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Mpeancnosue

Llenn, OCHOBHble NPUHUMNbLI MU OCHOBHOW NOPSAOK MNpoBedeHMA paboT No MEeXrocygapCTBEHHOM
ctaHpgaptm3aumm yctaHoeneHol B [OCT 1.0-92 «MexrocygapcTBeHHass CUCTEMa CTaHAapTu3auuu.
OcHoBHble nonoxeHus» n FTOCT 1.2-2009 «MexrocyaapcrBeHHas cucrema craHgaptusaumu. CtaHgapTol
MEXToCyapCTBEHHbIE, MpaBwuna, pekoMeHAauuu Mo MEXrocyaapCTBEHHOW craHaapTusauuu. [Npasuna
pa3paboTku, NPUHATUSI, OOHOBNEHNSA U OTMEHbI»

CBeneHus o0 cTaHgapre

1 MOANOTOBJIEH <deaepanbHbiM OHOAXKETHBIM yYpeXaeHUeM 3apaBooXpaHeHust «Poccuitckuii
perncTp NOTEHUMAarnbHO ONaCHbIX XUMUYECKMX M Ouonormyeckux BellecTB» PdeaepanbHON cnyxObl no
Hazg30py B cepe 3awutbl Nnpae notpedbutener n Gnarononyuns yenoseka (PBY3 «Poccuiickun peructp
NOTEeHUManbHO OMacCHbIX XUMUYECKMX U Buonormyeckux sewlectB» PocnoTpebHaasopa); degepanbHbiM
rocyaapCTBEHHbIM YHUTAPHbIM npeanpuatneMm «Bcepoccuicknin HayvyHO-UCCNeaOBaTENbCKUIN  LIEHTP
ctaHgapTtusauuu, nHdopmaymmn u ceptudukaumm colpbs, matepuanos n sewects» (Sryr «BHULCMBy);
TexHU4eCKUum KOMUTETOM No cTaHgapTusaumm Ne 339 «be3onacHOCTb Cbipbs, MaTePUanoB M BELLECTBY

2 BHECEH ®$egepanbHbiM areHTCTBOM N0 TEXHUYECKOMY PETYNIMPOBAHUIO U METPONOTUU

3 NMPUHAT MexrocygapCTBeHHbIM COBETOM MO CTaHAapTusauun, METponorun u ceptudukaumm
(npoTtokon ot 28 mapta 2014 r. Ne 65-11)

3a NpUHATHE NPOroNI0CoBaMU:

Kpatkoe Koa cTpaHbl c
OKpaLleHHOe HaMMEHOBaHne
HauMeHOBaHWE no MK
cTpaHbi 1o MK (UCO 3166) HaLMOHanbLHOro opraHa rno
(UCO 3166) 004 — 97 004 — 97 cranpapmsayim
AszepbaingxaH AZ Asctangapt
ApmeHuns AM MuHakoHOMMKKN Pecnybnukn ApmeHns
Benapycb BY lFoccraHgapt Pecny6nuku Benapycb
KasaxcTaH KZ lFoccraHgapt Pecnybnuku KasaxcraH
Knprususa KG Kbipreiactangapt
MonpgoBa MD Mongosa-CtaHgapt
Poccus RU Poccrangapt
TamxukncrTaH TJ TagxukctangapT
TypKMeHUcTaH ™ TypkmMeHcTaHgapTnapsl
Y3bekucraH uz Yactangapt
YKpaunHa UA MunH3KOHOMPAa3BUTMA YKpauHbI

4 Hacroswwui cTaHgapt WAEHTUYEH MexayHapogHomy aokymeHty OECD Test Ne 407: 2008
Repeated Dose 28-Day Oral Toxicity Study in Rodents (O3CP Tect Ne 407: 2008 [losTopHoOe
nccneaoBaHue nepopanbHOW TOKCUYHOCTH Ha rpbi3yHax: 28 - AHEBHOE).

[NepeBog € aHrMMINCKOro a3bika (en).

CteneHb cooTBeTCTBUA — naeHTuyHas (IDT)

5 MNpukazom PegepanbHOro areHTCTBa MO TEXHWYECKOMY PEerynvpoBaHuil0 U MeTpomnorum ot 24
ceHTs6psa 2014 r. Ne 1215-cT mexrocyaapcTBeHHbln ctaHgapT FTOCT 32641—2014 BBeaeH B AEUCTBUE B
KayecTBe HauMoHanbHOro craHaapta Poccurickon egepauum ¢ 1 noHa 2015 .

6 BBEJEH BIMEPBbIE
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Ungpopmayusa o6 USMEHEHUSX K Hacmosuwemy cmaHOapmy nybnukyemca &8 exe200HOM UHGQopMalUuOHHOM
yKasamene «HayuoHanbHble cmaHOapmbi», @ Mekcm U3MEeHeHUl U Monpasok — 8 eXeMeCAYHOM UHGQOPMaLUOHHOM
yKkasamene «HauyuoHanbHbie cmaHdapmebl». B cnydae nepecMompa (3ameHbl) Uiy omMmeHbl Hacmosaweeo cmaHdapma
coomeemcemeyrowee yeedoMmneHue 6ydem onybNnuUKOBaHO 8 eXeMeCsYHOM UHOPMaUUoOHHOM yKasamene
«HayuoHansHbie cmandapmebi». Coomeememeyiowas uHgopmayus, yeedomierHue U MeKCmMbl pasmMewaromcs makxe
8 UHGbopmayuoHHoU cucmeme obuwieeo nonbsoeaHus — Ha ogpuluanbHom calime @edepanbHogo aseHmcmea o
MeXHUYECKOMY peaynuposaHuIo U Memponoauu & cemu ViHmepHem

© Crangaptundopm, 2015

B Poccuiickoit ®deaepauuu HACTOALWMIA CTaHAAPT HE MOXET ObiTb MOMHOCTLID WMAM YaCTUYHO
BOCMNPOU3BEAEH, TUPAXUPOBAH M PacnpoCTpaHeH B KavecTtBe oduumanbHOro udgaHua 6e3 paspelueHus
denepanbHOro areHTCTBa NO TEXHUYECKOMY PErYNUPOBAHUIO U METPONOTUM
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BBeneHue

Mepsasa pegakuna pykosoactsa 407 nNo TECTMPOBaHMIO XMMUYECKUX BELLECTB Oblna yTBEPXKAEHA B
1981 r. [laHHOe pyKOBOACTBO NEPUOAMYECKM NMEpecMaTpuBaeTcs B CBETE NOCMNEAHUX AOCTMIXKEHWUW HaYKW.
Hoeas peaakumsa pykoBoactea 6bina npuHata B 1995 r. ¢ uenbto nony4YeHust 4ONONHUTENbHOW MHopMaLmn
OT J>KMBOTHbIX, WCMONb3yEMbIX B WCCMEAOBaHWM, B YaCTHOCTU, B 00NacTM HENPOTOKCUHHOCTU MU
UMMYHOTOKCUYHOCTH.

B 1998 r. OpraHusauusi 9KOHOMMYECKOro coTpyaHudectBa u passutua (O3CP) nocraeuna
NPUOPUTETHYIO 3a4ady No NepecMOTpPy CYLLECTBYIOLLMX U pa3paboTKe HOBbIX PYKOBOACTB NO TECTUPOBAHUIO
C Uenbilo UCCneaoBaHWs U TECTUPOBAHUA MOTEHLUMANbHbIX 3HAOKPUHHBLIX AECTPYKTOpoB [9]. OAHMM u3
3N1EMEHTOB NOCTaBNEHHON 3aga4yun ObINo AONONHEHNE gencTBytowero pykosogcrtesa OSCP no onpegeneHuto
TOKCUYHOCTM NPW  MNOBTOPHOM 28-AHEBHOM NepopanbHOM MOCTYMMNEHUM BeLecTBa HA TIPbI3yHAX,
HeobxoauMbIMKU AN OOHapYXeHWS 3HAOKPUHHOW aKTMBHOCTU TECTUMpYeMblX BeluecTB. Ans atoro Obina
nposeAeHa oOWMPHaA MexayHapoaHasi nporpaMma MpoBepku OOOCHOBAHHOCTU U LienecoobpasHoCTU
JOMONHUTENbHBIX NapameTpoB, XapakTEPUCTUK STUX MNapameTpoB AN  XUMUYECKMX BELeCcTB C
(aHTU)3CTPOreHHOW, (aHTU)aHAPOreHHON W (QHTM)TUPEOUAHON AaKTUBHOCTbLIO, BHYTPUNAGOPaTOPHOW U
MexnabopaTopHO BOCNPOU3BOAUMOCTU U BAMSAHME HOBbLIX NApaMeTpoB Ha napameTpbl, NPeayCMOTPEHHbIE
npeablaylwlen peaakuuein pykosoactea 407. Bonbluon 06beM [aHHbIX, NONYYEHHbIX B PE3ynbTaTe Takoun
nporpammbl, Oblfl KOMAMAMPOBAH W NOAPOOHO npoaHanM3upoBaH B UcYepnbiBawweMm otyete [10].
Hacroswasa pepakums pykooactsa 407 BknwouaeT B cebs onbIT M BbIBOAbI, MOMYYEHHbLIE BO BPEMS
NpoBEeAEHMST MEXIYHApPOAHOW MporpaMmbl TECTUPOBaHWS W MO3BOMSET paccMaTpuBaTb HEKOTOPbIE
3aBUCUMbIE OT OHAOKPUHHOW CUCTEMbl BO3AEWCTBUSA B KOHTEKCTE C APYrMMU  TOKCUKONOrM4eCcKUMu
adpdpekTamu.



rocCT 32641-2014

MEXTOCVYAAPCTIBEUHHUB WU C TAHAOAPT

METOAbI UICNBITAHUA NO BO3AEUCTBUIO XMMUYECKOW NPOAYKLMU
HA OPIAHU3M YEJIOBEKA

OnpepeneHne TOKCUYHOCTU NMPU NOBTOPHOM/MHOrOKpaTHOM nepopasibHOM NOCTYNNeHuu
BeleCcTBA HA rpbi3yHax. 28-QHEBHbIA TECT

OECD guidelines for the testing of chemicals.
Repeated dose 28-day oral toxicity study in rodents

DNara sBepeHua — 2015-06-01

1 ObnacTb NnpUMeHeHUs

Mpu oueHke U uccrneaoBaHMM TOKCUYECKUX XapaKTepPUCTUK XUMUYECKOro BeLLecTBa, onpeaeneHue
nepopanbLHON TOKCUYHOCTM MNPUM MHOFOKPaTHOM MPUMEHEHMM BO3MOXHO MOCMe MONy4eHUa UCXOAHOW
MHMOPMALMM O TOKCUYHOCTU, YCTAHOBIIEHHON B XOA€ TECTMPOBAHUS OCTPOW TOKCUYHOCTW. Hactoawmi
CTaHAApT npeaHasHayeH AnA M3yYeHUs TOKCUYECKOTO BO3JEWCTBMSA HA BeCbMa LUMPOKUI AWanasoH
MuweHen. Kccnegosanuwe npepocrasngetr uHdopmauynio O BO3MOXHOW OMacHOCTM And 340pOBbA,
BEpOSATHOW MPU MOBTOPSIIOLLEMCHI BO3AENCTBMM B TE€YEHWE OTHOCUTENbHO KOPOTKOro nepuoaa BpEMEHW,
BKIIOYasA BO3AEMCTBUE HA HEPBHYIO, UMMYHHYIO U 3HAOKPUHHYIO CUCTEMbl. IMEHHO C TOUKM 3pEeHUa ITUX
OpraHoB-MULLEHEW cneayeT WAEeHTUMUUMPOBATb XUMUYECKME BeLlecTBa, obnajaiolme noTeHUUanbHbIM
HENPOTOKCUYECKUM AENCTBUEM, KOTOPOE MOXET NoTpeboBaTh AanbHENLWNX MyOOKUX NCCNEAO0BAHWIA B 9TOM
HanpaeneHun, a TaKkke UCCrnegoBaHUe XUMMYECKMX BELUeCTB, KOTOpble MOMYT HAHOCUTH yulep® dyHKUuK
LMTOBUAHONW >Xenesbl. NccnegoBaHue Takke MOXET NPeaoCTaBuUTb AaHHbIE O XMMUYECKUX BELLEeCTBax,
KOTOpbIE NOPaXalT MYXCKME W/MNKU XEeHCKUe PenpoayKTUBHbIE OpraHbl Yy MOMOAbIX MOSOBO3pPErbIX
JKMBOTHBIX U MOTYT YKa3blBaTb HA AAPYrue UMMYHHbIE a)(peKTbl.

PesynbTaTel uccrnegoBaHuin, NpoBOAUMBIX B COOTBETCTBUM C HACTOALLMM CTaHAAPTOM, NMPUMEHSIIOTCA
ANs BbIIBNEHWS OMacHOCTU Ans 340pOBbS M OLEHKM pUCKOB. lMomnyyeHHble B pesynbTate napameTtpbl
BO34EMCTBUA HA SHAOKPUHHYIO CUCTEMY CrieflyeT paccMaTpuBaTth B KOHTekcTe [12]. MeToa Bknioyaet B ceba
0a3oBoe uccneaoBaHMe TOKCMYHOCTM MPU MHOFOKPAaTHOM BBEAEHUM XMMMYECKUX BELLUECTB, ANS KOTOPbIX
nposegeHue 90-g4HEBHOrO UCCNEAOBaHMA He OMpaBAaHo (Hanpumep, o6beM NPOU3BOACTBA KOTOPBLIX HE
NpeBbILLIAET OnpedeneHHbIX MpedenoB) MNM B KAYECTBE NpPeaBapUTENbHOrO  UCMbLITAHUA nepeq
JONroCPOYHbIM UccnegosaHmem. MpoaomknTeNbLHOCTL BO3AENCTBUS A0MKHA COCTAaBNATh 28 AHEN.

MexxgyHapoaHass nporpamma WCCneaoBaHuii, NpoBoAMBLUAACA Ans 00OCHOBaHMS napaMmeTpoB
BEPOAITHOrO BbIAABMEHWA BO3AEWCTBUA TECTUPYEMOrO BELLECTBA HA SHAOKPUHHYIO CUCTEMy, Moka3sana, 4ro
KayecTBO [AaHHbIX, NOMyyaemblX NpU WUCCNEeAOBaHWAX B COOTBETCTBMM C HACTOALMM CTaHO4ApTOM, B
3HAUMTENMbHOW CTEeneHu 3aBMCUT OT OnblTa mabopaTopuu, NPOBOASALLEN WUCMbITaHME. 3TO, B YaCTHOCTH,
OTHOCUTCA K [UCTONATONOrMYECKUM  WUCCMEeAOBaHUAM  MEPUOAMYECKUX  U3MEHEHUA B JKEHCKUX
penpoayKTUBHbIX OpraHax U K onpeaeneHnto Maccbl MarnblX FOPMOHO3aBUCUMbIX OPraHOB, KOTOPbIE CMOXHO
npenapupoeaTb. Bbino paspabotaHo cneuuanbHOe PyKOBOACTBO No rucronatonoruu [20]. OHO COCTaBNEHO
B NOMOLLE naTonioram B NPOBEAEHWW UCCMEeAOBAHMIA M NMOMOraeT MOBLICUTH YYBCTBUTENMbLHOCTL aHamnuaa.
BbINo BbLISBNEHO, YTO HA SHAOKPUHHYIO TOKCUYMHOCTb MOTYT YKa3biBaTb Pa3nU4HblE NapameTpbl, U 3TH
napameTpbl BKIIOYEHbI B HacToAwwMi craHaapt. MapameTpbl, N0 KOTOPbIM UMEBLUMECHA AaHHble Oblnu
HefOCTaTOYHbIMW  ANA  MNOATBEMKAEHUA WX MNPUTOAHOCTWM, WMAWM  KOTOpble, B XO0AE€ NPOBEPKM,
NPOAEMOHCTPUPOBANM HEAOCTAaTOYHbIE [0Ka3aTenbCTBa WX CMOCOOGHOCTM BbISABNSATb  3HAOKPUHHbIE
OEeCTPYKTOPbI, MpeanarailoTcs B Ka4eCTBE AOMNOMHUTENbHbIX 0OBLEKTOB nccrneaoBaHus (CMm. pasgen 6).

OCHOBLIBAsICbL HA [JaHHBIX, MOMYYEHHbIX B Mpouecce Banujauuu, cnegyet OTMETUTb, u4TO
YYBCTBUTEMNMbLHOCTM aHanu3a HEeAoCTaTOMHO ANA BbISBNEHUS BCEX BELLECTB C (AHTM)aHAPOreHHbIM WK
(aHTu)acTporeHHbiM AaeiicteueMm [10]. Hactoswmin craHpapt He NPUMEHSETCs MPU UCCNEeAOBaHUsIX Ha
)KW3HEHHOM 3Tane, Haubonee 4yBCTBUTENLHOM K 3HAOKPWUHHBLIM HapylieHusiM. TEM He MEHee, B xo4e
npouecca Banuaauun, HaCTOALMI CTaHAAPT NO3BOMSAET BbiABUTH BELLECTBA, KOTOPbIE OKa3biBaOT cnaboe u
CUINbHOE BO3AENCTBUA HA PYHKLUMIO LUUTOBUAHON Xernesbl U 3HAOKPUHHbIE aKTUBHbIE BELLECTBA; BELLECTBA,
KOTOpbIE 0Ka3blBAKOT CUIIbHOE U YMEPEHHOEe AEiCTBUE Yepe3 3CTPOreHHbIE UMK SHAPOreHHbIE peLenTopsl,
OfHaKo, B OONbLUMHCTBE CryvyaeB, He yAanoChb BbISIBUTb SHAOKPUHHLIE aKTUBHbIE BeLlecTBa, cnabo
BO3JENCTBYIOLLME HA ACTPOrEHHbIE UMM 3HAPOrEeHHbIe peuenTopbl. Takum o06pasom, 3T0 UccrnegoBaHne He
MOXET CYUTATbCH CKPUHHWUHTOBLIM UCCREA0BAHMEM SHAOKPUHHON aKTUBHOCTMU.

M3paHue ochuumnanbHoe
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COOTBETCTBEHHO, OTCYTCTBME BNUAHUA IPPEKTOB, CBA3AHHBLIX C 3TUMWU BuUAAMMU BO3AEWNCTBUA HE
MOXET ABNATbLCA A0Ka3aTeNbCTBOM OTCYTCTBUS BIIUSAHUA HA SHAOKPUHHYIO cUCTEMY. HYTO KacaeTcs BAMAHUA
Ha 3HAOKPUHHbIE MEANAaTOpPbl, TO, YYUTbIBAS BbiLLECKa3aHHOE, onpeaeneHne CBOWCTB BELWEeCTBA He AOSMKHO
OCHOBbIBATLCA TONbKO Ha pe3ynbratax HaCTOAWEro WCCNeaoBaHWA, [OJDKHA YYWUTbIBATLCA BCA
COBOKYMHOCTb MpeACTaBMeHHbIX [0Ka3aTenbCTB, BKNIOYAnA BCE WMEIOWMECA [aHHble O XUMMWYECKOM
BELUEeCTBE ANnA onpeaerneHnsa ero noTeHunansHOM SHAOKPUHHON akTUBHOCTKU. MO 3TON npuuuHe NpUHATHE
PerynsapHoOro peLueHns no 3HAOKPUHHOW AaKTUBHOCTM (00Was xapakrepucTuka BELLeCTBa) AOMMKHO ObiTb
00LLMM NOAXOA0M, KOTOPbLIA HE NPeayCMaTPUBAET NPUMEHEHHUE TONBbKO HACTOALLEro CTaHAapTa.

OO6LLen3BecTHO, YTO BCE MpoLieAypbl HA KUBOTHLIX, NPOBOAATCA B COOTBETCTBMU C HALMOHAMNbHbLIMM
cTaHjapTamu O 3alMTE >KUBOTHBIX; HWKEU3NMOXEHHbIE OMNUCAHUS NpoLecca yxoaa M uMccnenoBaHus
ABNSAOTCA MUHUMAanbHbIMU HOPMATMBHLIMU CTaHAApPTamu, U O6yayT 3amMeHeHbl MECTHbIMM HOpMaMmH, ecnu
OoHM Bornee cTporue. [JanbHewnlee pykoBOACTBO N'YMAHHOTO MCCNEAOBAHMA HA XMBOTHbIX AaeTcs B [15].

2 TepMuHbI 1 onpegerneHus

B HacTosILleM cTaHAapTe NPUMEHEHbI CReayiowme TEPMUHbI C COOTBETCTBYIOLLMMM ONpeaeneHsaMu:

2.1 aHpporeHHas axkTMBHOCTb (Androgenicity): CnoCoOHOCTb XMMMYECKOTO BelLecTBa
JenCcTBOBaTb Kak €CTECTBEHHbI aHAPOreHHbll rOpPMOH (Hanpumep, TeCTOCTEepOH) B  OpraHusMe
MIIeKonuTaLero.

2.2 aHTMaHgporeHHas akTMBHOCTb (Antiandrogenicity): CnOCOGHOCTE XMMMYECKOTO BELLECTBA
noAaBnsATb AEVCTBME ECTECTBEHHOr0 aHAPOreHHOro ropmMoHa (Hanpumep, TeCTOCTepoHa) B OpraHuame
MIeKonuTarLwero.

2.3 aHTUTMpoMaHaa akTMBHOCTb (Antithyroid activity): CnocoOHOCTbL XMMMYECKOro BeLLECTBA
noaasnATb AeNCTBUE €CTECTBEHHOIO TUPOMAHOrO ropMoHa (Hanpumep, TPUMOATUPOHUH — T3) B OpraHusMe
MIeKonuTaLwero.

24 AHTUI3CTPOreHHasi akTMBHOCTb (Antioestrogenicity): CnoCoGHOCTb XMMMYECKOro BELLECTBA
noaasnATb AENCTBUE €CTECTBEHHOIO 3CTPOreHHOro ropmoHa (Hanpumep, actpaguona 17) B opraHusme
MPEeKonuTaLWero.

2.5 sBanupauua (Validation): Hay4Hblii npouecc, npeaHasHaveHHbIn ANA  XapaKTepUCTUKK
OMNepauuoHHbIX TPeOOBAHMIE U OrPAHWMYEHUIA METOAA MCNbLITAHMS U AEMOHCTPALUUU €r0 HaAeXHOCTU M
COOTBETCTBUSA KOHKPETHOW LIenu.

2.6 nosa (Dose): KonuuectBo BBOAMMOIO TECTMPYEMOro BeluecTBa. [lo3a BbipaXkaeTcsa Kak
macca (r, Mr), Unu Kak macca TeCTUpyeMOro BeLLieCTBa Ha eJMHULY MacChbl MOAOMBLITHOIO XXMBOTHOIO B CYTKU
(Hanpumep, Mr/Kr/CyTKM), NN KaK NOCTOSIHHAA KOHLIEHTpaLUUs BELLECTBA B NULLE.

2.7 nosupoBka (Dosage): OOwumin TepmuH, BKMIOYaoWmMii B cebA 03y, 4actoty WU
NPOAOMKATENLHOCTL €€ BBOAA.
2.8 oyeBuaHana TokcuyHocTb (Evident toxicity): OBOLMIA TEPMUH, KOTOPbIVi ONUCLIBAET SABHbIE

MPU3HAKN TOKCUYHOCTU MOCHIE BBEAEHNS TECTUPYEMOTO BellecTBa. OHM J0MKHBI ObITb JOCTATOYHBIMU ANS
OLIEHKM OMacHOCTW W Takumu, YTOObI YBENUYEHUE BBOAMMONM [03bl BELLECTBA MOMNO NPUBECTU K Pa3BUTUIO
NPU3HAKOB CEPbE3HOr0 OTPABIIEHMS M BO3MOXKHOA CMEpTH.

29 TupongHaa aktuBHocTb (Thyroid activity): CnoCOBGHOCT XMMMYECKOTO BeLuecTBa
OEeNCTBOBATL KaK ECTECTBEHHBIW TUPOUAHBIN FOPMOH (Hanpumep, Ts) B OpraHn3me MnekonuTatoLwero.

2.10 acTporeHHas akTuBHOCTbL (Oestrogenicity): CnoOCOOHOCTL XMMMYECKOrO BellecTsa
JEeNCTBOBATb KAk eCTECTBEHHbI 3CTPOreHHbli TOpMOH (Hanpumep, acrpaguon 178) B opraHusme
MAEKOMUTAaIOLLEro.

2.1 NOAEL: YpoBeHb OTCyTCTBMS HabniogaeMoro BpEAHOro BO3AEWCTBUA NOCNEe BBeAEHUA

BELLECTBA, IBNAETCA MakCUMAarnbHOM 10301, HE Bbi3bIBAIOLEN 0OHAPYXMBAeMOro BpeAHOro BO3AEUCTBUA Ha
340pOBbLeE.

3 MpuvHUMN TecTupoBaHus

TecTpyemoe BELLECTBO BBOAMTCSH MNEPOPasnbHO €XEAHEBHO, [A03MPOBAHHO, HECKONMbKUM rpynnam
NOAONBITHBIX XXUBOTHBLIX, MPW 9TOM Kaxdoi rpynne BBOAWTCA OAMHAKOBasi A03a BELECTBAa B TeyeHue 28
[Heii. Ha npoTsbkeHMn nepuoga Npuema BeLLECTBA XXUBOTHBLIE HAXOAATCS MOA TWaTeNbHbIM HabmoaeHnem
C LIEMbIO BbISIBNEHUS MPU3HAKOB TOKCMYECKOTO BO3AENCTBUA. YKMBOTHLIE, YMEPLUNE NN YMEPLLBIEHHbIE MO
co0BpaXkeHUsIM T'YMaHHOCTU B X0Ae TECTUPOBAHUS, NOANEXAT ayTOMNCUM; NOCNe 3aBepLUEHUA TECTUPOBAHUA
BbDKMBLUME >MBOTHbIE TakKe YMEPLUBNSIOTCA W MOABEPraloTcst ayToncun. 28-AHEBHOE WCCrea0BaHWe
NPeaoCTaBnsAeT MHPOPMALMIO O BO3AENCTBUN MHOrOKPATHOrO NMepoparnsHOro BBEIEHUS BELLLECTBA N MOXET
yKasbiBaTb Ha HEOOX0AMMOCTb NPOBEAEHUA AanbHeiero, Gonee AOMrOCPOHHOrO uccneaosaHna. OHO
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MOXET TaloKke NpegocTaBuTb MHAOPMAaUMIO, Kacalowwyca nogbopa KOHUEHTpauuu BewecTBa ansa bonee
[OMroCPOYHOro uccnenoBaHus. [JaHHble, NOMNyYEeHHbIE B PE3ynbTaTe NPUMEHEHUS HACTOALLEro CTaHAApPTA,
JOJDKHBLI MO3BONUTL XapakTepu3oBaTb TOKCUYHOCTb TECTUPYEMOro BELUecTBa C yKaszaHWem 3aBUCUMOCTHU
OTBETHOW peakuuu OT A03bl U ONnpedenuTb YPOBEHb OTCYTCTBUS HAOMOAAemoro BpeAHOro BO3AENCTBUSA
(NOAEL).

4 OnucaHue meToaa

4.1 )KuBOTHBbIE

4.1.1 BbIOOp BUOOB XUBOTHbIX

MpeanoyTutTensHblM  BUAOM  MOAOMBLITHBIX JKUBOTHLIX SIBMAKOTCA  KPbICbl, XOTS  BO3MOXHO
MCNOMb30BaAHME MPOYMX BUAOB TPbI3YHOB. Ecnu napameTpbl, onpejensemble HacTOAWMM CTaHAAPTOM,
TECTUPYIOTCA Ha APYrMX BUAaXxX rpbi3yHOB, HeoBxoAMMO npeAocTaBuTb noapobHoe 0BOCHOBAHME TaKoro
BblOopa. C BUONMOrMYECKO TOUKM 3PEHWUA BEPOSATHO, YTO Apyrue BUAbl XMBOTHbIX ByayT pearmpoBaTb Ha
AA0BUTbIE BELLUECTBA aHAamNOrM4YHO KpbiCam, O4HAKO npuMeHeHue Bonee Menkux BUAOB MOXET NPUBECTU K
YBEMUYEHMI0 BapnabenbHOCTM U3-3a TEXHMYECKOW CMOXHOCTM MpenapupoBaHus Goree MENKMX OpraHos.
Mpy NpoBeAEeHUN MEXOYHApOAHOW NporpaMMbl Banujauun Ans BbIABNEHUS SHAOKPUHHBLIX AECTPYKTOPOB B
Ka4yeCcTBE NOAOMbITHBIX XKMBOTHbIX MPUMEHSAIIM TONMBLKO KPbIC. B TecTupoBaHuu crieayeT NpUMEHSITb OObIYHbIE
nabopartopHble MOpoAbl MOMOAbLIX 340POBLIX MOMOBO3PENbIX >KUBOTHbIX. CaMku AOIKHbI  BblTh
HepoxaBWwuMM U HebBepemeHHbiMU. BBeageHue [03 BewlecTBa [JOMKHO HaAYMHATLCA Cpasy e nocne
OTNy4YeHUsa OT Martepu, HO B NoGOM crydae, A0 TOro, Kak XXMBOTHbIM UCMONMHUTCA AeBATb Helenb. B Havane
MCCnea0BaHUA OTKMOHEeHNE MacChl NOAOMNBLITHBIX XXUBOTHBIX JOIMKHO ObITb MUHUMATbHBIM U HE NPEBbILLATH +
20 % cpepnHeirt Maccbl ocobeir oboero nona. B cnyvae, ecnu uccnefoBaHue nNpPoOBOAWUTCA B KavecTBe
npeaBapuTenbHOro K A0MrOCPOYHbIM UCCNeA0BaHNUAM XPOHUYECKON TOKCUMHOCTU, B 0O0MX UCCNEA0BAHUAX
[OIDKHBI UCMONB30BATL XMBOTHLIX OAHOW MOPOALI U OAHOTO U TOTO Xe MPOUCXOXAEHUS.

4.1.2 YcnoBus cogepXXaHUA U KOPMNeHusa

Bce npoueaypbl AOMKHBI COOTBETCTBOBATb  HALUMOHamNbHbIM  cTaHaaptam  obpawieHuna ¢
naGopaTopHbIMU XKMBOTHbBIMU. Temnepatypa B MOMELUEHUM C TMNOAOMbITHBIMA XXUBOTHBIMU  JOSDKHA
cocTaenATh (22+3) °C. HecmoTpsa Ha TO, YTO OTHOCUTENbHAA BNAXHOCTbL BO3A4YyXa HE AOMKHA ObiTb HUWXe 30
% W, »enaTtenbHo, He npesbiwaTh 70 %, 3a UCKMIOYEHNEM Nepuoga yoopKku NOMELLEHUs, LIeNneBoe 3HaYeHue
OTHOCUTENbLHOW BRaXHOCTU coctasBnsetr oT 50 % no 60 %. OcselleHWe B NOMELLUEHUM AOIMKHO ObITb
WCKYCCTBEHHOE, C YepegoBaHMemM 12 4 ceeTa, 12 4 TEMHOTbI. B KOpMIeHUn MOXHO NPUMEHSTb ODbIYHbLIN
nabopaTtopHblii pauMOH C HeorpaHWYeHHOW noaadeil Boabl ANs NUTbA. BbiGop pauMoHa MOXeT ObiTh
obycnoeneH HeobxoAMMOCTbIO 0BecnednTb COOTBETCTBYIOLLYIO CMECb TECTUPYEMOro BeluecTBa npu ero
BBEAEHMU B COOTBETCTBUM C HACTOALMM MeTOAOM. MKMBOTHblE [OSDKHbI COAEpXaTbCsl B  KreTkax
HeBGonbwMMK rpynnamu 0coBGer OZHOro nona; OTAeNbHOE CoAepXaHWe XUBOTHLIX BO3MOXHO, €CNU OHO
Hay4Ho 060cHOBaHO. Mpu rpynnoBOM cogepxaHuu B OQHOM KreTke He AO0MMKHO ObiTb Gonee NsaTu XXMBOTHbIX.

Muwa pgomkHa PerynspHO NPOBEPATbCS HA COAepXaHue 3arpAasHawmx Beuwlects. Obpasel nuiim
[OIDKEH COXPaHATLCA O MOMEHTA NOArOTOBKU (PUHAMNLHOrO oT4YeTAa.

4.1.3 NMNoaroToBKa XXUBOTHbLIX

340pOBbIE  MONOAbIE  MOJIOBO3PENbIE  XXMBOTHbLIE  PACNPEAEnsioTcsl B KOHTPOSIbHYIO WU
9KCMEePUMEHTAmNbLHYIO rpynnbl B MPOU3BONbHOM nopsake. Knetkn ¢ XMBOTHBLIMM pacnonaraloTcsi Takum
obpa3om, uTOObl CBECTW K MWUHUMYMY MOTEHUManbHOE BO3AeiCTBUE pasMeLLeHUsA KneTok. Kaxaomy
XMBOTHOMY MNPUCBAaMBAETCH YHMKanbHbI MAEHTU(PUKALMOHHBLIN HOMep. Bce >uMBOTHble A0 Hauyana
MCCNEeaoBaHUsA NPOXOAAT aKKMMMaTM3auuio K nabopaTopHbIM YCAOBUAM Ha NPOTSHKEHUM HE MeHee NsATU
OHEN.

4.2 NogroroBka O03 BewecTea

TecTupyemoe BeLECTBO BBOAAT Yepes enyAodHblii 30H4, C NUWEN uin ¢ NuTbeBor Bogon. Cnocob
nepopanbHOr0O BBEAEHWUA 3aBUCUT OT LENu UCCneaoBaHua U HU3NYECKUX/XUMUYECKNX/TOKCUKO-
KMHETUYECKNX CBOWCTB TECTUPYEMOrO BELLECTBA.

B HeobOxoaMMbIX cry4asx TeCTMpyemoe BELLUECTBO PacTBOPSAIOT UMM CYCMEH3UPYIOT B NOAXOASILLEM
pacTBoputene. PekoMeHAyeTCA, MpU Hanuuum BO3MOXHOCTU, B NEPBYIO o4vepedb NPUMEHSITb BOAHbIN
pacTBoOp/CycneHs3mnio, 3aTeM MacnsHbIN PacTBOP/AMYNbLCUIO (HaNnpUMEpP, HA OCHOBE KYKYpPY3HOrO Macna) u
NOTOM BO3MOXHbIE PACTBOPLI B NPO4MX pacTBoputenax. Ans niobbix pacTBopuUTeneil, KPOME BOAbI, 4O0JDKHBbI
ObITb U3BECTHbI UX TOKCUYECKUE XapakTepuctuku. Heobxoaumo onpeaenutb CTabunbHOCTb TECTUPYEMOTO
BELLECTBA B YCNOBUSIX BBEAEHUA npenapara.

4.3 OcHOBHOE UCNbITaHKe

4.3.1 Y1cno n NonN XMBOTHLIX

Ana npuema kaxgoi A03bl BELWECTBA NPUMEHSAIOT He MeHee 20 XMBOTHbLIX (10 camok u 10 caMuoB).
Ecnu 3annaHMpoBaHO NPOMEXYTOYHOE YMEpLUBIIEHUE, YUCNO MNOAOMNLITHLIX >XMBOTHbLIX [OMMKHO ObiTh
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YBENUYEHO HA YMCAO KUBOTHLIX, KOTOPbLIX NPEAYCMaTPUBAIOT YMEPTBUTL 10 3aBEPLUEHUS] UCCNEA0BaHUS.
OcCHOBbIBasACb Ha NpeABapuTErbHbIX 3HAHUSIX O XMMUYECKOM BelluecTBe WUnu ero Gnwkaiem alanore,
cneayeTt npedyCMOTPETb BKIIOYEHME AOMNOMHUTENbLHOW CONYTCTBYIOLWEN FPynnbl U3 AECATU XUBOTHbLIX (MO
NATb 0CO0EN KaXaoro nNomna) B KOHTPONbLHYIO PNy U rpynny, NOSy4aioLyl0 MakCUMarbHYI0 103y C LIENbIO
HabnoaeHus nocne nepuoja BBEAEHUS BELUECTBA 3a 06paTUMOCTbIO, YCTOMYMBOCTBIO UMK 3aMeNeHHbIM
NpOsIBNEHNEM TOKCMUYECKOro AeCTBUA B TeYEHUE He MeHee 14 aHell nocrne BBeleHUs BELeCTBA.

4.3.2 NosupoBaHue

OOGbIYHO MPUMEHSIIOT HE MEHee TPEX TECTUPYEMbIX FPynn M OfHY KOHTPOMbHYIO TPymnny, HO €Cru,
OCHOBbIBAACH Ha OLIEHKE MPOYUX AaHHbIX, HUKAKOro BO3AENCTBUA He oxuaaeTtcs npu gose 1000 mr/kr maccbl
YKMBOTHOTO/CYTKM, BO3MOXHO MPOBEAEHUE UCNbITAHUS NpeaenbHoi Ao3bl. Mpu OTCYTCTBUM AOCTATOYHBLIX
JaHHbIX BO3MOXHO MpOBEAEHME WCCneaoBaHus no noucky/noabopy/onpeaeneHuio auanasoHa p[os
(NPUMEHSAS XKMBOTHBLIX OAHON NOPOALI U OAHOIO U TOrO XK€ NPOUCXOXAEHUSA) AN TOro, YyTobbl onpeaenuTb
Heobxoaumble A03bl. KpoMe BBegeHuUAa TECTUPYEMOro BELIECTBA, C XXMBOTHBIMM KOHTPOMNbLHOM TpyMMbl
crneayeT obpallaTtbCA Tak Xe, Kak U C TeCTUpyeMbIMW rpynnamu. B cnyvae npumeHeHuss pacTtBopuTens,
KOHTPONbHagA rpynna AoshkHa nony4aTtb ero B MakCuManbHom ob6beme.

YpOBHM [03 AOJKHbI MOAOUpATL C YYETOM BCEX MMEIOLMXCA AAHHbLIX O TOKCUYECKUX U TOKCUKO-
KMHETUYECKNX CBOWCTBAX TECTUPYEMOrQO BELLECTBA WM €ro nNpou3BoAHbiX. MakcumanbHasi o3a AOrpkHa
BbIOMPATLCA C LEenblo Bbi3BaTb TOKCUYECKOE BO3AENCTBME, a4 HE CMEPTb WM JKEeCTOKUE CTpajaHus
XMBOTHOTO. M03TOMY yObIBalOLIAS NOCNEAOBATENLHOCTL YPOBHEW A03bl AOMKHA MoAGMPaTbCA C LEMNbIO
NPOAEMOHCTPUPOBAaTh PeakuMio Ha BBOAUMYIO 403y U YPOBEHb OTCYTCTBUSA HAOMNIOAaemoro BpPEAHOro
sosgencteua (NOAEL) npu muHumanbHOW Jo3e. YacTo ABYX — 4eTblpexKpaTHbIi MHTepBan sBNsieTcsi
ONMTUMAarnbHbIM AN YCTAaHOBNEHMS yObiBaHMS ypOBHEN [03bl, a Ao6GaBneHue 4eTBEepTOil TECTUPYEMOIH
rpynnbl  ObIBaeT NpeanoyTUTENbHbLIM NPU  NPUMEHEHUU O4veHb OonblMX WHTEpBanNoB (Hanpumep,
npesbiLaLLui nokasarens 10) Mexay A03MpoBKaMMu.

Mpu HabmogeHun o6LMX NPU3HAKOB TOKCUYMHOCTU (HanpuMeEp, CHMXKEHWE MacChl Tena, NopaKeHue
neyeHun, cepaua, nerkux Unu noyek U T. A4.) UM NPOUNX U3MEHEHUN, KOTOPbIE MOTYT HE SIBNSITbCS OTBETHOM
peakumen Ha TOKCMYecKoe BO3AeNCTBME (Hanpumep, CHUXEeHUe NOoTpeBneHusa Nuwm, yBenuyeHue nevyeHu u
T. A.), oBOHapyxeHHOe BpeAHOe BO3AEeNCTBME HA YYBCTBUTENbHbIE WMMYHHbIE, HEBPOJOrMYECKUE WNU
3HAOKPUHHbIE OPraHbl CUCTEMBI A0MKHbI MHTEPNPETUPOBATLCA ¢ 0COO0N TLWATENLHOCTLIO.

4.3.3 VicnbiTanue npeaesibHOM AO3bl

Ecnu ucnbiTaHue ogHon A03bl, coctaensowen He meHee YeM 1000 Mr/Kr Macchbl XXKWBOTHOTO/CYTKM, NPy
BBEAEHUN BELLECTBA C NULLEN UM NMUTLEBOW BOAON, B 9KBUBANEHTHON AONE B NULLE UMW NUTLEBOW BOAE
(ucxopa U3 3HaYEeHMst MacChbl Tena), ¢ NPUMEHEHMEM NpoLieayp, ONMMCAHHBbIX B HACTOALLEM UCCNEAOBaHWUH,
He NpuUBOAMUT K HabnoaaemMomy HebnaronpussTHOMY BO3AEWCTBUIO, U €CNU TOKCUYHOCTb HE npeanonaraercs,
UCXO0Asi M3 [JaHHbIX O CTPYKTYPHO-POACTBEHHbIX BELUECTBAX, NPOBEAEHWE MNOMHOr0 WCCNEeAOBaHUSI C
NPUMEHEHNEM TpEX YPOBHEW [A03bl MOXET ObiTb HeoOsA3aTenbHbiM. McnbiTaHue npeaenbHoOW A03bl
NPOBOAMTCH, 38 UCKIIOYEHNEM TEX CMyYaeB, KOraa BO3AEUCTBME HA YENOBEYECKUN OPraHu3M yKa3biBaeT Ha
HeobxoAMMOCTb NPUMEHEeHUNA Bonee BLICOKMX 03 BELLIECTBA.

4.3.4 BBegeHue 003 Beuwectea

YXMBOTHLIM BBOAATCA A03bl TECTUPYEMOTO BELLECTBA €XEeAHEBHO, CEMb AHEN B HeAENIO, B TeyeHue 28
OHeN.

MNpu BBEAEHUM TECTUPYEMOrO BELLECTBA C NPUHYAUTENLHLIM MUTAHUEM BELLECTBO CneayeT BBOAUTL
XXUBOTHbLIM B OJHOKPATHOM [103€, NPUMEHSS XXENyAOUHbIA 30HA UMW NOAXOASALLMIA UHTYOAUMOHHBIN KaTeTep.
MakcumanbHblii 06beM XMAKOCTU, KOTOpbIi MOXeT ObiTb BBEAEH 3a OAMH pa3, 3aBUCUT OT pasmepa
NoAOMNbITHOrO XMBOTHOrO. 3TOT 06beM He AOKeH npeBbiwars 1 Mn/100 r maccbl Tena, 3a UCKMIOYEHNEM
crnyyaeB ¢ BOAHbIMM pacTBOPaMM, KOr1a MOXKHO NMPUMEHSITL 00bEM U3 pacueTa 2mn/100r maccbl
Tena. Kpome BbI3blIBAOLMX pa3ApaXkeHue unuM pasbefalolyux BeLLeCTB, KOTOpble B OObIYHLIX YCNOBUSIX
NposiBRAOT ycyryonsiowee AeWcTBUE NpPU MOBBILIEHHbLIX KOHLEHTpauusx, BapuabenbHOCTb obbema
TECTMPYEMOro BeLlecTBa crneayer CBOAUTb K MUHMMYMY NyTE€M KOPPEKLUUM KOHLEHTPauuu BeLLecTBa,
obecneynBas NOCTOSIHHBII 00bEM AN BCEX YPOBHEN [103.

[na BewlecTs, BBOAMMbIX C NULUEA UMW NUTLEBOM BOAON, BaXXHO obecneunTb, 4ToObI NPpUMEHsiEMOe
KONMMYeCcTBO TECTMPYEMOro BeLUeCTBa HE Hapyliano OoObIMHOTO NUTaHus wunu BoaHOro 6Ganadca. [Mpwu
BBEJEHMN TECTMPYEMOro BELLECTBA C MULUEN MOXHO NMPUMEHSATb MOCTOSIHHYIO KOHLIEHTpauuio nuwm (Mr/m)
UMM NOCTOSHHYIO 03y B MepecdeTe Ha MacCy Temna >KMBOTHOMO; NMPU MNPUMEHEHUW arbTEpPHATUBHOIO
BapuaHTa AOMKHO ObiTb NpuBEAEHO ero noapobHoe onucanue. [nA BewecrBa, BBOAMMOIO 4epes
XKENyAOYHbIV 30HA, A03y CreAyeT BBOAUTbL €XEAHEBHO B OAHO W TO Xe BPEMS, KOPPEeKTUPYA ee, No Mepe
HEeobXxoAUMOCTH, AN NoAAEPXKAHUSA MOCTOSHHOTO YPOBHS 103bl B NepecyeTe Ha Maccy Tena >XMBOTHOro. B
cnyyae, korga uccrejoBaHMs MHOTOKpaTHOro NPUMEHEHUs1 BELLLECTBA ABNAIOTCA NpeABapuTenbHbLIMU nepeq
OONroCPOYHbLIM UCcneaoBaHUueM, B 000MX UCCNEAOBaHUAX AOJDKHbI MPUMEHATb aHANOTMYHBLIA NULLIEBON
pauuoH.
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4.4 PesynbTaTthbl HaGnogeHUN

Mepvoa HabnoAeHWit [OOMKEH COCTaBnsATb 28 pAHeil. MXMBOTHbIE B COMYTCTBYIOLUEH rpynne,
npegHasHaJYeHHbIe ANs NocneayoLwero HabnaeHus, AOMKHbI COAEPXKaTbCS B TEYEHUE Nepuoaa He MEHee
14 pHeli 6e3 BBEAEHMS TECTMPYEMOrO BELUeCTBa C LIENbIO BbISIBNEHUS 3aMEANEHHOro MPOSIBNEHUSA UMK
YCTOWYUBOCTU TOKCUYECKOTO AEWCTBUA UM BOCCTAHOBIEHUSI OT TOKCUYECKOrO BO3AEHCTBUS.

O6Lwme KnUHUYEeCKkne HabnaeHUs AOMKHbI MPOBOAUTL OAWH Pa3 B AeHb, XKENaTeNbHO B OAHO U TO e
BPEMSs, C YY4ETOM MNUKOBOrO repuoda mnpearnonaraeMoro [AEeNCTBUS NOCNe BBEAEHWS [03bl BELUeCTBa.
CocrosiHMe 300POBbLSA XUBOTHbIX AOMKHO (PUKCMPOBATLCS JOKYMEHTANbHO. He pexe AByx pas B CyTKU, Kak
npasuno, YTPOM W BEYEepPOM, BCEX >UBOTHLIX MNPOBEPAIOT HaA MNPU3HAKA KIMHWUYECKUX MNPOABIEHUN
3aboneBaHusi U NeTanbHOCTb.

OauH pas 4o NepBoro BO3AENCTBUA (4115 BHYTPUTPYMNMOBLIX CPABHEHWI), U XOTsi Obl OAUH pa3 Heaeno
CMyCTS, AOMKHbI NPOBOAUTHL NOAPOOHbIE KIMHUYECKME HABNIAeHNs BCEX XXMBOTHbIX. Takue HabnogeHus
cneayeTt NPoBOAUTb BHE XXUIOW KMETKU, XenaTeribHO B CTaH4apTHON 0O6CTaHOBKE, U B OAHO U TO X BPEMS.
PesynbTatbl HabNOAEHUA JOMKHbLI ObITh TLATENbLHO 3a40KYMEHTUPOBAHLI, XXeNaTenbHO C NPUMEHEHUEM
cuctembl DanbHOW OLEHKM, YeTKO omnpeaeneHHoi naboparopuen, npoBoAsUlen TecTupoaHue. Crneayer
NPUHATL Mepbl, obecneuuBaioliMe MUHUMASIbHbIE OTKIIOHEHUSI B YCMOBWUAX HabnioaeHwin, a Takke
npoBeAeHWe HabniogeHun cneumanucTamu, KOTOpble He 3HalT O BBEAEHHOM BellecTBe. OTMe4vaemble
NPU3HaKW JOMKHbI BKNIOYaTb B Ce0S, HO HE OTPaHUYUBATLCH, U3MEHEHUSIMU KOXU, MEXA, a3, CIM3UCTbIX
0605104eK, HarMYneM BbIAENEHUA UM SKCKPELMWN U aBTOHOMHOI AeATenbHOCTU (HanpuMep, crie3oTeveHue,
nunoappekuusi, U3MeHeHne pasmepa 3paykoB, HEOOblYHAsA AblxaTenbHas OeATeNbHOCTb). M3MeHeHus
MOXOAKW, NMOSIOXEHUA Tena W peakuuuM Ha obpalleHue, a Takke Hanmume KNOHWUYECKUX UMK TOHUYECKUX
ABWXKEHUI, CTEPEOTUNHOrO (Hanpumep, n3bbITOYHAsA YMCTKA LUEPCTU, NOBTOPAIOLLEECA ABUXKEHWUE NO KPyry)
unM HeoObIMHOrO MoBeAeHUs (Hanpumep, HaHeceHue cebe yBeuuid, XOXAEHUE NATACL 3a40M) TaKkKe
[OJKHBI 4OKYMEHTUpOBaTLCA [3].

Ha yeTBepToii Heaene BBEAEHUS BELLECTBA AOJHKHA NPOBOAUTLCSA OLEHKA CEHCOPHON PeakTUBHOCTU
Ha pasnuyHble pasgpaxurtenu [3] (Hanpumep, CryxoBble, Bu3yalnbHble W  NPONPUOLENTUBHbLIE
pasgpaxutenu) [4], [5], [6], oueHka cunbl cxBaTta [7] M ABuratenbHOW akTuBHOCTU [8]. AanbHelilee
onucaHue NpUMEHSIEMON METOAUKM NPUBEAEHO B COOTBETCTBYIOLLEM CnMCKe nuTepaTtypbl. TeM He MeHee,
BO3MOXHO NMPUMEHEHMWE anbTepHaTUBHON METOAMNKM.

®PyHKUMOHaNbHLIE HAOMIOAEHWUS, NPOBOAMMbBIE Ha YETBEPTON Heaene uccneaoBaHui, Moryt ObiTb
nponyLieHbl B cry4ae, ecnu WUccneaoBaHWe SABNAETCA NpedBapuTenbHbIM nepes nocnegylowmm (90-
OHEBHbIM) CyOXPOHMYECKMM uccrnegoBaHueM. B aToM cnydae dyHKUMOHANbHbIE HABMIOAEHUS AOSHKHbLI
NpoBOAUTL B XOA4Ee U3YYEHWA OTAAnNEHHbIX pe3yneTatoB. C  Apyron CTOPOHbI, HanMUMuMe [AaHHbIX
PYHKUMOHANbHLIX HabnioaeHWn B XOAE WCCNEeaoBaHWA MHOTOKPaTHOrO MPUMEHEHUS MOTMYT YNPOCTUTb
noabop ypoBHEN MOLLHOCTU 403 AN Leneii nocnegyowero cybxpoHM4eckoro uccneoBaHus.

B nopsigke UCKNoYeHns, MYHKLUWOHANbHBIE HABNIOAEHWA MOTYT ObITh TaKKe NPONYLLEHbI ANA rpynn, B
KOTOPbIX MHbIM 06PasoM NPOABUMUCL MPU3HAKW TOKCUYHOCTU B TakOW CTENEHU, B KOTOPOW OHWU MOFnu Obl
CYLLIECTBEHHO BOCTPENATCTBOBATL NPOBEAEHMIO DYHKLIMOHATIbHbIX TECTOB.

Mpu aytoncum MoxxHO onpeaenuTe (MO BbIBOPY) 9CTParibHbIN LIMKN BCEX CaMOK, B3SIB BRaranuLHbIi
Ma3oKk. OTu HabnoaeHuss MPeaoCTaBnAlT MHAOPMAaUUId O Nepuoae SCTPanbHOr0 UMKNA B MOMEHT
YMEpLUBMEHUA NOAOMbITHOTO XMBOTHOMO U 06GNEer4yaroT rmcTONOrMYECcKUii aHanu3 TkaHel, YyBCTBUTESbHbIX K
3CTPOreHy (CM. PyKoBOACTBO No rucronartonoruu [20]).

4.4.1 Macca Tena n notpeéneHue nuin/soapbl

Bce »MBOTHBIE NOANEXaT B3BELUMBAHUIO HE PEXE OAHOro pasa B Heaen. Mamepenusa notpebnsemon
UM AOMXHbI NPOBOAUTL, MO KpawHen mepe, exeHeaenbHO. Ecnn TecTupyemoe BeLeCcTBO BBOAMTCH C
NMTbEBON BOAOW, M3MEpPeHUs noTpebneHus BOAbl AOSDKHBI Takke NPOBOAWUTL HE pEXe OAHOro pasa B
Heaeno.

4.4.2 TemaTonorus

Crnegyowue remMaTonornyeckue uccnefoBaHus AOMKHbI NPOBOAMTbL B KOHLE Nepuoga WCMbITAHWIA:
onpegeneHwe remaTokpuTa, KOHUEHTpauuu remornobuHa, Yncna spuTpouuTOB, PETUKYNOUMTOB, OGLUErO
yucna nekouuToB U MenKouuTapHoOn opMyrbl, NOACYET Yucna TPoMOOUMTOB U ONpeaeNieHue BpeMeHM
CBEpTLIBAEMOCTU/CNOCOBHOCTU CBEPTLIBAHMA KPOBW. MNpoyne aHanumsbl, KOTOpble NPOBOASAT B Crydyae, €cnu
TECTUPYEMOE BELLECTBO UMK Npeanonaraemsle METabonuTbl UMEIOT UNKU NPEANONIOKUTENBHO MOTYT UMETh
OKUCMUTENbHBIE CBOMCTBA, BKNOYalOT B ceba onpepeneHue KoHueHTpauuu meTremornobuHa u Teney
lefiHUA.

3abop oOpasuoB KpoOBM MPOBOAAT B MECTE MPOBEAEHUS WCCNEeAOBaHUS U XPaHAT, B Chy4ae
HeobOXx0auMOCTH, MPW COOTBETCTBYIOLUMX YcrnoBusix. B koHue nepuoaa wcnbiTanuit 3abop o6pasuos
NPOBOAAT HENOCPEACTBEHHO NEPES UMW B XOA4E NpoLeaypbl YMEPLUBNEHUS KUBOTHBbIX.
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4.4.3 KnuHuyeckaa 6uoxumusa

KnuHuyeckne BUOXMMUYECKME NCCNENOBAHNA ANA BbIABMEHUA 0OLUMPHOTO TOKCMYECKOTO BO3AEHCTBUSA
Ha TKaHW U, 0COBEHHO, BO3AENCTBUS HA MOYKM W NEeYeHb, NPOBOAAT HA 0bpasuax KPoBW, MOMYYEHHbIX OT
KaXK10ro >XMBOTHOrO, HENOCPEACTBEHHO Nepea unu B XOoAe Npoueaypbl YMEPLUBNEHUS (3a MCKMIOYEHUEM
YXMBOTHbIX, OOHAPYXXEHHbIX B COCTOSIHMM aroHWM W/MMU MPOMEXYTOYHO YMEpLUBreHHbIX). Mpu aHanuse
nnasmbl UMK CbIBOPOTKU KPOBM HEOBXOAUMO ONpPedensATb COAEPKaHMe HaTpuA, Kanus, rrokosbl, obLiee
cofepkaHue xonectepuHa, MOYEBUHbI, a30Ta B COCTABE MOYEBUHbI KPOBW, KpeaTuHuHa, obero 6enka u
ypoBHA anbbymuHa u Gonee aAByx (DEPMEHTOB, YKa3blBAIOLMX HA renartouennionsapHbie adekTsl (Takux,
Kak anaHuH-amuHoTpaHcdpepasa, acnapraT-amuMHOTpaHcdepasa, LwenoyHaa docdaTasa, ramma-
rmyTamunTpaHcnenTuaasa u rnTaMUHATAErMAPOreHasa) W JKENMYHbIX KUCNOT. AHanmU3 MOXET Takke
BkNoYaTb B cebs  onpeaeneHue  OONOMHUTENBbHbLIX (PEPMEHTOB  (renaTu4eckoro UNM  Npo4vero
NPOUCXOXAEHUA) M  OunupybuHa, 4TO MOXET AaTb MOMesHyl WHdOopMaUUio Mpu  onpeaeneHHbIX
ob6crosATenbCcTBaX.

JONONHMTENBHO B TEYEHWE MOCIEAHEN HEAENN UCCNEAOBAHUIA MOXKET ObITb NPOBEAEH o6LMin aHanu3
MOYM, COOpaHHOW 3a (PUKCUPOBAHHBIM MPOMEXYTOK BPEMEHW, AN ONpefdeneHus  creayomx
XapaKTepuCTUK: BHELWHUA BuAa, 0OBbEM, OCMOMANLHOCTL MMM yAenbHas Macca, YPOBEHb KWUCMOTHOCTW,
npocTo 6enok, rmKo3a U KPOBL/3PUTPOLUTI.

Kpome Toro, crieayet yuuTbiBaTb BO3MOXHOCTb NPOBEAEHNSA UCCNEAOBAHWNA ANSA BbIABMEHUS B Nnasme
UNKN CbIBOPOTKE KPOBM MapkepoB O6LLEro NoBpexaeHus TkaHel. Jpyrue nccnenoBaHus, KOTOpbIE crneayert
NPOBOAUTb, €CINM U3BECTHLIE CBOWCTBA TECTUPYEMOrO BELLECTBA MOTYT, UM NPeanonaraeTcs, YTo MOryT,
BO3J€EiCTBOBATbL Ha CBsi3aHHble OCOOEHHOCTU OOMeHa BELLECTB, BKNOYalT B ¢eba aHanu3 Ha KanbLwid,
docop, Tpurnuuepuael, cneuuguyeckue ropMoHbl U XOnuHacTepady. OTU aHanu3bl JOSHKHEI NPOBOAUTL
ANsi BELLECTB ONpeeneHHbIX KIacCoB UMM B 3aBUCUMOCTH OT KOHKPETHOTO Cry4as.

HecmoTpsi Ha TO, YTO B X0A4€ MEXOYHApOAHOro aHanm3a SHAOKPUHHON CUCTEMbI, HE BblNO OTMEYEHO
SIBHOTO MpeuMyLLecTBa B onpeseneHun TUPOUHbIX FOPMOHOB (T3, TUPOKCUH — T4) 1 TUPEOCTUMYANPYIOLLErO
rOpMOHa, MONIE3HO COXpaHATL 06pasLbl Na3Mbl UM CbIBOPOTKM KPOBU ANS U3MEPEHUS KOHUEHTpauun Ts, Ty
U TUPEOCTUMYNUPYIOLLETO ropMOHa (No BbIGOPY) C LEMbIO BLISIBNEHUS1 BO3AEWCTBUA HA runodpusapHo-
LUMTOBUAHbIA CTBON. Ons XxpaHeHust 3T o6pasubl MOryT ObiTb 3aMOPOXKEHbI NPKU TeMnepatype MuHyc 20 °C.
Cnepytlowme akTopbl MOTYT OKa3biBaTb BMUSHWE Ha aHanu3 BapuabenbHOCTM U aBCONIOTHON
KOHLIEHTPaLUM ropMOHOB:

-BpeMSA YMEPLUBNEHMUSA, U3-3a UMPKAAHbIX U3MEHEHWUI KOHLIEHTPaLUuu rOPMOHOB;

-cnoco6 ymepLiBneHus, Ans n3bexxaHus NnoBbILUEHHOTO CTPECCA Y XUBOTHbIX, KOTOPbIA MOXET BIUSTb
Ha KOHLEHTpaLMio rOPMOHOB;

-Habopbl ANA aHanu3a Ana onpejeneHns KOHUEHTpauuu ropmMOHOB, KOTOPbIE MOTYT OTAM4YaTbCa OT
CTaHAapPTHbIX HAOOpOB.

OKOHYaTenbHOE onpeaeneHne XMMUYECKMX BELLECTB, BIMAIOLLMX HA LUUTOBUAHYIO >Kemnesy, Gonee
HadeXHo npu nposeaeHU rMcTtonaTonorndeckoro nccnegosaHua, 4em npu nposeaeHnn aHanuia Ha yposHe
FTOPMOHOB.

3abop 00pasuoB nnasmbl, CneuManbHO MNPEeAHAa3HaAYeHHbIX ANS aHanu3a rOPMOHOB, [JOJDKEH
NPOBOAMTLCA B COOTBETCTBYIOLLEE BPEMS CyTOK. Ocoboe BHUMaHWE PEKOMEHAYETCA yAensTb aHanuay T,
T4 U TUPEOCTUMYIIMPYIOLLETO TOPMOHA HA OCHOBaHWUU W3MEHEHWUI TUCTONATONONUM LLUMTOBUAHOW XKene3bl.
LindpoBble 3Ha4eHWsA, NOMyYEHHbIE MPU aHanu3e KOHUEHTpaLuuii rOPMOHOB, 3aBUCAT OT BbiMyCKaeMbIX
MNPOMBILLUITEHHOCTbIO Pa3nUyHbIX H860p0B pPeakTuBOB. COOTBeTCTBeHHO, HEe npeacraBnsaeTca BO3MOXXHbIM
onpegennuTe kputepum 3PEKTUBHOCTM, OCHOBLIBAACH HA AaHHbLIX 3a npowrnbie nepuoabl. Haobopor,
uccnegosaTenbckue nabopaTopuM AOKHbI CTPEMUTLCA K TOMY, YTOObI KOHTPOSIbHblE KO3hULIMEHTDI
Bapuauuii He MpeBbilIanM cneayrowmx 3HadeHun: 25 ansa T; u T4, 1 35 ana TUPEOCTUMYNUPYIOLLErO
ropmMoHa. Bce kOHLUEHTpaumm ykasbiBaloTCa B HI/MI.

Ecnu ncxoaHbix gaHHbIX 32 NPOLUMbIE NEPUOALI HEAOCTAaTOUYHO, CneayeT PaccMOTPeTb HE0BX0AMMOCTb
npoBeieHnsa aHanu3a nepemMeHHbIX remaTtonorM4eckoro nccrnegoBaHusa UINKU KIMHUYecKon Buoxummun ao
Havana BBeAEHUA Npenapara, unm, XXenaterneHo, Ha XXUBOTHbIX, HE BXOASLLUMX B TECTUPYEMbIE TPYNMbI.

4.5 NaTonorua

4.5.1 O6wasn ayroncus

Bce >kuMBOTHble, y4yacTBOBaBLUME B WCCMEAOBaHWM, MoAnexar ayTtoncuu, KOTopas BKKOYaeT
TLWaTenbHOe UCCNeAOBaHWE BHELLUHEN NOBEepXHOCTU Temna, BCeX OTBEPCTUMW, BHYTPUYEPENHOW, rpyAHON M
OpIOLLHOWM  NOMOCTel M UX COAepPXUMOro. [ledeHb, MOoYKkWM, HAAMNOYEYHUKU, SAUYKM, SNUAULUMUC,
npeacTarenbHas >xenes3a nic CEMEHHbIE Xenedbl CO CBepTbIBAIOLLEN XXene3on Lenukom, BUNOYKoBas
Xenesa, CeneseHka, MO3r U Cepaue BCEX XMBOTHbIX (3@ WUCKIIOYEHUEM >KUBOTHbIX, OBHapPY>XEHHbIX B
COCTOSIHUM arOHUU W/Mnu NPOMEXYTOUYHO YMEPLUBMEHHbLIX A0 OKOHYAHWUS UCCNEAOBaHWA) AOIKHbI BbITb
HagnexawmmM o6pazom oTaeneHbl OT BCEX NPUNEraioLwux TkaHel, B 3aBUCMMOCTH OT KOHKPETHOIO Crny4ast, u
B3BELUEHbl BO BMAXXHOM COCTOSIHUM — Cpas3y MOCMe BCKPbITUS, YTOObl u3bexaTb BbICkIXaHUs. Ocoboi
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TWaTenbHOCTH TpebyeT OTAeneHne COBOKYMHbIX OPraHOB NPeacTaTenbHON Xenesbl C TeM, YToObl n3bexarb
NPOKOMa HaMoSIHEHHbIX XXMAKOCTbIO CeMEHHbIX Xernes3. B kayecTBe anbTepHAaTUBHOIO BapuaHTa CEMEHHble
»Kernesbl U npeacTaTenbHas enesa MoryT ObiTb OTAENEHbl OT TKaHEe! U B3BELUEHbI NOCHe UKCaLMN.

Kpome Toro, ABe TKaHW cnedyeT AONOMHWTENbHO B3BECUTb CPa3y MOCME BCKPbITUS BO u3bexaHue
BbICbIXaHUA: MapHble AWYHUKM (Macca BO BNaXHOM COCTOAHMM) W MAaTKy, BKNIOYas LIEHKy MaTku
(PYKOBOACTBO MO yAaNeHUO U NpenapvpoBaHUIO TKAHEN MaTKW AN B3BELLUMBaHUA npuBegeHo B [19]).

Macca WuToBMAHOI Xenesbl (4OMONHUTENBHO) MOXET ObITb OnpeaeneHa nocne dukcauun. OTaenaTb
TKaHW TaKke CrieayeT O4YeHb OCTOPOXHO M TONbKO Mmocne dukcauun, BO M3DEXaHWE UX NOBPEXAEHUSA.
MospexaeHne TKaHel MOXET CKOMNPOMETUPOBATbL NMCTONATONOMMYECKOE UCCNEA0BaHMUE.

Cneaywope TKaHU AOMKHbI COXPAHATLCA B Hambonee onTumanbHOW (PMKCUPYIOLWIEN cpeae Kak aAna
aHanusa TKaHeBbIX KynbTyp, Tak W Ana npeanoniaraemoro nocneaylowero rMctonaronornyeckoro
uccnegosanus (CM. 4.5.2): BCe MakpOCKONNYECKME NOPAXKEHUA, MO3T (TUNOBbIE 061acTu, BKNIOYAs FONIOBHOW
MO3r, MO3)XEYOK M BaponueB MOCT), CMMHHOW MO3r, rna3, Xenyaok, TOHKas M TONCTas kuwka (BKmo4as
nerepoBbl GNALLKK), NEYEHb, MOYKM, HAANOYEYHUKK, CeneseHka, cepaLe, BUIOYKOBas xenesa, WMToBuaHas
enesa, Tpaxesi U nerkue (CoOxpaHeHHble NMyTem HanonHeHnsa puKkcaTopoM U NnocneaylowmM NOrpyXKeHnem),
roHagbl (CEMEHHWUKW U AUYHUKKM), AO0OABOYHbIE NOMOBLIE OpPraHbl (MaTka W LIeRka MaTku, dNMAUAUMUC,
npeacrarencHas Xenesa nnlOC CEMEHHbIE Xenesbl CO CBEPTLIBAIOLLEN Xeneson), Bnaranuwie, MoyeBown
ny3bipb, nUM@arTnyeckne ysnbl (MOMUMO Orvdkailiero ApeHupyiowero numdartuyeckoro ysna cneayer
B3ATb elle OAuMH nuMdaTUYeckuin y3en B COOTBETCTBMM C uMelowmMca y nabopatopun onbitom [16]),
nepudepnyecknin Heps (CeaanuLLHbIR unu 6onbLLeBepLOBbIN), XenaTenbHO B HeNoCpPeACTBEHHON BnM30CTy
OT MbILULbl, CKENMETHAA MbILILA W KOCTb C KOCTHbIM MO3roMm (CPe30M WUIK, B KA4EeCTBE anbTEePHATUBLI, CBEXUM
MPUKPENSIEHHBIM NYHKTATOM KOCTHOrO MO3ra). PekomeHayeTcsi, 4ToObl CeMeHHble Xxenesbl (PUKCMPOBanuCh
Nnorpy>XeHMeM B XMAKOCTb BysHa unu moamdmumpoBaHHbii doukcarop fAasuacoHa [17], [18]. benovHasn
obonoyka AomkHa ObiTb aKKypaTHO M HErmyOoKO MPOKONoTa UronkoW ¢ 06oux NOMICOB OpraHa Ans Toro,
yTobOblI 06ecneunTb BbICTPOE NpoHMKaHue dukcatopa. KnuHuyeckue u npodune aaHHble MOryT 06yCcCnoBuTh
HeobX0AUMOCTb MUCCNEeA0BaHMA AONOMHUTENBHBIX TkaHelh. Kpome Toro, BCe OpraHbl, KOTOpble CHMTAITCA
BEPOATHBIMU NOPAXKAEMbIMU UCXOAS U3 U3BECTHbLIX CBOWCTB TECTUPYEMOTO BELLECTBA, TaKke AO0IMKHbI ObiTb
COXPaHeHbl.

Crnepyiowne TKaHW MOTYT yKasbiBaTb HA Hanuyue 3HAOKPWHHOIO BO3AEWCTBUA: FOHAAbl (AMYHUKN U
CEMEHHWKKM), A06aBOYHbIE NOMOBLIE OpraHel (Matka W LIerWka MaTku, aNMAMAMMUC, CeMEHHbIe Xenesbl CO
CBEPTHIBAIOLLEN >Kenes3oW, 3aHAs naTeparnbHas W BEHTparbHasd npeacratenbHasi Xxenesa), Bnaranuiie,
rMnous, MY>XCKME MOJIOYHbIE >XENne3bl, LUMTOBUAHAA >Xenesa W HaanovyeyHuku. M3MeHeHust MyXKCKOW
MOMOYHON >xene3bl He Obinu 3adMKCUPOBAHbLI AOKYMEHTamNbHO B J0CTATOYHOM OOBEME, OAHaKo, 3TOT
napameTp MoXeT ObiTb O4YeHb YyBCTBUTENEH K BELLECTBAM C 3CTPOreHHbIM AelcTBueM. MccneaoBaHus
OpraHoB/TKaHen, He NEPEYNCIEHHbIX B HACTOALLEM MYHKTE, ABNAOTCA Heobs3aTenbHbiMK (CM. pasaen 6).

PykoBoacteo no rucronaronoruun [20] naet A4ONOMHUTENbHYO NOAPOOHYI0 MHAOPMALUIO O BCKPbITUM,
dMKCUPOBaAHNUM, U3TOTOBMEHUU CPE3OB U MMCTOMATONOMMN TKAHEN >KENé3 BHYTPEHHEN CEKpeLun.

B xoae mexayHapoAHOW nporpaMMbl MCCrneaoBaHWin Gbinu NomyveHbl HEKOTOPbIE NOATBEPXKAEHUS
TOro, Yto cnaboBbIpaXeHHOe 3HAOKPUHHOE BO3AEWCTBUE XMMMUYECKMX BELLECTB C HU3KOW NOTEHLManbHOW
BO3MOXHOCTbIO  BIIUSIHUSE HA TFOMEOCTa3 MONOBbIX TOPMOHOB MOXeT ObiTb BbISIBIEHO uepes
PaCCUMHXPOHU3ALMUIO 3CTPANbLHOIO LMKMA B PA3MNUYHLIX TKAHAX, U B rOPa3ao MEHbLUEH CTENEHU — NO SBHbIM
rMCTONAaTOSNIOrMYECKUM M3MEHEHUAM B XXEHCKMX MONOBLIX OpraHax. HecMoTps Ha OTCYTCTBUE OnpeaerneHHbIX
JoKa3aTenbCTB TaKoro BO3AENCTBUS, PEKOMEHAYETCA YYMTbIBATb BO3MOXHYK ACUHXPOHUKO 3CTParbHOro
uMKna npu MHTEpnpeTaumu pesynbTaToB MMCTOMATONOMMU AWYHUKOB ((DONMNUKYNSAPHBLIX, 0O0MOYKOBLIX W
3EPHUCTLIX KMEeTOK), MaTku, Lieliku Matku M Braranuwa. [pu npoBeAeHMM OLIEHKM CTaguu LMKna,
onpeaensiemMble C MOMOLLBIO BarMHANbHOrO Ma3ka, TakKe MOTYT NPUMEHSITb A1t CPAaBHEHUSI.

4.5.2 'uctonaTtonorus

Ha coxpaHeHHbIX opraHax u TKaHAX BCEX >KMBOTHBLIX B KOHTPOSIbLHOM Fpynne W rpynne, nonyyasLuen
BbICOKYIO A03Y, AOIMKHO NPOBOAUTLCA MOJSIHOE TMCTOMATONOMMYECKOe MccregoBaHue. 3TU UCCreoBaHUs
JOMKHbI PACNPOCTPAHATLCH Ha >KUBOTHBLIX BCEX NPOYMX FPYnn AO3MPOBKU BELLECTBA, €CNU CBA3AHHbLIE C
NpOBEAEHWEM UCCNEA0BaHUSA U3MEHEHUA HabnogaloTca B rpynne, nony4vaoLlein BbICOKYHO 103y.

MccnenoBaHuio nognexar Bce MakpOCKONUYECKNE NOBPEXIEHUS.

Ecnu npuMeHAIoT COnyTCTBYIOLLYIO TPYNNy >XMBOTHbIX, MMCTONATONOMMYECKOE UCCIIEA0BAHUE [JOIDKHO
NPOBOAMTLCA Ha TKAHAX M OpraHax, BO3AEWCTBME Ha KOTOPbIE ObIno BbISBIIEHO B OMbITHLIX Fpynnax.

5 [laHHbIe uccnengoBaHMM U OTYET

5.1 laHHble uccnenoBaHumn
Heobxoagumo npeacTaenaTb WHAMBUMAYAanbHblE AaHHble. Kpome TOro, BCe AaHHble AOMKHbI ObiTb
npeacTaBneHbl B Tabnu4yHoOW hopme € yKazaHWeM YMCa KUBOTHbIX B KaXO 0N 3KCNEpPUMEHTAanbHON rpynne
7
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Ha JaTy Hayana uCCneaoBaHWI, 4YuCna >XMBOTHbIX, HAWAEHHbIX MEPTBbIMM BO BPEMS NPOBEAEHUS
UCCneaoBaHUsA UM YMEPLUBIIEHHbIX MO MPUYMHE TYMAHHOCTU, U BPEMEHU CMEPTU UMM YMEpPLUBIEHUS,
KONMMYECTBA MPOSIBMEHUS MPU3HAKOB TOKCUYMHOCTM, ONUCaAHWA HaOMIOAaBLUMXCA NPU3HAKOB TOKCUYHOCTH,
BKIMIOYasA BPEMS Havana nposiBNeHusi, NPOAOIDKATENLHOCTb U CEPbEe3HOCTh BCEX MPU3HAKOB TOKCUYHOCTH,
Yncna >XUBOTHBIX, Y KOTOPbIX MNPOABUMUCE MOPAXKEHWUS, TUM MOPAXKEHWUS, U MNPOLEHTHOE COOTHOLUEeHWUEe
XKUBOTHbIX, Y KOTOPbIX NPOSBUNNCH MOPAXEHUS KaXa0ro Tuna.

Fope NpuMEeHMMO, 4YUCNOBbIe 3HAYEHUS AOIDKHbI OLEHMBATLCA B COOTBETCTBUM C MOAXOASALUMMU U
OOLLENPUHATBIMA CTATUCTUYECKUMU METOAaMU. CTaTUCTUYECKME METOAbl U AAHHbIE ANA aHanu3a JOIDKHbI
ObITb ONpeaeneHbl Ha CTagun NaHMPOBAHMA UCCNeA0BaHUS.

B uensix koHTponsA ka4yecTBa npeanaraeTcs cobupaTb KOHTPOIbHBIE AaHHbIE 3a MPOLLUNbIE Nepuoasl U
paccuntbiBaTb KO3(PPULMEHTBI Bapuaumin LMAPOBLIX AAHHLIX, 0COOEHHO ANA NapaMeTpoB, CBA3AHHLIX C
BbISIBNIEHMEM 9SHAOKPUHHBLIX AECTPYKTOPOB. OTU AaHHble MOryT OblTb NPUMEHEHbI ANS CPaBHEHWUA Npu
oueHKe hakTUYeCKMX nccneaoBaHun.

5.2 OTyeT NO pesynbTaTam uccnenoBaHus

OT4eT no pesynbTaTaMm UCCNEAOBAHMA JOMMKEH BKMOYaTh B ceba cneayioLlyo nHopMauumio:

Ncenegyemoe BELLIECTBO:

-¢husnyeckas npupoaa, YucTora u PU3MKO-XMMUYECKUE CBOWCTBA;

-MAEHTUDUKALMOHHBIE AAHHbIE.

PacTteoputenb (B COOTBETCTBYIOLLEM Crydae):

-o00cHOBaHue BbIOOpa pacTBOPUTENS, KPOME BOAbI.

MoaonbITHLIE XUBOTHbLIE:

-NpUMEHsAEMbI BUoNorMyecknini BUA4 1 nopoaa;

-41CrI0, BO3PACT M MOJ XXUBOTHbIX;

-UCTOYHUK, YCIOBUS COAEPXKaHUS, KOPMINEHUA U T. A.;

-MHAMBUAYanNbHas Macca Tena XMBOTHbIX B HaYane uccrneaoBaHus;

-000CHOBaHWE MPUMEHEHUS XMBOTHBLIX APYIUX BUAOB, KPOME KPbIC.

Ycnosusi npoBeAeHnsa uccneaoBaHui:

-060CHOBaHWe BbIOOpa YPOBHS 403 BELLECTBA;

-NOAPOOHLIN COCTaB TECTUPYEMOTO BELLECTBA/PEXUM NpUEMa BELLEeCTBA, MOMyYEHHas KOHLEHTpauus,
YCTOMYUBOCTb U OJHOPOAHOCTb BELLECTBA;

-noagpobHas uHdopMaLus 0 BBE4EHUM TECTUPYEMOrO BELLECTBA;

-nepecyeT KOHUEHTpauum TECTUPYEMOro BELLeCTBa, BBOAMMOrO C NULWEW/NUTLEBOW BOAOW (Mr/n), B
haKkTU4ECKyIo 03y (MI/Kr Macchl Tena/cyTku), €Cnm NpMMeHUMO;

-noapobHasa uHpopmaLmsa 0 Ka4eCcTBE NULLY U BOAbI.

Pesynbrarhl:

-Macca Tena, MU3MEeHeHus Maccbl Tena;

-noTpebnexHue nuwm u notpebneHme Boabl, B COOTBETCTBYIOLLMX Cryyasix;

-0aHHbIE O TOKCUYECKOM JeWCTBMM B pa3buBke MO NOSly U YPOBHIO A03bl, BKIOYAA MNPOSABNEHUS
BMUSAHUSA TOKCUYHOCTU;

-XapakTep, Cepbe3HOCTb W MPOAOIKUTENLHOCTL KIMHUYECKUX TMPOSABMEHMA (0OpaTUMbIX UNK
HeobpaTUMbIX);

-CEHCOpPHAasa aKkTUBHOCTb, CMNa CXBaTa U OLEHKa ABUraTenbHON AeATeNbHOCTH;

-reMaTonornyeckme ncenegoBaHnusi ¢ COOTBETCTBYHOLLMMU UCXOAHBLIMU NOKa3aTensamu;

-KNMUHMYECKkne BUOXMMUYECKUE UCCNIEAOBAHUS C COOTBETCTBYIOLLMMU UCXOAHBIMU NOKA3aTENSAMU;

-Macca Tena npv yMepLUBNEHUN U AaHHbIE O MAcCe OPraHoB;

-pe3ynbTaTtbl ayToncuum;

-noapoBHOE onucaHue pesynbTaToB rMCTONaToONOrMYeCKUX UCCNEQOBAHU;

-AaHHble NornoweHns (ecnn ecTb);

- craTuctnyeckasa obpabortka pesynbTaToB (Mpu HEOOX0AUMOCTH).

OBGcyxaeHne pesynbTaToB.

BbiBOAbI.
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6 O6bLEeKTbI UccnenoBaHUsl, PEKOMEHOOBaHHbIE OISl BbISIBIIEHUSI 3HOOKPUHHbIX

necTpykropoB (30)
Tabnunuya 1
Obsa3aTenbHble OpPraHbl U CUCTEMBI | HeobGsa3aTenbHble OpraHbl U CUCTEMBI
Bec
CeMEHHMKM AndHukn
annangumMmmnc Martka, BKIoyas Wwenky MaTtku
Haano4ye4yHukn LLinToBuaHas xxenesa

MpeacraTenbHas enesa nioc CEMEHHbIE Xenesbl
CO CBEPTHIBAIOLLEN XKENEe301

['mcronaronorua

[oHaabI:

CEMEHHUKU U

SAUYHUKM

HaANOYeYHUKN

JononHuTenbHbIE NOMNOBbLIE OPraHbl:
aNUANANMUC,

npeacrarenbHas xenesa + CEMeHHbIE Xenesbl Co
CBepThLIBAIOLLEN XKENe30in

MaTKa, BKMoYas LLenKy MaTku
Haano4ye4yHuk

LLinToBnaHada xenesa

Bnaranuiie

BarnHanbHbie Ma3Ku
My>KCKMe MOSNOYHbIE XKenesbl
'mnocgus

OnpeaeneHne KOHUEHTpaLUUK ropMOHOB

YpOBEHb LIMPKYNMPYIOLLMX B KPOBU T3, T4
YpoBEHb LMPKYIMPYIOLLErO B KPOBU
TUPEOCTUMYNUPYIOLLIEr0 rOPMOHA
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