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The repeated dose liver micronucleus (RDLMN)
assay has a potential to detect liver carcinogens, which
can be integrated into general toxicological study. This
time, in order to assess the performance of the assay,
Cyclophosphamide Monohydrate (CP) was tested in 14-
day RDLMN assays.

In the dose finding study (4-day repeated dosing), the
incidence of micronucleated reticulocytes was
increased and the ratio of reticulocytes to total
erythrocytes was decreased in bone marrow at the
6.25mg/kg of CP. Therefore, 10mg/kg of CP was
selected as the highest dose and lower doses were set at
5, 2.5, 1.25 and 0.625mg/kg in the 14-day RDLMN
assays. At the next day of completion of doing period,
specimens were prepared by the given methods, and
assessed the potency about induction of micronuclei. As
a result, there were no changes in the incidences of
micronucreated hepatocytes considered to be
attributed to CP dosing. On the other hand, the
incidences of micronucreated reticulocytes in bone
marrow were increased significantly at CP of 1.25mg/
kg or more. These findings consist with that CP has not
been reported about the hepatocarcinogenicity.
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The repeated dose liver micronucleus (RDLMN)
assay has a potential to detect liver carcinogens, which
can be integrated into general toxicological study. This
time, in order to assess the performance of the assay,
2,6-dinitirotoluene (known to be a rat liver carcinogen)
was tested in 14 and 28-day RDLMN assays.
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