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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 (NTP)
compounds with TA100 and TA98. In the 39th and 41st
meetings, we reported that the higher sensitivity was observed
without S9 mix (AF-2 and 4NQO) by using one-tenth of
the conventional bacterial cell number, and the number of
revertants increased by main-incubation after pre-incubation,
respectively. Based on these results, we focused on the
bacterial cell number and main-incubation, and evaluated the
test condition of the improved FAT by using mutagens (AF-2,
B[a]P, 2AA, CP etc.) and the NTP compounds which showed
positive response in the Ames test, but negative response in the
improved FAT. We will report these results in the meeting.

P-028

NA e AN =Ty MR IRR AR L O
Biat 9
IR R AET L R R B kL
BB BA L LI R
' — B HIEN B RS > 8 — EBHIERT.
2[5 [ R B R A B AT

Kriz.dav o v~v4 707 —-bb2HWS
Fluctuation Ames Test (FAT) I B % Mz €. &K%
% a F &9 T & 72 (28 Bk FAT, Sui ef al., Genes
and Environ., 31, 47-55,2009). £ 7z, 40 #& ¢ National
Toxicology Program (NTP) #EE(LAW % AV, TA100 3B
LUV TA98 % FHV>7-CL R 15 FAT & Ames BABRDIE R,
BVAHERE (R 100%. B2 71.4%. FHEIME
80.0%) RDOOLNLE T EXHLMI LT, TDH%.
KO0 BOBEBEEB VL Z L2 LY, S9 mix FEHERE
T (AF-2 3 & 1" 4-Nitroquinoline-1-oxide) T i B % Rt
OEMERZDHLENIZZ L, LA rFa—Ta  HO
REERIZL), BREERBDSEMNT S Z & % JEMS39
FBLP4AIAZIIBTHRELL, ThLOKERE
BEZ, BBBIORERICER L, ZREDE (AF-
2. Benzo[a]pyrene, 2-Aminoanthracene, Cyclophosphamide
% E) BEU Ames BT, EETEEYRLZ:
NTP EELEY % AV CE R %k FAT O HER &M & M
L72DT, #FNOOKR2HET 5,

Modified Ames test using a strain expressing
human sulfotransferase on genotoxicity
evaluation of methyleugenol related
compounds
Kazuyuki Minegawa', Hiroshi Honda®, Yurika Fujita’,
Noriko Yamaguthi', Takayuki Fukuda',

Yoshihiro Oguma', Naohiro Ikeda’, Toshio Kasamatsu®,
Naohiro Nishiyama®

lTokyo Laboratory, BoZo Research Center Inc.,
’R&D - Core Technology - Safety Science Research

Methyleugenol (ME) and various other alkenylbenzenes
are known to exhibit genotoxicity via metabolic activation
by hydroxylation followed by sulfation. Meanwhile they are
reported generally negative in Ames test due to weak activity of
sulfotransferase (SULT) in S9mix. Therefore, it is important to
evaluate the potential of them in a simple and proper manner.

It is reported that Ames test using strains expressing human
SULTs enabled to give a positive response with hydroxylated
ME, primary activated form of ME. However, no cases are known
about direct detection of the potential of ME itself in Ames test.

We tried to establish the test conditions using TA100-
hSULT1C2 strain applicable for evaluation of ME related
compounds. Optimizing various factors including metabolic
activation condition, incubation time, and etc., gave positive
response of ME. This modified test is considered useful for
evaluation of genotoxicity on ME related compounds.
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