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Summary
AISE supports the classification of the substance nitric acid > 70% as a category 1 inhalation toxicant and  nitric acid ≤ 70 % as a category 3 inhalation toxicant. However, we disagree with the ATE of 2.1 mg/ L that has been assigned in the CLH proposal. Considering the study design and the respective interpretation criteria according to CLP it is our opinion that an ATE of 2.65 mg/L for neat nitric acid vapour should be applied.
Regulatory background
The criteria for the classification of substances as acutely toxic are written down in Regulation EC No 1272/2008 (CLP Regulation Annex I, section 3.1.2). The acute toxicity estimate for the classification of a substance in a mixture is derived using: 
· the LD50 / LC50 where available,
· the appropriate conversion value from table 3.1.2 that relates to the results of a range test, or
· the appropriate conversion value from table 3.1.2 that relates to a classification category. 
For acute inhalation toxicity testing two methods are available:
· OECD 403 (‘Acute Inhalation Toxicity’), which is a non-range test rendering point values as dose descriptors, and
· OECD 436 (‘Acute Inhalation Toxicity – Acute Toxic Class Method’), which is a range test.
New data became available from an OECD 403 test, which is a “NOT a range” test. In fact, only one test concentration was applied (2.65 mg/L). The number of animals exposed (N=10) was in conformity with the OECD guideline 403. The 2.65 mg/L test concentration resulted in the mortality of 1/5 males and 0/5 females. Accounting for the males displaying higher sensitivity the point estimate which can be derived from this study is a LC20 = 2.65 mg/L[footnoteRef:1].  [1: It should be noted that there is no need to extrapolate to the neat substance by applying a dilution factor. It is stated in the CLH report that ‘the actual concentration of the test substance in inhalation atmosphere was determined on the basis of nitrate ion’. The concentration of 2.65 mg/L relates to neat nitric acid and not ‘nitric acid 70 %’

] 

Conversion as applied in the CLH proposal is not appropriate and is not in line with the CLP regulation. Application of the conversion method according to table 3.1.2 is only possible if a range test was available. However, the OECD 403 is NOT a range test. It is designed to render point estimates as dose descriptors. 
Toxicological aspects
A pitfall of the OECD 403 study is the fact that it did deliver a point estimate which is not a LC50. 
The results indicate a concentration with 20 % lethality. In order to reach a 50 % mortality of the animals HIGHER concentrations would be required instead of lower concentrations. Hence, to establish an ATE at 2.1 mg/L based on the OECD 403 study conducted by BASF study is NOT a logical assumption in the CLH report and contradicts CLP criteria. 
Strictly following the OECD 403 guideline, two additional dose groups (in total another 20 animals) would have been required to determine a crisp LC50, which by definition is the statistically derived concentration which is capable to kill 50 % of the animals. From an ethical standpoint, testing in two additional groups with higher concentrations cannot be justified especially considering the corrosive nature of the substance. The likelihood to obtain relevant additional knowledge is low and the pain and suffering of the animals highly predictable. 
Conclusion
An ATE can already be established based on the existing data and no more animal tests are required. AISE therefore advocates to strictly follow the CLP regulation on how to use data from point estimate type tests such as the OECD 403. Hence the ATE to be used should be 2.65 mg/L, which is already a conservative assumption.


----------------------------
A.I.S.E., the International Association for Soaps, Detergents and Maintenance Products, it the official representative body of this industry in Europe. Our membership totals 31 national associations across Europe and beyond. Through this network, we represent over 900 companies supplying both household and professional cleaning, as well as maintenance products and services. These range from small and medium-sized enterprises to large multinationals. 
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