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Abstract: 2,6-DNT is a known rat liver carcinogen, and the metabolic activation of intestinal microflora is
involved in the appearance of its genotoxicity. The potential genotoxicity of 2,6-DNT was evaluated using the
bacterial reverse mutation test (Ames test), in vitro chromosomal aberration test (in vitro CH), young rat liver
micronucleus test (LMNT), and peripheral blood micronucleus test (PBMNT). 2,6-DNT showed a moderate
mutagenic potential in the Ames test, was slightly positive in the in vitro CH test, and was negative in the
PBMNT. Conversely, 2,6-DNT was clearly positive in the LMNT. In addition, it has been reported that 2,6-DNT
was positive in the in vivo/in vitro unscheduled DNA synthesis (UDS) test. These results suggest that selection
of a test system that takes into consideration the target organ is important for in vivo genotoxicity assessment of
chemicals.

2,6-Y = 0 bLE V (2,6-DNT) D8 x5 PEak 5
BT, ANERL, HE, R, B ATy —7

P115 Can the Micronucleus Assay be Integrated into the General Toxicity Evaluation?

Shuichi HAMADA!, Sizuyo SUTOU? Takeshi MORITA®, Akihiro WAKATA®, Shougo ASANAMT’,
Satoko HOSOYA®, Shigenari OZAWA’, Koji KONDO®, Madoka NAKAJIMA®’, Hiroyasu SHIMADA",
Koichi OSAWA", Yasushi KONDO"”, Norihide ASANO”, Hironobu TAMURA", Nobuhiro,
YAJIMA®, Chiaki NAMIKI", Makoto HAYASHI® . Mitsubishi Chemical Safety Institute Ltd.", Shujitsu
University’, National Institute of Health Sciences’, Astellas Pharma Inc.”, Otsuka Pharmaceutical Factory
Inc.’, Safety Research Institute for Chemical Compounds Company Ltd.’, Kissei Pharmaceutical Company
Ltd’, Shionogi & Co., Ltd.°, An-pyo Center’, The Pharmaceitical Manufacturers’ Association of Tokyo",
Taisho Pharmaceutical Company Ltd.", Tanabe Seiyaku Company Ltd.”, Nitto Denko Corporation
Nippon Shinyaku Company Ltd.”, Kagome Company Ltd.”, SSP Company Ltd."

Micronucleus assays are performed mostly with a single or double dose treatment. However, if the micronucleus
assays with a repeated dose treatment of two weeks or longer can be performed in rats, not only can the labor and
number of the animals be reduced, but toxicokinetic and other diverse information regarding general toxicity can be
obtained simultaneously with information regarding the genetic toxicity from the same animals, which is of great
benefit for the comprehensive safety evaluation of chemicals.

We have carried out micronucleus assays in rats with a four-weck repeated treatment as the 13th Collaborative Study
of the CSGMT. This study was conducted to compare the sensitivity of the assay between the short-term and long-
term treatments of the same chemicals and to evaluate the possibility of conducting a concurrent micronucleus assay
with the general toxicology assays using same animals. Recently, there has been discussion about revising the ICH
guideline S2, and the integration of the micronucleus assays into the general toxicity evaluation has become much
more important. Although the results of this study have been introduced at the 27th JEMS, we evaluated anew the
possibility of conducting a micronucleus assays as a part of the general toxicity evaluation introducing the latest
findings and data.
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