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ltems for Discussion Today

o Food Safety Commission

o Creation of the Positive List for Pesticide
Residues

Assessments with the continuing
cooperation of other nations

Differences in assessments compared
with those of other nations

o Recent topics regarding safety
assessments of agricultural chemicals

Debate over animal experimentation
Joint reviews
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Food Safety Administration

Cabinet Office

Minister of State for Food Safety

Ion

Collection & exchange of information
Foreign governments,

Int’l organizations, etc.

Other relevant ministries

and agencies
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Creating the Positive List for
Pesticide Residues (Part 1)

o In May 2006, the Positive List System took effect,
banning the distribution of food products
containing agricultural chemicals for which a
pesticide residue limit has not been established.

o The Ministry of Health, Labour and Welfare has
consulted international standards and crop
residue limits established by other nations to set
provisional residue limits.

o Food Safety Commission conducts assessments of
the health effects of food containing agricultural
chemicals for which a provisional residue limit has
been set.
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Creating the Positive List for
Pesticide Residues (Part 2)

o With the exception of substances for priority
assessment, assessments have been conducted
prudently and expeditiously for most agricultural
chemicals by referring to the assessments and
other evaluations undertaken by other nations.

o In addition to evaluation materials from
assessments conducted previously in Japan,
safety assessments are conducted with reference
to the results of assessments made by JMPR,
United States, Canada, Australia, New Zealand,
and European Union.
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Changes in the Number of
Agricultural Chemical Assessments

Number of Number of
assessments assessments

requested completed
2003 8 2
2004 16 8
2005 16 0
2006 22 5
2007 101 68
Total 163 89
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Creating the Positive List for
Pesticide Residues (Part 3)

Significance of conducting assessments with
continuing reference to the assessment
results of other nations

o Enables highly precise assessments to be
conducted, as toxicity profiles and other
points in question are clearly defined
beforehand

o Contributes to accelerating the speed of
assessments
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Creating the Positive List for
Pesticide Residues (Part 4)

Clarification of differences in the assessment methods
employed compared with those of other nations

o Differences in toxicity indicators
—Acute reference doses, etc.

o Differences in required data items
—Developmental neurotoxicity studies, etc.

o Differences in the determination of a
toxicity assessment

—Questions such as “Is hepatocellular
hypertrophy considered to be toxic?”
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Is Hepatocellular Hypertrophy Toxic?

Japan has determined hepatocellular hypertrophy to be toxic, but
the mainstream international opinion is coming to disregard it as a
finding of toxicity.

o If the liver is enlarged,
there is a problem.

o Adaptive response due to
enhancement of

o Itis acritical finding in detoxification metabolism

the preceding stage and

should be considered toxic.

o If at a reversible level, it
IS not considered toxic.
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Is Hepatocellular Hypertrophy Toxic?

The expert advisers of the Pesticides Experts Committee are
central to the investigation being conducted

Chemical substance

Metabolism of various
xenobiotics,
enzyme induction

Hepatomegaly

Hepatomegaly

Organism

Recovery by
discontinuing
administration
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Recent topics regarding safety
assessments of agricultural chemicals

o International trend surrounding animal
testing

o Global joint reviews of agricultural
chemicals

11
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International Trend Surrounding
Animal Experimentation

A review is being conducted concerning the
abolition of chronic toxicity studies on dogs and
carcinogenicity studies on mice.

o Use of toxicity observed o High incidence of
INn subacute toxicity spontaneous liver
testing is adequate carcinogenesis in mice

For NOAEL as well, there o Questions about
Is not much change from extrapolability to
values established by humans

other tests
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Basis for Setting the ADI In Japan

Other* (6.4%)

Rabbit teratogenicity studies
(4.3%)

Dog 1l-year

chronic toxicity
studies (21.3%)

Rat teratogenicity studies
(4.3%)

Rat fertility studies
(12.8%)

Ratios of Studies Serving as the Basis for Setting ADI

*Rat / dog 3-month subacute toxicity studies and mice teratogenicity studies

Midori Yoshida, et al. (presentation to the Japanese Society of Toxicology, 2008)
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simeconazole l[iver tumor liver tumor
nitrapyrin renal tumor harderian, forestomach

& liver tumor

cinidon-ethyl

parathyroid & liver tumor

amitraz

lympho/reticular neoplasm
& liver tumor

tebuconazole thyroid tumor (C-cell) liver tumor
uniconazole P — liver tumor
flufenoxuron — liver tumor
fenbuconazole thyroid tumor liver tumor

boscalid thyroid tumor —

bifenthrin — urinary bladder tumor
penoxsulam Mononuclear cell leukemia —

flonicamid — lung tumor
metaldehyde liver tumor -

metconazole — [iVer tumor

orysastrobin

duodenum & thyroid tumor

duodenum tumor

benthiavalicarb-isopropyl thyroid & liver tumor

thyroid & liver tumor

ethiprole

thyroid tumor

l[iver tumor

* BInEEEETENS;

- BEOFEEMEEL

S HES (20084F HARMF

anv—FEEHREKY)

14



Significance of Carcinogenicity Studies on Mice

Chronic toxicity/carcinogenicity studies with an increased incidence of tumors*: 17 agents

Agricultural chemical Rat Mouse

simeconazole liver tumor liver tumor

nitrapyrin renal tumor harderian, forestomach
& liver tumor

cinidon-ethyl parathyroid & liver tumor —

amitraz — lympho/reticular neoplasm
& liver tumor

tebuconazole thyroid tumor (C-cell) liver tumor

uniconazole P — liver tumor

flufenoxuron — liver tumor

fenbuconazole thyroid tumor liver tumor

boscalid thyroid tumor —

bifenthrin — urinary bladder tumor

penoxsulam Mononuclear cell leukemia —

flonicamid — lung tumor

metaldehyde liver tumor -

metconazole — [iVertumor

orysastrobin duodenum & thyroid tumor ~ duodenum tumor

benthiavalicarb-isopropy! thyroid & liver tumor thyroid & liver tumor

ethiprole thyroid tumor liver tumor

*All negative for genotoxicity; - :No increased incidence of tumors

Midori Yoshida, et al. (presentation to the Japanese Society of Toxicology, 2008)
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Global Joint Reviews of Agricultural Chemicals

o Innovative approach enabling highly precise
safety assessments to be conducted
expeditiously

o Joint reviews were previously conducted on
a limited scale within NAFTA, etc. Last year,
joint reviews were started among OECD
member nations.

o For more information, listen to Ms. RossI’'s
lecture!!
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Thank you for your attention
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