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MpeancnoBune

1 NOAOrOTOBINEH TlocyaapcTBeHHBIM 6loMKeTHBIM Obpa3oBaTeNbHbIM  yUpeXaeHUeM BbiCLIero
npodeccuoHanbHoro obpasosaHus MepsbiM MOCKOBCKUM rocy1apCTBEHHBIM MEAULIMHCKAM YHUBEPCUTETOM
umeHn N.M. CeveHoBa MuHucTepcTBa 3gpaBooxpaHeHusi Poccuiickoin egepauunn (MepsbiM MIMY umeHn
U.M. CeueHoBa) Ha ocHOBe COBCTBEHHOIO nNepeBofia Ha PYCCKUM SI3blK aHIOA3bIYHON BEpCUN AOKYMEHTa,
yKasaHHOro B NyHkTe 4

2 BHECEH TexHuuyeckum koMuTeToM no craHgaptusaumu TK 458 «PaspaboTka, nponssoacTso U
KOHTPOfb Ka4eCcTBa NeKapCTBEHHBIX CPeACTB»

3 YTBEPXAEH W BBEAEH B OENCTBUE MNpukasom ®enepansHoro areHTcTa No TeXHAYECKOMY
perynuposaHuto n metTponornn ot 20 ceHTsabps 2017 r.Ne 1181-cT

4 Hacrtoawwui ctaHaapT uaeHTudeH PykosoacTty ICH S5 «BbisiBneHue Tokcuyeckoro AencTensa mean-
LUMHCKON NpoAyKUMW Ha pPernpoAyKTUBHYIO (DYHKLMIO N MYXKCKYIO penpoaykTusHylo dyHkuuno» (ICH S5
«Detection of toxicity to reproduction for medicinal products and toxicity to male reproductivity», IDT) MexayHa-
poAHON KOoHEepeHUMU NO rapMOHU3aLUN TeXHUYeCKUX TpebGoBaHWUA ANSA pernuctpaunn fekapcTBeHHbIX
cpeacts Ans meauuuHckoro npumeHeHust (International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use; ICH)".

HaumeHoBaHWe HacTosILLero cTaHaapTa USMEHEHO MO OTHOLUEHUIO K HAUMEHOBaHUIO MeXAYHapoAHOro
[OKyMeHTa B CBA3U € 0COBEHHOCTSIMU NMOCTPOEHUS MeXrocy4apcTBEHHOW CUCTEMBI CTaHAapTU3aUum B COOT-
BeTcTBMM ¢ FTOCT 1.5—2012 (NyHKT 3.5)

5 BBEIEH BIMNEPBbIE

lpasuna npuMeHeHUs1 HacMosiUe2o cmaHd0apma ycmaHoeneHbl 8 cmambe 26 ©edepanbHo20 3aKoHa
om 29 uroHs1 2015 2. Ne 162-®3 «O cmaHdapmu3saluu e Pocculickol ®edepayuu». IHghopmauusi o6 usmeHe-
HUsIX K Hacmosiuwemy cmaHOapmy ry6riukyemes 8 200080M (0 cocmosiHuK Ha 1 siHeapsi mekyujezo 200a)
UHGhopMalUOHHOM yKa3zamene «HayuoHanbHbie cmaHdapmbiy», a oghuyuanbHbil mekcm usMeHeHul u nornpa-
80K — 8 eXeMeCsIHHOM UH(hOPMaUUOHHOM yKalamerne «HayuoHanbHbie cmaHOapmel». B cnyyae nepe-
cMompa (3aMeHbl) unu OmMeHbl Hacmosiuieeo cmaHOapma coomeemcmsyrowee ysedomrieHue bydem
onybrnukosaHo 8 briuxaluleM 8bIMYCKe eXeMeCsiYHo20 UHOopMalyUOHHO20 yKa3zameris «HauyuoHarbHbie
cmaHdapmely. Coomeemcmasyiouwjasi UHhopMayus, ysedoMIIeHUe U MEeKCMbl pasMeljaromcsl makxe 8
UHhopMatuoHHoU cucmeme obleao nons3o8aHuss — Ha ogpuyuansHom calime ®edepaiibHo20 azeHmemea
10 MEeXHUYECKOMY peayiiuposaHuio U Memporioauu e cemu UlHmepHem (www.gost.ru)

1) C 25 okta6ps 2015 roga nepenmeHoBaHa B MexayHapoaHbii COBET MO rapMOHU3aLMMU.

© CtanpgapTtuHdopm, 2017

HacTtoswwui CTaHAapT He MOXeT 6bITb BOCnpousesegeH, TMpaXknposaH U pacnpocTpaHeH B kKa4ecTBe odu-
unansHoro nsgaHus 6es paspelweHnsA degepanbHOro areHTCTBa NO TeXHUYeCKoMY perynmpoBaHunio u MeTpo-
nornn
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BBegeHune

Llenb uccnenosaHuii penpoyKTUBHOM TOKCUMHOCTU COCTOUT B BbisIBNIeHWM NMtoboro adhcekTa oaHoro unm
HECKOITbKMX aKTUBHBIX BELECTB Ha PernpoayKTUBHYO dyHKUuMo mnekonutatowmx. C aTon uenbio caMmu uccne-
NOBaHVA M HTepnpeTaLns UX pesynbTaToB AOMKHBI ObITb B3aUMOCBSI3aHbl CO BceMU ApYrumMun chapmakorioru-
YEeCKMMM 1 TOKCUKONOrMYECKUMU JaHHBIMU, YTOBbI yCTaHOBUTb, HACKOMbKO MOTEHLManbHbIA PenpoayKTUBHbIN
pyCK A4S YernoBeKa Bhille, HuXke, MMbo paBeH TakoBOMY NPV APYrX NPOSIBIIEHUSIX TOKCUYHOCTU. KpoMe Toro,
nccrnefoBaHnsl TOKCUYHOCTU MHOTOKPaTHBIX 403 06ecnevnBatoT NoslydeHne BaXHOW MHhopMaL M o NoTEHLU-
anbHbIX pUckax Ans penpoaykuum, ocobeHHo onnoagoTeopsioLeit pyHkUMM caMuoB. [Ans Toro, 4ToGbl 3KCTpa-
nonupoBaTh pesynbTaThl Ha YerioBeka (oLeHKa peneBaHTHOCTU) MOryT noTpeboBaTbcs AaHHbIe O BO3MOXHOM
BO3EeNCTBMU Ha YenoBeKa, CpaBHUTEITbHOM KMHETUKE U MeXaHU3Max penpoayKTMBHOW TOKCUYHOCTH.

MmetoTca sHauUTeNbHLIE NEepeceyeHus MeTOA0MorMn UcCneaoBaHni NOTeHUUanbHoN penpoayKTUBHOM
TOKCUYHOCTU XUMUYECKUX BELLECTB 1 NIeKapCTBEHHbIX cpeAcTB. B kayecTBe nepBoro atana Ha NyTu K UCNosb-
30BaHuto 6onee LWMPoKo MeToAoNorMn 3cpeKTUBHBLIX UCNBITAHWI AaHHOE PYKOBOACTBO CTABUT LieNbio KOHCO-
nuaupoBaThb CcTpaTernio Ha OCHOBaHUKM AuM3aiiHa uccnefoBaHWA NekapcTBeHHbIX cpedcTB. B pykooacTee
OOMKHa ObITb OTpaxeHa nonHas oueHka 6e3onacHOCTN NeKapcTBEHHBLIX CPeACTB C TOUKA 3pEHUA Pa3BUTUSA
notomctsa. MNMpeanonaraeTcs, YTO UCMBLITAHUSA, B KOTOPLIX XWUBOTHbIE NOMyYaloT Tepanuio Ha onpeaeneHHbIX
3Tanax npouecca penpoaykuun, nyyile oTpaxarT BO3AENCTBNE NleKapCTBEHHbIX CpeaCcTB Ha YyenoBeka nobec-
neumsatoT 6onee cneumriHyo MASHTUMDUKALNIO PUCKOBAHHLIX 3TanoB. XOTA AaHHLIA Noaxon MoXeT 6biTb
npumeHeH K 60MbLUNMHCTBY NleKapCTBEHHbIX CPEACTB, ANUTENbHOE BO3AENCTBUE HU3KUX 03 Takke onpaBaaHo
1 MOXeT 6bITb OPraHM30BaHO B BUAE UCCIe4oBaHUI HA O4HOM UK ABYX NOKONEHUSIX )KUBOTHBIX.

dakTnyeckas ctpaterus UcnbiTaHU 4omkHa 6biTb 06ycnoBneHa cneayowmmMm o6CcToaTenbCTBaMu:

- Mpeanonaraemoe NpuMeHeHue npenapaTta, 0co6eHHO B KOHTEKCTe PenpoayKLmMK;

- bopmMa NekapcTBEHHOro BelecTsa 1 NyTb BBEAEHUS;

- npenapat npefAHasHavyeH Ans npuMeHeHus y Yenoeeka;

- UCMOob30BaHMWe CYLLECTBYIOLUX AAHHBIX O TOKCUMHOCTU, (hapMakoauHaMuKke, KMHETUKE U CXOACTBa Mo
CTPYKTYpe/akTUBHOCTM C APYrMMU lekapCTBeHHbIMU BELLLECTBaMMU.

[nsi ycnewwHon peanusauum AaHHOR KoHUenuun Heobxoaum rubkuii noaxoa (npumeyarue 1). Hu B ogHom
PYKOBOACTBE HE MOXET BbIThb NpeAcTaBNeHo UHopMauny, cnocobHOM OXBaTUTL BCe BO3MOXHbIE crydau. Bece
y4acTHUKN 06 CyxaeHNUA AOMKHEI BbITb FOTOBBI K 0BCY)KAEHUIO M pacCMOTPEHUIo NOMNpaBoK B CTpaTeruio Nnpose-
OeHUA UCMbITaHUIA B COOTBETCTBUU C COBPEMEHHBIMU 3TUMECKMMU CTaHAapTaMy NpOBEAEHUSA UCCneaoBaHUN
Ha YenoBeKe M XMBOTHLIX. B 06nacTu oueHkn BO3OEACTBUS Ha OMNSIOAOTBOPSIOLLYI0 CNOCOGHOCTL CaMLUOB,
XapakTepUCTUK KUHETUKM 1 meTabonuama 6epeMeHHbIX U KOPMSILLMX caMOK 4SS ONTUMu3auMu ausaiHa
nccnenosaHuin TpebyeTcs NnpoBeAeHUE AONOITHUTENbHBLIX (hyHAaMeHTarnbHbIX UCCNIEA0BaHUNA.

MpwumedaHwne1(1.1) — HayuHas mbkocTs nogxoaa.

[aHHble pekomeHgaunm He 0bs13aTenbHbl K UCMIOSTHEHWIO, OHU NPeACTaBnsoT coboii ckopee HavanbHylo,
yeM KOHeUHyto TOUKY B npouecce obcyxaeHusi. OHu iBNsiOTCA OCHOBOW ANs cO3A4aHus uccnegoBaTenem crpa-
Terum uccreosaHuin B COOTBETCTBUM C UMEIOLLIMMUCA 3HAHWUSIMA UCcCcriefyeMoro MaTepuana 1 COBpeMeHHbIX
TeHAeHUMn. B kayecTBe AONOMHNTENBHOMO CTUMYIa B AaHHOM AOKYMEHTE YNOMSIHYThl anlbTepHAaTUBHbIE Bapu-
aHTbl AM3aHa nccnefoBaHUA, OA4HaKo NPy paspaboTke cTpaTernm MoXHO BOCMONb30BaTLCA U APYTMMU UMEIo-
wummca nnbo cobcTBeHHbIMU BapuaHTamu. OCHOBHasA Lenb UCCnefoBaHUA — onpeaeniTb U BbISIBUTb
noTeHUManbHoe ToKcM4eckoe AeACTBUE Ha penpoayKTUBHYIO (DYHKLMIO.

Menkue getanu gusaiiHa uccnegoBaHWU N TEXHUYECKUX NpoLedyp He BOLLU B TekcT. MNogobHble pelue-
HUA cnpaBeanyBo NexaT B 0bnactn paboTbl uccnegoBaTerns, NOCKONbKY TEXHOMNOM MU, nogxoasiume Aisl 0QHON
nabopaTopum, MoryT 6bITb HenpurogHbl Ans Apyroi. iccnegosatenb AOMKEH UCMONb30BaTh WTATHLIE BO3-
MOXHOCTW 1 pecypchl Aif1sl ONTUMArnbHOrO BbINOMHEHUs! 3a/1a4u, M OH 3HAET Kak 3T0 cAenaTh nyJuie, YeM noboit
BHELUHWI cneumanuct. Yenoseyeckue KauyecTBa, OTHOLLEHUE K Aeny, CNocobHOCTM U nocnefoBaTenbHOCTb B
JaHHOM BOMpoce BaXkHee, YeM MaTepuarnbHble pecypchl. B uensx cobniogeHus TpebosaHuin GLP B TekcTe
cTaHAapTa AaHa ccbifika Ha COOTBETCTBYIOLLME HOPMBbI.

Hacrtoswuii ctaHaapT uaeHtuyeH Pykosogctey ICH S5 no oLeHke Tokcuieckoro AeicTBUS Ha penpoayk-
TUBHYIO (DYHKLMIO N MYXKCKYIO penpoaykTusHyto cyHkumio (ICH S5 Detection of toxicity to reproduction for
medicinal products and toxicity to male reproductivity) MexxayHapoaHoi KoHbepeHLUn No rapmoHusauun Tex-
Huyeckux TpeboBaHW AnNsl perncTpauvMn feKkapCTBEHHbIX CpeAacTB Ans MeAULMHCKOro MNpUMeHeHUs
(International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for
Human Use; ICH)2).

2) C 25 okrsibps 2015 roga nepeumeHoBaHa B MexayHapoaHbii coBeT no rapmonusaumm. (Council for
Harmonization ICH).

v
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HAUMOHANBbHBIAN CTAHOAPT POCCUUCKOWU OSGEOEPALMUMU

NEKAPCTBEHHbIE CPEACTBA ANA MEAUWUMHCKOIO NPUMEHEHUA

BuIsiBNeHMe TOKCUYECKOro AeICTBUA Ha PENPOAYKTUBHYIO (hyHKLUIO
U MYXKCKYHO PenpoayKTUBHYIO (hYHKLMIO

Medicines for medical applications. Detection of toxicity to reproduction and male reproductivity

DaTta BBegeHns — 2018—08—01

1 O6nacTb NpUMeHeHus

HacToswuin cTaHgapT cogepXuT onncaHne gnsainHa nccnegoBaHui, HanpasnieHHbIX Ha onpeaeneHne
nMo60oro BO3AeNCTBINA OAHOMO UM HECKOMBKUX aKTUBHBIX BELLIECTB HA Pa3MHOXKEHNE MIIEKOMUTAIOLLMX U OLLEHKY
6e30nNacHOCTN NeKapCTBEHHOro CPeAcTBa B OTHOLUEHUW BOCMPOU3BOACTBA M MYXCKOW pPenpoayKTUBHOWM
yHKLAN.

2 Llenb nccnegoBaHuu

Llens nccnegosaHnii penpodyKTUBHOM TOKCUMHOCTM COCTOWT B BbISIBMEHWW Mio60oro achdekta oaHOro unum
HECKONbKNX akTUBHBIX BELLIECTB Ha penpodyKTUBHYIO hyHKUMo MnekonuTaowmx. C 3TON uenbio camu uccne-
AOBaHWUSA U NHTEprpeTaLms UX pesynbTaToB A0KHbI ObITb B3aMMOCBA3aHbl CO BCeMU Apyrumin chapMakonoru-
YeCKUMM U TOKCUKONOTMYECKUMU AaHHBIMK, YTOBbI YCTAHOBUTL, HACKOIbKO NOTEHLUMANbHBIA peNpoAYKTUBHbINA
PUCK A1 YenoBeKa BhlllUe, HKe, b0 paBeH TakoBOMY Npu ApYrMx NPoABeHUsIX ToKcUYHocTU. Kpome Toro,
ncecneaoBaHna TOKCUYHOCTY MHOTOKpaTHBIX 403 obecneunsatoT nonyyYeHne BaxXHOW MHopMaLMK O NOTeHUu-
anbHbIX prckax 4ns penpoaykLumnm, ocobeHHo onnoaoTeopstoLei dyHKUUM caMuoB. [1ns Toro, Ytobhbl aKcTpa-
nonupoBaTk pe3ynbTaTbl HA YefoBeka (OLeHKa peneBaHTHOCTU) MOryT NoTpeboBaTLCs AaHHbIE O BO3MOXHOM
BO3AENCTBUN Ha YeNloBeka, CPaBHUTENbHOWN KMHETUKE N MexaHU3Max penpoayKTUBHOA TOKCUMHOCTH.

CoueTaHune BbiBpaHHbIX UccneaoBaHWiA AOMKHO YYUTbIBATbL BO3AeNCTBUE 3perbiX B3pocrbix ocobeit n
BCe CTaZluu pasBUTUA OT 3a4aTna 40 NONOBOKM 3penocTu. Ana onpeaeneHnst HenocpeaCcTBEeHHbIX M JTaTEHTHBIX
athpekToB BO3AEUCTBUA HabnoageHWe AOMKHO NPOAOKATLCA B TeYEHUE NOMHOMO XXU3HEHHOTo LMKNA, T. . oT
3a4aTnsa B 0AHOM NOKONEHUN A0 3a4aTua B cneaytoweM nokoneHuun. [ina ynobcrea ucnbiTaHUA UHTErpUpo-
BaHHas nocneaoBaTeNbHOCTb MOXET ObITb pasaeneHa Ha cneayroLme aTansbl.

A. OTnepuoaa Ao cnapyeaHua Ao 3a4aTus (penpoayKTuBHas (pyHKLMSA B3pOCTIbIX CAaMLIOB U CaMOK, pas-
BUTUE N CO3PEBaHUE raMeT, NoBeAeHWe NpU cCNnapuBaH1K, oNnnoAO0TBOPEHNE).

B. OT3auyatusa gouMmnnaHTaumm (penpoayKTuBHble (YHKLUM B3POCHbIX CAaMOK, NpeaUMIIaHTaLMOHHbIA
nepuog, pasButue, UMMaHTauus).

C. Ot umMnnaHTauum 4o 3aKpblTusi TBepaoro Heba (penpoayKTUBHbIE (hyHKLUM B3POCTbIX CaMOK, 3Mbpu-
OHanbHoe pasBuTue, hopMUpOBaHNE OCHOBHLIX OPraHoB).

D. Ot 3akpbiTus TBepaoro Heba Ao KoHua 6epemeHHOCTU (penpoayKTUBHBIE (OYHKLIMM B3POCHbIX CaMOK,
pasBuUTUE NJo4a 1 pocT, PasBUTUE OPraHoB U POCT).

E. OT poxaeHusa A0 OTHATUSA OT rpyan (penpoayKTUBHbIe (byHKLUM B3POCHbIX CaMOK, afanTaLlums HOBO-
POXAEHHOTrO K BHEMATOUYHOM XXM3HW, POCT U pasBUTUE A0 OTHATUS OT Ipyau).

F. OTOoTHATWA OT rpyam Ao NoSI0BOro co3peBaHus (pa3BUTUe U pocT Nnocne OTHATUS OT rpyan, agantauus
K CaMOCTOATENBbHOW XXU3HW, AOCTMKEHUE NOMHON NOMOBON 3pefnocTu).

BpemeHHble pamMkn NpeAcTaBnieHbl B MpuMeYvaHnm 2.

Mpumevyanune 2(1.2) — BpemeHHble pamku.

Uspanne opuynansHoe
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B pamkax HacTosAlWMX pekoMeHdauuin Bpemsa HacTynneHus 6epeMeHHOCTM YCIOBHO OnpeaenieHo Kak
OeHb Mony4YeHUsa NONOXNTENEHOrO BarMHanbHOrO Maska Ha Hanvuue cnepmbl U/unu obHapyxeHue nNpo6ku
cuntaetca 0 gHeM GepeMeHHOCTU faXke ecnu cnapyBaHWe MPOM3OLUNO HOYble. ECnn He ykasaHo WHOro,
npegnonaraeTcs, YTO Y KPbIC, MbILLEN U KPONUKOB UMIIIaHTauusi IpoucxoauT Ha 6—7-i aeHb 6epemMeHHoCTH, a
3aKkpbITMe TBepaoro Heba — Ha 15—18-11 AeHb 6epeMeHHOCTHU.

Opyrue ycnoeHble NpeanonoXxeHus Takke agonyctumel, Ho oHn IOJTKHbI 6bITh onpeaeneHbl B oTyeTax.
Kpome Toro, uccneposatenb AomkeH GbiTb NocneaoBaTenbHbIM M BO BCEX UccnefoBaHuax obecnevmBaTb
HenpepbIBHOCTL Tepanuni. 3To pekomeHayemas mepa npeJoCcTOpOKHOCTU BO u3bexxaHue nepekpbiTUa nepuo-
[a BO3AEHCTBUSI COOTBETCTBYIOLLMX NcCNeaoBaHWil MUHAMYM Ha OQVH AeHb.

TOYHOCTb BpeMeHM crnapiBaHnsa AoSkHa GbiTb YETKO YCTAaHOBIIEHA, MOCKOMbKY 3TO MOXET NOBNNATL Ha
BapunabenbHOCTL 3MOPUOHANBHBIX U HEOHATAlbHBIX MapaMeTpoB.

AHanorMyHelM o6pasom Ans pasBoauMOro NOTOMCTBA [eHb poxaeHust ByaeT cuutaTbeA HyneBbiM
nocTHaTasnbHbIM AHEM UMW OHEM MaKTaLUuK, eCnn He ykaszaHo MHoro. OHaKo B YacTu 3aaepkku nubo npoane-
HUA POOOB MOXeT ObITb JaHa CChblfka Ha NOCTKOUTalNbHOE BpeMsl.

3 BbiGop nccnegoBaHum

B ctaHgapTe npeacTaBneH AusaliH UCcneaoBaHWia, B NepByto ouepeb, HanpasneHHbIX Ha onpeaenexHue
BO30ENCTBUSA Ha penpoayKTUBHYH dyHKUMIO. Mpn 0bHapyXeHUn nogobHoro AencTeuA cneayeT B UHAUBUAY-
anbHoM nopsiagke paspabaTbiBaTh AanbHENWNE UCCredoBaHUs], HanpaBneHHbIe Ha MNOSHY0 XapakTepucTuky
oteeTa (npumedaHue 3). omkHo 6bITb AaHO obocHOBaHWe BbIGpaHHOro Habopa uccnenoBaHUn, KoTopoe
OOIKHO BKIoYaTh 06bsicHeHNe BbIGopa A03UPOBOK.

Wccneposanusa cneagyeT naHNpoBaTh B COOTBETCTBUN C COBPEMEHHBIMU METOAAMU U y4ETOM CYLLEeCTBY-
OLLIMX 3HAHWI BO3AENCTBUSA Ha PEnpoayKTUBHYI0 (DYHKLMIO NpenapaTos AaHHOMo Knacca. YyacTtue B uccnego-
BaHUSIX HE JODKHO NPUUNHATE CTPafaHUs XXUBOTHBIM U AOIDKHO MPOBOAUTLCS Ha MUHUMANbHOM KONUYecTBe
XKMBOTHBIX, He0BX0AMMOM Ansa AoCTUKeHUs obwmx Luenei. B cnyyae, korga npoBoaguTca npeasaputensHoe
nuccnefoBaHne, ero pesynbTaTbl OOJPKHBEI yuMTbiBaTbe U obcykaaTbcAa B pamkax obuwein oueHku
(NpumeyvaHue 4).

MpumevaHwue 3(1.3) — MNepBUHHbIE U BTOPUYHbIE UCTILITAHUSI.

B To# Unu nHoi cTeneHun, Bce NepBuUYHbIE UCTIBITAHUS (PYKOBOACTBO) UMEIOT MOBEPXHOCTHYIO Npupoay,
T. e. apdekT B OTHOLWEHUN OOHON KOHEYHON TOYKU MOXET UMeTb pasnuuHoe npoucxoxaeHue. CHuxeHue
pasmepa rnomeTta MoXeT OblTb 0BYCNOBIEHO CHWKEHHON OBYnALMEl (MeHbLIee YUCNO XenThix Ten), 6onee
BbICOKOW CMEPTHOCTbIO A0 WMNMaHTauuu, 6onee BbICOKOW MOCTUMMIIAHTALUOHHOA CMEpPTHOCTbIO Nnbo
HernocpeACTBEHHOW NOCTHaTanbHOW CMepTHOCTLI0. B cBOlo ovepeab, criydan cMepTu MOTyT SIBMATLCS crief-
CTBMEM UMeBLLEerocs paHee OU3NYECKOro NopoKa pasBUTUS, KOTOPLIA MOXET bonee He NPOsIBASATLCS B CBA3U C
nocneaywowumMn BTOPUYHBIMUA U3MEeHeHUAMU U T. 4. OcobeHHo B OTHOWEHUN 3ddeKTOB, BO3HUKAIOLLIUX
C eCTECTBEHHO HMU3KOM 4acTOTOW cpefn KOHTPOMbHBIX KMBOTHBIX, BO3MOXHOCTb pasnundeHust acddpeKTos,
BO3HUKLUMX B pesyrbTaTte Tepanuu Unm criydaiHo 3aB1UcnT oT CBS3N C APYrMin TunamMmum adgekTos.

Tokcuyeckoe BewecTBo 06bIYHO Bbi3biBaeT achdekTbl HECKOMbKAX TUMOB, HOCALME A0303aBUCUMbIN
xXapakTep. Hanpumep, UHOYLMPOBaHHbLIA NOPOK Pa3BUTUSA NOYTU BCeraa coyetaeTcs ¢ MoBbILEHNEM cMepT-
HOCTU B aMBpUOHanNbHOM nepuoge pasBUTAS U NMOBBILLEHWEM YACTOThl MeHee TSKENbIX CTPYKTYPHbIX U3me-
HEeHWA. Y4YuTbiBasi BO3OENCTBME B paMKaX OAHOM KOHEYHOW TOYKM crneayeT paccMOTpeTb BO3MOXHOCTb
npoBeAeHUs BTOPUYHBIX NCCeaoBaHUIA BOSMOXHBIX CBSI3EN, T. €. 40/KHa ObiTh AaHa XxapakTepucTuka npupo-
Abl, MaclTaba N UCTOYHMKA NPOUCXOKOEHNSI TOKCUYHOCTU BellecTBa. XapaKkTepuUcTUKa TakKe AOMKHa BKIO-
yatb B cebs naeHTMdMKaLnio B3aMMOCBA3N O03a/0TBET B LENsiX OUEHKN pucka, YTO OTNMYaeT AaHHYH
CUTYyaLMWio OT MepBUYHbLIX TECTOB, rae Hanudiue Nnbo OTCYTCTBUE CBSA3WM 403a/0TBET MNO3BONSAET OTNUYUTL
pasnuyus, CBA3aHHbIE C Tepanuen oT cryYanHbiX pasnmimn.

MpumeyaHue 4(1.3) — NpeaeapuTtenbHble UCCNEQOBAHMS.

Ha atane nnaHupoBaHua nM6o Havana uccnenoBaHuii penpoaykummM o6bIYHO ke UMeeTca UHopma-
LS, NoNyYeHHas B Xo4e UCCNeaoBaHNA OCTPO TOKCUYHOCT M NIUGO TOKCUYHOCTM NPY MHOMOKPaTHOM BBeAeHUN
003 NPOACIIKUTENBHOCTLIO He MeHee ofHoro Mecsiua. [laHHoi UHdopMaLmnmu MoxeT BbiTb A0CTaTOYHO Ars
onpegeneHns 403 Ans UCCNeAoBaHNUI penpoaYKTUBHOM TOKCUYHOCTHU.

Mpu NpoBedeHUN aaeKkBaTHLIX NpeaBapUTeNbHbIX UCCNeaoBaHUiA X pesybTaThl BKoYatoT B 060cHOBA-
HWe BblBopa Ao3bl B paMKkaxX OCHOBHOTO UccneaoBaHus. Takune nccrneaoBaHus creayeT noaasaTs He3aBUCUMO
oT unx ctatyca GLP. 3To MOXeT No3Bo/nTb M3bexaTb HeoBXoAMMOCTA NCNOMb30BaTL NIMWHUX KUBOTHBIX A5
aHanuaa.

2
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4 Kputepum Bbi6opa XKMBOTHbIX

Wcnonb3yeMble XUBOTHbIE AOMKHbI BblTb YETKO OnpeaeneHbl ¢ TOUKM 3pEHUS COCTOSIHUSI 300POBbS,
depTUnLHOCTH, NNOAOBUTOCTA, PACNPOCTPAHEHHOCTN aHOManui pasBUTUSA, aMGprodeTanbHON CMEPTHOCTH
1 cTabUNbHOCTM XapakTePUCTUK OT UCCreAOBaHNS K UCCreaoBaHunio. B pamkax 04HOro U HeCKOMbKUX Uccreao-
BaHWN XMBOTHbIE AOMMKHEI BbITb CPaBHUMOro BO3pacTa, Macchl Tera WU KonuM4ecTsa MPUNIodoB Ha Havano
uccnenosaHns. Camblll NpocTol cnocod yaoBNeTBOPUTL 3TUM KPUTEPUAM — NCMONb30BaTb MOMOALIX )KUBOT-
HbIX, JOCTUTLLIUX MOSTIOBOW 3PENOCTN Ha MOMEHT CriapuUBaHnst, @ CaMKn AOSKHbI 6bITb HEOMNNOAOTBOPEHHBIMU.

4.1 Bbl6op BUAa U KONUYECTBO XUBOTHbIX

WNccneposanua HagnexunT NpoBoAnTb Ha MnekonuTawwumx. Kak npasuno, xenaTtenbHo UCMonb3oBaTh
XKUBOTHBIX TOTO 3Ke BUAA UNIVHWM, YTO 1 B APYrUX TOKCUKOMOrMyecknx nccnegosanunsax. CambiM pacnpocTpaHeH-
HbIM 610IOrUYECKAM BUAOM MPU NPOBEeAEHUM NCCNe0BaHNA ABNSHOTCS KPbICI B CUIY NPaKTUYHOCTU, CpaBHU-
MOCTU C APYrMMU pesyfbTaTamu, Mony4eHHbIMU ANS AaHHOTO BUAa KUBOTHBIX, U 601bLLION 6a3e HaKoMNEHHBIX
3HaHWIN No gaHHoMy Bronoruyeckomy Buay.

B uccnepoBaHnax smMEpUOTOKCUYHOCTU TPaAULMOHHO UCMONb30BasCcs BTOPON BUA MMEKOMUTAIOLLMX,
Yalle Bcero, Kponukn, NOCKOSbKY OHU HE OTHOCATCH K OTPSiAY Pbi3yHOB. MputMHBI UCMIONb30BaHUS KPOJIMKOB
Ansa nccrneaoBaHnin 3SMEPUOTOKCUYHOCTI BKITKOYa0T 06LUMPHbIA 3anac HakonneHHbIX 3HaHWA, a Takke AOCTYM-
HOCTb M NPaKTUYHOCTb AaHHOTO Buonornieckoro suga. Ecnv kponuku ansa AaHHOro BUAA UCTIbITAHUIA HE NOAXO-
[AT, B UHAMBUAYanbHOM rnopsake noadéupaeTcs Apyron BUA XUBOTHBIX, HE OTHOCALLMXCS K OTPSiAY rPbI3yHOB
nrbo apyroi BUA rpbl3yHOB (MpuMeYaHue 5).

MpumevaHwne 5(2.1) — Buibop BUAA M NUHUK KUBOTHBIX.

Mpw BEIGOPE BMAA 1 IMHAN XKUBOTHOTO ANA NPOoBeAeHUA UccneoBaHWU penpoayKTUBHOW TOKCUYHOCTU
criegyeT € OCTOPOXHOCTbIO MOAXOAUTL K BbIBOpY noaxoasien mogenu. MNpaBunbHbIA BeIGOp BUAa U NuHUA
XKMBOTHOTO AN APYriX TOKCUKOMNOTMYECKUX NccneaoBaHnii MoXeT NO3BONUTL U3bexaTtb Heo6xoanMocTu Npo-
BeAeHWs [ONONMHUTENbHBIX NpeABapuUTenbHbIX nccneaosaHuin. Ecnu no pesynbtatam kuHeTU4eckux, hapma-
KOJTOrMYECKUX 1 TOKCUKONOTMYECKUX AaHHbIX BUAHO, YTO BbIGpaHHbIN BU XUBOTHOTO NpeacTaensaet coboi
noaxodsilyto Modens ANs Yenoseka, MOXET ObiTb AOCTATOUHO UCMOMb30BaAHUA XUBOTHLIX OAHOMO BUAA.
Wcnonb3oBaTb BTOPOI BUA XKMBOTHBIX HeLenecoobpasHo, ecrnv OH He UMeeT aHanornYHbIX YepT CXOACTBa C
XapakTepucTuMkamm yenoseka. MNpenMyllecTBa U HeAOCTaTKU KaXA0ro BuAa (JIMHAM) XKUBOTHBIX crieayeT pac-
cMaTpuBaTb B KOHTEKCTE UccrnenyemMoro BelecTsa, BolbpaHHOro AuMsanHa nccnegosaHua U nocneayowen
WHTepnpeTaLun pesynbTaToB.

Bce Buabl uMetoT cBou npeumyLlecTsa. KpbiChbl M B MEHbLLIEHA CTENEHU MbILUM — yAayYHble MOAeNY ANns
ncenegosaHuin obLero xapakrepa. Kponukos, Kak BUA He OTHOCALLMIACS K OTPSAAY MPbI3YHOB, PeXe UCNONb3YoT
Ansa NpoBeAeHNs uccnegoBaHUA TOKCUYHOCTU MHOTOKPaTHBIX 103 U APYIMX UcCneAoBaHUin penpoaykuun, B
OT/IMYME OT UCTIbITAHUIN IMOPUOTOKCUYHOCTU. Y KPOMUKa €CTb XapakTepucTuku, KoTopble cnocobHbI caenaTtb
ero yaauHon Moaenbio Ans uccrnefoBaHuin epTunbHOCTU, 0co6eHHO onnoAoTBOpSAoLWEn CnocoGHOCT cam-
uoB. MNpu nccnegoBaHUsIX Ha Kponukax U cobakax (KOTOpble YacTo UCTONb3YITCA B Ka4ecTse BTOPOro Buaa B
UCMBITAHUAX XPOHNYECKOA TOKCUYHOCTHU) LienecoobpasHo nonyyatb obpasLbl cnepmbl, He npuberas k 6ones-
HEeHHbIM MeToAaM (9NEKTPOISAKYNSALMA) NPU NPOBEAEHUA AUHAMUYECKOTO aHanu3a cnepmbl. BonblMHCTBO
OPYrMX BWUOOB >KMBOTHBIX HEeNb3sl Ha3BaTb YAauHbIMU YHUBEpCanbHbLIMUM MoAEeNnsMW, WX fydle BCero
NCMONL30BaTh TOMbKO AN cneumdbuieckux uccrneaoBaHui.

Y BCeX KUBOTHBIX UMEHOTCSl CBOU NPeMMyLLIeCTBa, Hanpumep:

KpbIcbl: YyBCTBUTENbLHbI K MOSIOBLIM FOPMOHAM, HENPUrOAHbI 115 aHaNn3a aroHUCTOB A0NaMUHA B CBA3U C
3aBNCMMOCTbIO OT MPOakTUHa B KaYecTBe OCHOBHOIO rOpMOHa [insl yCTaHOBMEHUs U noaaepkaHua 6epemeH-
HOCTMW Ha paHHWX CPOKaX, BEICOKOUYBCTBUTENbHBI K HECTEPOUAHBIM MPOTMBOBOCNANUTENBHBIM NpenapaTamM Ha
no3aHux cpokax 6epemeHHOCTI.

MbiLK: BbICOKasi cCkOpOCTb MeTabonmMama, YyBCTBUTENbHOCTL K CTpeccy, Hanbonee sameTHbI knacTepbl
ManbgopmaL i (BO3HUKaloLWMe Y BCeX BUAOB XUBOTHBIX), Manblid pasMep noga.

Kponuku: 4acTo HegocTaToOuHO AaHHbIX O KUHETUKE U TOKCUYMHOCTU, BOCTIPUUMYMBLI K HEKOTOPBIM aHTU-
61MOTMKaM U K HAPYLLIEHUIO Ha YPOBHE MULLEBAPUTENILHOMO TpakTa, KMMHUYeckue NpusHaku GbiBaeT TpYAHO
WHTEpPNpPeTUpOoBaTh.

Mopckue CBUHKA: YacTo OTCYTCTBUE AaHHbIX O KUHETUKE U TOKCUMHOCTU, BOCMIPUMMHUBOCTb K HEKOTOPLIM
aHTMBMOTMKaM Y HapylleHue NULeBapUTenbHOro TpakTa, ANMUMTerNbHbIA aMBpuoHanbHbIA Nepuoa, HegocTa-
TOYHOCTb UCTOPUYECKMX AaHHbIX.
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JomallHue CBUHbWU W/ MUHU-CBUHBU: KNacTepbl ManbgopMaunn ¢ pasnnyHon hoHOBOM YacToToN,
6onbLIoce KONMMYeCcTBO HeobxoaMMOro BellecTsa, Heobxoaumo 6onbLUoe NPOCTPAHCTBO AMA codepKaHus,
HeJoCTaTOYHO UCTOPUYECKNX AaHHBIX.

XOpbKU: XUBOTHbIE C OrpaHUYEeHHbIM MepuoaoM crapuBaHns NpU OTCYTCTBUWN crelanbHbIX CUCTEM
yxoda (ycrnex BO MHOTOM 3aBWUCUT OT B3aMMOAENCTBUSA MeXay YEroBEeKOM U XUBOTHBIM), HEAOCTATOYHOCTb
NCTOPUHECKNX AaHHBIX.

XOMSIKN: BHYTPUBEHHBIN NyTb BBEAEHUS 3aTPYAHEH U NOYTU HEBO3IMOXEH, A03bl MOMyT OCTaBaTbCA B
LLEeYHBbIX MeLUKaX, XMUBOTHbIE MOTYT GbiTb O4EHb arpeccuBHbl, ANsl HUX XapakTepHbl HapylleHus paboTbl
KULLIEYHMKa, Aat0T Ype3MepHbIA TepaToreHHbl OTBET Ha MHOTUE Npenaparkl, Manblii pasmep nnoaa.

Cobaku: XNBOTHbIE C OrpaHUYeHHbIM NepruoacM cnapuBaHusl, UMetoTcst chakTopbl MHBpUANHra, Heao-
CTaTOYHO UCTOPUYECKUX AAHHbIX.

MpumaTbl: NO KAHETUYECKUM XapaKTepucTUKkam OHW MOTYT OTNuyaTbCsl OT YerioBeka He MeHee, YeMm
apyriue Buabl, HE4OCTATOYHO UCTOPUYECKUX AaHHBIX, 3a4acTylo UX CIIULLKOM Maro Ansl BbISIBNEHUA pucka.
Jlydwe Bcero nx Ucnonb3oBaTb ckopee ANA XapakTepUCTUKU OTHOCUTENLHO U3BECTHBLIX BELLECTB C TOKCU-
YecKUM BO3AeNCTBNEM Ha PENpPOAYKTUBHYIO CUCTEMY, YeM AN TOro, YTo6bl BEISIBUTL ONacHOCTb.

4.2 [lpyrue TecT-CUCTEMbI

Apyrve TecT-cucTeMbl CUATAIOT MOOBIMU Pa3BUBAIOLLIMMUCS KITETOYHBIMU CUCTEMaMU U3 KIETOK MIle-
KOMUTAIOLLMX U HE MITeKONUTAaIoLWUX TKaHeW, opraHoB NIMBO KynbTyp OpraHM3MoB, pa3BUBAIOLLIMXCSI HE3aBU-
cuMmo in vitro nu6o in vivo. B uHTerpaunm ¢ uccnegoBaHUsiMM Ha >KMBOTHBLIX NUMOO0 B LiensiX NpuopuTeTHOrO
BblIOOpa C roMONOrMYHBIMU cepusiMU NGO B kKaYecTBe BTOPUYHbLIX UCCMedoBaHUA ANsl onpedeneHnsl Mexa-
HW3MOB AeNCTUS 3TN cUcTeMbl cnOcobHbI AaTh BecLeHHy0 MHPOPMALIUIO U KOCBEHHO CHU3UTL KONUYECTBO
XKMBOTHBIX, NCMOMb30BaHHBIX B akcnepumeHTe. OAHako UM HegocTaeT CROXHOCTU NPOLEeCCOB pasBUTUS U
AnHamundeckoro obMeHa Mexay opraHusmamu Matepu U nnoga. AT cUCTemMbl He MOryT obecnednTb oTCyT-
ctBue adbdekta Nnubo obecneunTb NEpPCneKkTUBY C TOYKU 3peHusa pucka/BosgencTaus. UHbIMu crioBamu, He
CyLLecTByeT TeCT-CUCTEM anbTepHATUBHBIX XWUBOTHLIM, AOCTYNHBIM B HacTosAwWwee BpemMsa B paMkax
npoBedeHnss TeCcTOB PernpoAyKTUBHON TOKCUYHOCTW, MPOBOAUMBIX B LENSIX, WU3NOXEHHbIX B BBEAEHWUU
(npmeyaHne 6).

MpumeyaHue 6(2.2) — Mcnonb3oBaHue Apyrnx TeCT-CUCTEM.

Opyrue TecT-cncteMbl 6binn paspaboTaHbl U UCMONbL30BaNUChL B pamMKax npeABapuTenbHbIX UCCnego-
BaHWUA («MPECKPUHUHT» NGO BEIGOP NPUOPUTETOB) U BTOPUYHBIX UCTILITaHWA.

Ona npeasapuTensHOro nccneaoBaHust pasfnyHblX aHanoroBbIX CEPU BeLeCTB BaXKHO, UTOBbI NOTEH-
LMarnbHbIA NCX0A ANs LeNbIX KUBOTHBIX BblN1M3BeCcTeH X0 Ts Bbl Ans 04HOIo YneHa nsydaemon cepum (nogpasy-
MeBaeTcsl, 4YTo addekTbl oxmaaembl). MpM NOMOLWM OAHHOW CTpaTerMM MOXHO OCYLEeCTBNATbL BbiGop
BeLlecTB A1 UCMbITaHui Bonee BEICOKOTO YPOBHSI.

[ns BTOPUYHBIX UCMbITaHWIA MO0 AanbHenLweh XxapakTepucTUkn Apyrue TecT-cucteMbl obecnevunsaioT
BO3MOXHOCTb Bonee nogpobHOro N3yveHust HeKoTopbIX HabMogaeMbIX NPOLECCOB Pa3BUTUA, HAaNpUMep, AN
BbISIBIIEHNS crieunuiecknx MexXaHnM3MoB TOKCUYHOCTN, YCTAHOBIIEHUA B3aUMOCBA3N Mexay KOHLEeHTpauuein
N OTBETOM, BbIBOpa «HyBCTBUTEMbHBIX» NepruoaoB Nnbo BbisiBNeHUs acheKToB onpeaeneHHbIX MeTabonuToB.

5 O6wwme pekoMmeHAaALMN OTHOCUTENbLHO BbiGOpa peXxnma Bo30encTBUA

5.1 JosupoBku

Bei6op 4031poBOK — ofHa U3 Hanboree KpUTUYHbIX MTPo6remM Npu cocTaBnNeHUN An3aiHa McCneaoBaHns
pPenpoayKTUBHOM TOKCUYHOCTU. BbIBOP BBICOKUX 03 CrieyeT OCHOBLIBATL Ha AaHHbIX CYLLECTBYHOLLMX Uccre-
AoBaHuii (nccnegoBaHusa apMakonorim, OCTPON 1 XPOHUYECKOW TOKCUMHOCTA U KMHeTUYECKUX Uccneaosa-
HWiA, NpumeYaHne 7). ViccrnegoBaHue TOKCUYMHOCTU NPU MHOTOKpaTHOM BBEAEH WU NPOACIIKUTENBHOCTLHO OKOMO
2—4 Hepenb obecneynsaeT GrIM3KYIO anMpPOKCMMaLIMIO NPOACIKUTENBHOCTN TEepanun B UCCreaoBaHUsIX pen-
POAYKTUBHOM (OYHKLIMN C CErMEHTUPOBaHHbIM AU3anHoM. B cnyyae, ecriv He cylecTByeT 4OCTaTOUHON MHGOP-
Mauun, pekoMeHayeTcs nposeaeHue npeasapuTernbHbIX UCCNeaoBaHUI (CM. MpuMeYaHue 4).

MpumeyaHune 7(3.1) — Beibop 4O3MPOBOK.

WUcnonb3oBaHue B UccnefoBaHUAX penpoayKTUBHON TOKCUMHOCTM aHanorMyHbIX 403 Kak 1 B UccriedoBa-
HUAX TOKCUYHOCTM MHOTOKPATHBIX A03 MO3BOMUT OCYLWECTBUTb WHTepnpeTauuo nobbiX MNOTEeHUMaNbHbIX
athdekToB Ha (hepTUNLHOCTL B KOHTEKCTE 0bLL e CUCTEMHON TOKCUYHOCTN.

OxunpaeTtca MHAYKUMA MUHUMATbHOW TOKCUYHOCTI Y MaTepei, Mony4aroLLmMxX BbICOKUE A03bI.
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B 3aBucuMMoCTM OT cneumdunyeckoro BelwecTBa akTopbl, OrpaHUYMBalOLLME BbICOKYHO AO3UMPOBKY,
onpegerneHHble B MccnefoBaHUAX TOKCUYHOCTU BBICOKUX A03 NMBO B NpeaBapuTenbHbIX UCCNeaoBaHUsIX
penpoayKLMn, MOTyT BKNtoYaThb B cebs:

- CHWXeHWe TeMnos npubaskui Macchl Tena;

- pOCT Temra yBennyeHusi Maccbl Tena, ocobeHHo B CBSI3M C HapyLLeHNMeM MeXaHU3MOB roMeocTasa;

- cneunduyeckas TOKCUMHOCTb LieNeBOro opraHa;

- pesynbTaTbl 06Lero aHannaa kposu, GUOXMMUYECKOro aHanMsa,;

- Ype3MepHO yBennyeHHbIN hapMakoorMiecknin 0TBeT, KOTOPLIA MoOXeT BbITb onpeaeneH unu He onpe-
AeneH B BuAe BblpaXXeHHbIX KNMHUYECKUX peakumnin (Hanpumep, ceaalusi, cyaoporu);

- h13MKO-XMMUYECKME CBONCTBA UCCMedyeMOoro BelLllecTBa Ui 4031MpoBaHHON NekapcTBEHHON hOpMbI,
KoTOpasi, B coMeTaHUn C MyTeM BBEAEHWS, MOXET HaknaablBaTb NpakTUYeckne orpaHn4eHns Ha BBOAUMOe
BelllecTBo. Bo MHOrux cny4yasix ageksaTHon npeaenbHon 4030 MoxeT BbITb 1 r/kr/cyT.;

- KMHeTUYeckne CBOWCTBa MOTYT MPMHECTU MNOMb3y Mpu ofpedeneHun BO3OAeWCTBUSA BLICOKUX 003
BeLLEeCTB C HM3KOW TOKCUYHOCTbI. OAHaKko MMeeTcs Mano CMbICa B NOBLILEHWW A03UPOBKX, €Cfu 3TO He
MPUBOANT K NOBbILLIEHWIO KOHLLEHTPaLMM B Nnasme nubo TKaHu;

- BblpaXeHHbI pocT amBpuodeTanbHoN NeTanbHOCTH B NpeABapUTesibHbIX UCCNEAoBaHUAX.

Mocne onpefeneHns BbICOKOW A03bl criedyeT onpeaenaTb 6onee HA3KME QO3NPOBKU B HUCXOAALLEM
nopsake. UX nHTepsanbl A0MKHBI 3aBUCETL OT KUHETUYECKUX U MHBIX PaKTOPOB TOKCUYHOCTU. HecMoTps Ha To,
YTO XXenaTenbHO onpeaennTb «ypoBeHb Jo3bl 6e3 HabnogaeMblX HexenaTenbHblx addeKkToB», NnpuoputeT
criegyeT 0TAaBaTb YyCTAHOBMNEHWIO UHTEPBANOB 4OCTaTOMHO BM3KVX A5 oNpeaeneHns BO3MOXHOMo Xxapakre-
pa UsMeHeHUn, CBA3aHHOro ¢ 4o3MpoBKamu (MpumMeydaHue 8).

MpumeyaHwue 8(3.1) — OnpegeneHve B3auMOCBA3N 03a—OTBET.

[ns MHOrMX NepeMeHHbIX B UCCrie4oBaHUsIX penpodyKLnm CHKEHa CnocoBHOCTb pasnuyeHus cnydait-
HbIX kone6aHuii 1 acbdekTa Tepanuu, U NPUCYTCTBUE NMBO OTCYTCTBUE TEHAEHUMN B OTHOLUEHUN AO3UPOBKM
MOXeT BbITb KOUTUYECKM BaXHBIM CrIoco6oM onpeaeneHns BeposTHOCTU adpekTa Tepanuu. CneayeT y4uTbl-
BaTb, YTO B AaHHbIX UCCNEAoBaHNAX 00303aBUCMMbIA OTBET MOXET OblTb Ppe3kuM, a BBeAeHNe UHTepBanos
Mexady A03aMi — HexenaTtenbHbIM. Ecnin B pamkax ogHOro nccrenoBaHus npeanonaraetca nonbiTka npose-
AeHns aHanvsa B3anMOCBA3N [03a—OoTBeT AN HabnogaemblX 3pekToB, peKkoMeHayeTCA UCNoNb3oBaTh
MUHUMYM TpU YPOBHS 03 U COOTBETCTBYIOLIME KOHTPOSbHbIE Fpynmbl. B criyyae coMHeHuin gormkHa ObiTb
AobasrieHa YeTBepTas rpynna A4o3MpoBaHus Bo nsbexaHue ypesmepHo 60MbLLINX MHTEPBaNoB MeXay A03aMu.
Takas cTpaTterusi npueedeT K AOCTUXKEHUIO «YPOBHSA OTCYTCTBUS Habnogaembix BUAUMBIX adpdpekToB» Ans
penpoayKkTUBHLIX acnekToB uccnegosaHua. B npoTuBHOM cnydae npegnonaraeTcsl, 4TO uccregyemoe
BelllecTBO TpebyeT 6onee rny6oKoro U3yveHusa u nposeaeHus ganbHenWwnx uccnegoBaHui.

5.2 MNyTb M 4yacTOTa BBeAEHUA

B uenom nyTb unu nyTv BBEAEHUA AOMKHBLI ObITb aHANMOMMYHbI NpeanosiaraeMbiM NyTsiM BBeAEHUA Y
yenoBeka. OAuH NyTb BBEACHUA MOXeT 6biTb NPUeMeM, eCINii MOXXHO MOKa3aTb aHANOMMYHbLIE XapakTepUCTUKA
pacnpefeneHus (KuHetudeckuii npocusnb) No CPaBHEHUIO C APYTUMK NYTSMU BBeAeHUs (NpuMedaHue 9).

O6bluHas yacToTa BBEAEHUs1 — OAWH pa3 B CYTKMU, HO crieflyeT y4UTbIBaTb BO3MOXHOCTb UCMOSNb30BaHMA
6onee nnu MeHee 4acTon KpaTHOCTU BBEAEHUA C YH4ETOM KUHETUYECKUX NepeMeHHbIX (CM. Takke npuMeYa-
Hue 10).

MpumeuaHune 9(3.2) — Bospenctene pasHbix NyTei BBEAESHUSI.

Ecnu no cyulecTsylowmmM gaHHbIM OAUH NYTb BBEAEHUS NPUBOAUT K 6onee BbICOKOW Harpyske Ha opra-
HW3M, HanpuMmep, nnowaan nog kpuson (AUC), HepaLMoHanbHO NPOBOAUTL UCCReNOBaHUS OPYrUX NyTein
BBeAeHUs, NPUBOAALLNX K MeHbLUEe Harpyske Ha opraHvMsm Unu NpeacTaBnsiioWnX cepbesHble NpakTuieckne
TPYAHOCTU (Hanpumep, UHransAuMoHHLIN NYTb BBeAeHus1). [pexae Yyem nnaHupoBaTb HOBbIE UCCINEA0BaHMS
Apyroro nyTn BBeAeHUs cneayeTt UCNoNb3oBaTh UMeroLMecs AaHHbIe O KUHeTUKe Ansl yCTaHOBeHUsl Heob-
XOAMMOCTU NpOBeAEeHUA eLlie OAHOro UCCNeaoBaHus.

5.3 KuHeTuka

KenatenbHO UMeTb HEKOTOPYIO UHOPMAaLMIO N0 KUHETUYECKUM XapaKkTepucTyMkam 40 Havana uccrie-
AoBaHWA penpoayKTUBHON hYHKLIMW, NOCKONBKY 3TO MOXET CBUAETENbCTBOBATL O HEODXOAUMOCTU KOpPEKLMU
BblIGOpa XXMBOTHOTO, AU3aliHa UCCNeAOoBaHUA U cxeMbl o3upoBaHus. Ha aaHHoM aTtane uHdopmauuio He
cnefyeT noanenbiBaTh UMK NOMyYaTh Y CamMok B nepuod 6epeMeHHOCTM UMK flakTalun.

Ha sTane oLieHKM UccneaoBaHna MoxeT noTpeboBaTbes A0NONHUTENIbHAA MH(POPMALIUS O KUHeTUYE CKUX
XapaKTepucTUKax y camok B nepuog 6epeMeHHOCTU unu naktauum B COOTBETCTBUM € NOSTy4YeHHbIMU pesyrib-
Tatamu (npumedaHune 10).
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MpumedvaHne 10(3.3) — Kunetnka y 6epemMeHHbIX KUBOTHbIX.

KuHeTuyeckue nccnegoBanns Ha camkax B nepuod 6epemMeHHOCTU U NakTalum MoryT nosreYs 3a cobol
onpegeneHHble NpobnemMsbl, CBA3aHHbIE C 6bICTPBIMU U3MEHEHUAMU (PU3UONOrMYECKUX XapaKTePUCTHK. JTy4lle
BCEro pelwunTb 3Ty Npobremy B pamkax AByX- Unm TpexdasHoro noaxoaa. MNpy nnaHMposaHuM nccrnegosaHuin
KMHEeTUKKM (4acTo Ha HebepeMeHHbIX camKkax) criedyeT paccmMoTpeTb nHdopmauuio 06 obLei npurogHoOCTU
BMAA, YTO MOXeT NMomMoYb B paspaboTke An3aiiHa uccrieqosaHus U Bbibopa Ao3nposku. B pamkax uccnegosa-
HUS KMHeTWYeckne uccnegoBaHusi obecneynBaloT BO3MOXHOCTb TOUYHOrO 4O3MPOBaHMSA U YKasbiBalOT Ha
BbIpa)KeHHble OTKMOHEHNS OT OXX1AaeMbIX 3Ha4YEeHNIA.

5.4 KoHTponbHasa rpynna

PekomeHaoBaHo UCMONb30BaTh AS1 KOHTPOMbHBIX XXUBOTHBIX TY K& CXeMY A03MPOBaHUA OCHOBBI, YTO U
AN rPynnbl UCTILITYEMBIX XMBOTHBIX. ECnn ocHoBa MOXeT BbI3BaTb adheKTsl NGO NOBNUATL Ha AeicTBue
MCMBITYEMOTO BeLLecTBa, creayeT pacCMOTPETh BO3MOKHOCTb UCMOMNb30BaHUA BTOPOI KOHTPOBHOM rpynnbl
XUBOTHBIX (CUMYNALLMSA NGO He NonyyatoLne Tepanm XKMBOTHLIE).

6 Mpepgnaraembi gU3anH uccnegoBaHM — KOMOUHaUMA uccrnegoBaHNM

Mpu onpegenennn Haubonee noaxoAasilen cTtpateri U Bbibope AusalriHa nccnegoBaHnsa cnegyeT yun-
TbiBaTb BCe CyLlecTBYoLWMe hapMakorormieckne, KNHeTUYecKne Nnm TOKCUKONorMdeckme gaHHble 4ns uccne-
AyeMoro BellecTBa W aHanorMyHbiX BellecTB. [MpeanonoxuTensHo W3HavanbHO npegnodTeHue 6yaet
oTAaBaTbcs Au3aliHy 6e3 Ype3MepHbIX OTMNYNIA OT YCTAHOBNEHHOTO PYKOBOACTBA MEAULMHCKNX NpenapaTos
(Hanbonee BepoOATHLIA BapuaHT). Ona 6oNbLIMHCTBA NeKapCTBEHHbIX CPeacTB AusaliHa, Bkhovatowero 3
nccnegoBaHus, obbluHO BbiBaeT gocTaTouHo. Apyrue cTpaTerin, KoMOGUHaLMnM uccnegoBaHnii U gusaiHbl
nccnegoBaHuin MoryT BbITb CTONb XXe MpUMeHUMBbI o 6onee NpMMeHUMBbI, YeM «Haubornee BePOSTHLIN Bapu-
aHT», B 3aBMCUMOCTM OT 06cToATENLCTB. KntoueBol hakTop 3aknovaeTcs B TOM, YTO B LIeNIOM OHU He OCTaBnA-
0T HUKaKMX 3a30POB MeXay 3Tanamu 1 No3BoNsSoT NPOBOAUTL NPAMYIO NGO KOCBEHHYIO OLEHKY BCEX 3TanoB
npouecca penpogykumm (npumedadue 11).

CneayeT npegocTaBnTb 060CHOBaHWE An3aiHa.

Mpumedanue 11(4)— MNpumepsbl BoiGOpa Apyrux BAPMAHTOB.

B cny4yae KOMMOHEHTOB, He BbI3bIBaIOLLMX NeTanbHOCTU NPY AO3UPOBKE 2 /KM U OTCYTCTBUMN NPU3HAKOB
TOKCUYHOCTM MPY MHOrOKpaTHOM npueme B 4o3e 1 r/Kr BuanTCA AoCTaTO4HbIM NPOBeAeHNe O4HOro UccnegoBa-
HWS1 Ha XMBOTHBIX ABYX MOKOMEHWUA C OAHWUM KOHTPOJIbHEIM MpenapaTtom u 2 uccnegyemeiMu rpynnamm (0,5 u
1,0 r/kr). OgHaKko MOXeT BO3HUKHYTb BONPOC O NpaBuilbHOM Belibope 6uonorinyeckoro suaa u o6 acdekTuBHoc-
TW NpenaparTa.

[nA sBewwecTs, NPUMeHsIEMbIX 0QHOKPaTHO, OAWH pas B XKU3HU (Hanpumep, AnarHocTudeckue npenaparbl,
npenapartbl, UCNONb3yemble NP onepaunsix) MoXeT oKkasaTbCsl HEBO3MOXHbBIM BBeAeHUEe NMOBTOPHLIX 403
6onee YeM B ABa pa3sa NpeBsbILLIaoLWMX TepaneBTUYECKYHO A03UPOBKY AJ1s YenoBeka B TedeHue ntoboro nepuo-
Aa BpemeHun. CokpalleHHbI nepuoa Tepannun ¢ BO3MOXHOCTbIO BBeAeHUs1 6ofiee BbICOKOW 403bl BUAUTCS
6onee uenecoobpasHbiM. [N caMok y4eT 06CToATENbCTB BO3AEACTBUS Ha YenoBeka npeagnonaraeT oTCyT-
CTBUE HeOBXOANUMOCTU BO3AEACTBUA HA OpraHn3m rnocne ambpuoHansHOro nepuoaa passutus nioaa.

[na aroHncToB AonamuHa NGO BELLECTB, CHUXKAKLIMX YPOBEHb LIMPKYNUPYIOLLEro NPOakTuHa camku
KpblC — HeyaavHble Mogenu. [ina Bcex uccneqoBaHWii penpoayKTUBHON TOKCUYHOCTH Bonee yaayuHbIM Bapu-
aHTOM BbIGOpa ABMSIOTCS KPOJIMKU, HO TaKUX NOMBLITOK HE NPeANnPUHAMAnoch. 3TO Takke OTHOCUTCS K ApYrum
TMNaMm BeLLEeCTB, B Cly4Yae KOTOPbIX XapaKTepucTUKA MeTabonmMamMa y KporIMKOB 3HavUTenbHOo bninxke Kyenose-
YECKUM, YEM Y KpbIC.

[nsa npenapaToB, B OTHOLEHUN KOTOPbIX U3MEHEHNe KMHETUYECKUX CBOWCTB B Nra3sme Habnogaetca
nocrie MHOroKpaTHOro NpueMa, noTeHuuansHoe HexxenarensHoe Bo3AeACTBUe Ha 3MbpuodeTanbHoe passu-
TMe MOXET ObITb HEe MOMHOCTbLIO NPOAHaNM3NMPOBaHO B UCCINEAOBaHUSIX, B COOTBETCTBUM C NyHKTOM 4.1.3
B Takux cny4yasix MoxeT noTpeboBaTbcsl NpoaneHne nepuoga Tepanuy npenapaTom camok s n. 4.1.1 uccnego-
BaHus Ao 17 gHei. MNpu ymepLusneHMn caMok K CpoKy pogoB MOXHO NPOBECTU aHanus epTUnbHOCTU U
amMbpuodeTansHOro pasBuTuUs.

6.1 Hanbonee BepoATHbLIN AU3alH

Haunbonee BeposiTHLIN BapuaHT MOXeT ObITb OTOXAECTBNEH C KOMBUHaUNen uccneaoBaHvi AnNst Usyde-
HWUA BO3AENCTBUSA Ha:
- ¢hepTUnbHOCTbL U paHHee 3MBPUOHanbLHOE pasBUTUE;
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- npeHaTanbHoe U NocTHaTanbHoe pasBUTUe, BKIOYas MaTePUHCKYHO (YHKLMIO;

- ambpuodeTanbHoe passuTme.

6.1.1 WccneaosaHue pepTUNbHOCTU OT paHHEro aMOpMoHanbHOro passnTUa 40 UMNAaHTaUuN

LENb

UccnegosaTe ToKcuueckue addpekTbl/HapyLlleHns, CBA3aHHbIe C NeYeHUeM HakaHyHe crapuBaHus
(camok/camLoB), BO BpeMsi cnapueaHus u umnnanTaumn. Ciofga BXoauT olieHka atanos A 1 B npouecca penpo-
aykumum (em. 1.2). Aina camok HagnexuT onpeaensTb BO3ASACTBUE Ha TEYHbIA LMKI, NPOXOXAeHue Yyepes
mMaTouHble TPYObI, UMNIaHTaUmo 1 pasBUTHE Ha MpeauMNIIaHTaLMoOHHON CTaanum aMOpPUoHanbHOro pasBuTUs.
Ons camuoB cnegyeT obecneynTb BO3MOXHOCTb BbiIBNEHUS (byHKUMOHamNbHbIX 3ddeKToB (Hanpumep, Ha
nnbunao, cospeBaHne CrepMaTo3oMaoB 3NMAMAMMMUCA), KOTOpble MOTYT BbITb He BbisSIBMEHbl B X04€e rMCToso-
rMyecKoro nccnegoBaHns penpoayKTMBHLIX OpraHoB camLIoB (NpumevaHue 12).

OUEHKA

- CO3peBaHus ramer;
6padHoro noBeaeHus;
hepTUnLHoCTY;
npeaMMNIaHTaLMoOHHBIX CTaauin passuTUs aMO6pUoHa;
UMnnaHTauun.

XMBOTHBIE

MWUHUMYM 0ANH BUA, NPeANOYTUTENBHO KPbICHI.

KONMUYECTBO XMBOTHbIX

KonunuyecTBo XXMBOTHBIX KaXKaoro nona B rpynne AommkHO 6biTb AOCTaTOUHBIM Ana obecneveHns NonHo-
LeHHOWN nHTepnpeTaumm gaHHbIX (MpumedaHune 13).

MEPUOO BBEOEHUA

OwnsainH npegnonaraeT, 4To 0CO6EHHO B OTHOLIEHUM BO3AENCTBUSA Ha criepMmaTtoreHes, 6yayT ucnonb3o-
BaTbCA AaHHble UCCNeoBaHNN TOKCUYHOCTU MHOMOKPaTHBIX 403 NOAOIKUTENBHOCTLIO HE MeHee OHOro Mecs-
La. YunTblBas oTcyTcTBME 3hdDeKTOB, NPEnATCTBYIOLNX 3TOMY, MOXHO NPOBOAMTL Tepanuvio B nepuoa nepeq
cnapuBaHveMm NpoaomKUTeNbHOCTLIO 2 HeAenu A4na camok u 4 Hegenuv Ans camuoBs (NpumedaHue 12). Beibop
NPOAOIIKNTENBHOCTM Nepuoaa nepes cnapnsaHnem gomkeH 6biTb yTBepxaeH n 060CHOBaH (CM. Takke rnaey,
C ykazaHueM Ha HeobXxo4MMOCTb uccrnegoBaHuii). Tepanusa AosmkHa NPOAOMKaTLCA B TeHeHWe BCero nepuona
cnapvBaHus 40 KOHLa Neproaa crnapyMaaHusl y camuoB U MUHUMYM A0 KOHLa UMNAaHTauMu y caMok. 3To No3Bo-
MUT OUEHUTb PyHKUMOHaNbHOE BO3AENCTBME Ha CMOCOBHOCTb K OMMNOAOTBOPEHWUIO CaMLOB, KOTOPYHO
HEBO3MOXXHO onpeaennTb METOAOM FMCTOJIONMYECKOTO aHanuaa B paMmkax nccnefoBaHnin TOKCUYHOCTU MHO-
rokpaTHbIX 403, a Takke BO34eNCTBMUE HA NOBeAeHWE NMPU cnapuBaHnu XUBOTHBIX 06oux nonos. Ecnu AaHHble
ApYrMx uccnefoBaHuii MOKa3bIBAKT HA HAaNM4YUe BNUSHUS Ha Maccy Tena nubo rmctTonornyeckue xapakrepuc-
TUK PENPOAYKTUBHBLIX OPraHOB CaMLIOB UM caMoK, NGO Npu COMHUTENBLHOM KadecTse obcrneaoBaHuiA, npu
OTCYTCTBUM [HaHHbIX ApYrMX WUccrnefoBaHWi, criegyeT npoBecT ©Gonee nonHoe wuccriegoBaHue
(npumeyvarne 12).

CNAPUBAHWME

CooTHoLueHWe npu cnapusaHumM 1:1 onTUManbHO, NpoLeaypbl AoMMkHbI obecneynBaTb BO3MOXHOCTb
naeHTugmKaLm obonx poguTtenen B ogHOM nomeTe (MpumeydaHue 14).

YMEPLWBJTEHWE NO 3ABEPWEHWN UCCINEQOBAHUA

CaMok MOXHO YMEPTBUTL Ha NtobGoM 3Tane nocne cepeanHbl 6epemMeHHOCTH.

CaMLOB MOXHO YMepLLUBAATL B M060A MOMEHT Noche cnapuBaHua, Ho npexae YemM UaTn Ha aToT bec-
MOBOPOTHEIN LAr, )kenaTerbHo yoeauTbCs B YCNelHOCTH 3a4aTus (Npumeyanue 15).

HABNKOOEHUA

Bo Bpems nccnegoBaHus:

- MPU3HAKN N3MEHEHWIA U CMEPTHOCTb MUHUMYM OAWH pa3 B CYTKU;
mMacca Tena v u3aMeHeHue Maccbl Tena MMHUMYM ABa pa3sa B Hegernto (npumeyaHue 16);
npuem NULLM MUHUMYM OAWH pas B Hegento (KpoMe nepuoa criapnsaHus);

- pervuctpauusi pesynbTaToB BarMHamnbHbIX MaskoB eXeHeBHO, Kak MMHUMYM BO BpeMsi nepuoaa cnapu-
BaHUs, YTOObI YCTaHOBUTb HaMYMe BO3AENCTBUA Ha criapuBaHue B0 npekouTanbHblid nepuos;

- HabnwopeHus, KoTopble BbINM 3HAaYMMBIMK B pamMKax Apyrux UCCreaoBaHUii TOKCUYHOCTU.

Ha sTane nocnegHero ocmotpa:

- Hekponcus (Makpockonuyeckoe obcriefoBaHne) BCeX B3POCbIX KUBOTHbIX;

- coxpaHeHue opraHoB bnarogaps Makpockonuyeckomy ob6crneoBaHnio BO3MOXKHOM rMCTONOrn4eckomn
OLEHKU, COXpaHeHWe COOTBETCTBYIOLLMX OPraHOB KOHTPOSIbHBIX KMBOTHBIX A1 CpaBHEHUST;
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- coxpaHeHne CeMeHHWKOB, NPUAATKOB SIUYEK, SIMYHUKOB N MaTKU BCEX XXUBOTHLIX Ha NpeaMeT BO3MOX-
HOTO FMCTONOrMYECKOro aHamsa U oLeHKN1 B MHANBUAYansHOM nopsake. Mocne saseplUeHns UCCreJoBaHUs 1
MOArOTOBKM OTYETA TKAHN MOXHO YHUUTOXUTD;

- KOIMYECTBO CMepMaTo3onios B NpuaaTkax ANYeK M cCEMeHHUKaX, a TakKe XXU3HecnocobHoCTL cnepma-
TO30MA0B;

- KONMUYECTBO XEeMTbIX Terl, y4acTkn UMMaHTauumn (npumedaxme 16);

- XMBble U MEPTBLIE ONMOAOTBOPEHHbIE ANLEKNETKN.

MpumevaHnune 12(4.1.1) — Tepanusi B nepuog 4o cnapyveaHusi.

[Own3aiiH nccnegoBaHus bepTubHOCTHN, 0COBEHHO B YaCTX COKpaLLeHUs nepuroaa 4o cnapuBaHms y cam-
LLOB OCHOBaH Ha HaKOMMeHHbIX AaHHbLIX U NepeoLeHKe OCHOBHOIO UCCreaoBaHWs Npouecca cnepmartoreHesa,
W3Ha4arnbHO npueejLero K NoBbIWeHWI0 cnpoca Ha nepuod Tepannn B nepuog Ao cnapusaHus. BelwecTtsa,
UHAYUMpyloWwne cenekTUBHoe BO3ENCTBUE HA PenpoayKTMBHYIO (DYHKLMIO CaMLOB, BCTpeYarTes peako, a
cnapuBaHue ¢ camKamn — HeYyBCTBUTENbHBIA Crocob BhISIBNEHWSI BO3AENCTBUS Ha criepMaToreHes, Haane-
Xalwmin NaTonornyeckuin n rmcTonaTonorMyecknii aHanus (Hanpumep, MeToaomM dukcaunn byaHa, 3anusku
napaduHoM, nonepeyHbIX CPes3oB TONLWMHON 2—4 MUKPOH ANS sivek, NpoaoNbHbIX CPes3oB ANs NpuaaTkos
sanyek, PAS 1 okpalumeaHus reMaToKCUITMHOM) penpoaYyKTUBHBIX OpraHoB camUoB NpeacTaBnseT cobon bonee
YyBCTBUTEMNbHOE U BbICTPOE CPeACTBO BbISIBNIEHUS BO3AEUCTBNS Ha CrepMaTtoreHes, BellecTBa, okasbiBato-
e BO3AENCTBME Ha crepmaTtoreHes, npakTu4eckn Hen3sMeHHO MOBMUSAIOT Ha NOCTMeNoTUYecKMe aTanbl.
OtcyTcTBYHOT 6E3yCnoBHbIe NpUMephl BELLLeCTBa C TOKCUYECKUM BO3AEUCTBNEM Ha PENPOAYKTUBHYIO (DYHKLUIO
caMUOB, BO3AENCTBME KOTOPbIX MOXeT OblTb BbISIBNEHO TOMbKO NyTEM Tepanuu caMuoB B TeyeHue
9—10 Heaenb 1 cnapMBaHuUs UX C cCaMKaMMU.

WHdpopmalins o noTeHUansHoM Bo3geicTBMM Ha criepmaToreHes MoXxeT ObITb NONyYeHa Ha OCHOBaHUA
nccnegoBaHnin TOKCUYHOCT M MHOTOKPaTHBIX 403. OTO MNO3BONSAET CKOHUEHTPUPOBaTb UCCNEeA0BaHUA B paMKax
aHanusa epTUNbLHOCTA Ha gpyrux 6onee npsMbIX Npu4MHax adpdekTa. MpeanonaraeTcs, 4TO NPOAOIPKATENb-
HOCTb criepmaToreHesa (BKnoyas co3peBaHue CrnepmaTosonaos)y kpelic cocTasnaeT 63 aHs. MNpu Hanuumi nnn
OTCYTCTBUN CBUAETENLCTB pasMep UCCnefoBaHUsa B paMKax uccnenosaHua hepTUnbHOCTU A0MKeH ObiTb
yBENMYeH UM paclinpeH OT BbISIBNEHNS 40 XapakTepuCTUKK, ANa AanbHenwWwen xapakrepucTuku adgekTos
O0KHBI B6bITh paspaboTaHbl COOTBETCTBYOLWME UCCNEA0BAHUSA.

Mpumevanune 13(4.1.1,4.1.2, 4.1.3) — KonunuecTBo XMBOTHLIX.

CyulecTByeT o4eHb Mano HayyHbIX OCHOBaHWA AN onpeaerneHust pasMmepa rpynn B MNPOWbIX U
HbIHELIHNX PYKOBOACTBaX, BKMOYasi 3TO. YKasaHHble KonuuecTBa npeAcTaBnsiioT cobolt o6ocHoBaHHbIe
npeanonoXeHus, yuuTbiBaloWwmne MakCcUManbHbIA pasmep UccrefoBaHusl, KOTOpoe MOXeT BbiTb NpoBeaeHo
6e3 HEKOHTPONMPYEMOI NOTEePU KOHTPOIA Haa uccnegosaHneM. Ha 3To ykasbiBaeT TOT hakT, YTo YeM Aopoxe
XNBOTHOE B MOKYMKe UMK cogepXaHuu, TeM MeHbLUe NPeanonoXuTensHbIA pasmep rpynnel. B naeane pasmep
rpynnbl 4OJPKEH ObITb 0ANHAKOB ANsl BCEX BUAOB XXUBOTHBIX U JOJPKHO OTAABaTbCsl NpeAnovTeHue UCnonb3o-
BaHUIO 60MbLLEro KONMYECTBA XXUBOTHBIX MEHEe YacTo UCMOSb3yeMbIM BUAAaM, TAKUM Kak npumarThbl.

Takke cneyeT NOACHUTb, YTO HEOBXOAUMOE KONMUYECTBO 3aBUCUT OT TOro, oxuaaetcs nu adagekT B
rpynne unu HeT. [insa acdeKkToB, NPosIBMSIIOWLMXCS C BbICOKOW YaCcTOTOM HEOBX0AMMO Mario XXUBOTHbLIX. Ansa
noaTeepXaeHUs oTcyTcTBUA adpdekTa HeobxoanMmoe KONMMYECTBO XUBOTHBIX 3aBUCUT OT aHanuaupyemon
nepemMeHHoN (KOHEYHOW TOYKMW), a8 pacrnpoCTPaHEHHOCTU aHanu3a B KOHTPOMbHBLIX NONynauuax (peakue unu
KaTeropuyHble siBneHusi) 6o aucnepcust BOKPYr OCHOBHOW TeHAeHUUN (HenpepbiBHble NGO nonyHenpe-
pbIBHbLIE NepeMeHHbIe). CM. Takke npuMedaHue 23.

Bo Bcex siBneHusIx, kpoMme Haubonee pekux (TakMxX Kak MopoKu pasBuTus, abopThl, MONHaA NOTepsa Nome-
Ta), oueHka 16—20 NOMeTOB rPbI3yHOB U KPONUKOB 0becneuuBaeT HeobxoanMyio cTeneHb COOTBETCTBUS MEX-
ay uccnegosaHusmu. pu konuvecTse NOMeToB MeHee 16 AN KaxOon OUEHKU Mexay pesynbTaTtamMu
uccrnegoBaHUA HET COOTBETCTBUA, a NPW KonmyecTBe NOMeToB cBbile 20—24 Ha rpynny He yaaeTca 4obutbes
MOBLILLEHWS COOTBETCTBUA MexAy uccregoBaHusimu. KonvuecTBo cBsizaHo ¢ oLeHKol. Mpu aeneHnnrpynn ans
pa3nUYHbIX OLLEHOK KOMUYECTBO XXMBOTHBIX HA Ha4yano uccnegosaHvus A0MKHO BbiTb yABOEHO. AHANOrM4YHO B
uccnenoBaHusIx ¢ 2 NoKoneHnsaMu Heobxogumo 16—20 nomeToB ANst hUHANBHOM OLIEHKM NOMETOB Nokone-
Hua F1. nsa yyeTa ecTeCcTBEHHOW YObINW U3Ha4YanbHbIA pasmep rpynnel 8 nokoneHun FO aomkeH ObiTh Bhilwe.

MpumeuaHune 14(4.1.1) — CnapueaHue.

CooTHoLIeHWe Npy cnapuBaHUK: RN Teparnuio Nosy4aloT KMBOTHbIe 060UX NMONOB UK eCAN OHW 0AnHa-
KOBO YUWTLIBAOTCA B OTAENbHLIX UCCNEJOBAHMAX Ha camuax U caMkax, onTUMarbHOe COOTHOWeEeHWe npu
cnapusaHum cocTaenseT 1:1, nockonbky aTo Haubonee 6esonacHbii cNocod AOCTUKEHUA Hagnexaluemn Jac-
TOTbl 6EpeMeHHOCTU BO M36eXaHWe HenpaBUIbHOTO aHanMaa u UHTepnpeTauum pe3ynbTaToB.

8
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Mepuvoa v npakTuka cnapusaHus: B 6onblumHcTBe Nnabopatopuin nepuoj cnapusaHuna coctasnaeT 2—3
HeAenu, HeKOTopbIe UCCIIeA0BaTENN U3bIMAIOT CaMOK Kak TONbKO 6yAeT AOCTUrHYT NONOXUTENbHBLIN pe3ynbTaTt
BarMHanbHOro Maska unu npobka, a apyrue ocTasNAT Napbl BMecTe. BonbNHCTBO KpLIC cnapuBatoTcs B nep-
Bble 5 IHe COBMECTHOro HaxoxaeHusl (T. e. BO BpeMS NepBOM TEYKN), HO B HEKOTOPLIX CAyYasX y CaMOK MOXeT
oTMeuaThbcs nceBaobepemeHHOCTb. Mpu ocTaBNeHUN TakMX Camok ¢ caMuoM NpubnuauteneHo Ha 20 aHel y
CaMOK HauMHaeTCsl HOBbIA TEYHbIN LK M HacTynaeT 6epeMeHHOCTb.

MpumevaHne 15(4.1.1) — YmeplueneHve no 3aBepLUEHNN UCCNEA0BAHUSA.

CAMKU

B cnyyae, ecnu Bo3gencTBUE Ha CaMOK CHWXKaeTCsl Ha aTane uMnnaHTaunM, caMmok YMEpLUBSIIOT Ha
13—15-1 geHb 6epeMeHHOCTH, YTO AOCTaTOUYHO A OLEHKN BO3AENCTBUA Ha hepTUNbHOCTL UIU penpoayk-
TUBHYIO (DyHKLMIO, Hanpumep, ansa avddepeHunpoBaHns Mexay yuacTkamyu UMnAaHTaumum n pesopbumu.

B uenom ans BbisIBNEeHUA HexenaTenbHbiXx 3eKToB B UccneaoBaHnax epTUnbHOCTA cuMTaeTcs
HeLenecoobpasHbIM yMEPLUBNATL CamMok Ha 21 aeHb 6epeMeHHOCTU A4S NonyYeHUa nHopMaLM1 0 No3aHeNn
noTepe amM6puUoHa, BHYTPUYTPOBHOK CMEPTU U CTPYKTYPHBIX MOPOKax passuTus.

CAMLLbI

YKenartenbHO OTNOXWUTL yMepLUBIIEHWe CaMLOB 40 MOMEHTAa, KOrfja CTaHeT U3BEeCTEH UCXO[ CrapuBaHns.
B cnyyae HeogHO3HAuyHOro pesynbTaTa CaMUOB CNapuBaloT C He MosflyyasBlUMK Tepanuu camkamu ans
NOATBEPXKAEHUS UX CNOCOBHOCTU NN HECNOCOGHOCTU K onnoaoTBopeHuto. Camupbl, Nony4YyasLUMe TePanuio B
pamkax JyacTui uccnefosaHus 4.1.1 Taloke MOryT UCNONb30BaTbLCA AMs OLIEHKU TOKCUYHOCTU penpoayKTUBHOM
CUCTEMBbI, eCn 403MPOBaHNE NPOAOITKaeTCcsa Nocne cnapMBaHus U yMepLyBIieHWe oTKNnaabiBaeTcs Ha Gonee
nosgHee BpeMsi.

MpumevaHne 16(4.1.1,4.1.2,4.1.3) — HabniopgeHnus.

ExegHeBHoe B3BellMBaHWe GepeMeHHbIX CaMOK B TeueHue Bcero nepuoga Tepanuu obecneunsaet
nonyveHve nonesHon MHdopMaumn. [ina HekoTopbIX BELECTB Takke pekoMeHAyeTCsl B3BeLWMBaHNE XXUBOT-
HbIX Yalle YeM ABa pasa B Hedento B TeHYeHne Apyrux nepnoaoBs, KpoMme BepemeHHOCTU (A0 cnapuBaHus, BO
BpPeMS crapuBaHus, B nepuoa nakrawun).

Onsi oueBnaHO He 6epeMeHHbIX KObIC UM MbILLE (HO He KPOMMKOB) OKpaLUMBaHWe MaTK1 aMMOHUSA CyIb-
dmaom moxeT BbIThb LienecoobpasHo Ans onpeaeneHns CMepTHOCTU SMOPUOHOB B Nepuroa UMMaHTaLMK.

6.1.2 UccnepoBaHue achcpeKkTOB Ha Npe- U NocTHaTanbHOEe pasB1UTUe, BKNloyas hyHKLMU MaTepu

LENb

BrIsiBUTL HexxenaTenbHble 3ddeKTbl y camok B nepuog 6epeMeHHOCTU/NakTaLmMm U Ha pa3BuTue nroga u
NOTOMCTBA MOCNe BO3AENCTBNS Ha CaMKy npenapaTa oT BpeMeHN UMnnaHTauu1 4o oTiy4yeHUsi MoTOMCTBa OT
matepu. MocKkonbKy NposiBAeH st BO3AeUCTBUSA, MHOYLMPOBAHHOIO B A@HHLIW Nepuo, MOryT NPUBECTU K OTNO-
KeHHbIM acbpekTam, HabnrogeHe OMKHO NPOAOKATLECA A0 MOMOBOW 3penocTu (T. e. atanos C-F B pasae-
ne 1.2) (npumeyvanuna 17, 18).

HEXXENATEJIbHBIE 39®EKTbI, NMOANEXALUME OLIEHKE:

- Bonee BbIcOKasi TOKCUYHOCTb, MO CPaBHEHUIO C He 6epeMEeHHBLIMU CaMKaMu;

- npea- M NocTHaTanbHas CMepPTHOCTb MOTOMCTBA;

- N3MEHEHWE XapaKTepUCTUK POCTa U Pa3BUTHUS;

- (bYHKUMOHaNbHBIA AeuunT NOTOMCTBA, BKITHoYast

noeefeHue, cospeBaHue (nosnosas 3penocTb) u penpoaykums (F1).

KNBOTHbBIE

MUWHUMYM OAMH BUA, NPEANOYTUTENBHO KPbICHI;

KONMMYECTBO XMBOTHbIX

KonuyecTBO KMBOTHBIX KaX4oro nona, B KaXgow rpynne AOJPKHO 6biTb AOCTaTOYHLIM AN 3HAYUMMOWN
WHTepnpeTaLun AaHHbIX (TpumedaHue 13).

NMEPMOL BBEOEHUA MPENAPATOB

Camkam BBOOAT UccriegyeMoe BeLecTBO OT UMMaHTaumn1 4o KoHLa nepuoaa faktauum (T. e. atanel C-E,
MYHKT 1.2)

MPOUEAYPATNMPOBEOEHNA SKCMEPUMEHTA

CamkaMm gatoT BOSMOXHOCTb POAUTL U BbIPACTUTL MOTOMCTBO J0 MOMEHTa OT/Ty4eHWUs OT MaTepu, nocrne
Yyero o4uH camel, M ogHa caMka U3 MOTOMCTBA KaXa4oro nomeTa AomKHbI OblTb BblIBpaHbl (B COOTBETCTBUN C
MEeTOAO0M AOKYMEHTaLMKW) AN BelpalnBaHis 40 B3pPOCIIOro Bo3pacta 1M nepuoaa cnapuBaHusa Ans oueHKn
cnocoBHOCTU K cnapusaHuio (Npumedaxmne 19).
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HABNIOAEHNA

Bo BpeMs uccrienoBaHus (CaMKu XXUBOTHBIX):

- MPU3HaKU U3MEHEeHN 1 CMePTHOCTb MUHUMYM OAVH Pas B CYTKW;

- Macca Tenau usMeHeHue Maccol Tefnia MMHUMYM A1Ba pasa B Heaenio (npumedaHue 16);

- npueM NULLM MUHUMYM OOUH pas B HeAesmio MUHUMYM [0 POAOB;

- HabniogeHus, KoTopble BbINY 3HAYUMBIMU B paMKaXx ApYrX UCCNea0BaHN TOKCUYHOCTH;

- MPOAOIKUTENbHOCTb BepeMeHHOCTY;

- pogsl.

Ha aTtane nocneaHero ocmoTpa (Ans camok-MaTepen 1, eCnn 3To NPUMEHNMO, Anst NOTOMCTBA):

- Hekponcus (Makpockonuyeckoe obcnefoBaHue) BCex B3POCbIX XKUBOTHbIX;

- coxpaHeHue opraHoB 6narogapsi Makpockonuyeckomy o6cneaoBaHMio0 BO3MOXKHOM MMCTONOrMYECKON
OLeHKW, COXpaHeHne COOTBETCTBYIOLMX OPraHOB KOHTPOSbHLIX XXUBOTHLIX ANA CPaBHEHUS;

- KONMYEecTBO MMNNaHTauui (npumeyaHue 16);

- MOPOKW PasBUTUS;

- KMBOE NOTOMCTBO MPU poXAeHUN;

- MepTBOE MOTOMCTBO NMPU POXAEHUN;

- Macca Tena rnpu poxaeHun;

- BbDKMBaeMOCTb [10 U NOcIe OTyYeHUs OT MaTepu U pocT/Macca Tena (npumedarue 20);

- MonoBsoe co3peBaHune U bepTUNbHOCTb;

- husmnyeckoe passuTue (Nnpumeyarue 21);

- CeHcopHble yHKLUK 1 pedbriekchl (MpuMeydanue 21);

- rnosegeHue (NpumedaHune 21).

Mpumedanwue17(4.1.2) — Tepanus nOTOMCTBA.

Bcneactesue cocTaBneHUsa Ha OCHOBE CYLLECTBYIOLUMX peKOMeHAaunin Ana NekapcTBEeHHbIX CpeacTs,
HacTosILLWN cTa HAAPT MNONHOCTbIO HE OXBaTbiBaeT BO3OeNcCTBUE npenapartaoT MOMeHTa OT/Ty4eHUA OT MaTepun
00 OOCTUXEHUs NONoBOWA 3PenocCTM N He KacaeTCd TeMbl BepPOATHOro CHWXKeHWA NPpOoAOJDKUTENbHOCTU
penpoaykKTUMBHOIO nepmnoia XXU3Hu.

[ns BbIABNEHNs1 HeXxenaTerbHbIX ABMIEHUIA BCneacTsme npuMmeHeHnA nekapCcTBeHHbIX CpeacTs, npea-
Ha3Ha4YeHHbIX ANa NpuMMeHeHna y MnageHues U heTen MnagLwero BO3pacTa, cnenyet pacCMOTpeTb BO3MOX-
HOCTb MPOBeAeHNsT cneLmanbHbIX UCCregoBaHni (MH,D,I/IBVI.CI,yaHbeIﬁ OU3alH) ¢ NpsIMbIM TepaneBTU4eCKUM
BO3eNCTBMEM Ha MOTOMCTBO BO BCEX YCTaHOBJIEHHbIX BO3PACTHbLIX KaTeropusx.

MpumevaHune 18(4.1.2) — OtgenbHble UccneaoBaHUs SIMOPUOTOKCUYHOCTU U Npe- NocTHaTarnbHble uccneno-
BaHusi.

Ecnu npe- unu nocTtHatanbHoe UCCNeaoBaHWe pasdeneHo Ha ABa UCCNeAoBaHUsl, OOHO U3 KOTOPLIX
oxBaTblBaeT 3MOproHanbHbBIA Mepuoa, a Apyroe — NMoAHbIA Nepuoa, poxaeHue n nakrauuio. B oboux
nccneaoBaHusix Heobxoauma nocTHaTanbHas oLeHka noTOMCTBa.

MpumeyaHune19(4.1.2) — XvueoTHble nokonenus F1.

PykoBoacTso npeanonaraeT BuIGOp 0QHOMO caMua U OfHON CaMK1 B KaXKOOM MOMeTe Ha OCHOBaHWUM
LenecoobpasHOCTH BbIMOMHEHNA aHaNM30B NoBeAeHUS U APYrUX (YHKLMOHANbHBLIX TECTOB Ha TEX XKe XUBOT-
HbIX MoKoNeHWst F 1, 4To U UCMoNb3yeMble A OLeHKU penpoayKTUBHOW dyHKUMK. DTO NpearnonaraeT Hanu4ue
NpeuMylLiecTBa NePeKPecTHLIX CChINOK Ha pesynbTaThl PasfMYHbIX TEeCTOB B MHAMBMAYarbHOM Mopsiake.
OpaHako npusHaeTcs, YTo HeKkoTopble nabopaTopumn NpeanodnUTaloT BuIBUpaTh oTAeNbHbLIE MPYMMbI XKUBOTHBLIX
[NA aHan“3a NoBeAeHNs U OLIEHKU penpoayKTUBHOW YHKLMK. Kakue XKUBOTHBIE ONTUMArbHO NOAXOAAT Ans
NHAMBUAYanbLHON NnabopaTtopumn 3aBUCUT OT COMETaHUS UCTIONb3YEMbIX TECTOB U OCTYMHLIX PECYPCOB.

Mpwumedyanune20(4.1.2) — CHuxeHue pasmepa nomera.

LieHHoCTb 0TOOpa unn OTCYTCTBUA 0TOOpa > KMBOTHbLIX A5 BbISIBIIEHWUA BO3AENCTBUS HAa pPenpoayKTUBHYIO
d)yHKLI,IMO no-npexHemy noanexuTt oﬁcy;meHwo. Mposogutca OT60p nnn Het, uccnegoBatenb OOSMKEeH
npeaoCcTtaBnTb COOTBETCTBYOLLEE obocHoBaHue.

Mpumevanne 21(4.1.2) — duanyeckoe pasBnTne, CEHCOpHbIe PYHKUUK, pedhneKkcs U noBeaeHne.

Jly4LmMM MHAOMKaTOPOM (hU3NYECKOro COCTOSIHUA 3A40POBbA ABNAETCA Macca Tena. MNMpoxoxaeHue onpe-
AeneHHbIX 3TanoB pasBUTUS, NpeALIecTBYOLWMX OTIIYYEHUIO OT MaTepu, Takux Kak pasBepTbiBaHUe YLIHOW
paKoBWHBI, POCT LUKYPbI, NpopesbiBaHue pe3LoB U T. [1. B BLICOKOM CTeNeHn KoppenupyeT ¢ Maccoit Tena nome-
Ta. [laHHbIi nokasaTens B Oornbluel cTeneHu kKoppenupyeT ¢ MOCTKOUTaNbHbIM BpeMeHeM, YeM ¢ nocTHaTanb-
HbIM BpeMeHeM, Mo KpaitHell Mepe, B CIly4ae BO3HUKHOBEHUS CYLLECTBEHHbIX PasNu4nii B NPOAOIDKUTENBHOCTA
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recTauunoHHoro nepuoga. Pednekcol, ycTaHOBOYHBIA ocA3aTenbHbI pedineke, cryxoBoi pednekc ucnyra,
NabupUHTHBIA YCTaHOBOYHBIN pedhrieke 1 cBeTOBOI pedneKke Takke 3aBUCAT OT (DN3NYECKOro Pa3BUTUSA.

[Ba pekomeHAyeMbIX A1A OLLEHKM 3Tana pa3BUTUS Mocne oTIyYeHUs OT MaTepy — OTKpbITUE BRlaranuwya
Y CaMOK U cerMeHTaLms enesbl kpanHel oty y camuos. MNMocnegHee cBI3aHO € NOBbILLIEHWEM YPOBHS TEC-
TOCTEpPOHa B OTNUYME OT ONYLUEHUSA AUYEK. DTN KOHTPOMbHBbIE TOYKN CBUAETENbLCTBYIOT O HACTYMNEeHUU Noso-
BOW 3penocTu, 1 npeanonaraeTcs, YToO Maccy Tena PerMcTpupyroT Ha aTane AOCTUXKEeHWUs onpeaeneHHoro
BO3pacTa C Lenblo YCTaHOBMEHUSA CneunduYHOCTU UM COOTHECEHHOCTU C OBLIMM pOCTOM BO3MOXHbBIX
OTITUYUIA OT KOHTPOJIBHBIX KUBOTHBIX.

PyHKUMOHAmMNbHbIE TECTbl: 40 HacTosLWero BpeMeHu PyHKUMOHAmNbHbIE TECThI MOYTU NOMHOCTbIO Bbinn
HanpaereHbl Ha oLeHKy noBedeHus. HecMoTpa Ha To, 4TO 6bIN0 NOTPaYeHo OrPOMHOE KONIUYECTBO YCUIUIA B
AaHHOM HanpasfeHuW, He NpeacTaBnseTcs BO3MOXHbBIM AaBaTb pekomeHAaunn cneunduyecknx MeToauk
npoBeaeHust TectoB. Mccnegosatenam pekoMeHAYT HaxoauTb MeToAbl, KOTOPbIE MO3BONAT OLEHUTb CeH-
COpHble hYHKLMN, MOTOPHYHO aKTUBHOCTb, 0By4aeMoCcTb U NaMATb.

6.1.3 NccneposaHue Bo3aencTeus Ha aMbpuocdetansHoe pa3sutue

LUENb

BbisBUTL HEXenaTenbHoe BO3AeNCTBUE HAa GepeMeHHbIX caMokK U pasBuTue ambpuoHa 1 nnoaa scnea-
CTBME BO3[ENCTBWUsI HA caMKy OT aTana uMmnnaHTauuu A0 3akpbiTus TBepgoro Heba (T.e. ctagum C-D,
npeacTaeneHHble B pasgene 1.2).

HEXXENATEJbHbLIE 3¢$EKTHLI, TOANEXALWWE OLIEHKE:

- Bornee BbICOKasi TOKCUYHOCTb, MO CPaBHEHUIO ¢ HeGepeMeHHbIMU CaMKamu;

- aMbpuodpeTansHas CMepTHOCTb;

- N3MeHeHue XapaKTepuUcTUK pocTa;

- CTPYKTYPHble U3MEHEHUS.

XUBOTHbIE

O6bI4HO NCNOMNb3YIOT ABa BUAA XUBOTHBIX — MPbI3YHOB, NPEANOYTUTENIbHO — KPbIC M OAHOrO BUAA, He
OTHOCSILLErocs K 0TPsAY rpbl3yHOB, NPeANOYTUTENbHO KPOMUKOB (MpuMeydanue 5). MNpr Ncnonb3oBaHNUM 0QHOTO
BMAA XXMBOTHbIX A0MKHO ObITb AaHO 060CHOBaHMKe.

KONMNMYECTBO XXUBOTHbIX

Konun4ecTBo XUBOTHBIX A0MKHO GbITb 4OCTAaTOYHLIM ANA NOMHOLEHHON MHTEpNpeTaLun AaHHbIX (Npu-
mMevaHue 13).

MEPMOL BBEOEHUA

Mepwon BBeageHWs NpodorkaeTcsl OT MOMEHTa UMMMaHTaLMmM A0 3aKpbliTUSl TBepAoro Heba (T. e. koHel,
ctagun C) — cm. pasgen 1.2.

NMPOLUELYPA NMPOBEAEHNA SKCMNEPUMEHTA

Camku1 gormkHbl BbITh YMepLUBIieHbl, UX 06crieqoBaHue AomkHO GbITh NpoBeaeHO NPUBU3NTeNbLHO 3a
AeHb Ao poaos. Bece nnogbl AomkHbI 6bITL 06cneaoBaHbl Ha NpeaMeT XKU3HECNOCOBHOCTU U MOPOKOB Pa3BUTUS.
B uenax nocneaytoLlen oLEHKN B3aMMOCBA3M MeXay HabnogeHUsaMMU, caenaHHbIMU NPU NOMOLLN PasnUYHBLIX
TEXHOMNOrMN1, naeHTudrKaLmio NNoA0B creayeT NpoBoOAUTL B UHANBUAYaNbHOM nopaake (NpuMmedaHue 22).

Mpu ucnonb3oBaHWKN TexHonorui, Tpebywux pacnpegeneHns gna NpoBeaeHUs OTAeNbHbIX Ucche-
[0BaHUIA MATKUX TKAHEWN UM CKeNeTHbIX U3MeHeHUI, onTumanbHee Bcero 50 % nNnoaos 13 Kaxxaoro noMmeta
pacnpenensTs B rpynny o6cneaosaHuns ckeneta. MuHnuMym 50 % nnoaos A0MKHBI NPOUTU UccnefoBaHue Ha
npeaMeT MOPOKOB Pas3BUTUS BHYTPEHHUX OPraHOB HE3aBUMCUMMO OT UCMONb30BaBLUenca TexHonoruu. MNpu
NCMOMNb30BaHNMA TEXHOMOT NN CBEXETO MUKPOXUPYPIMYECKOrO Haapesa Ha NpeamMeT Nopoka pasBUTUS MATKNX
TKaHen, 4YTo SABNseTCs NpeanovTUTeNnbHBEIM MeTogom Ansa kponukos, 100 % npunnoda Kponukos cnegyet
nccnegoBaTth Ha NpeameT NOPOKOB PAa3BUTUSA MSATKMX TKAHen Unuv ckeneTa.

HABMKOOEHNA

Bo Bpems nccnegoBaHus (CaMKU XKUBOTHBIX):

- MPU3HAKN U3MEHEHWIN N CMEPTHOCTb MUHUMYM OAWH Pas B CYTKK;

- Macca Tenau nsmeHeHvie macchl Tena MMHUMYM ABa pasa B Hegento (MpumedaHue 16);

- npveM NULWM MUHUMYM OOWH pas3 B Heaenio;

- HabnwopaeHus, KoTopble BbINM 3HAaYMMBbIMK B pamMKax Apyrux MccriedoBaHuii TOKCUHMHOCTU.

Ha aTtane nocnegHero ocmoTpa:

- Hekporcus (Makpockonunyeckoe obcrneoBaHune) BCexX B3pOCTbIX XKUBOTHBIX;

- coXpaHeHwue opraHoB bnarogaps MakpockonudeckoMy obcrneaoBaHnio BOSMOXHON FMCTOMNOTNYecKoin
OLEHKMN, COXPaHEHWE COOTBETCTBYHOLLMX OPraHOB KOHTPOMbHBIX 3KUBOTHBIX ANs CPaBHEHS;

- KONWYECTBO XENTbIX TeN, KONIMYECTBO XKUBBIX U MEPTBBLIX MMNNaHTaLMA (NpumeyaHmne 16);

- Macca Tena oTAeNbHbIX NNoA0B;
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- MOpoKX PasBUTUA NNOAOB (NpUuMeyaHue 22);
- Makpockonuyeckoe obcnegoBaHue NnaueHTbI.

MpumeyvaHue 22(4.1.3) — MuguBuayanbHasi uaeHTUMKALMS U OLEHKA NIOAOB.

HomxkHa ObITb BO3MOXHOCTb CBAA3aThb Bce pesynbTaThbl NMpU NOMOLLN pa3HbIX TeXHOMorumn (T. €. Macca
Tena, BHeLWHUA OCMOTP, aHanNn3 BHyTpEeHHNX opraHoB n/vnu CKeJ'IeTa) coTAaesibHbIMU 06pa3Ll,aMl/1 AONnA BbiABIE-
HUS XapakTepUCTUK NOPOKOB passuTusi. OCMOTp NNOAOB, nony4yasliux npenapart B CpeaHUX N HU3KNX gosax, Ha
npegveTt HapymeHMﬁ BHYTPEHHUX OpraHoB w/vnu ckeneta MoXeT He ﬂOTpBGOBaTbCﬂ, €CIN oLeHKa XNUBOTHbIX,
nony4vaswnx npenapart B BbICOKOW [03€ U KOHTPOSbHbIX rpynmn >XMBOTHBIX HE BbISIBUSIA 3HAYNUMBIX Pasfnynii.
OgaHako xenatenbHO XpaHUTb 3ahUKCUpoBaHHbIe 0bpasLbl AN BO3MOXHOIo nocreayiowero aHanusa. Ecnu
B HOpME UCNONb3YOTCA TEXHONMOINN CBEeXero ncceveHund, npenosioxXUTernlbHO MOTryT BO3HUKHYTb TPYAHOCTU
C AanbHenWnMn CpaBHEHUAMU C UCMIONBb30BaHUEM (PUKCUPOBAHHbIX NIOA0B.

6.2 [Ju3aitH eAUHCTBEHHOTO UccneoBaHuUA (rPbI3yHbI)

Ecnv nepuoa AosnposaHus B paMkax uccreqosaHus pepTunbHOCTU, Npe- U nocTHaTanbHoro uccneao-
BaHWA coveTaloT B paMkax eAuHOro paccnenoBaHus, 3To BKIIlOYaeT oueHKy atanos A-F npouecca penpoayk-
unu (cM. pasgen 1.2). EcnunogobHoe uccnegosaHue, npy yCnoByU BKITIOYEHWS B HEro UCCedoBaHWA N0A0B,
Aano 6bl onpefeneHHo oTpuuaTenbHble pesynbTaTbl MPUM AOCTAaTOMHO BLICOKOM YPOBHE BO3AEWUCTBUA,
AonNoMHUTenNbHBIX UCCNeAoBaHWUiA Ha Kpbicax He TpebyeTcs. MccnegoBaHus NnodoB Ha NpeaMeT CTPYKTYPHBIX
MOPOKOB Pa3BUTUA Talkke MOXHO AOMOSIHUTL UccneaoBaHUeM (Unu UccreaoBaHusMu) am6puodeTansHoro
pasBUTUA B paMKax nogxoaa, BKovalowero 2 uccnegoBaHus (npumedanus 3, 11).

Mpeanonaraetcs nonyyeHue pesynbLTaToB UCCIeA0BaHUS BO3AENUCTBUS Ha ambpuodeTanbHoe passu-
The BTOoporo Buaa (cm. Tarke 4.1.3).

6.3 [OusaitH oBOWMHOrO UccnefoBaHus (rPbI3yHbI)

MpocTenwnii AByXCErMeHTHbI AU3aiH COCTOUT U3 UccneaoBaHusl (hepTUNbLHOCTU U UCCNeaoBaHUA Npe-
1 NoCTHaTanNbHOro pasBUTUS, BKIoYatoLwero uccriegosanune nnogos. OaHako MOXHO NpeanonoXuTb, YTo ecnu
ncecnegoBaHve npe- U NocTHaTanbHOro pasBUTUS He aBaso ykasaHui Ha npeHaTanbHble acdekTbl Npy gocTa-
TOYHOM YpPOBHE BO3OENCTBUS CBEPX BO3OEACTBUS HA YenoBeka, AONOMHUTENbHbIE UCCNeAoBaHUA NNOAOB
(4.1.3) ckopee Bcero He obecneyaT cepbe3HbIX U3MEHEHWUIA OLEHKU puUcka.

B kauecTBe anbTepHaTUBEI, Tepanus camok B uccriegoBaHum pepTunbHOCcTU (4.1.1) MoxeT BbITb NpoAdoT-
KeHa [0 3aKkpbITUA TBepaoro Heba, Nnoabl MoryT 6biTb UCCNefoBaHbl B COOTBETCTBUM C NpoueaypamMu uccre-
AoBaHusa ambprodpetansHoro passuTua (4.1.2). CneayeT obecneuntb BCe HeobxoaMMble UCCNefoBaHUs B
paMKax «Haubornee BepOATHOro BapnaHTay, HO C UCMOSb30BAHUEM 3HAYNTENbHO MEHBLLIEMO YACHA XXUBOTHBIX
(npmevarns 3, 11).

JomkHbl ObITb MONy4YeHbl pesynbTaThl ccneaoBaHusa acgdekToB ambpuodeTansHOro passuTus y BTo-
poro BUAa XMBOTHbLIX (CM. Tawke pasgen4.1.3).

7 CtatucTtuka

WHTepnpeTauunsl pesynbTaToB MccleaoBaHMA NMPOBOAWUTCA MPY MOMOLIM CTATUCTUYECKOTO aHanusa.
Camasi BaxkHasa 4acTb aHanm3a COCTOUT B YCTaHOBIEHNW B3aUMOCBA3W MeXOy PasfiudHbIMUA NepeMeHHbIMU 1
nX pacnpegeneHve (onvcaTtenbHas CTaTUCTMKA), MOCKOSbKY MPW MOMOLUM AaHHLIX METOAMK MOXHO onpefe-
MUTb NPUHLMMLI cpaBHeHus rpynn. PacnpegeneHne KoHeUYHbIX Touek, Habnogaemoe B UCTIbITAHUAX Penpo-
AYKTUBHOW TOKCUYHOCTM, OBBIMHO SIBMSIETCA HemnpaBuibHbIM U MPOAoKaeTcs OT MoYTU HENpepbLIBHOrO A0
npeferbHO KaTeropM4Yeckoro.

Mpu 1cnonb3oBaHUM CTaTUCTUKA BbiBoAa (onpedeneHne CTaTUCTUYECKON 3HAaYMMOCTM), B KayecTse
OCHOBHOI eAnHULEI CpaBHEeHWsI J0IKHbI LCMONbL30BaThCH Napa XUBOTHLIX NGO NMomeT, HO He Mnoabl Unn
HOBOpOXAeHHbIe. Micnonbayemble UCTIbITAHNA AOMKHbI BbITb 060CHOBaHHBIMM (MpUMeYaHne 23).

MpumeyaHue23(5) — Cratnctuka BeiBoaa.

AHanusbl «3HaYMMOCTUY (CTATUCTUNKA BbIBOAA) MOTYT ObITb MCMOMNb30BaHbI TOMLKO B KAUeCTBE BCNoMora-
TernbHOro CpeAcTBa Npu MHTepnpeTaLumn pesynstaToB. MIHTepnpeTauusa pe3ynbTaToB 4o/MKHa ObITh OCHOBaHa
Ha 6uonornyeckol ceasn. HepasymHo npeanonaraTb, YTO OT/IMYME OT KOHTPOSIbHBIX 3HAYEHWIN He ABNaeTCS
B61onornyeckn 3Ha4MMbIM MPOCTO MOTOMY, YTO HE SABMIIETCS «CTATUCTUYECKN 3HAYMMBIMY . B MeHbLUen cTenenun
HepasyMHo npegnonaraTtb, YTO «CTaTUCTUYECKN 3HAYMMOE» pasnnyne AoMKHO ObiTb BUONOrMYeckn 3Haun-
MbIM. OCOBEHHO B OTHOLLEHUN AIBMEHNA, BOSHUKAKOLLMX C HA3KOW YacTOTOM (Hanpumep, cMepTb B 3MBpUoHanb-
HbI Nepuoa passuUTUs, MOPoKKN passuTus). MNprn oAHOCTOPOHHEM pacnpefeneHumn cTaTUCTUYeCKas MOLLHOCTb
nccnegoBaHuii HUsKka. [loBeputenbHble MHTEpBarbl AN aHaNOrMYHOro KONMYeCcTBa MOryT YKasbiBaTb Ha BO3-
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MOXHBbI MacLiTab adpdpekTa. Mpu NpUMeHeHUN cTaTUCTUYECKUX NPoLieayp cneayeT paccMmaTpuBaTh akcnepu-
MeHTanbHble eANHNLBI CPaBHEHUS: MOMET, a He UHANBMAYarbHble NNodbl 3a4aTus, napbl cnapusaHus, a npu
Tepanuu X1BOTHBIX 060MX MOMOB crapuBaLLasica napa NoKoneHnsa OTLUOB B paMKax nccrnefoBaHnsa AByX
NOKONEeHuNA.

8 lNpeacTaBneHue faHHbIX

Ons Hagnexalyero otyeTa HeobxoaAMMO YeTkoe 1 KpaTkoe TabnnyHoe NnpeacTaBneHne MHanBMAYyanbHbIX
3Ha4YeHWi, yuuThiBaoLLee NoKasaTenm BCEX KMBOTHbIX, BOLIeALINX B UccriegoBaHue. Yutatenb 4OMKEH UMeTb
BO3MOXHOCTb MPOCNeAUTb UCTOPUIO OTAENBbHBIX XUBOTHBIX OT Hadana Ao KoHUa UCCredoBaHnUs U JOSKEH C
NerkocTbio BbIYUCMUTL TOT BKIad, KOTOPbLIA BHECIO KaX[doe >KMBOTHOE B CBOAHbLIE pe3ynbTaTbl rpynmbl.
CBoaHble pesynbTathl ANsl rpynnbl 4OMKHBI BbITb NpeacTaBneHbl B Buonoruyeckn obocHoBaHHOW dopme
(T. e. 6e3 NOXHOWN NPEUN3NOHHOCTU), C OTPaKEHMEM pacnpeeneHus nepeMeHHbixX. [NpunoxeHns unu Tab-
NMYHoe npeAcTaBlieHne MHANBMAYanbHbIX 3HAYEHUA, Taknx Kak Macca Tena, noTpebnexHve nuwm, pasmep
nomeTa, OOMKHbl 6bITb KPATKMMU U MO BO3MOXHOCTM BKMOYaTb abCONOTHbIE 3HAYEHUsl, @ He pacyeTHble
BenuunHbl. CriegyeT nsberatb HEHYXXHOMO AyONMpoBaHWs AaHHbIX.

Ons Tabnuyroro npeacTaBneHnst HabnioaeHNA, OTMEYABLUMXCA C HU3KOW YaCTOTOM, TaKUX Kak KIMHUYEeC-
Kne NpusHaku, pesynbTaThl aQyTONCKK, MOPOKU PasBUTUS 1 T. 4. >KenaTenbHo crpynnupoBaTth BMecTe (HeCKosb-
KMX) XUBOTHBIX C MOMOXUTENbHBIMA pesynbTataMu. B yacTHOCTW, npeacTaBneHue AaHHbIX O CTPYKTYPHBIX
N3MeHeHNAX (NMOPOKN Pa3BUTUS M104a) OCHOBHOMN CNNCOK (TaBYNMPOBaHHLIN) A0MKEH YETKO OTpaXKaTb MOMEThI
C Nro4amMu ¢ BpoXAeHHbIMY MopoKkaMu, € yKkasaH1neM NNo40B C HapyWweHUAMA U ¢ OTpaXKeHeM BCeX U3MeHe-
HUIN, HabnodaBLINXCH Y NOPaXKeHHbIX ModoB.. Mo aTon nHdopmauun Npu HeOHBXOAUMMOCTU MOXHO CO3AaTb
BTOPUYHBIN CMIUCOK MO TUMY U3MEHEHWA.

9 UsyyeHne TOKCUYECKOro AEUCTBUA Ha MYXCKYIO penpoAyKTUBHOCTb

9.1 UccneposaHue (t)epTVI.ﬂbHOCTI/I U nepuoga OT paHHero 3M6puouaanoro pa3sutTua Ao
nMnnaHTauun

NMeEPWOO BBEAEHNA

Mpeanonaraetcsa, 4YTo O0COBEHHO B YacTW BO3AEUCTBUSA Ha cnepmartoreHes, 6yayT WUCMOSb30BaHbI
CyLLlecTBYIoLME AaHHble 06 UccnefoBaHMAX TOKCUMHOCTM (HanpUMep, rmcTonaTonorniyeckue aHanumsael, Macca
PEnpPoayKTUBHBIX OpraHOB, B HEKOTOPLIX CIy4asix ropMOHanbHble aHanu3bl U JaHHbIE FeHOTOKCUYHOCTH).
Yunteisas oTCyTCTBME Ah(PEKTOB B paMkax UCCrefOBaHUA TOKCUYHOCTU MHOTOKpaTHBIX 403 NPOAOIDKUATENTb-
HOCTbIO MUHUMYM 2 Heenu, NpenaTCTBYIOLNX 3TOMY, MOXKeT 6bITb UCMONb30BaH UHTepBan Tepanuu 4o cnapu-
BaHWs1 NPOAOMKUTENbHOCTBIO 2 Hedenu Anst caMoK M 2 Hedenu Anst caMuoB (NpumedaHue 12). Beibop
NPOACIKUTENBHOCTM Neproaa BBeAEHUs 40 CapyuBaHns AoMkeH 6biTb ycTaHoBMeH U o6ocHoBaH. Tepanust
[OMKHA MPoAomKaTbCA B TeHeHMe BCero nepuoa cnapusaHus 4o OKOHYaHWs npoLecca cnapuBaHys y caMmLoB
N MUHUMYM 00 UMMANaHTaLuM y camok. DTO MO3BOSMUT NPOBECTU OLEHKY (DYHKLIMOHANBHOrO BO3AEACTBUS Ha
MYXKCKYH0 (bepTUMbHOCTb, Heonpeaenumyo No pesynsTartam rmcTonaTosiormyeckoro NccnegoBaHns B uccne-
[OBaHUSIX TOKCUHMHOCTM NOBTOPHBIX 03 U BUSHUE NOBEAEeHWUs NPY cnapuBaHyu Ans y4acTHUKOB 060MX MOMoB.
Ecnu gaHHble gpyrmx MccnefoBaHWIA yKasbliBalOT Ha Hanvyine BO3AEACTBUSI HA MAcCy U rMCTonorndeckue
XapaKTePUCTUKN PENPOAYKTUBHBIX OPraHoB Y caMLLOB 1 CaMOK TG0 B cyyae COMHUTESNbHOMO KavyecTBa ApYrnx
nccrnefoBaHnin - crieqyeT  paccMOTpeTb  BO3MOXHOCTb  MpoBedeHUst Gonee MOMHOrO  UccrneaoBaHUs
(MpumevaHue 12).

HABIMKOOEHNE

Ha aTane nocnegHero nccnegosaHus:

- Hekporcusa (Makpockonunyeckoe o6cnefoBaHne) BcexX B3POCTIbIX )KUBOTHbIX;

- coxpaHeHwe opraHoB 6narogaps MakpockonuyeckoMmy obcneoBaHnio BO3MOXHON MMCTOMNOTNYECKON
OLEHKUN, COXPaHEHWE COOTBETCTBYHOLLMX OPraHOB KOHTPOMbHBIX 3KUBOTHBIX 5151 CPaBHEHWS;

- COXpaHeHWe CeMEHHWUKOB, MPUAATKOB AnYek, ANYHUKOB U MaTK/A BCEX XKUBOTHbLIX Ha NpeaMeT BO3MOX-
HOTO MMCTOMOTMYECKOro aHanM3a 1 oLeHKU B MHAUBMAYansHOM nopsake. MNocrne 3apepLleHns nccnegoBaHns 1
MOAroTOBKM OTHETA TKaHW MOXHO YHUYTOXUTb;

- KOMUYeCTBO XeNThIX Ter, y4acTKu uMnnaHTauumn (npumedanue 16);

- KMBblE€ U MEPTBLIE OMNNOACTBOPEHHbIE AALIEKTETKN.

AHanns crnepmbl MOXeT UCMOMb30BaThbCs B KayecTBe Heobs3aTensHOW npoueaypbl NoaTsepXkaeHus
nnbo 6onee acheKTUBHON XapaKkTepUCTUK Habnogaemblx acpdekToB (NpumevaHme 12).

MpumedvaHune 12(4.1.1) — Tepanus o cnapveaHusi.
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AvsanH nccneposaHua epTnnbHOCTU, 0COBEHHO CoKpalleHue nepuoga A0 CnapuBaHUA Y CaMLOB,
OCHOBAHO Ha MONYYeHHbIX AaHHBLIX O MEPECcMOTPe OCHOBHOIO UCCMedoBaHUA npolecca cnepMaTtoreHesa.
BellecTBa, MHAYLMPYOLLME CeNEeKTUBHOE BO3AENCTBME Ha PENpOaYKTUBHBIE (DYHKLMN CaMLIOB, BCTpeYaloTCsl
peako. BellecTsa, BNusiioLne Ha cnepMaTtoreHes noyTu HeM3mMeHHO OKasbiBaloT BAINAHUE Ha NOCTMeRnoTU4eC-
Kve aTanbl U Maccy ceMeHHUKOB. CnapuBaHue ¢ caMmkaMmn — HeYyBCTBUTENbHBIA MeToA BbiaBNeHUA achchekToB
Ha criepmaTtoreHes. MMCTONATONOMMYECKUA aHanns suyek — Hanbonee YyBCTBUTENbHBIA METOA BbISIBIIEHUSA
aphekToB Ha cnepmartoreHes. Hagnexallee natonorMdyeckoe U ructonatonorndeckoe uccnegoBaHue
(Hanpumep, meTodoM cukcaunm ByasHa, 3anneku napaduHOM, NONepPeYHbIX CPe30B TONWUHON 2—4 MUKPOH
ANs sindek, NpoaobHBIX CPe30B ANs NpUAaTKoB sndek, PAS 1 okpalumeaHua reMaToKCUANMHOM) MY>KCKUX pen-
POAYKTUBHbLIX OPraHoB NpeactasnsieT cobol NpsMoe cpeacTBO BbIAIBNEHUA. AHANU3 cnepmbl (KONMMYeCTBO
crnepmaTtosonioB, NOABMKHOCTb, MOPEOMOrMyeckne XapakTepucTUkM cnepMbl) MOTyT UCMONb3OBaTbCA B
KavecTBe anbTepHaTUBHOro MeToda AMsi NOATBEePXAEHNA pesynbTaTos, NONYYEeHHbIX APYrMMn MeToaaMu 1
danbHenwen xapakTepuctTuki acdektos. aHHble 06 aHannse cnepmbl cuntaroT Bonee akTyanbHbLIMU 4ns
oUeHKN pepTUNLHOCTM NpK B3ATUM 06pasLoB U3 CEMEBBIBOASILLIMX MPOTOKOB UM XBOCTOB NPUAATKOB sIMYEK.
WHdopmaLms o noTeHLManbHOM BO34eNCTBUM Ha cnepMaToreHes (M penpoaykTUBHbIE OpraHbl CamMoK) MOryT
ObiTb MOfydYeHbl B pamMkax WCCrnedoBaHWi TOKCMYHOCTM MHOTFOKpaTHbIX Ao3 nunbo wuccnegosaHuid
penpoayKTUBHON TOKCUYHOCTMU.

[ns BbISIBNEHUs BO3AEWCTBUIA, He onpeaenmbiX No pesynbTatam rMcTonaTonorMyeckoro aHanusa pernv-
POAYKTUBHBIX OPraHoB CaMLOB 1 aHanMsa crnepMaTo3onaos, aHanus cnapueaHusa ¢ caMmkamn nocne npeasapu-
TeNbHOW Tepanun 40 CrnapuBaHUsi NPOOCIKUTENbHOCTEIO 4 Heaenu okasanocb Kak MUHUMYM He MeHee
atheKTMBHBIM, YEM crapuBaHue nocre Tepanuu 6onbLuelt NpoAocrKUTenbHOCTU. MockonbKy uccnegoBaHue
NPOOOCIKUTENBHOCTbIO 2 Hedenu OblNo BanuamMpoBaHo kak He MeHee achdekTuBHOE, YeM UCcneaoBaHME NPo-
OOMMKUTENbHOCTLIO 4 Hedenu, Tepanus 4o cnapuBaHus B TedeHue 2 Helenb Takke gonyctuma. B cnyyvae, ecnu
nmetoLmecs gaHHbIe CBUAEeTENbCTBYHOT O TOM, UTO pasMep nuccnegoBaHuii hepTUnbHOCTU AOMKEH BbiTh YBe-
NWYeH, AoIKHBI BbITb paspaboTaHbl COOTBETCTBYIOLWME MccnefoBaHUA Ans nony4veHus 6onee nogpobHoi
XapaKTepUCTUKN CBONCTB.

10 TepmuHonorus

MoMnMo BO3AEMCTBUSI HA PENPOAYKTUBHYIO KOMMETEHTHOCTL B3POCHbIX JKUBOTHBIX TOKCUYHOE BO3Aei-
CTBME Ha penpoayKTUBHYIO OYHKLMIO BKITIOYaeT B cebs:

Tokcu4yeckoe Bo3gencTBUe Ha BHYTpUyTpoGHoe pasButue: Niobol HexenaTtenbHbIn addekT, Bo3-
HUKLLMIA 8O OOCTUXKEHMS B3pOCHoro BospacTa. [laHHoe NoHATUe BkIloYaeT B cebst acpdekTbl, MHAyLMpyemele
nnbo nposBnslLwmecs B aMbpuoHansHoM Nubo B heTanbHOM Nepuode, a Takke MHAyuupyemble U NposiBnsto-
LLMecs B MOCTHaTarbHLIA Nepuoa.

OMGPUOTOKCUUYHOCTb, (heTOTOKCUYHOCTL, aMGpUoceTanbHan TOKCMYHOCTb: Jlloboe HexenaTtens-
HOe BO34eWCTBME Ha Nriog 3a4aTus BCneacTBue NoTeHumManbHoro BO3gencTBISA, BKITHoUas CTPYKTYpHble 6o
byHKUMOHaNbHBIE HapyleHus nNnbo nocTHaTanbHble NPOABMAeHUs 3TUX addpekToB. Takne TepMUHBI Kak
«3MOPUOTOKCUYHOCTbY, «PETOTOKCUHYHOCTEY CBSA3aHbI C TOUKOW BpeMeHW/Nepnogom UHAYKUNUK HexXenaTenb-
HbIX 3¢hheKTOB HE3aBUCUMO OT BpeMEHMN 0BHapyKeHus.

MccnenoBanus Ha 0gHOM, ABYX UMW Tpex NOKONEeHUsIX: onpedensitoT B COOTBETCTBUN C KONIMYECTBOM
B3POCMbIX MOKOMEHWI, HanpsiMyto NoABepXeHHbIX BO3AENCTBUIO Uccriegyemoro matepuana. Hanpumep, B
nccnegoBaHMaX Ha XUBOTHBIX OAHOMO MOKONEHUS NCNoNb3yeTca NpsAMoe BO3deNCcTBNe Ha nokoneHue FO u
KOCBeHHOe Bo3deicTBUE (Yepes MaTb) Ha nokoneHue F1, n nccnegosanHue obbIMHO NpekpallaoT Ha MOMEHT
OTNy4YeHus oT MmaTepu nokoneHusi F 1. B nccnegosannmy Ha ABYX MOKONIEHUSAX arpoOXMMUKATOB U MPOMBILLIEHHBIX
XUMKKaTOB nokorneHne FO nogsepraeTcs npsiMoMy BO3AeNCTBUIO, nokoneHue F1 npssMoMy 1 KocBEHHOMY BO3-
AencTBuio 1 nokoneHue F2 — kocseHHoMy BosaencTauio. OnpeaerneHne UccneaoBaHni Ha TpexX MoKoneHusax
BbIMMSAUT COOTBETCTBYOLLMM 06pasom.

CyMmMapHasn po3sa: O6Las BHYTPeHHAs JO3MPOBKa Y OTAENbHOro XXMBOTHOMO BCeACTBME BBeOEeHUs!
BellecTBa, BKIHoYasi UICXO4HOe BeLecTBO U ero MeTabonnThbl, C y4eToM pacrnpegeneHus n HakonmeHus.

KuHeTuka: TepMnH «KUHETMKa» B pamKax AaHHOro PyKOBOACTBA MUCNOmMb3yeTcsd nocnedoBaTternbHo,
He3aBUCUMO OT TOro, MMeeTcs N B BuAY dapMako- W/nnmM TOKCUKOKUHeTuKa. Bonee yaavHoro egmHoro
TepMuHa nogobpaThb He yaarnocs.
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