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First Edition

Publication: January 2008
"vitro" mentioned 36 times
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skin sensitisation



Coming-soon guideline

• "vitro" mentioned 141 times (4 times more)
• New paragraphs about:

– Read Across
– Mechanisms of skin sensitisation
– In chemico/in vitro data
– Predictive capacity of the existing in vivo and non-animal tests 

when compared to human data
– How to deal with the lack of or limited metabolic capacity of 

the non-animal test methods?
– Use of non-animal data (e.g. in vitro methods) to support a 

category approach
– How to perform and report a Weight-of-Evidence analysis



Existing data on physico-chemical properties 

1 Is the substance a strong acid (pH≤ 2.0) or base (pH≥ 11.5), 

corrosive to the skin or (spontaneously) flammable in air at room 

temperature? 

Existing human data 

2 Are there adequate existing human data, which provide evidence 

that the substance is a skin sensitiser? 

Existing animal data from sensitisation studies 

3 Are there data from existing studies on skin sensitisation in 

laboratory animals (LLNA, GPMT, or Buehler test, OECD TGs 429, 

442A, 442B and 406), which provide sound conclusive evidence 

that the substance is a sensitiser, or non-sensitiser? 

Existing (Q)SAR data and read-across 

4 Do “read-across” from structurally and mechanistically related 

substances and do suitable (Q)SAR predictions reliably indicate 



ARE toxicity pathway in an EU/OECD adopted in vitro test (e.g. 

OECD TG 442d)? (Key event 2 of the AOP) 

In vitro test methods that have been validated and are considered 

scientifically valid but are not yet adopted by the EU and/or OECD 

may also be used if the provisions defined in Annex XI to the 

REACH Regulation are met. 

7c Does the substance demonstrate induction of the cell surface 

markers (CD54 and/or CD86) on monocytic cells in an validated in 

vitro test (e.g. h CLAT)? (Key event 3 of the AOP) 

In vitro test methods that have been validated and are considered 

scientifically valid but are not yet adopted by the EU and/or OECD 

may also be used if the provisions defined in Annex XI to the 

REACH Regulation are met. 

7d Is any additional testing/generation of data considered necessary 

in order to conclude on classification, or e.g. to explain the 

inconsistent data obtained in previous elements or to address the 

Key event 4 of the AOP (T cell proliferation) with an in vitro test? d 



Weight-of-Evidence analysis 

8 The “elements” described above may be arranged as appropriate. 

Taking all existing and relevant data (elements 1-7) into account, 

is there sufficient information to meet the respective information 

requirement of Section 8.3 of Annex VII and to make a decision 

on whether classification and labelling are warranted? 

For specific guidance on Weight of Evidence see below. 

Generation of new in vivo data for sensitisation as a last resort 

(Annex VII to the REACH Regulation) 

9 Does the substance demonstrate sensitising properties in an 

EU/OECD adopted in vivo test, the LLNA (EU B.42/OECD TG 429, 

EU B.50/442A or EU B.51/442Be)? → 



ATP 2: COMMISSION REGULATION (EU) No 286/2011



ALTEX. 2015;32(1):25-40



www.eu-toxrisk.eu



Two pillar tiered strategy of EuToxRisk
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Feature selection and 
variable importance

• Skin sensitization difficult to predict from 
chemoinformatic methods alone

• More informed ranking of in vitro assays: using 
all available data does not improve accuracy

• Account for dermal penetration data

• Applicability domain and prediction model!



• Positive reference standard

• Applicability Domain

• Species

• Vehicle

• Selection of testing dose

• Housing conditions

• Other?

Local Lymph Node Assay:
How Testing Laboratories Apply OECD TG 429

for REACH Purposes



Thank you for 
your attention!
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