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P094 Multi-endpoint genotoxic assay using L5178Y Tk +/- -3.7.2¢ cells
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When the positive result is found in the mouse lymphoma Tk assay, it is difficult to clearly distinguish gene
mutation from chromosome aberration for the cause of the positive response just by examining colony sizes. In
the ordinary mouse lymphoma 7% assay, we prolonged the expression time from 2 days to 6 days after treatment
and then prepared micro-titer plates for detecting the Hgprt and Tk mutation simultaneously. Moreover, one or
two days after treatment, we prepared the slides for the in vitro micronucleus assay to evaluate the clastogenic
potential. We assayed caffeine, non-carcinogen which has no potential of gene mutation but chromosome
aberration, and ethyl methanesulfonate (EMS), genotoxic carcinogen. Caffeine increased the number of large
colonies significantly as well as small colonies in the ordinary mouse lymphoma Tk assay although the ratio of
small colony number was higher than that in the negative control. However, at 6 days after treatment, it turned out
to be the complete negative result on the gene mutation test both for Hgprt and Tk. Meanwhile, the in vitro
micronucleus assay resulted in the positive. EMS showed the positive result on the gene mutation tests for both
loci at 2 and 6 days of expression and on the in vitro micronucleus assay. In conclusion, it is suggested that the
genotoxic profile of chemicals can be found out by simultaneous investigation into the potential of gene mutation
for Tk and Hgprt, and of micronucleus induction when the positive response appears in mouse lymphoma Tk
asaay.
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P095 Polyploidy Induction and Cell Transformation by Asbestos in In Vitro Assays
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Asbestos is known to cause mesotheliomas in human, but little is known about its carcinogenic mechanism. The
present study was intended to explore any causative factor for asbestos-induced carcinogenesis, using three
different in vitro assays.

Chrysotile A of UICC as asbestos was tested in the chromosomal aberration assay with Chinese hamster lung cells
(CHL/IU), the micronucleus assay with CHL/IU and the 2-stage cell transformation assay with BALB/3T3 cells.
Chrysotile induced polyploidy but not structural chromosome abnormality in the chromosomal aberration assay.
In the micronucleus assay, the induction rate of micronucleated cells was only about two times higher for
chrysotile than for the negative control, but the number of binucleated cells was ten times greater for chrysotile.
Treatment with chrysotile followed by TPA produced numerous transformed foci in the cell transformation assay,
whereas treatment with 3-MC followed by asbestos did not. Chrysotile was classified as an initiator but not as a
promoter in this assay.

The results of these three in vitro assays suggest that chrysotile induces polyploidy by cytokinesis block but not by
disturbance of the mitotic apparatus, and forms morphologically transformed foci through its initiating action.

T AN M2k 38580kB K OB EBROBERE
EEERE, 4RI, BIUBEL, AFEARR, BEBHE/A, BEEG  AARANA 37 v A Hfet v
y._

114

NI | -El ectronic Library Service



