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INTRODUCTION 

Concentration-setting guidance (OECD ED test guidelines, ECHA-EFSA ED GD and OECD GD 

150) pushes applicants to test as high as possible: just below the level of 10 % mortality. 

While this makes sense in a risk-based ED assessment (US, Japan), it does not align with the 

hazard-based cut-off for ED in the EU, where the concern is at the lower end of the 
concentration response curve. The unreasonable combination of the traditional toxicology 

paradigm (test high and find a threshold) with the no threshold assumption for ED and thus 

application of a cut-off can lead to a ban of substances that show ED at concentrations 

deemed unacceptable in the risk assessment anyway. To address this issue, we suggest an 

improved concentration-setting practice tailored to the EU, where the focus is on the low end 
of the concentration response curve. By applying this practice, the improved conc. setting 

addresses the actual concern more effectively and reduces animal use by: 1. not 

necessitating range-finding tests and 2. reducing the need for potentially unnecessary higher 

tier testing. It also helps reduce animal suffering by using concentrations that do not cause 

mortality (which may trigger a repeat of the ED test). 

 

METHODOLOGY 

We systematically reviewed the concentration-setting guidance across endocrine testing 

guidelines and guidance documents and highlighted similarities and inconsistencies.  

The improved concentration-setting guidance is based on consistency, available data (acute 

and chronic studies, including the acute-to-chronic ratio, fish bioconcentration data) and the 
WEBice tool (to extrapolate from tested to non-tested species), expert judgment and the 

principles of reducing animal testing and suffering (i.e. avoiding unnecessary range-finder 

tests and mortality). This paper expands on Wheeler et al. (2013) and takes it further by 

including additional endocrine guidelines and additional refinements. Lastly, alignment with 

mammalian toxicology is sought, where the MTD is based on a maximum body weight 
reduction of 10 % and not mortality. 

 

  



RESULTS 

Based on the principles outlined in the Methodology section, a decision scheme is 

developed that starts from the available data and which will help observers to determine the 

maximum test concentration (MTC) and appropriate lower concentrations to be used in the 
endocrine screening assays. 

 

DISCUSSION 

Depending on the available data and their consistency, some expert judgment may still be 

required. However, overall, the scheme proposed here improves the presently available 
heterogeneous guidance and aligns the ecotoxicology approach for non-target vertebrates 

with that used in mammalian toxicology.  
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