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We have improved a fluctuation Ames test (FAT)
using a 384-well microplate, and the improved FAT is
more sensitive than the conventional method (Sui et
al, Genes and Environ., 31, 47-55, 2009). High
correlation (i.e., negative specificity: 100%, sensitivity:
71.4% and concordance: 80.0%) was observed between
the results of the improved FAT and the Ames test
using 40 National Toxicology Program compounds with
TA100 and TA98. Then, we reported that the higher
sensitivity was observed in the improved FAT without
S9 mix (AF-2 and 4NQO) by using one-tenth of the
conventional bacterial cell number, and more than one
revertant per well is necessary for yellow discoloration
of the mixture in the 39" and 40 JEMS annual
meeting. Based on these results, we focused on the
bacterial cell number, and evaluated the test condition
of the improved FAT by using mutagens (ENNG, 2AB,
2AAF, CP etc.) and the NTP compounds which showed
positive in the Ames test, but negative in the improved
FAT. We will report these results in the meeting.

This study was partly supported by a Grant-in-Aid
for Research on Public-private sector joint research on
Publicly Essential Drugs from The Japan Health
Sciences Foundation.
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Aristolochic acid (AA) is a potent nephrotoxin and
human carcinogen. We investigated whether NOH-
aristolactam compounds (AAI'NOH and AAII-NOH),
which are produced by nitroreduction of AA, can cause
genotoxicity through a sulfation pathway using human
sulfotransferase (SULT)-expressing umu test strains.
AAI-NOH showed the increased genotoxicity in umu
strains express human SULT1A1 (NM7001) and
SULT1A2 (NM7002) compared to the parent strain,
whereas AAII-NOH showed enhanced genotoxicity in
NM7002. The specific inhibitor, 2,6-dichloro-4-
nitrophenol inhibited umuC gene expression induced
by AAIII-NOH in NM7002. Additionally, in 32P-
postlabelling methods, these compounds formed DNA
adducts. These results suggest that the genotoxicity of
MN-OH-aristolactam compounds is highly dependent on
sulfonylation catalyzed by SULTs.
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