(mr/kr Maccbl Tena/aeHs), €Crnv NPUMEHNUMO;

- OMMcaHne KayecTsa KopMa 1 BOAbl.

Pesynbtarhi:
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- notpebrneHue kKOpMa U BOAbI, €CNU AO0CTYNHO, 3hEKTUBHOCTL Kopma (NpubaBneHue mMacchbl Tena Ha
rpaMm noTpebnsemMon nuim) u noTpebneHne uccneayemoro BewwecTsa Ans XXUBOTHLIX Nokonenun P u F1,
3a UCKIIOYEHMEM NEepuoAa COBMECTHOTO 0OUTaHUSA, U HA NocNeaHeM TPUMEeCTpe nakTauuu;

- AaHHble no abcopOuum (eCrnu UMeIoTCS);

- AaHHbIE N0 MacCe Tena >XMBOTHLIX NOKONeHui P u F1, BbIOpaHHbIX ANs cnapuBaHus;

- Macca Tena HOBOPOXAEHHbIX U LLIEHKOB;

- Macca Tena npv 98TaHa3um u abConioTHLIE U OTHOCUTESIbHBLIE AAHHbIE O Macce Tena ANs XXUBOTHbIX-
npou3BOAUTENEN;

- NpUpoAa, TSXKECTb U ANIMTENbHOCTb KIMHUYECKUX CUMNTOMOB (ABNAKOTCSA 00paTUMbIMU UAN HET);

- BpeMsi rnbenm XXMBOTHbIX B TEYEHWE UCCNEAO0BAHUA UMKN XXMBOTHDLIX, AOXUBLUMX A0 3BTaHa3WUK,

- aHHbIe O BbISIBIIEHHOM TOKCMYeckoM adpdpekTe nNo nony U A03e; BKNoYas MHAEKCHI CnapuBaHuA,
depTUNbHOCTU, BEPEMEHHOCTU, POAOB, XU3HECNOCOBHOCTU NOTOMCTBA U NAKTaLMKU; OTYET AOMKEH coaep-
»KaTb YMCNa, UCNOMb30BAHHLIE ASl pacyeTa MHAEKCOB;

- OnucaHuWe TOKCMYeCKX unmn Apyrux 3dpekToB Ha penpoayKLMIO, NOTOMCTBO, MOCTHATAasbHLIA POCT

nap.;

- AaHHbIE BCKPbITUS;

- NoApobHOE ONMUCaHME BCEX MMCTONATONOrMYECKMX AaHHbIX;

- KONMYECTBO CaMOK nokoneHuit P u F1 ¢ HopManbHbIM 0BapuanbHbIM LIMKIIOM M €ro NPOAOIMKUTENb-
HOCTb;

- obLUee KONMYeCcTBO CnNepmaTo3ouaoB B cauda epididymides, KONUYECTBO NPOFPECCUBHO MOZBUKHOM
cnepmbl, NPOLEHT MOPdONOrMYECKM HOPMAasbHbLIX CNepMaTo3ouaoB, NPOLEHT CnepmaTo3ougoB ¢ obHapy-
JXEHHbIMKU AedbekTamu;

- Bpems 40 CrnapuBaHusi, BKIMIOYas KONUYECTBO AHEN A0 HaYana cnapuBaHus;

- NIPOAOIHKUTENBHOCTL BepeMeHHOCTH;

- KONTMYECTBO MECT UMMNITAHTaALMMU, XKENTLIX TEM, pa3Mmepa NOMeTa;

- KONMYECTBO XXMBOPOXKAEHHBLIX U NOCT-UMNNIAHTALUOHHbIE NOTEPY;

- KONMMYECTBO LUEHKOB C BHELLHMMU AedhekTamu pa3BUTUS, KONUYECTBO OOHAPYXEHHbIX MENMKUX 0CO-
GeN, ecnn onpeaensanock, LOIPKHO ObITb YKa3aHo;

- faHHble 0 M3ndeckux napameTpax (gedpektax) y LEHKOB U Apyrue AaHHble O NOCTaHaTanbHOM
pasBuUTUK; onpeaensemMble pusndeckne napaMeTpbl A0MKHbI 6bITb 060CHOBAHBI;

- AlaHHble 0 (PYHKUMOHAMBHLIX NapameTpax, OLEeHMBAEMbIX Y LLIEHKOB M B3POChbIX 0cobein, ecnu npu-
MEHMMO;

- cTatucTuyeckas obpaboTka pe3ynbTaToB, €CNnu NPUMEHNUMO.

O6cyxaeHne pesynbTaToB.

3aknovenune, Bknoyaa NOAEL 3HavyeHus Ans >XMBOTHLIX-NPOM3BOAUTENEN U NOTOMCTBA.

8.4 UHTepnpeTtauus nosyvYeHHbIX pe3ynbTaTtoB

MccnepoeaHne penpoayKTUBHON TOKCMYHOCTM HA ABYX MOKOJNIEHUsIX obecneyuBaeT NOSiyYeHUe WH-
dopmaumm 06 adpdekTax uccneayemoro BewecTsa npu MHOTOKPaTHOM BBEAEHUM B TeueHun Bcex a3z pe-
NPOAYKTUBHOIO LmKna. B yactHoCcTH, npu uccneaoBaHum nonyyaoT MHAOPMaLMIO O penpoAyKTUBHBIX napa-
MeTpax u O pasBUTUM, POCTE U BbDKMBaAHWM NOTOMCTBA. Pe3ynbraThbl uccnegosaHus cneagyet OoueHUBaTb
BMECTE C JJaHHbIMU UCCNEA0BaHUA CYOXPOHUYECKON TOKCUYHOCTH, NPEHATANbHOM Pa3BUTUMN, TOKCUKOKUHE-
TUYECKUMU UCCTIEAOBAHUAMU U APYrUX NPOBEAEHHbLIX uCCnefoBaHuUi. YacTo pesynbTaThl AAaHHOrO nccneao-
BaHUS MOTYT UCMNOMbL30BATLCA ANA OnpeaeneHns HeobxoaMMoCTH AarnbHeWLUMX UCCNeAOoBaHUI BellecTBa.
SkcTpanonsauusa pe3ynbTatoB AAHHOIO UCCNeaOBaHUA HA BO3MOXHbIE 3hpekTbl y Yenoseka sanuaHa Ao
onpeaeneHHoro npeaena. Haubonee npueMnembiM ABRSETCA UCMONb30BaHME AAHHLIX NO YPOBHIO «OTCYT-
cteus addekTa» M 4ONYCTUMOrO ypOBHA BO3AENCTBUA Y YyenoBeka [21] — [24].
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