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The purpose of these two studies was to evaluate the genotoxic (clastogenic) potential of the test
substance (D The studies were performed in accordance with OECD Guideline
474. In the first study, groups of male NMRI mice received two intraperitoneal (i.p.) injections
of 1.25, 2.5, or 5 mg/kg of the test substance separated by 24 hours. In the second study, male
mice received two 1.p. injections of 80 mg/kg separated by 24 hours. The femoral bone marrow
of all groups was prepared 24 hours after the last dose. Normally the bone marrow erythrocytes
are not nucleated. An increased incidence of micronucleated erythrocytes compared to negative
controls indicates that the test substance may cause chromosome breaks or spindle disorders in
these cells.

Mice in all groups in the first study showed signs of toxicity after two injections, including
spasm, extension spasm, and difficulty breathing. The same signs were reported in the negative
controls. Therefore the spasms do not appear to indicate substance-related effects on the nervous
system. The ratio of polychromatic to normochromatic erythrocytes was not altered in these
groups. The number of micronuclei was increased in positive controls

Similar clinical signs were reported in the second study with 80 mg/kg and 3 of 7 mice died. The
incidence of micronucleated erythrocytes showed an increase in this study. The authors
concluded that “this finding demonstrates relevant systemic exposure of the males to ||
and that there “was an indication of a clastogenic effect”.






