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内容 

 

1.2012年に成立したTGおよび２０１３年に 

 成立する予定の試験法 

２．2012年度にJaCVAMが認めた試験法 

３．化粧品・医薬部外品ガイダンス2012-2013 

４．眼刺激性試験代替法の最新情報 

５．皮膚感作性試験代替法の最新情報 

6.  AOP 
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Method Lead 
Country 

International 
acceptance 

BG1Luc Estrogen Receptor Transactivation Test Method 

for Identifying Estrogen Receptor Agonists and 

Antagonists 

USA OECD TG 457 (2012) 

 

Performance-Based Test Guideline for Stably Transfected 

Transactivation In Vitro Assays to Detect Estrogen 

Receptor AgonistsTest 

USA & Japan OECD updated TG 455 

(2012) 

Fluorescein Leakage (FL) test method EU OECD TG 460 (2012) 

Use of anesthetics, analgesics, and humane endpoints for 

routine use in the TG 405 

USA OECD updated TG 405 

(2012) 

In vitro skin irritation testing including LabCyte EPI-Model Japan OECD TG updated 439 

(2013) 

 

Bovine Corneal Opacity and Permeability (BCOP) Test 

Method 

USA & EU OECD TG updated437 

(2013) 

Isolated Chicken Eye (ICE) Test Method Netherland OECD TG updated438 

(2013) 

      2012年に成立したTGおよび２０１３年に成立する予定の試験法 
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EpiSkin 

http://www.skinethic.com/EPISKIN.asp
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２０１２年度にJaCVAM評価会議が認証した試験法 

No. Test Method 

１ Skin sensitization assay, LLNA：DA 

２ Skin sensitization assay, LLNA：BrdU-ELISA 

３ Skin sensitization assay, rLLNA 

４ In vitro skin irritation testing: EpiDerm, SKINEthics 

５ Fluorescein leakage (FL) Test Methods for Identifying 

Ocular Corrosives and Severe Irritants 
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眼刺激性試験代替法の国際動向1 
Method Current status Lead Organization International 

acceptance 
Bovine Corneal Opacity and 

Permeability (BCOP) Test 

Method 

Completed OECD TG 437 (2009) 

Isolated Chicken Eye (ICE) 

Test Method 

Completed OECD TG 438 (2009) 

Bovine Corneal Opacity and 

Permeability (BCOP) Test 

Method and the Isolated 

Chicken Eye (ICE) Test 

Method 

Completed NICEATM-ICCVAM, 

EURL ECVAM and the 

Netherlands 

Adopted by WNT 25 in 

April 2013. 

Use of Histopathology as an 

additional endpoint in Ocular 

Safety Testing 

Completed   OECD GD 160 (2011) 

Cytotoxicity test: SIRC CVS JaCVAM-

sponsored 

validation study 

ongoing 

JaCVAM; EURL 

ECVAM, NICEATM-

ICCVAM, and Health 

Canada VMT 

Cytotoxicity test: three-

dimensional dermal model 

(MATREX) 

JaCVAM-

sponsored 

validation study in 

the planning stage 

JaCVAM; EURL 

ECVAM, NICEATM-

ICCVAM, and Health 

Canada VMT 
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Method Current status Lead Organization International 
acceptance 

Cytotoxicity test: Short Time 

Exposure (STE) test 

JaCVAM-sponsored 

validation study 

completed –peer review 

completed  by 

NICEATM-ICCVAM 

JaCVAM; EURL 

ECVAM, NICEATM-

ICCVAM, and Health 

Canada VMT liaisons 

SPSF submitted and 

approved in 2012. 

Use of anesthetics, 

analgesics, and humane 

endpoints for routine use in 

the TG 405 

Completed OECD updated TG 

405 (2012) 

Cytosensor 

Microphysiometer® (CM) 

Test method 

The draft TG submitted 

to OECD. 

EURL ECVAM; 

NICEATM-ICCVAM 

Adoption of draft TG 

expected by WNT 26 

in 2014. 

Fluorescein Leakage (FL) 

test method 

Completed OECD TG 460 (2012) 

Human reconstructed tissue 

models for eye irritation 

- EpiOcular EIT 

- SkinEthic HCE 

EURL ECVAM 

validation study 

completed. Peer review 

anticipated by 2013. 

EURL ECVAM; 

JaCVAM, NICEATM-

ICCVAM, and Health 

Canada VMT liaisons 

眼刺激性試験代替法の国際動向２ 
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Method Current status Lead 
Organization 

International 
acceptance 

Murine Local lymph Node 

Assay  (LLNA)  

Completed OECD TG 429 (2002), 

ISO (2002) 

Updated LLNA  Completed Updated OECD TG 429 

(2010), ISO (2010) 

Reduced LLNA (rLLNA) Completed 

 

Updated OECD TG 429 

(2010) 

LLNA:DA Completed 

 

OECD TG442A (2010) 

LLNA:BrdU-ELISA Completed 

 

OECD TG 442B (2010) 

Nonradioactive LLNA 

protocol (LLNA: BrdU-Flow 

Cytometry) 

- ICCVAM 

international 

peer review, 

2009 

    KoCVAM 

validation study 

on-going 

NICEATM-

ICCVAM, 

KoCVAM 

皮膚感作性試験代替法の国際動向1 



11 

皮膚感作性試験代替法の国際動向2 
Method Current status Lead Organization International 

acceptance 

In vitro skin sensitization 

assays (h-CLAT; DPRA; 

MUSST) 

Multi-laboratory validation 

ends in August 2012 (h-

CLAT and MUSST). DPRA 

peer review is over. 

EURL ECVAM; 

JaCVAM and 

NICEATM-ICCVAM 

VMT liaison 

members 

Proposal for an 

Adverse Outcome 

Pathway for skin 

sensitization has been 

approved by the 

OECD. SPSFs 

approved for the 

DPRA, and h-CLAT. 

In vitro skin sensitization 

assay KeratinoSens 

External Validation Study, 

peer review is over. 

EURL ECVAM SPSF approved 

In vitro skin sensitization 

assay 

IL-8 Luc assay 

METI-sponsored validation 

study ongoing 

JaCVAM; EURL 

ECVAM, NICEATM-

ICCVAM, KoCVAM 

and Health Canada 

VMT liaisons 



G3PDH promoter 

IL-8 Luc assay 

SLO 

IL-8 promoter 

THP-1 

TGC17EA01 

12 



13 



14 



15 

  



16 



17 

Test Concor-

dance 

(%) 

Potency 

class 

dependent 

Pro-

haptens 

Irritant Respiratory 

sensti-

zations 

Dye inter-

ference 

HTS Solubility 

issue 

Potency 

information 

DPRA* 85 No(?) No Yes Yes No No Yes (Yes) 

Keratino-

sens* 
87 Yes Yes +/- ? Yes Yes Yes No 

IL-18 

detection 

97 Yes Yes No No No Yes No (Yes) 
 

Skin 

GARD 
（Genomic 
Allergen Rapid 
Detection) 

>95 No Yes No Res 
GARD 

No Yes Yes (Yes) 
 

VitroSense 89 No(?) Yes No ? No Yes Yes (Yes) 

h-CLAT** 78 Yes ? Yes ? ? No Yes (Yes) 

MUSST** 78 Yes ? Yes ? ? No Yes No 

まとめ：各試験法の限界と特徴 (EURL-ECVAM) 

*: ESAC opinion, **: ECVAM validation performed By Erwin Roggen 
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皮膚感作性試験の有害性転帰事象（AOP) 
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行政的な受入れに関するOECD の戦略 
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AOP TG IATA 

TG 

TG 

TG 

A guidance document on the 
Evaluation and Application of 
Integrated Approaches to Testing 
and Assessment （IATA)  
 TG: Test Guideline 

AOP: Adverse 
Outcome Pathway 
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Maximization 
or Buehler  
test using 
guinea pig 

Local Lymph 
Node assay  

(LLNA) 

皮膚感作性試験の有害性転帰事象（AOP)と試験法 

H-CLAT,  
MUSST?,  

IL-8 Luc assay? 

KeratinoSense 
 

DPRA 

DCs 

Keratinocytes 
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御静聴ありがとうございました 
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