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Introduction: 
The Sponsor asked for an opinion regarding the proposed classification of  

1,2-dichloropropane as a Cat.2 Carcinogen, based on a publication by Umeda et al 

2010. 

Activity and Findings: 
The publication and evidence for carcinogenicity was reviewed in regard to the 

category 2 classification proposal. We have taken advice from histopathology experts 

regarding the findings observed in this study and the possibilities to oppose the 

proposed classification. 

 

The dose selection, exposure system, animals used and the statistical procedures were 

all standard and fully acceptable for a toxicology study. The study design can not be 

criticised. 

 

The incidence of tumours was enough for a classification of the test item as 

carcinogenic (see below Table 3 from the Japanese publication). In addition to the 

tumours, the incidence of what may be referred to as pre-neoplastic changes was 

high, confirming the apparent carcinogenic activity of the test item. 

 

In this type of study, if the degree of irritation is too high, then the tumour formation 

can be secondary to the chronic irritation effect over a long duration. If the 

membranes are severely disrupted, then the tumours can be claimed to be not related 

to the chemical effect on the cells, but a secondary effect of chronic irritation. If the 

exposure in the study exceeded the MTD (Maximum Tolerated Dose) then the 

carcinogenicity claim could be disputed. The histopathology of the relevant tissues 

with details of the degree of irritation is given below (see Table 2 from the Japanese 

publication). 

 

 

 
 



 
 

Review of Data: 
There is evidence of long-term damage and repair of the nasal mucosa, although the 

report does not give enough detail to understand fully the exact location within the 

nasal passage, or all the cell types involved. However, the degree of damage cause by 

the test item did not cause any ulcers or affect the life span of the test animals. From 

the tables and text provided inn the publication, I conclude that although there was 

atrophy and inflammation in the nasal cavity mucosa, the severity was not sufficient 

to claim that the MTD has been exceeded. 

 

Opinion: 
 

Under these circumstances, the publication does appear to support the argument for a 

Cat. 2 Carcinogen. 

 

The only way to make a solid argument against this decision would be to make a full 

review of the histopathological slides by a very experienced histopathologist, then to 

get a panel of expert pathologists to review relevant slides. This is a major 

undertaking, requiring a budget of several hundred thousand Euros. The chances of 

success are small, and the access to the slides for the study may not be possible. My 

advice is that it is not practicable to make such an undertaking. 

 

 

The conclusions from the Japanese publication are copied below: 

 

 




