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HALUWMWOHANBbHbBIWKN CTAHOAPT POCCUWNCKOW OEJLEPALUNWU

PYKOBOACTBO MO MPUMEHEHWIO KPUTEPUEB KIACCU®UKALMM OMACHOCTU
XUMWYECKOW NPOAYKLIMW MO BO3AENCTBUIO HA OPFAHU3M

PenpoAyKTUBHAsi TOKCMYHOCTb

Guidance on the application of the criteria of chemicals classification
for health hazard. Reproductive toxicity

fata BBegeHns — 2018—01—01

1 O6nactb NnpuMeHeHns

HacToswnii ctaHaapT coaepXuT pyKoBoOAsALLME NPUHLMMBI MO BbIGOPY HanGoee NoAX0AsALMX AaHHbIX U
NpYMEHEHUI0 KPUTEPUEB KNaccuuKaL My ONacHOCTM XMMUYECKo NpoayKuumn, Bo3aelicTBYoLel Ha DyHKLMIO
BOCMPOM3BOACTBA.

2 HopmaTnBHbIE CCbINIKK

B HacTosLem cTaHgapTe UCMOb30BaHbl HOPMATUBHbBIE CChISIKM Ha Criefytolme cTaHaapThl:

FOCT 32378 MeToApl UCMbITAHUSA N0 BO3AEACTBMIO XMMUYECKO NPOAYKLUUM Ha OpraHu3M yenoBseka. Vic-
NbITAHWA MO OLEeHKe PenpoAyKTUBHOW TOKCUYHOCTW OAHOTO NMOKONIEHUS

FOCT 32380 MeToAb! UCNbITaHNA N0 BO3AEWCTBUIO XMMUYECKOV NPOAYKLMN Ha OpraHnu3M Yenoseka. Vc-
nbITaHWA MO OLeHKe TOKCUYECKOro BO3AeNCTBMA Ha npeHaTasbHoe pa3Butue

FOCT 32419 Knaccudukaumns onacHOCTM XMMUYeCcKoi npogykumn. O6uine TpeboBaHus

FOCT 32423—2013 Knaccudmkaums onacHOCTU CMEeCeBOI XMMUYECKOl MpoayKuuM no BO3AelCTBU0
Ha opraHunsm

NMpumeuyaHue — MNpu NONL30BAHUN HACTOSALLMM CTAHAAPTOM LeN1IeCO06Pa3HO NPOBEPUTL AEWCTBUE CChITOYHbIX
CTaHAapTOB B MH( OPMALMOHHOI cMCTEME O6LLEro Nob30BaHUS — Ha 0hMLManbHOM calite degepanbHOro areHTCTBa no
TEXHUYECKOMY PETY/IMPOBAHUIO U METPOIOTUK B CETU VIHTEPHET U/ MO EXETOAHO N34aBAEMOMY MH(OPMAaLMOHHOMY yKa-
3aTento «HauuoHabHble cTaHAapTbl», KOTOPbIA ONy6/IMKOBaH MO COCTOSIHMIO Ha 1 iHBapsi TEKYLLEro ro4a, 1 no Bbinyckam
eXeMecAa4YHO 134aBaemMoro MHPOPMAaLMOHHOTO yKkasaTens «HauymoHanbHble CTaHAAPTbI» 3a TEKYLW WA rog. Ecnu 3aMmeHeH
CCbI/IOYHBII JOKYMEHT, Ha KOTOpbIN AaHa HeAaTMpoBaHHas CCblfika, TO PeKOMeHAYeTCsi UCNOMb30BaTh AeiCTBYOLLY0 BEp-
CMI0 3TOTO JOKYMEHTA C YUETOM BCEX BHECEHHbIX B JaHHYI0 BEPCUIO U3MEHEHWIA. EC/IM 3aMEHEH CCbINIOYHbIA AOKYMEHT, Ha
KOTOPbIA faHa AaTMPOBaHHas CCblka, TO PEKOMEHAYeTCsi UCMOMb30BaTb BEPCUI0 3TOr0 JOKYMEHTA C YKa3aHHbIM Bblille
rofloM YTBEPXKAEHUSA (MPUHATUS). ECIM NOCNE YyTBEPXKAEHNSA HACTOSILLEr0 CTaHAAPTA B CCbI/IOYHbIA AOKYMEHT, Ha KOTOPbI
[laHa faTMpoBaHHas CCblfika, BHECEHO M3MEHeHMe, 3aTparuBaloliee NosoXeHne, Ha KOTOpOe AaHa CCblka, TO 3TO Mo-
JIOXEHNE PEKOMEHAYETCA NPUMEHATL 63 yueTa AaHHOTO N3MeHEHUs. ECIM CCbINOYHbI JOKYMEHT OTMEHEH 6€3 3aMeHbl,
TO NONOXeHWe, B KOTOPOM faHa CCbl/IKa Ha HEero, peKoMeHAyeTCsi TPUMeHAThb B YacTu, He 3aTparuBatoLeii 3Ty CCblky.

3 TepMuHbI 1 onpeaeneHus

B HacTosileM cTaHfapTe NPpUMeHeHbl CeayoLLMe TEPMUHbI C COOTBETCTBYHOLLMMI ONpeaeeHsIMU:
31 roHagoTponHoe aeiictere (gonadotropic action) BpeaHoe BO3AeiCTBME XMMWUUYECKOW NPOAYKL MM
Ha MoJIoBbLIE XE/NEe3bl U CUCTEMY UX PETYISLNN.

M3paHue oduymansHoe
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3.2 ucnbiTaHua in vitro {in vitro test): VicnblTaHus, Npu NpoBeAeHNN KOTOPbIX B KAYECTBE TECT-CUCTEM
MCNO/Mb3YIOT HEMHOTOK/TETOYHbIE LIe/TOCTHbIE OPraHn3Mbl, @ MUKPOOPraHW3Mbl UK TKaHW, N30/IMPOBaHHbIe OT
LLesIOCTHOTO OpraHu3mMa, Wau ux MOgenw.

3.3 ucneitaHua In vivo {in vivo test): VicnbiTaHusa, Npy NPoBeAEHNN KOTOPbIX B KAYeCTBE TECT-CUCTEM
MCMOMb3YIOT XMBYIO TKaHb MPW XWBOM OpraHuame. KnmHuyeckvne ucnbiTaHua U uccrefoBaHns Ha XUBOTHbLIX
ABNAIOTCA hopMamMu UCMbITAHWIA in Vivo.

3.4 TepaToreHHoe feiicTBue (teratogenic action): BpegHoe BO3AeiCTBME XUMWUYECKON MPOAYKLMA Ha
3apo/blll C BOSHUKHOBEHWEM CTPYKTYPHbIX U (DYHKLMOHA/IbHBIX @HOMaInii 1 NOPOKOB PasBUTUSA.

3.5 xumunyeckaa npoaykuus, Bo3geicTeyowas Ha PyHKLUI0O BOCNPON3BOACTBa (PENPOAYKTUB-
Hyt0 dyHKuuo) (reproductive toxicants): Xumuyeckass npoaykuus, obnagarowas TepaToreHHbIM, roHajo-
TPOMHBLIM AN 3MOPMOTPONHBLIM AECTBUEM.

3.6 amb6puoTponHoe geictBue (embryotrophic action): BpeaHoe BO34eWCTBME XMMUYECKON MPOAYK-
LnK. Bbi3blBaloLLLee BHYTPUYTPOOHYIO rn6enb 3aMOPUOHOB, CHUXEHUE MacChl U pa3MepoB 3MOPUOHOB Npu HOpP-
ManbHOW AndhbepeHLpoBKe TKaHEe.

4 Knaccugukauusi onacHoOCTU XMMUYECKOW NpoayKLmu, Bo3aeiicTByoly et
Ha hyYHKLUIO BOCNPOU3BOACTBA

4.1 PenpofyKTMBHas TOKCMYHOCTb BK/IIOYAET BpeAHOE BO3AENCTBME Ha NMOMOBYI0 (hYHKLMIO N penpoayk-
TUBHOCTb B3POC/IbIX MYXUYMH W XKEHLLMH, a TaKkke Ha passuTue NnoToMcTBa.

4.2 MNposiBNeHns BpeAHOro BO3AECTBUS Ha NOMOBY (hYHKLMIO U PENPOAYKTUBHOCTL MOTYT BK/IOYATh
N3MEHEHWS B XXEHCKON U MYXCKOIi penpofyKTUBHON cucTeMe, a Takke oTpuuaTenibHoe BO3feicTBMe Ha cne-
Ayrolme nokasatenu:

- Havaso npotecca MnosioBoro co3peBaHuns;

- MPOV3BOACTBO U NEPEHOC 3apOAbILEBbIX KNETOK;

- HOpMasibHOe TeYeHne penpoAyKTUBHOIO LKA,

- ceKkcyasibHOe nosefeHue;

- (hepTUNbHOCTb;

- poabl;

- pesynbTartbl 6epeMeHHOCTH;

- HOpMasibHOE PenpofyKTUBHOE CTapeHue:

- Apyrve dyyHKLMKN, KOTopble 3aBUCAT OT LLe/IOCTHOCTY PenPOAYKTUBHbIX CUCTEM.

4.3 MNposBneHns BpeAHOro BO3eiCcTBMSA Ha NpoLecc pasBuTUS NMOTOMCTBA MOTYT BK/IKOYATb:

- CMepTb pasBMBalOLLErocs opraHn3ma,

- CTPYKTYPHYI @aHOMasibHOCTb;

- U3MEHeHue pocTa;

- (QYHKUMOHAsIbHbIE MOPOKK.

4.4 Kputepuu knaccudukaLmm onacHOCTU XMMUYECKON NpoAyKL UK, BO3AENCTBYIOLEN Ha dyHKLMI0 BOC-
npoussofcTBa. yctaHossieHbl B TOCT 32419 1 TOCT 32423.

4.5 Xvimnuyeckyto nNpogyKuuio, BO34eACTBYIOLYI0 Ha (hyHKLMIO BOCNPOU3BOACTBA, OTHOCAT K OLHOMY U3
OBYX K1accoB ONacHOCTM B COOTBETCTBUU € Tabnuuein L

Ta6nuua 1— Knaccbl OMacHOCTU XMMUYECKOW NPOAYKLMU, BO3AENCTBYIOLEN Ha (hyHKLMI0O BOCNPOM3BOACTBA

Knacc onacHocTm KpuTepuii onpeeneqmns Knacca onacHOCTM XUMUYECKON NPOAYKLMN

Moaknacc  [ocTaTouHble AoKasaTenbCTBA BPEAHOrO BO3AEMCTBMSI HAa (PYHKLMIO BOCMPOWU3BOACTBA
1A uenoBeka, NPUBEAEHHbIE B AMUAEMUOIOTMYECKUX UCCTIEL0BAHUSX

1 Mogknace OrpaHuyeHHble AoKa3aTebCTBa BPEAHOIo BO3AEHCTBUSA Ha (DYHKLMIO BOCNPOM3BOACTBA Ye-
1B JI0BEKA B COYETaHWUU C LOCTATOYHLIMU [OKA3aTE/IbCTBAMU BPEAHOTO BO3AEACTBUS HA (DYHK-
M0 BOCMPON3BOACTBA XMBOTHBIX

OrpaHunyeHHble Aoka3aTeNbCTBa BPeAHOro BO3AeNCTBMA Ha (PYHKLMIO BOCMPOU3BOACTBA Ye-
2 noBeka W/WNN XUBOTHbIX, KOTOPble ABNSAIOTCSA HefoCcTaToOuHO ybeAnTeNnbHbIMU 418 OTHECe-
HUS aHHOW XMMUYeCKON npoayKummn k knaccy 1
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OkoHuaHve Tabnuubl 1

Knacc onacHocTu KpuTepumn onpeaenermns knacca onacHOCTW XUMUYECKO NpoAyKLvm
Xumuyeckasi npoayk- CyliecTBytoLast BEPOSTHOCTb NPUCYTCTBUS BELLECTBA HA NMOTEHLMAIbHO TOKCUYHBIX YPOB-
LS. okasbiBatowas HAX B TPYAHOM MOJIOKe, OGHapYXXeHHas B pesy/nbTaTe uccrefoBaHnii abcopbuum, metabo-

BO3AeliCTBME HA NakTa-  /M3Ma. pacnpegesieHns 1 BblaeneHns; nunm

uuio unn Hepes Hee CBUAETENbCTBO BPEAHOro BO3/AeNCTBISA Ha NOTOMCTBO B CBA3M C NEPEHOCOM B MOJIOKE W/
Ha KauyecTBO MOJIOKA, MOJYYEHHOTO B Pe3y/ibTaTe UCC/e40BaHNA Ha O4HOM WK ABYX MOKO-
NEHUAX KUBOTHBIX; UK
AaHHble 0 BO3AECTBUN Ha YesloBeKa, ykasblBalolMe Ha ONacHoCTb 418 AeTeii B TedeHne
nepvoAa rpyaHoro BCKapManBaHus

4.6 XvmMuueckas NpoAykuus, okasblBalollas BO3AeCTBME Ha NakTauuio UM yepes Hee. BblHECeHa B
OTAe/bHbIN KNnacc B Lenax Hag/nexatliero gosefeHns nipopmaunm o faHHOM BUAE ONacHOCTY A0 KOPMSALLMX
marepeii.

4.7 KpuTepun npyMeHUMbI 415 knaccudukaum onacHoCTU Kak MHAVBUAYaNbHbIX XUMUYECK/X BELLLECTB,
Tak 1 CMeceBOW XVMNYeCKOn NPOAYKUMN B Clly4Yae Hainymsa gaHHbIX N0 CMEeCU B Lie/IOM.

4.8 OTHECEHMNE XMMUYECKO NpoAyKLMM K BO3AECTBYIOLW e Ha dyHKLMI0 BOCNpoM3BoACcTBa knacca 1A
OCHOB@HO Ha faHHbIX 0 BO3AEeNCTBUM Ha NIOAEN.

4.9 OTHeceHNe XMMNYECKO NPoAYKUMK K BO3LeNCTBYIOLW e Ha (DYHKLMIO BOCNPOU3BOACTBa Knacca 1B B
3HAUMTENbHOI CTENEHN OCHOBAHO Ha pesynbTartax MCNbITAHWIA Ha XNBOTHbIX, KOTOpPbIE obecneunBaroT YeTKne
[okasaTenbCcTBa BPeAHOro BO3AENCTBMA Ha NOMOBYI0 (DYHKLUMIO U PenpoAyKTUBHOCTb WM Ha pasBuTve no-
TOMCTBa B OTCYTCTBME APYroro TOKCMYECKOro BO3AencTBus.

4.10 Ecnu cywecTByeT MHpOpMaLMa O MexaHU3Me BO3AEWCTBUA Ha MOAOMNbITHbLIX XWBOTHBIX, KOTOpas
BbI3bIBAET COMHEHVSA OTHOCUTE/IbHO ero feCTBEHHOCTM Ha YenoBeka, TO NpeAnoyYTUTe/IbHbIM ABNSETCA OT-
HeceHne XMMNYecKon NpoAyKUMM K BO3AeNCTBYOL el Ha (PyHKLMI0 BOCNPOU3BOACTBA Knacca 2.

4,11 OTHEeceHne XUMUYecKoli NpoayKUMN K BO3LENCTBYIOWEN Ha (DYHKLMIO BOCNPOU3BOACTBA knacca 2
OCHOBaHO Ha MMEILLMXCA AoKa3aTenbCTBax, MOMyYeHHbIX B pesynbrarte HablogeHVs Haf NogbMU UAKN 1c-
MbITAHUIA Ha XWBOTHbIX U. BO3MOXHO, AOMOJIHEHHbIX APYroi MHopMauveid o BpegHOM BO3LeNCTBMM Ha no-
NOBYI0 (QYHKLUIO M PENPOAYKTUBHOCTL UM HA pa3BMTME NOTOMCTBA B OTCYTCTBUE APYroro TOKCUMYECKOro BO3-
nelicTBus.

5 Knaccudmkayms onacHOCTM CMECEeBOWM XUMUUYeCcKoih npoayKuyuu,
BO3/eCTBYOWEN Ha (PYHKLMIO BOCNPOM3BOACTBA

5.1 O6LWMe NPUHLKNBI Knaccugukauuy onacHOCTU CMECEBO XMMUYECKO npoayKuum

5.1.1 O6wme NpUHUMNbI Knaccugurkaumy onacHOCTU CMeceBOi XMMWUYECKOW NpoayKuuv, B TOM yucne
BO3AeiCTBYIOLLEN Ha DYHKLMI0 BOCNPOM3BOACTBA, YCTaHOB/MEHbI B pa3aene 4 FOCT 32423— 2013.

5.1.2 Kputepun knaccudpmkauuy onacHOCTM CMECEBOI XMMWUYECKON NPOAYKLMN B OTHOLIEHNW BO3feli-
CTBMSA Ha PYyHKLMIO BOCMPOU3BOACTBA MPU HA/IMYMUN IKCMEPUMEHTAbHbIX AaHHbIX MO CMEeCcu B LefloM npeg-
cTas/ieHbl B Tabnuue 1.

5.1.3 Mpu OTCYTCTBUM SKCNEPUMEHTASIbHLIX JaHHbIX MO CMECU B LE/IOM UCMOMb3YI0T MPUHLMMNLI UHTEp-
noNAunK. n3sioXkeHHole B pasgene 6 NOCT 32423—2013. 3a UCKNOYEHNEM NPUHLMNA YBE/IMYEHUS KOHLLEH-
Tpauunm KOMMNOHEHTOB CMeCH, OTHECEHHbIX K 60/1ee BbICOKOMY Knaccy OMacHOCTW, U UHTEPnoNsauUn BHYTpU
O[}HOTO K/lacca onacHocTu.

5.1.4 B cnyyae OTCYTCTBMSA 3KCMEPUMEHTA/IbHBIX AAHHBIX MO CMEeCcK B LenoM 1 nHopmauumm, kotopas
no3sosimna 6sl UCMOML30BaTb NPUMEHUMbIE NMPUHLMMBLI UHTEPNONALMK, ANSA KNaccudukaumm npuMeHsoT me-
TOAbl OLEHKN ONaCHOCTU Ha OCHOBE M3BECTHOW MHDOPMALIMN NO OTAEbHBIM KOMMOHEHTaM CMeCH.

5.2 PacueTHbIii MeTog knaccugukaymMm onacHoCT CMECEBOI XMMUUYECKO NpoayKuum,
BO3/eicTBYOWEN HA PYHKLMIO BOCNPOU3BOACTBA

521 CMech KnaccudmumpyioT B KauecTBe XMMUYeCKoi NpoayKuum, Bo3aeiicTBYoLLeli Ha (hyHKLUIO BOC-
MPOU3BOACTBA. €C/IN OHA COAEPXMUT XOTsi Gbl OAMH KOMMOHEHT, 06/1a4atoWwnii AaHHbIM BUAOM OMacHoCTH, B
KOHLIeHTpaLMK, paBHOl UK NpeBbILLaloLLeli Npeentl, ykasaHHble B Tabnuue 2.
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Ta6nuua 2 — KOHUEHTPALMOHHbIE NMPeAesibl KOMNOHEHTOB, BXOASLLMX B COCTAB CMECU, NO3BONSOWME Knaccupuum-
poBaTb ee Kak BO3eCTBYIOLLYI0 Ha (PYHKLMIO BOCNPON3BOACTBA

CymMmapHas KOHLUeHTpauns KoMnoHeHToB C. %. N03BoNsOLas OTHECTU CMeCh
K CNefyiolnm knaccam onacHoCT XMMWUYeCcKoil NpoAyKuuu, BosjelicTBylouei

Knacc onacHocTi «ONMOHEHTOB,
na (PyHKLMIO BOCNPOU3BO/ACTBA

OTHECEHHbIX X XUMUYECKOW NpoAyKuum

Bo3AeiicTByloW el Ha dyHKuMIO Xumuuyeckas npoAyKUuus okasbiBa-

BOCNPON3BOACTEBA 1A 1B 2 ouwas Bo3feincTene Ha nakraynio
unun vyepes Hee
1A Cr ol — - _
18 — Ccro01 — —
2 — — Crol _

Xumunyeckas NpoAyKUUsA, OKa3biBalo -
was BO3AeCTBME HA nakTayuw uau Cro01

yepes Hee

6 Bblbop Hanbonee noaxoAALLNX faHHbIX

Knaccudkaymio onacHOCT XMMUUYECKOK NpoAyKLuu No BO3AENCTBUI0 HA (oyHKLMIO BOCNPOU3BOACTBA
MPOBOASAT C yYETOM BCeli COBOKYMHOCTU MMetoLeiics MH(hopMaLy B OTHOLLIEHWM JaHHOTO B1AA ONAacHOCTU.

6.1 JlaHHble No pe3ynbTaTaM BO34eliCTBMS Ha Y0sioBCKa

6.1.1 Mpu knaccugukaumm onacHOCTN XMMUYECKO NPOAYKLMN B KAYECTBE BO3AENCTBYIoLEeR Ha dyHK-
LMo BOCMPOM3BOACTBA B NEPBYI0 0UYepesb paccMaTpmBalT UMELLMECS JaHHble B OTHOLIEHUN BO3AeCTBUA
Ha 4yenoBeka. Takue cBefeHuna moryTt ObITb npueefeHbl B annaemMmnosiorn4ecknx nccnegqoBaHnax, Kotopble
[OMKHbI BK/IOYATb MCNOMb30BaHWE COOTBETCTBYIOLLEr0 KOHTPOS, cOanaHCMPOBaHHYO OLEHKY U 40/KHOoe
paccMOTpPeHNe pas/IMYHbIX OTKIOHEHWUI 1 HEe BNUCLIBAKOLWMXCS B 06LLYI0 KapTuHY hakTopoB. CBeLeHUst MoryT
BObITb TAKXe nony4yeHbl U3 OTHETOB 06 OTAeNIbHbIX CNnyvyasax HeratTMuBHOro BO3,EI.E‘I7ICTBI/IF| Ha opraHu3m 4yesnoBeka,
KOHKPETHbIX UCC/eloBaHMIn No BonpocamM pPenpoayKTUBHOCTY Hapsifly C CyGXPOHUYECKUMU, XPOHUYECKUMU U
cneumanbHbIMU pesysibTaTaMu UCCNef0BaHnii Ha XMBOTHbIX, AAOLLMMU COOTBETCTBYIOLLYH MHhopMaLuio oT-
HOCUTE/IbHO TOKCUYHOCTN ANA penpoayKTUBHbIX U CBA3AaHHbIX C HAMW 3HAOKPUHHbIX OPraHoB.

6.1.2 Mpu MHTepnpeTauun NMEeLLNXCA AaHHbIX B OTHOLLEHUW YenoBeka cnefyet o6paTuTb BHUMAHUE
Ha cnegytoume hakTopbl.

- KayecTBO UCC/eA0BaHUIA;

- nocnegoBaTe/IbHOCTb Pe3y/ibTaToB,;

- XapakTep W cepbe3HOCTb Noc/eacTBuiA;

- YPOBEHb CTATUCTMYECKOWN 3HAYMMOCTM AJ151 MEXIPYNMOBbIX Pa3nNynii;

- KO/IMYECTBO 3aTparnBaeMbiX OpraHos;

- NyTW NOCTYN/IEHUSI B OpPraHn3m.

6.2 [aHHble nabopaToOpHbIX UCMbITAHWUI in Vivo

6.2.1 ins npoBefAeHns KnaccudukaLm onacHoCTU paccMaTpmBaloT pesy/bTaTbl aKCNePUMEHTOB, onpe-
AensoLmx Bo3geicTBne Ha PyHKLMI0 BOCMPOM3BOACTBA Y NOAOMNbITHBIX XUBOTHBIX.

6.2.2 B uenax knaccudukalmm onacHoCTW UCMOMNb3YHOT TO/IbKO HafAeXHble faHHble (T. C. NoslyYyeHHble
13 NPOBEPEHHBLIX UCTOYHMKOB) NO pesynbTaTam NabopaTopHbIX UCNbITaHWi, KOTopble 6blAv NpoBefeHbl Haj-
nexatium o6pasom v B COOTBETCTBUN C MEXAYHAPOAHO MPU3HAHHBIMU W/NNV YTBEPXAEHHBIMW Ha HaLWOHa/b-
HOM ypOBHe MeToaukamu. MNpumepbl METOAOB UCMbITAHWA NPUBEAEHLI B MPUIOXKEHUN A.

6.2.3 BpefHble NocneAcTBUSA AN U3MEHEHWSA, paccMaTpuBaeMble B psje uccnefoBaHnii ¢ BO3geincTeu-
€M KpaTKOCPOYHOW UM [0ATOCPOYHON NOBTOPSAIOLLLENCS TOKCMYECKON A03bl, KOTOPble 6GblNN pacLeHeHb! B Ka-
YecTBe HaHOCALMX Bpes PENPOAYKTUBHOM (DYHKLMW NpY OTCYTCTBUM CEPbE3HON 06LL el TOKCUYHOCTH, MOTyT
6bITb UCNOMb30BaHbI B KAYECTBE OCHOBbI A5 kKnaccudyvkalm onacHoCTyH.

6.2.4 MNpeAnoYTUTENbHBIMW pe3ybTaTaMn UCMbITAHUIA ABNSIOTCA AaHHble, NOyYeHHble C UCMO/b30Ba-
HWEeM NyTei NoCcTyn/eHNsa B OPraHu3M NOAOMbITHLIX XUBOTHbIX, KOTOPble COOTBETCTBYIOT MOTEHLMANIbHLIM NYy-
TAM MOCTYN/IEHNS B OPraHn3M YyenoBeka.
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6.2.5 WiccnepoBaHus Takux NyTei NMOCTYNAEHUS B OpPraHn3m, Kak BHyTPUBEHHOE W/WN BHYTPUOPIOLINH-
Hoe BBeJeHMe, pe3y/ibTaToM KOTOPbIX MOXET 6bITb BO3feCTBME Ha PenpoAyKTUBHbIE OpraHbl Ha 3aBblLlLEeHHbIX
YPOBHSIX MUccnefyemoit XMMUYecKoi NpoayKLun, UM HaHeceHMe MeCTHOro NOoBpeXeHUs PenpoiyKTUBHbLIM
opraHam, B YaCTHOCTU NyTeM BbI3bIBaAHWUSA pasfpaxeHus, cnegyeT UHTEPNpeTMpoBaTh C 0CO6OW TwaTenb-
HOCTbI0. Pe3ynbTatbl NOA06HBLIX UCMbITAHWUIA MOTYT 6bITb PACCMOTPEHbI TOMIbKO B Ka4ecTBe BCMOMOraTesibHbIX
[JaHHbIX U He CNyXaT AOCTaTOYHbIM JoKa3aTe/IbCTBOM BPEAHOro BO3eiCTBMA Ha (DYHKLMIO BOCNPOU3BOACTBA.

6.2.6 B cnyyae Hay4yHOro 060CHOBaHUSA HEPENEBAHTHOCTU MexaHu3Ma unmn cnocoba AelicTBust Ha opra-
HM3M YenoBeka Uan NPW HaIMYUN BblPaKEHHbIX TOKCUKO-KMHETNYECKNX Pas3/iunii, CBUAETENbCTBYIOLNX O He-
NPOsIBNIEHNN oTpuLaTe bHbIX NOCNEACTBUA Y NtoAei, pe3ynbTaTbl NOA06HbLIX UCNbITaAHWI NpU Knaccudgukauum
ONAacHOCTU He YyuYuTbIBAIOT.

6.2.7 [laHHble O BpegHOM BO3AeiCTBUM Ha (DYHKLMIO BOCNPOM3BOACTBA NPU BbICOKMX YPOBHAX A03bl B
UCMbITAHMAX Ha XMBOTHBLIX HE MOTYT 6bITb UCNOMb30BaHbI B KAYECTBE A0CTATOYHOrO foKa3aTelbCcTBa BpeHo-
ro BO3AEWCTBUS, 3a UCK/TIOYEHNEM Tex Clyyaes, Korga npeAcTaB/ieHbl CBeLEeHWst 0 TOM. YTO /II0AN MOTYT ObITb
60nee noABepXeHbl BO3AENCTBUIO, YEM XMNBOTHbLIE.

I'Ipvlmep— AOBbI, KOTOpble BbI3blBAKT NPOCTpPauUnio, OTCYyTCTBME anneTnTa, BbICOKYHO CMEPTHOCTb.

6.2.8 B HEKOTOpLIX nccnenoBaHNAX perlpO,El,yKTVIBHOVI TOKCUYHOCTM Yy NOAOMNbITHLIX XWUBOTHbIX €4WNH-
CTBEHHbIE 3aperncTpupoBaHHble NocneacTBna paccmMmaTpmBaloT Kak MMmeruine HU3KYH Win MUHUMaslbHYHO
TOKCWKO/TOT'N4YECKYH0 3HAYMMOCTb U HE YUYNTbIBAKOT Npu KJ'IaCCVI(*)VIKaLWII/I OnacHOCTW.

Mpumep — Heb6onbwune nsmeHeHns B napameTpax CeMeHHOo XNOKOCTMU UM YaCTOTHOCTb CNOHTaH-
Hbl X AqueKTOB y nnoja, He6oNblINe N3MEHEHUA B nponopuunax 06bIYHbIX U3MEHEHWNA nnopa, Takux Kak Ha-
6ﬂl0,ﬂ,aeMble npn n3yv4yeHn ckeneTa, a Takxe B Bece njnoga nam s HEe6OoMbLWNX pa3nunumnax B NOCTHaTalbHbIX
OoueHKax pa3sBuTuA.

6.2.9 Mpu knaccudmkaLuym oNnacHoCcTU XMMUYECKON NPOAYKL MU NO BO3AENCTBUIO HAa (DYHKLMIO BOCMPO-
M3BOACTBA CredyeT YeTKO pasnunyaTb HenocpefcTBEHHOe BO3AeiCTBME Ha pasBuTMe aMbpuoHa unv nnoga
1 BTOPWUYHbIE NOCNEACTBWSA, Bbi3BaHHbIe UCTOLLEHVEM uan ocnabneHnem opraHmsmMa maTepu B pesyfbrare
TOKCMYECKOro AeiiCTBUA XMMUYECKOV NpoayKuun (MaTepUHCKO TOKCUYHOCTMW).

I'Ipmmep— MaTepVIHCKaFI TOKCUYHOCTDb B 3aBUCUMOCTMUN OT €€ CTeneHn MoXxXeT NpUuBoANTb K YMEHb-
LWeHU Beca nnoja, 3amefIeHHol occudukaumm, pe3opbunm, HapyLeHnsmMm pa3BuT Ua psaja HacneACcTBEHHbIX
4epT Yy HEKOTOpbIX OpraHnamos 1 T. 4.

6.2.10 MpeanouTUTENbHBIM NOAX0A0M SBSETCS CHavana pacCMOTpeHVE OTpULaTe NbHbIX NOCNeACTBui
y am6puoHa/nnoga, a 3ateM OLeHka MaTepUHCKO TOKCMYHOCTY NapasinesnibHo ¢ ApyruMu hakTopamu, npeg-
MOSIOXKNTENbHO OKa3bIBAKOLLMMY BpEAHOE BO3AENCTBME Ha (DYHKLMIO BOCNPOMN3BOACTBA.

6.2.11 [Ins OLEHKN MaTepUHCKO/ TOKCUUYHOCTM B C/lyyYae NoJo3peHus Ha ee Haiuume Ucnosb3yloT cre-
AyioLme cTaTUCTMYECKN 1 BMOMOTNYECKM 3HAUMMbIE MoKa3aTesNu:

- YBeNMyeHue YaCTOTHOCTU MATepPUHCKO CMEPTHOCTH, €C/IM OHO NPOVCXOAUT NPOMOPLMOHANBHO A03€E.

NMpumeuaHue — MarepuHcKkas CMepPTHOCTb 6onee 10 % cuMTaeTcs YUpe3MepHOii, U AaHHble, MosyUYeHHble Npu
9TOM ypOBHe A03bl, Npn K]'IaCCVICbVIKaU'I/IVI ONacHOCTU He y4nTblBaKT:

- KoahhuuMeHT cnapmBaHus (KONMYECTBO XUBOTHbIX C CEMEHHOIN NPO6KOI nnmn cnepMmoi/yncno cnapu-
BaHWiA, yMHOXeHHOe Ha 100);

- K0athhnLMeHT hepTUILHOCTM (KO/TMYECTBO XMUBOTHBLIX C MMNIAHTAaTOM/YNCNO0 CNapuBaHnii, YMHOXEH-
Hoe Ha 100):

- NPOAOIKUTENBHOCTL BepeMeHHOCTH (MpK AONYLLEHUN POAOBY);

- Macca MaTepuHCKOro opraHvu3ma 1 ee u3MeHeHne B TeyeHne 6epeMeHHOCTU.

MpumeyvaHunsa

1 PacyeT yTOMHEHHOI cCpefHeli Maccbl MaTEPUHCKOTO OpraHW3Ma npeacTaBnseT co6oii pasHuLy mMexay nepBoHa-
YasnbHOW 1 OKOHYaTesIbHOI Maccoii opraHM3Ma 3a Bbl4eTOM Macchl naoga (Beca Matku npu 6epeMeHHoCTH) 1 no3sonseT
onpeAenuTb BO3AECTBUE — MaTEPUHCKOE UM BHYTPUMATOUHOE.

2 Y KPO/IMKOB MpupalieHue Macchl Tesla HE MOXET pacCcMaTpuBaTbCsl B KauyecTBe CBUAETENbCTBA MAaTepPUHCKON
TOKCUYHOCTM M3-3a 06bIYHbIX kKoNleGaHuii Beca B nepunos 6epemMeHHOCTH:

- U3MEeHeHna B I'IOTpeﬁerHI/IVI nuwn n Bodbl B ConoctaB/1IEHNN C KOHTpOI'IbHOVI prl'll'lOI?], 0CO6GEHHO ecnn
ncenegyemasd xmummyeckas npoaykuma BKIKOHEHa B NULLY UK NMUTbEBYHO BOAY.
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MpumeyaHune — [laHHble N3MEHEHWS CMeyeT OLEHMBATL B COUYETAHUU C MACCO MATEPUHCKOTO OpraHu3ma B
Lensx onpeAeneHns Toro, ABAAITCA I OTMEYEHHbIE U3MEHEHUSA CNeACTBUEM MaTEePUHCKOW TOKCUYHOCTU UK OTpaxaroT
HeNpUrogHOCTb NULLKM M/MNW BOAb!, COAEPXKALLEN NCCNeayeMy XMMUYECKYO NPOAYKLMI, ANs NOTPEGNEHNs:

- Ha6mo,qae|\/|b|e KNNHUYECKNe NpPU3Hakm C yKkadaHMem ux tuna, YaCToOTHOCTW, CTENEeHU N NpoaO/IKU-
Te/IbHOCTW.

MpuMep — KnuMHWYecKvne NPU3HaKU MaTEePUHCKON UHT OKCUKALUM MOTYT BKAOYATb KOMY, NpocTpauuio,
rUNepakTUBHOCTb, yTPaTy yCTAaHOBOYHOIO peiekca, aTaKkCuio nam OfAblLIKY:

- yBe/imyeHme ymncna n/vnn Cepbe3HOCTN NOCMEPTHbIX HaﬁﬂiO,D,eHVIVI.

MpuMmep — K UX uynmcny MOryT NpuHaAnexaThb KpynHble UM MUKPOCKONUYECKME NaT oN0rnuyeckne npu-
3HaKM M faHHble 0 MacCe OpraHoB, B TOM 4ucsie abCoO THbI BEC OpraHa, COOTHOLWEHWe BECA OpraHa uim
Beca Tefa, COOTHOLWeHMe Beca opraHa v mMosra.

6.2.12 Ecnun He moxeT 6biTb OAHO3HAYHO f0Ka3aHo, YTo Habnogaemble AP eKTbl ABNAIOTCA CNeAcTBuU-
€M MaTepUHCKON TOKCUYHOCTK, TO Takne adhdekTbl cnegyeT yunTbiBaTb Npy KnaccudmkaLm onacHocTy.

6.3 laHHble NabopaTopHbIX UCAbITAHWUIA in Vitro

MonoxutenbHble pesynbTatbl N1abopaToOpHbIX WCMbITAHWUIA in Vitro MOFYT CNYXWUTb B KayecTse A0MO0J-
HUTENbHbIX NOATBEPXAALWMNX AAHHbIX AN KnaccudmKalmy onacHOCTM NPOAYKUMM B KaYeCcTBE XMMUYECKON
npoAyKuuu, Bo3feincTBytoLLein Ha MYHKLMIO BOCNPou3BoAcTBa. [MprMepbl MeTOA0B UCNbITaHWI NpuBeLeHbl B
npunoxeHnn A.

6.4 NIHble cBefieHna 1 AaHHble, NOJIyYeHHble C MOMOLWbLIO TEOPETUYECKUX NOAX0A0B

6.4.1 Mpn OTCYTCTBUM 3KCMNEPMMEHTA/IbHbIX JaHHbIX pPelleHne 06 OTHECEHUN XMMWUYECKO NpoayKLmu
K BO3feicTBylOLEel Ha (hYyHKLMIO BOCNPOU3BOACTBA MOXET OblTb MPUHATO C UCMOJ/Ib30BAHNEM CleAyHoLLnX
TEopeTUYECKUX NOAXOA0B:

- MeTogonornsa QSAR (Quantitative Structure — Activity Relationship, niam «konnyecTseHHoe COOTHO-
LeHWne CTPYKTypa—aKTUBHOCTb»), KOTOpasi OCHOBaHa Ha MOCTPOEHUMN MOAesell, MO3BOMSIOLMX N0 ONMCaHNI0
CTPYKTYpbl XMMWYECKOTO BELLECTBA NpeAckasblBaTb ero CBOWCTBA, B TOM YAC/E PENPOTOKCUYHOCTb;

- MeToj CTPYKTYPHbIX aHanoros (read-across), KOTOpbIii NO3BONSET Npefckasartb AelicCTBUe XMMUYECKO-
ro BelecTBa Ha (PyHKL MO BOCNPOM3BOACTBA HA OCHOBE W3BECTHbIX CBEAEHU O PenpoTOKCUYHOM LeiicTBUM
OfLHOTO U/ HECKOMbKNX CTPYKTYPHO CXOAHbIX BELLECTB.

6.4.2 TeopeTuyeckne NoaxoAbl A1 OLEHKN AeACTBMA Ha (PYyHKLMI0O BOCNPOM3BOACTBA NpefHa3HaueHbl
[ANA COKPALLEHNA KONMMYECTBA UCMbITAHUIA Ha XMBOTHBIX M MOTYT GbITb MCMNO/Ib30BaHbI MPY YCOBUU J0CTATOY-
HOro TEOPETMNYECKOTO 060CHOBAaHUS.



FOCT P 57452—2017

MpunoxexHue A
(pekomeHpyemoe)

MpumMepbl METOAO0B UCMbITAHWI PENPOAYKTUBHOW TOKCMUYHOCTU

A.l Mpumepamn MexayHapoHO NPU3HAHHBIX W YTBEPX/EHHbIX Ha HalMOHANbHOM YPOBHE MeTO[0B WUCMbITaHWiA
penpoAyKTMBHOI TOKCMYHOCTH in Vivo ABNSAIOTCS:

- nccnegoBaHne penpojyKTUBHON TOKCUYHOCTU Ha OAHOM nokoneHun (TOCT 32378):

- nccnegoBaHne TOKCUYHOCTU AN18 npeHaTanbHoro passuTtus (TOCT 32380).

A.2 Mpumepamu MexAyHapoAHO NPU3HAHHLIX METO[O0B WUCMNbITaHWA penpoayKTUBHOW TOKCMYHOCTU in Vivo ABNS-
oTCA:

- nccnegoBaHne penpojyKTUBHON TOKCUYHOCTU Ha [BYX NoKoneHusx [1]:

- OUeHKa penpoayKTUBHON/3MOPUOHAIbHOWM TOKCUYHOCTU CKPUHWHIOBLIM MeTof0M [2];

- COBMECTHOE uccnefoBaHne TOKCUYHOCTW NPy NOBTOPHOM BO3AeNCTBUM C PENPOAYKTUBHOR/3MBPNOHANBHOW TOK-
CUYHOCTbIO CKPUHWHIOBLIM MeToAoM [3]:

- pacliMpeHHoe U3y4YeHne penpoayKTUBHOW TOKCMYHOCTU Ha O HOM nokKoneHun [4].

A.3 Mpumepamn MexayHapoAHO NPU3HaHHbLIX METOA0B UCMbITAHWUIA in Vitro, B KOTOPLIX UCCneayeMblii cnocob aeii-
CTBUA U NOJyHYEeHHblE pe3ynbTaTbl NPUMEHUMbI A5 OLEHKN PENPOAYKTUBHOW TOKCUYHOCTK, SABNAIOTCS:

- aHanu3 akTuBauum CTabuibHO TpaHCHULUMPOBAHHbLIX anb@da-aKCTPOreHOBbIX PeLenTopoB A1 O6HapyXeHus
3CTPOreHHOV aroHUCTUYECKON aKTUBHOCTU XUMUYecknx seljecTs (5J;

- TpaHCaKTMBAaLMOHHbIA MeToj ucnbiTaHnii BGHucC acTporeHoBbIX peLenTopoB A/15 BbISIBIEHUA arOHUCTOB U aH-
TaroHucToB [6]:

- oueHka H295R ctepougoreHesa [7].
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@l

[4]

(5]

4]

PykoBogawmii npuHuun O3CP 416
(OECD Guidelines (or the Testing
of Chemicals Test Ne 416)

PykoBogsawmii npuHumn O3CP 421
(OECD Guidelines for the Testing
of Chemicals Test Ne 421)

Pykosogawuii npuHumn O3CP 422
(OECD Guidelines for the Testing
of Chemicals Test Ne 422)

PykoBogsAwmii npuHuun O9CP 443
(OECD Guidelines for the Testing
of Chemicals Test Ne 443)

Pykosogsawwmit npuHymun O3CP 455
(OECD Guidelines for the Testing
of Chemicals Test  455)

PykoBogsawmit npuHuun O3CP 457
(OECD Guidelines for the Testing
of Chemicals Test Ne 457)

PykoBogsawmii npuHuun OSCP 456
(OECD Guidelines for the Testing
of Chemicals Test Ne 456)

YK 620.26:006.74:006.354

Buénunorpadcusa

WccnefoBalne penpoAyKTMBHON TOKCMYHOCTW Ha ABYX nokoneHusx (Two-
Generation Reproduction Toxicity Study)

OueHKa penpoAyKrMBHOR/3MBPUOHANBHOW TOKCUYHOCTU CKPUHWUHIOBLIM Me-
Topgom (Reproductioni'Developmental Toxicity Screening Test)

CoBMeCTHOe Wucc/iefoBaHne TOKCUYHOCTM MNpW MOBTOPHOM BO3AelCTBUM
C penpofykruBHON/aMBpPNOHaNbHONW TOKCUYHOCTbIO CKPUHUHIOBLIM — Me-
Togom (Combined Repeated Dose Toxicity Study with the Reproduction’
Developmental Toxicity Screening Test)

PacwwnpeHHoe un3yyeHne penpofyKTMBHOW TOKCUYHOCTW Ha OAHOM MOKofe-
Hun (Extended One-Generation Reproductive Toxicity Study)

AHanu3 akTuBauuy cTabunbHO TPaHCHULMPOBAHHbIX anb(a-aKCTPOreHoBbIX
peLenTopoB A/15 0O6HAPYXEeHWS 3CTPOreHHON aroHWCTUYECKOW aKTUBHOCTMU
xumunyeckux Beuwects (The Stably Transfected Human Estrogen Receptor-
alpha Transcriptional Activation Assay for Detection of Estrogenic Agonist-
Activity of Chemicals)

TpaHCcakTVBaUVOHHbIA MeToA McnbiTaHnii BGILuc acTporeHoBbIX peuenTo-
pOB AN BbIABNEHWNA aroHUCTOB U aHTaroHucToB (BGILuc Estrogen Receptor
Transactivation Test Method for Identifying Estrogen Receptor Agonists and
Antagonists)

OueHka H295R cTtepongoreHesa (H295R Steroidogenesis Assay)

OKC 13.100
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