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Continuation of 2.1

As this study showed that IONAC XAMA-7 was clastogenic in an in vivo system, thus the reporting.
Summary

The micronucleus test was used to investigate the clastogenic effect of IONAC XAMA-7 on the chromosomes
of bone-marrow erythroblasts in male NMRI mice. The known clastogen and cytostatic agent,
cyclophosphamide, served as a positive control.

Five mice per dose group were dosed with two intraperitoneal injections, separated by 24 hours, of 0, 1.25,
2.5, and 5 mg/kg of IONAC XAMA-7. Mice in the positive control group received a single intraperitoneal
injection of 20 mg/kg of cyclophosphamide. The femoral marrow of all groups was prepared 24 hours after
the last test substance administration.

Males treated twice with IONAC XAMA-7 showed symptoms of toxicity after administration, starting at 1.25
mg/kg. These symptoms demonstrate relevant systemic exposure of the mice to IONAC XAMA-7. One
animal died after treatment with 1.25 mg/kg of IONAC XAMA-7 and 1 animal died after treatment with 5 mg/kg
of IONAC XAMA-7.

There was an altered ratio between polychromatic and normochromatic erythrocytes. This finding
demonstrated a relevant systemic exposure of the mice to IONAC XAMA-7.

After two intraperitoneal treatments with IONAC XAMA-7, there were clear indications of a clastogenic effect in
all IONAC XAMA-7 dose groups.

Cyclophosphamide, the positive control, had a clear clastogenic effect, as demonstrated by the biologically
relevant increase in polychromatic erythrocytes with micronuclei. The ratio of polychromatic to
normochromatic erythrocytes was not altered.
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