
Revision of OECD 402 

A need to revise or replace OECD Test Guideline 402 in line with the Principles of the 3R’s 

(Reduction of the Use of Animals) was identified.  

Currently, due to the way in which OECD 402 is written, it is necessary to conduct limit dose 

tests in 5 animals per sex, thus utilising a total of 10 animals per study, as a minimum.  Based 

on a preliminary evaluation of available data for both substances and end-products, this limit 

test applies to the majority of studies, and the resulting LD50 is almost always >2000 mg/kg 

bw.  It is believed that this is the case for the majority of studies conducted across all sectors 

of industry (e.g. Agrochemicals, Chemicals and Pharmaceuticals) where this type of test is 

required.  If any adverse dermal toxicity were to occur, a study conducted with, for example, 

just 3 females (traditionally considered to be the more sensitive sex) would sufficiently 

identify any concern to allow appropriate follow-up steps to be taken, following a defined 

tiered approach which has been developed. This would be a minimum saving of 7 animals per 

study, i.e. 70% reduction in the use of animals under this Test Guideline.  Multiplying this up 

to the number of studies conducted globally leads to a huge saving of animals. 

The findings from the data collated have clearly demonstrated the limited risk to humans via 

the dermal route, and thus confirm the need to revise this data requirement (e.g. at WHO for 

classification and other global data requirement processes).  For example, European data 

requirements under REACH CLP and 1107/2009 have already moved towards starting to 

address this redundancy in testing by providing opportunities to waiver this study based on 

acute oral toxicity data.  However, on a global basis, this is not sufficient and the study is still 

required under numerous other regional data requirements
1
 A letter of support from the UK 

Competent Authority for REACH states that the work would be well received.   

A revision of the current OECD 402 Test Guideline based on data-driven evidence is 

provided.  Currently limit dose testing uses 5 animals/sex in each study and rarely leads to 

any adverse effects or any sex differentiation, as demonstrated by data for agrochemicals and 

chemicals, sectors in which the majority of these studies are conducted (e.g. refer to UK 

Home Office data).  It is recommended that this study is actually not required in the majority 

of circumstances but when required, the revised test guideline is utilised. 
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