Orientacdo e métodos alternativos e validados de ensaios de toxicidade em substituicdo ao uso de animais

PARAMETRO DE TOXICIDADE

ABORDAGENS E METODOS DE ENSAIOS

RECOMENDACOES E METODOS PADRAO

IRRITACAO E LESOES OCULARES
GRAVES

Abordagem integrada para testes e avaliacdo
(IATA) para irritagéo e lesdes oculares graves

OCDE

Documento de

orientacdo (Guidance

Document — GD) da

OCDE 263, publicado

em 2017

OUTRAS AUTORIDADES

Estratégica de avaliacdo de toxicidade quimica

Orientacdo da Agéncia
Europeia dos Produtos
Quimicos (ECHA), Capitulo
R.7a., R.7.2.8-R.7.2.11
(2017)

Uso de um enquadramento de teste utilizando o
microfisiometro Cytosensor®, o método de
ensaio de opacidade e permeabilidade da cérnea
bovina (BCOP) e o modelo EpiOcular™ para
classificacdo de produtos pesticidas

Politica da Agéncia de
Protecdo Ambiental dos EUA

(2015)

Método de ensaio

com epitélio
reconstruido de cérnea
humana (RhCE)

EpiOcular™
(MatTek, EUA)

SkinEthic™
(L’Oréal, Franga)

LabCyte (J-TEC,
Japdo)

MCTT HCE™
(Biosolution Co,
Ltd, Coreia do Sul)

Diretriz de teste (test

Declaracdo ESAC (2014);

guideline — TG) da
OCDE 492, revisada

declaracdes JaCVAM (2017
e 2018); diretriz KoCVAM

em 2019

(2016)

Método de ensaio para deteccdo de vazamento

marcado com fluoresceina

TG da OCDE 460,
revisada em 2017

Declaracdo ESAC (2009);
declaracdo JaCVAM (2013)

Método de ensaio in vitro de exposicao de curta

duracgéo (STE)

TG da OCDE 491,
revisada em 2018

Relatério ICCVAM (2013):
declaracdo JaCVAM (2016);
diretriz KoCVAM (2017)

Método de ensaio de irritacdo ocular (EIT)
utilizando membrana de colageno Vitrigel

TG da OCDE 494,
publicada em 2019



http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2017)15&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2017)15&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2017)15&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2017)15&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2017)15&doclanguage=en
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://www.epa.gov/sites/production/files/2015-05/documents/eye_policy2015update.pdf
https://www.epa.gov/sites/production/files/2015-05/documents/eye_policy2015update.pdf
https://www.epa.gov/sites/production/files/2015-05/documents/eye_policy2015update.pdf
https://www.oecd-ilibrary.org/environment/test-no-492-reconstructed-human-cornea-like-epithelium-rhce-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9789264242548-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-492-reconstructed-human-cornea-like-epithelium-rhce-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9789264242548-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-492-reconstructed-human-cornea-like-epithelium-rhce-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9789264242548-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-492-reconstructed-human-cornea-like-epithelium-rhce-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9789264242548-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://tsar.jrc.ec.europa.eu/system/files/Published/04_ESAC_OPINION_EIVS_final_0.pdf
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/test-no-460-fluorescein-leakage-test-method-for-identifying-ocular-corrosives-and-severe-irritants_9789264185401-en
https://www.oecd-ilibrary.org/environment/test-no-460-fluorescein-leakage-test-method-for-identifying-ocular-corrosives-and-severe-irritants_9789264185401-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/eye-irritation/fl-test
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.oecd-ilibrary.org/environment/test-no-491-short-time-exposure-in-vitro-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264242432-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-491-short-time-exposure-in-vitro-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264242432-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/ocular/ste/index.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/tg-494-vitrigel-eye-irritancy-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9f20068a-en
https://www.oecd-ilibrary.org/environment/tg-494-vitrigel-eye-irritancy-test-method-for-identifying-chemicals-not-requiring-classification-and-labelling-for-eye-irritation-or-serious-eye-damage_9f20068a-en

PARAMETRO DE TOXICIDADE

RECOMENDACOES E METODOS PADRAO

OCDE

ABORDAGENS E METODOS DE ENSAIOS

Método de ensaio macromolecular in vitro

TG da OCDE 496,

publicada em 2019

OUTRAS AUTORIDADES

Método de ensaio de opacidade e permeabilidade

da cérnea bovina (BCOP)

TG da OCDE 437,
revisada em 2017

Relatério ICCVAM (2006);
declaracdao ESAC (2007);
declaracbes JaCVAM (2009
e 2014); diretriz KoCVAM
(2011)

Método de ensaio em olho enucleado de galinha

(ICE)

TG da OCDE 438,
revisada em 2018

Relatdrio ICCVAM (2006);
declaracdo ESAC (2007);
declaracdo JaCVAM (2009)

Ensaio de microfisidmetro Cytosensor® (CM)

Declaracdo ESAC (2009);
relatério ICCVAM (2010)

CORROSAO E IRRITACAO CUTANEA

Abordagem integrada para testes e avaliacdo
(IATA) para corrosao e irritagcdo cutanea

GD da OCDE 203,
publicado em 2014

Estratégia de avaliacdo de toxicidade quimica
para corroséo e irritacdo cutanea

Orientacdo da Agéncia
Europeia dos Produtos
Quimicos (ECHA) Capitulo
R.7a., R.7.2 (2017)

Ensaio de barreira @ membrana in vitro
Corrositex para corrosao cutanea

TG da OCDE 435,
revisada em 2015

Relatério ICCVAM (1999):
declaracdo ESAC (2000);
declaracdo JaCVAM (2017)

Corrosao cutanea in
vitro: ensaio de
epiderme humana
reconstruida (RhE)

EpiSkin™ (L’Or¢al,
Franca)

EpiDerm™ (MatTek,
EUA)

SkinEthic™ (L’Or¢al,
Franca)

epiCS® (Phenion,
Alemanha)

LabCyte EPI-MODEL?24
SCT (J-TEC, Japéo)

TG da OCDE 431,
revisada em 2019

Relatorio ICCVAM (2002);
declaracdo ESAC (1998);
declaracdo JaCVAM (2017)

Relatério ICCVAM (2002);
declaracdo ESAC (2000);
declaracdo JaCVAM (2017)

Declaracdo ESAC (2006):
declaracdo JaCVAM (2017)

Declaracdo ESAC (2009);
declaracdo JaCVAM (2017)



https://www.oecd-ilibrary.org/environment/test-no-496-in-vitro-macromolecular-test-method-for-identifying-chemicals-inducing-serious-eye-damage-and-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_970e5cd9-en
https://www.oecd-ilibrary.org/environment/test-no-496-in-vitro-macromolecular-test-method-for-identifying-chemicals-inducing-serious-eye-damage-and-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_970e5cd9-en
https://www.oecd-ilibrary.org/environment/test-no-437-bovine-corneal-opacity-and-permeability-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264203846-en
https://www.oecd-ilibrary.org/environment/test-no-437-bovine-corneal-opacity-and-permeability-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264203846-en
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/ocular/in-vitro/index.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/eye-irritation/bcop
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/test-no-438-isolated-chicken-eye-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264203860-en
https://www.oecd-ilibrary.org/environment/test-no-438-isolated-chicken-eye-test-method-for-identifying-i-chemicals-inducing-serious-eye-damage-and-ii-chemicals-not-requiring-classification-for-eye-irritation-or-serious-eye-damage_9789264203860-en
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/ocular/in-vitro/index.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/eye-irritation/ice
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/eye-irritation/cm-test
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/ocular/in-vitro/index.html
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2014)19&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2014)19&doclanguage=en
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://www.oecd-ilibrary.org/environment/test-no-435-in-vitro-membrane-barrier-test-method-for-skin-corrosion_9789264242791-en
https://www.oecd-ilibrary.org/environment/test-no-435-in-vitro-membrane-barrier-test-method-for-skin-corrosion_9789264242791-en
https://ntp.niehs.nih.gov/iccvam/docs/dermal_docs/corprrep.pdf
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-corrosion/corrositex
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.oecd-ilibrary.org/environment/test-no-431-in-vitro-skin-corrosion-reconstructed-human-epidermis-rhe-test-method_9789264264618-en
https://www.oecd-ilibrary.org/environment/test-no-431-in-vitro-skin-corrosion-reconstructed-human-epidermis-rhe-test-method_9789264264618-en
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/ocular/in-vitro-dermal-corr/index.html
https://tsar.jrc.ec.europa.eu/system/files/Published/EPISKIN_statement.pdf
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/ocular/in-vitro-dermal-corr/index.html
https://tsar.jrc.ec.europa.eu/system/files/Published/ESAC30_skincorrosion_revised%20_20100921.pdf
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-corrosion/skinethic
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-corrosion/epics
https://www.jacvam.jp/index.php?q=en/test-methods.html

PARAMETRO DE TOXICIDADE

RECOMENDACOES E METODOS PADRAO

OCDE

OUTRAS AUTORIDADES

ABORDAGENS E METODOS DE ENSAIOS

Vitrolife-Skin™

Declaracdo JaCVAM (2008)

EpiSkin™ (L’Oréal,
Franca)

EpiDerm™ (MatTek,

Irritacdo cutanea in | EUA)

vitro: ensaio de
epiderme humana
reconstruida (RhE)

SkinEthic™ (L’Oréal,
Franca)

LabCyte EPI-MODEL24
SIT (J-TEC, Japéo)

Skin+® (Sterlab, Franca)

epiCS® (Phenion,
Alemanha)

TG da OCDE 439,
revisada em 2019

Declaracio ESAC (2007);

declaracdo JaCVAM (2010);

diretriz KoCVAM (2014)

Declaracio ESAC (2008);

declaracdo JaCVAM (2013);

diretriz KoCVAM (2017)

Declaracdo ESAC (2008):

declaracdo JaCVAM (2013);

diretriz KoCVAM (2017)

Declaracdo JaCVAM (2013);

diretriz KoCVAM (2017)

SENSIBILIZACAO CUTANEA

Via de efeito adverso (AOP) para sensibilizagédo
cutanea

GD da OCDE 168
(Parte 1, Parte 2),
publicado em 2012

Orientacdo sobre relatorios de abordagens
definidas e fontes de informacdo individuais a
serem utilizados em Abordagens integradas para
testes e avaliagdo (IATA)

GD da OCDE 256
(Anexo I, Anexo 1),
publicado em 2016

Uso de abordagens alternativas para
sensibilizacdo cutanea em substituicdo aos testes
em animais

Politica da Agéncia de
Protecdo Ambiental dos
EUA (2018)

Estratégica de avaliacdo de toxicidade quimica

Orientacdo da Agéncia
Europeia dos Produtos
Quimicos (ECHA) Capitulo
R.7a., R.7.3.4-R.7.3.7 (2017)

Implementacéo de
Caixa de ferramentas workflow AOP
QSAR da OCDE para sensibilizacdo
cutanea

Manual de

treinamento da OCDE,

publicado em 2017



https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.oecd-ilibrary.org/environment/test-no-439-in-vitro-skin-irritation-reconstructed-human-epidermis-test-method_9789264242845-en
https://www.oecd-ilibrary.org/environment/test-no-439-in-vitro-skin-irritation-reconstructed-human-epidermis-test-method_9789264242845-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-irritation/episkin
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-irritation/epiderm
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-irritation/skinethic
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2012)10/part1&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2012)10/part2&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2016)29/ann1&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2016)29/ann2&doclanguage=en
https://www.epa.gov/pesticides/epa-releases-draft-policy-reduce-animal-testing-skin-sensitization
https://www.epa.gov/pesticides/epa-releases-draft-policy-reduce-animal-testing-skin-sensitization
https://www.epa.gov/pesticides/epa-releases-draft-policy-reduce-animal-testing-skin-sensitization
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
https://echa.europa.eu/documents/10162/13632/information_requirements_r7a_en.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_11_TB%204.1_Implementation%20of%20AOP%20workflow%20in%20Toolbox%20SS.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_11_TB%204.1_Implementation%20of%20AOP%20workflow%20in%20Toolbox%20SS.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_11_TB%204.1_Implementation%20of%20AOP%20workflow%20in%20Toolbox%20SS.pdf
https://www.oecd.org/chemicalsafety/risk-assessment/oecd-qsar-toolbox.htm#Guidance_Documents_and_Training_Materials_for_Using_the_Toolbox
https://www.oecd.org/chemicalsafety/risk-assessment/oecd-qsar-toolbox.htm#Guidance_Documents_and_Training_Materials_for_Using_the_Toolbox
https://www.oecd.org/chemicalsafety/risk-assessment/oecd-qsar-toolbox.htm#Guidance_Documents_and_Training_Materials_for_Using_the_Toolbox

PARAMETRO DE TOXICIDADE

ABORDAGENS E METODOS DE ENSAIOS

Exemplo para

predicdo de
sensibilizacéo
cutanea de uma
mistura

Exemplo de
predicdo do
potencial de
sensibilizacéo
cutanea de uma
substancia quimica
por interpolacdo
baseada em
abordagem analoga

RECOMENDACOES E METODOS PADRAO

OCDE

OUTRAS AUTORIDADES

Ensaio de ligagédo
direta sobre a

Recomendacdo EURL
ECVAM (2013); declaracdo

Ensaios in chemico que reatividade JaCVAM (2015); diretriz
aborqlam um evento chave peptl_dlca (DPRA) TG da OCDE 442C. KoCVAM (2016)
da Via de efeito adverso Ensaio de revisada em 2019
(AOP) na ligacdo covalente | reatividade
a proteinas quimica de —
aminoacidos
derivados (ADRA)

Método de teste da
luciferase em ARE-Nrf2

KeratinoSens™

LuSens

TG da OCDE 442D,

revisada em 2018

Recomendacdo EURL
ECVAM (2014); declaracdo
JaCVAM (2015); diretriz
KoCVAM (2017)

Ensaios in vitro que
abordam um evento chave
da Via de efeito adverso
(AOP) na ativacao de
células dendriticas

Teste de ativacdo
da linha celular
humana (h-CLAT)

Ensaio IL-8 Luc

TG da OCDE 442E,
revisada em 2018

Recomendacdo EURL
ECVAM (2015); declaracdo
JaCVAM (2017); diretriz
KoCVAM (2017)



http://www.oecd.org/env/ehs/risk-assessment/Tutorial_10_TB_4.1_Predicting%20SS%20of%20mixture.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_10_TB_4.1_Predicting%20SS%20of%20mixture.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_10_TB_4.1_Predicting%20SS%20of%20mixture.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_10_TB_4.1_Predicting%20SS%20of%20mixture.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_10_TB_4.1_Predicting%20SS%20of%20mixture.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_1_TB%204.1_Predicting%20SS%20by%20making%20use%20of%20read-across.pdf
https://www.oecd-ilibrary.org/environment/test-no-442c-in-chemico-skin-sensitisation_9789264229709-en
https://www.oecd-ilibrary.org/environment/test-no-442c-in-chemico-skin-sensitisation_9789264229709-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/dpra
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/dpra
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/test-no-442d-in-vitro-skin-sensitisation_9789264229822-en
https://www.oecd-ilibrary.org/environment/test-no-442d-in-vitro-skin-sensitisation_9789264229822-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/keratinosens
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/keratinosens
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/test-no-442e-in-vitro-skin-sensitisation_9789264264359-en
https://www.oecd-ilibrary.org/environment/test-no-442e-in-vitro-skin-sensitisation_9789264264359-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/hclat
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/skin-sensitisation/hclat
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp

PARAMETRO DE TOXICIDADE

RECOMENDACOES E METODOS PADRAO

OCDE

ABORDAGENS E METODOS DE ENSAIOS

Ensaio de
sensibilizacéo
cutanea U937 (U-
SENS™)

OUTRAS AUTORIDADES

FOTOTOXICIDADE

O ensaio de fototoxicidade da captacdo do
vermelho neutro (NRU) 3T3

TG da OCDE 432,
revisada em 2019

Declaracdo ESAC (1997);
ICH S10; diretriz KoCVAM
(2007)

Ensaio de espécies reativas de oxigénio (ERO)

TG da OCDE 495,
publicada em 2019

Declaracdo JaACVAM (2015);
ICH S10

Ensaios de modelos de pele humana reconstruida

ICH S10

ABSORCAO/PENETRACAO CUTANEA

Método de difusdo in vitro

TG da OCDE 428,
publicada em 2004

Declaracdo JaACVAM (2014):
diretriz KoCVAM (2009)

TOXICIDADE SISTEMICA AGUDA

Orientacdo relativa a dispensa de testes para
formulagGes de pesticidas

Orientacao da Canada Pest
Management Requlatory
Aqgency (2013); orientacdo da
Agéncia de Protecéo
Ambiental dos EUA para
ensaios de toxicidade
dérmica aguda (2016)

Estratégia de substituicao, reducdo e refinamento
no uso de animais na avaliacdo da toxicidade
sistémica aguda em mamiferos

Orientacdo EURL ECVAM
(2014)

Conjunto Colaborativo de Modelagem de
Toxicidade Aguda (CATMoS)

NTP Interagency Center for
the Evaluation of Alternative
Toxicological Methods
(Centro Interinstitucional
NTP para Avaliacdo de
Métodos Toxicoldgicos
Alternativos) (NICEATM)
(2019)

Ensaio de citotoxicidade por captacao de
vermelho neutro (NRU) 3T3 para identificar
substancias que ndo requerem classificacao

Recomendacdo EURL
ECVAM (2013)



https://www.oecd-ilibrary.org/environment/test-no-432-in-vitro-3t3-nru-phototoxicity-test_9789264071162-en
https://www.oecd-ilibrary.org/environment/test-no-432-in-vitro-3t3-nru-phototoxicity-test_9789264071162-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/phototoxicity
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S10/S10_Step_4.pdf
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.oecd-ilibrary.org/environment/tg-495-ros-reactive-oxygen-species-assay-for-photoreactivity_915e00ac-en
https://www.oecd-ilibrary.org/environment/tg-495-ros-reactive-oxygen-species-assay-for-photoreactivity_915e00ac-en
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S10/S10_Step_4.pdf
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S10/S10_Step_4.pdf
https://www.oecd-ilibrary.org/environment/test-no-428-skin-absorption-in-vitro-method_9789264071087-en
https://www.oecd-ilibrary.org/environment/test-no-428-skin-absorption-in-vitro-method_9789264071087-en
https://www.jacvam.jp/index.php?q=en/test-methods.html
http://www.nifds.go.kr/kocvamen/board/board_2.jsp
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/cps-spc/alt_formats/pdf/pubs/pest/pol-guide/toxicity-guide-toxicite/toxicity-guide-toxicite.eng.pdf
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/cps-spc/alt_formats/pdf/pubs/pest/pol-guide/toxicity-guide-toxicite/toxicity-guide-toxicite.eng.pdf
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/cps-spc/alt_formats/pdf/pubs/pest/pol-guide/toxicity-guide-toxicite/toxicity-guide-toxicite.eng.pdf
https://www.epa.gov/sites/production/files/2016-11/documents/acute-dermal-toxicity-pesticide-formulations_0.pdf
https://www.epa.gov/sites/production/files/2016-11/documents/acute-dermal-toxicity-pesticide-formulations_0.pdf
https://www.epa.gov/sites/production/files/2016-11/documents/acute-dermal-toxicity-pesticide-formulations_0.pdf
https://www.epa.gov/sites/production/files/2016-11/documents/acute-dermal-toxicity-pesticide-formulations_0.pdf
https://www.epa.gov/sites/production/files/2016-11/documents/acute-dermal-toxicity-pesticide-formulations_0.pdf
https://ec.europa.eu/jrc/en/publication/eur-scientific-and-technical-research-reports/eurl-ecvam-strategy-replace-reduce-and-refine-use-animals-assessment-acute-mammalian
https://ec.europa.eu/jrc/en/publication/eur-scientific-and-technical-research-reports/eurl-ecvam-strategy-replace-reduce-and-refine-use-animals-assessment-acute-mammalian
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/3rs-meetings/past-meetings/tox-models-2018/index.html
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/acute-toxicity
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/acute-toxicity

PARAMETRO DE TOXICIDADE

ABORDAGENS E METODOS DE ENSAIOS

RECOMENDACOES E METODOS PADRAO

GENOTOXICIDADE/MUTAGENICIDADE

Caixa de ferramentas QSAR da OCDE: exemplo

de avaliacdo da mutagenicidade pelo Teste de
Ames utilizando um método comparativo por
interpolacéo

OCDE

Manual de

treinamento da OCDE,

publicado em 2017

OUTRAS AUTORIDADES

Teste de microndcleo in vitro

TG da OCDE 487,
revisada em 2016

Declaracdo ESAC (2006):
ICH S2(R1)

TG da OCDE 471,

Ensaio de mutacéo reversa bacteriana revisada em 1997 ICH S2(R1)
Teste de aberracdo cromossémica em mamiferos | TG da OCDE 473,

in vitro revisada em 2016 ICH S2(R1
Teste in vitro de mutacdo genética em celulas de | TG da OCDE 476, B
mamiferos revisada em 2016

Testes in vitro de mutacdo genética em células de | TG da OCDE 490, ICH S2(R1.

mamiferos utilizando o gene da timidina quinase

revisada em 2016

CARCINOGENICIDADE

Ensaios de transformacéo celular in vitro (CTA)

GD da OCDE 214,
publicado em 2015;
GD da OCDE 231,
publicado em 2016

Recomendacdes EURL
ECVAM (2012 e 2013)

PIROGENICIDADE

Testes de ativacdo de mondcitos in vitro (MAT)

Relatério ICCVAM (2008);
declaracdao ESAC (2006);
capitulo geral 2.6.30 da
Farmacopeia europeia,;
orientacdo da Food and Drug
Administration dos EUA
(2012)

HEMATOTOXICIDADE

Ensaio CFU-GM

Declaracdo ESAC (2006)

TOXICIDADE REPRODUTIVA

Teste de células-tronco embrionérias (CTEH)

Ensaio de embriotoxicidade utilizando culturas
de micromassas (Nota: Embrides de animais séo
utilizados. Portanto, este ensaio deve ser
realizado somente se substituir uma exigéncia
regulamentar para um teste em animais vivos
usando estagios posteriores da vida.)

Declaracdo ESAC (2001)



http://www.oecd.org/env/ehs/risk-assessment/Tutorial_2_TB%204.1_Predicting%20AMES%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_2_TB%204.1_Predicting%20AMES%20by%20making%20use%20of%20read-across.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_2_TB%204.1_Predicting%20AMES%20by%20making%20use%20of%20read-across.pdf
https://www.oecd-ilibrary.org/environment/test-no-487-in-vitro-mammalian-cell-micronucleus-test_9789264264861-en
https://www.oecd-ilibrary.org/environment/test-no-487-in-vitro-mammalian-cell-micronucleus-test_9789264264861-en
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/genotoxicity
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S2_R1/Step4/S2R1_Step4.pdf
https://www.oecd-ilibrary.org/environment/test-no-471-bacterial-reverse-mutation-test_9789264071247-en
https://www.oecd-ilibrary.org/environment/test-no-471-bacterial-reverse-mutation-test_9789264071247-en
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S2_R1/Step4/S2R1_Step4.pdf
https://www.oecd-ilibrary.org/environment/test-no-473-in-vitro-mammalian-chromosomal-aberration-test_9789264264649-en
https://www.oecd-ilibrary.org/environment/test-no-473-in-vitro-mammalian-chromosomal-aberration-test_9789264264649-en
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S2_R1/Step4/S2R1_Step4.pdf
https://www.oecd-ilibrary.org/environment/test-no-476-in-vitro-mammalian-cell-gene-mutation-tests-using-the-hprt-and-xprt-genes_9789264264809-en
https://www.oecd-ilibrary.org/environment/test-no-476-in-vitro-mammalian-cell-gene-mutation-tests-using-the-hprt-and-xprt-genes_9789264264809-en
https://www.oecd-ilibrary.org/environment/test-no-490-in-vitro-mammalian-cell-gene-mutation-tests-using-the-thymidine-kinase-gene_9789264264908-en
https://www.oecd-ilibrary.org/environment/test-no-490-in-vitro-mammalian-cell-gene-mutation-tests-using-the-thymidine-kinase-gene_9789264264908-en
https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Safety/S2_R1/Step4/S2R1_Step4.pdf
http://www.oecd.org/env/ehs/testing/Guidance-Document-on-the-in-vitro-Syrian-Hamster-Embryo-Cell-Transformation-Assay.pdf
http://www.oecd.org/env/ehs/testing/Guidance-Document-on-the-in-vitro-Syrian-Hamster-Embryo-Cell-Transformation-Assay.pdf
http://www.oecd.org/env/ehs/testing/ENV_JM_MONO(2016)1.pdf
http://www.oecd.org/env/ehs/testing/ENV_JM_MONO(2016)1.pdf
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/carcinogenity
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods/carcinogenity
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/pyrogen-tests/index.html
https://tsar.jrc.ec.europa.eu/test-method/tm2002-01
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM310098.pdf
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM310098.pdf
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM310098.pdf
https://tsar.jrc.ec.europa.eu/system/files/Published/ESAC24_statement_CFU-GM_assay_1.pdf
https://ecvam-dbalm.jrc.ec.europa.eu/cm_esac/Embryotoxicity_statements.pdf

PARAMETRO DE TOXICIDADE

ABORDAGENS E METODOS DE ENSAIOS

RECOMENDACOES E METODOS PADRAO

OCDE

Ensaio de embriotoxicidade em ratos (Nota:
Embrides de animais sdo utilizados. Portanto,
este ensaio deve ser realizado somente se
substituir uma exigéncia regulamentar para um
teste em animais vivos usando estagios
posteriores da vida.)

OUTRAS AUTORIDADES

TRIAGEM DE DESREGULADORES
ENDOCRINOS

Ensaios de transativacdo estavelmente
transfeccionada in vitro para detectar agonistas e
antagonistas de receptores de estrogénio

TG da OCDE 455,
revisada em 2016

Declaracdo JaCVAM (2016)

Ensaio de esteroidogénese H295R

TG da OCDE 456,
publicada em 2011

Método do receptor de estrogénio BG1Luc

TG da OCDE 457,
publicada em 2012

Declaracdo JaCVAM (2014)

Ensaio de ativacdo transcricional de receptor de
androgeno humano estavelmente transfeccionado

TG da OCDE 458,
publicada em 2016

Ensaios in vitro de receptores recombinantes de
estrogénio humano (hrER) para detectar
substancias quimicas com afinidade de ligagdo a
receptores de estrogénio

TG da OCDE 493,
publicada em 2015

Ensaio de desenvolvimento tireoidiano
embrionario em ras Xenopus (XETA) (Nota:
Embrides de animais sdo utilizados. Portanto,
este ensaio deve ser realizado somente se
substituir uma exigéncia regulamentar para um
teste em animais vivos usando estagios
posteriores da vida.)

TG da OCDE 248,
publicada em 2019

TOXICIDADE AQUATICA

Caixa de ferramentas QSAR da OCDE: exemplo
de predicéo de toxicidade aquética aguda em
peixes de mistura com componentes conhecidos

Manual de
treinamento da OCDE,

publicado em 2017

Banco de dados EnviroTox para calcular limiares
de valores

Health and Environmental
Sciences Institute (2018)

Ensaio de inibi¢do de crescimento de algas e
cianobactérias de dgua doce

TG da OCDE 201,
publicada em 2011



https://www.oecd-ilibrary.org/environment/test-no-455-performance-based-test-guideline-for-stably-transfected-transactivation-in-vitro-assays-to-detect-estrogen-receptor-agonists-and-antagonists_9789264265295-en;jsessionid=5417fhpk7cuk4.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-455-performance-based-test-guideline-for-stably-transfected-transactivation-in-vitro-assays-to-detect-estrogen-receptor-agonists-and-antagonists_9789264265295-en;jsessionid=5417fhpk7cuk4.x-oecd-live-02
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.oecd-ilibrary.org/environment/test-no-456-h295r-steroidogenesis-assay_9789264122642-en
https://www.oecd-ilibrary.org/environment/test-no-456-h295r-steroidogenesis-assay_9789264122642-en
https://www.oecd-ilibrary.org/environment/test-no-457-bg1luc-estrogen-receptor-transactivation-test-method-for-identifying-estrogen-receptor-agonists-and-antagonists_9789264185395-en
https://www.oecd-ilibrary.org/environment/test-no-457-bg1luc-estrogen-receptor-transactivation-test-method-for-identifying-estrogen-receptor-agonists-and-antagonists_9789264185395-en
https://www.jacvam.jp/index.php?q=en/test-methods.html
https://www.oecd-ilibrary.org/environment/test-no-458-stably-transfected-human-androgen-receptor-transcriptional-activation-assay-for-detection-of-androgenic-agonist-and-antagonist-activity-of-chemicals_9789264264366-en;jsessionid=2qcus7pbetbkn.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-458-stably-transfected-human-androgen-receptor-transcriptional-activation-assay-for-detection-of-androgenic-agonist-and-antagonist-activity-of-chemicals_9789264264366-en;jsessionid=2qcus7pbetbkn.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-493-performance-based-test-guideline-for-human-recombinant-estrogen-receptor-hrer-in-vitro-assays-to-detect-chemicals-with-er-binding-affinity_9789264242623-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/test-no-493-performance-based-test-guideline-for-human-recombinant-estrogen-receptor-hrer-in-vitro-assays-to-detect-chemicals-with-er-binding-affinity_9789264242623-en;jsessionid=22dh652p3oaq6.x-oecd-live-02
https://www.oecd-ilibrary.org/environment/tg-248-xenopus-eleutheroembryonic-thyroid-assay-xeta_a13f80ee-en
https://www.oecd-ilibrary.org/environment/tg-248-xenopus-eleutheroembryonic-thyroid-assay-xeta_a13f80ee-en
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_9_TB%204.1_Predicting%20toxicity%20of%20mixtures%20for%20fish.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_9_TB%204.1_Predicting%20toxicity%20of%20mixtures%20for%20fish.pdf
http://www.oecd.org/env/ehs/risk-assessment/Tutorial_9_TB%204.1_Predicting%20toxicity%20of%20mixtures%20for%20fish.pdf
https://envirotoxdatabase.org/
https://envirotoxdatabase.org/
https://www.oecd-ilibrary.org/environment/test-no-201-alga-growth-inhibition-test_9789264069923-en
https://www.oecd-ilibrary.org/environment/test-no-201-alga-growth-inhibition-test_9789264069923-en

PARAMETRO DE TOXICIDADE

ABORDAGENS E METODOS DE ENSAIOS

RECOMENDACOES E METODOS PADRAO

Teste de imobilizacdo aguda, Daphnia sp

OCDE OUTRAS AUTORIDADES
TG da OCDE 202,

publicada em 2004

Teste de toxicidade aguda in vitro de peixes
usando a linha celular permanente de truta arco-
iris RTqill-W1

— Norma ISO 21115 (2019)

Ensaio de depuracéo intrinseca in vitro usando
hepatocitos de truta arco-iris criopreservados
(Nota: Células primérias de animais sdo
utilizadas. Portanto, este ensaio deve ser
realizado somente se substituir uma exigéncia
regulamentar para um teste em animais vivos.)

TG da OCDE 319A,

publicada em 2018:;

GD da OCDE 280,

publicado em 2018

Ensaio de depuracéo intrinseca in vitro usando
fracdo subcelular S9 de figado de truta arco-iris
(Nota: Células primérias de animais sdo
utilizadas. Portanto, este ensaio deve ser
realizado somente se substituir uma exigéncia
regulamentar para um teste em animais vivos.)

TG da OCDE 319B,

publicada em 2018;

GD da OCDE 280,

publicado em 2018

Ensaios de toxicidade aguda com embrides de
peixes (FET) (Nota: Embries de animais sdo
utilizados. Portanto, este ensaio deve ser
realizado somente se substituir uma exigéncia
regulamentar para um teste em animais vivos
usando estagios posteriores da vida.)

TG da OCDE 236, Recomendacdo EURL

publicada em 2013 ECVAM (2014)

TODOS 0S PARAMETROS

Orientacéo sobre consideragfes para a dispensa
ou vinculagdo de ensaios de toxicidade aguda em
mamiferos

GD da OCDE 237,

publicado em 2016

Orientacdo para a dispensa ou vinculagéo de
ensaios de toxicidade aguda para pesticidas

Orientacdo de Health Canada

(2013)

Orientagdo sobre o informe de abordagens

. - GD da OCDE 255,
definidas a serem utilizadas em Abordagens ublicado em 2016 -
integradas para testes e avaliagdo (IATA) P
Orientacéo sobre a validacdo de modelos GD da OCDE 69,

(Q)SAR

publicado em 2007



https://www.oecd-ilibrary.org/environment/test-no-202-daphnia-sp-acute-immobilisation-test_9789264069947-en
https://www.oecd-ilibrary.org/environment/test-no-202-daphnia-sp-acute-immobilisation-test_9789264069947-en
https://www.iso.org/obp/ui/#iso:std:iso:21115:ed-1:v1:en
https://www.oecd-ilibrary.org/environment/test-no-319a-determination-of-in-vitro-intrinsic-clearance-using-cryopreserved-rainbow-trout-hepatocytes-rt-hep_9789264303218-en
https://www.oecd-ilibrary.org/environment/test-no-319a-determination-of-in-vitro-intrinsic-clearance-using-cryopreserved-rainbow-trout-hepatocytes-rt-hep_9789264303218-en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)12&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)12&doclanguage=en
https://www.oecd-ilibrary.org/environment/test-no-319b-determination-of-in-vitro-intrinsic-clearance-using-rainbow-trout-liver-s9-sub-cellular-fraction-rt-s9_9789264303232-en
https://www.oecd-ilibrary.org/environment/test-no-319b-determination-of-in-vitro-intrinsic-clearance-using-rainbow-trout-liver-s9-sub-cellular-fraction-rt-s9_9789264303232-en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)12&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)12&doclanguage=en
https://www.oecd-ilibrary.org/environment/test-no-236-fish-embryo-acute-toxicity-fet-test_9789264203709-en
https://www.oecd-ilibrary.org/environment/test-no-236-fish-embryo-acute-toxicity-fet-test_9789264203709-en
https://tsar.jrc.ec.europa.eu/system/files/Published/EURL%20ECVAM%20zfet%20recommendation.pdf
https://tsar.jrc.ec.europa.eu/system/files/Published/EURL%20ECVAM%20zfet%20recommendation.pdf
http://www.oecd.org/env/ehs/testing/mono%202016%2032.pdf
http://www.oecd.org/env/ehs/testing/mono%202016%2032.pdf
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/cps-spc/alt_formats/pdf/pubs/pest/pol-guide/toxicity-guide-toxicite/toxicity-guide-toxicite.eng.pdf
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/cps-spc/alt_formats/pdf/pubs/pest/pol-guide/toxicity-guide-toxicite/toxicity-guide-toxicite.eng.pdf
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2016)28&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2016)28&doclanguage=en
http://www.oecd.org/chemicalsafety/risk-assessment/validationofqsarmodels.htm
http://www.oecd.org/chemicalsafety/risk-assessment/validationofqsarmodels.htm

RECOMENDACOES E METODOS PADRAO
OCDE OUTRAS AUTORIDADES

PARAMETRO DE TOXICIDADE ABORDAGENS E METODOS DE ENSAIOS
Caixa de ferramentas QSAR da OCDE:

. - . OECD, revisado em
documentos de orientacdo e materiais de =
. 2018

treinamento -
Mantido pelo European
Commission Joint Research

Banco de dados do Modelo QSAR - Centre (Centro Comum de
Investigacdo da Comissdo
Europeia)

Para exemplos, programas de
Lhasa Limited, Leadscope,
ScitoVation, e Simulations
Plus

Programas de modelagem diversos -

Orientacdo sobre 0 agrupamento de substancias GD da OCDE 194,
quimicas publicado em 2014

Orientacdo da Agéncia
= Europeia dos Produtos
Quimicos (ECHA) (2017)

Quadro de avaliagdo de metodos comparativos
por interpolacédo

Orientacdo sobre boas praticas de métodos in GD da OCDE 286,

vitro publicado em 2018 -

Orientacdo para a descri¢do de métodos de ensaio | GD da OCDE 211,

in vitro sem diretrizes publicado em 2014 -
Orientacao “Sistema
Globalmente Harmonizado
de Classificacdo e Rotulagem

Classificagdo de misturas com base na toxicidade de Produtos Quimicos” das

dos ingredientes ; Nacdes Unidas (2015);

programa piloto da Agéncia
de Protecdo Ambiental dos
EUA

A METODO OU ESTRATEGIA DE

i SUBSTITUICAO
ENSAIOS BIOLOGICOS Ensaio in vitro de poténcia da vacina
contra leptospirose

APROVACAO REGULATORIA

Métodos de ensaio suplementares (SAM) 624, 625, 626, e 627 do USDA
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https://www.oecd.org/chemicalsafety/risk-assessment/oecd-qsar-toolbox.htm#Guidance_Documents_and_Training_Materials_for_Using_the_Toolbox
https://www.oecd.org/chemicalsafety/risk-assessment/oecd-qsar-toolbox.htm#Guidance_Documents_and_Training_Materials_for_Using_the_Toolbox
https://qsardb.jrc.ec.europa.eu/qmrf
https://qsardb.jrc.ec.europa.eu/qmrf
https://qsardb.jrc.ec.europa.eu/qmrf
https://qsardb.jrc.ec.europa.eu/qmrf
https://qsardb.jrc.ec.europa.eu/qmrf
https://www.lhasalimited.org/
http://www.leadscope.com/
http://www.scitovation.com/plethem.html
https://www.simulations-plus.com/
https://www.simulations-plus.com/
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2014)4&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2014)4&doclanguage=en
https://echa.europa.eu/documents/10162/13628/raaf_en.pdf
https://echa.europa.eu/documents/10162/13628/raaf_en.pdf
https://echa.europa.eu/documents/10162/13628/raaf_en.pdf
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)19&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2018)19&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2014)35&doclanguage=en
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=ENV/JM/MONO(2014)35&doclanguage=en
https://www.unece.org/fileadmin/DAM/trans/danger/publi/ghs/ghs_rev06/English/ST-SG-AC10-30-Rev6e.pdf
https://www.unece.org/fileadmin/DAM/trans/danger/publi/ghs/ghs_rev06/English/ST-SG-AC10-30-Rev6e.pdf
https://www.unece.org/fileadmin/DAM/trans/danger/publi/ghs/ghs_rev06/English/ST-SG-AC10-30-Rev6e.pdf
https://www.unece.org/fileadmin/DAM/trans/danger/publi/ghs/ghs_rev06/English/ST-SG-AC10-30-Rev6e.pdf
https://www.unece.org/fileadmin/DAM/trans/danger/publi/ghs/ghs_rev06/English/ST-SG-AC10-30-Rev6e.pdf
https://www.epa.gov/pesticide-registration/mixtures-equation-pilot-program-reduce-animal-testing
https://www.epa.gov/pesticide-registration/mixtures-equation-pilot-program-reduce-animal-testing
https://www.epa.gov/pesticide-registration/mixtures-equation-pilot-program-reduce-animal-testing
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/624.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/625.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/626.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/627.pdf

Ensaio in vitro de poténcia da vacina
contra erisipela

SAM 612 e 613 do USDA

Ensaio in vitro de poténcia da vacina
contra clostridiose

SAM preliminar 220 do USDA

Ensaio in vitro de poténcia da vacina
antitetanica

SAM 217 do USDA

Métodos de producdo de anticorpos
recombinantes in vitro

Ver ThePSCl.eu/antibodies

Ensaio veterinario de seguranca de
lotes para animais-alvo (TABST)

Pode ser dispensado ap6s demonstracao de conformidade; memorando
USDA CVB 800.116

Revogacao de ensaios gerais de
seguranca (GST)/ensaios de
toxicidade anormais (ATT)

Alteracdo de reqgulamentos bioldgicos pelo FDA para a revogacao de GST)
(2015); todas as monografias da Farmacopeia europeia revisadas para
revogar o ATT (2017)

Para todos os parametros, métodos in vitro desenvolvidos internamente sempre devem ser utilizados.

Os pesquisadores devem empenhar todos os esforcos para utilizar métodos de ensaio alternativos (ndo animais) disponiveis. Se tais métodos ndo forem

aprovados pelas agéncias reguladoras, informac6es sobre métodos de reducéo e refinamento podem ser encontradas aqui:

e Métodos alternativos aceitos pelo NICEATM

EURL ECVAM Tracking System for Alternative Methods Towards Regulatory Acceptance (Sistema de rastreamento EURL ECVAM para

métodos alternativos para a aprovacao regulatoria)

Meétodos adicionais para a reducdo e substituicdo do uso de animais estdo disponiveis nos seguintes bancos de dados:

EURL ECVAM Database Service on Alternative Methods to Animal Experimentation (Servigo do banco de dados EURL

ECVAM sobre métodos alternativos a experimentos com animais)
EURL ECVAM Tracking System for Alternative Methods Towards Regulatory Acceptance (Sistema de rastreamento EURL

ECVAM para métodos alternativos para a aprovacao regulatoria)

Informacdes detalhadas sobre os documentos de orientagcdo e métodos de ensaios descritos neste documento podem ser
encontradas nos seguintes websites:
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http://www.aphis.usda.gov/animal_health/vet_biologics/publications/612.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/613.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/217.pdf
https://www.thepsci.eu/our-work/antibodies/
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/memo_800_116.pdf
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/memo_800_116.pdf
https://www.federalregister.gov/documents/2015/07/02/2015-16366/revocation-of-general-safety-test-regulations-that-are-duplicative-of-requirements-in-biologics
https://www.federalregister.gov/documents/2015/07/02/2015-16366/revocation-of-general-safety-test-regulations-that-are-duplicative-of-requirements-in-biologics
https://www.edqm.eu/en/news/suppression-test-abnormal-toxicity-european-pharmacopoeia
https://www.edqm.eu/en/news/suppression-test-abnormal-toxicity-european-pharmacopoeia
https://ntp.niehs.nih.gov/pubhealth/evalatm/accept-methods/index.html
https://tsar.jrc.ec.europa.eu/
https://ecvam-dbalm.jrc.ec.europa.eu/
https://tsar.jrc.ec.europa.eu/

OECD Guidelines for the Testing of Chemicals (Diretrizes da OCDE para ensaios de produtos quimicos)

OECD Adopted Guidance and Review Documents, Series on Testing and Assessment (Documentos de orientacao e revisao

adotados pela OCDE, Série sobre ensaios e avaliacdo)
EURL ECVAM Validated Test Methods (Métodos de ensaio validados por EURL ECVAM)

Métodos alternativos aceitos pelo NICEATM

ICCVAM Test Method Evaluations (AvaliagcGes de métodos de ensaio de ICCVAM)

USDA Listing of Supplemental Assay Methods (Lista de métodos de ensaio suplementares do USDA)

11


http://www.oecd.org/chemicalsafety/testing/oecdguidelinesforthetestingofchemicals.htm
http://www.oecd.org/chemicalsafety/testing/seriesontestingandassessmentadoptedguidanceandreviewdocuments.htm
https://ec.europa.eu/jrc/en/eurl/ecvam/alternative-methods-toxicity-testing/validated-test-methods
https://ntp.niehs.nih.gov/whatwestudy/niceatm/accept-methods/index.html
https://ntp.niehs.nih.gov/pubhealth/evalatm/test-method-evaluations/index.html
http://www.aphis.usda.gov/animal_health/vet_biologics/publications/CurrentSAMs.pdf

