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A. Individuals in Attendance:

1. Metabolism Committee: (Signatures indicate concurrence unless othe;wise stated)
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" Alberto Protzel

Karl Baetcke
Richard Loranger

Michael ‘Metzger

Charles Frick

Richard Schmitt

2. Scientists: (Non-committee members responsible for data presentaﬂon :
signatures indicate technical accuracy of panel report)

~ Christine Olinger W@/
. ’ /4 .

Paul Chin | WM ce—

3. Metabolism Committee Members in A tia: (Committee members who were
. unable to attend the discussion; 51gnatures 1nd1cate concurrence with the overall
conclusmns of the commxttee) '

Reto Engler ‘%“S )’t‘/é(J

George Ghali

B. 'Maierial Reviewed:

The Metabolism Committee considered the metabolism of captan in plants and animals to
determine which, if any, metabolites should be considered in the tolerance expression for plants
and animals. C€aptan is a B, carcinogen for which a Q," of 3.6 x 10 has been established. An
RfD has been established for reproductive effects of 0.13 mg/kg/day based on one- and three-
generation rat studies. .

Captan has not been detected in the tissues, milk, or eggs of any animal in any metabolism study
submitted to the Agency. The major metabolites in livestock include tetrahydrophthalimide
(THPI) and -the cis and trans isomers of . 3-hydroxytetrahydrophthalimide and 5-
hydroxytetrahydrophthalimide. THPI is a major rat metabolite as well.
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The HED Metabohsm Committee has determined that the tolerance expression for plants should
include only the parent, captan, since THPI comprises less than 10% of the total captan residue
(based on three plant metabolism studies). The tolerance expression for meat and milk
commodities should include the parent captan and the metabolite THPI.

The risk assessment for cancer should include only the parent, captan. The Toxicology Branch
does not consider, at this time, the metabolite THPI to be of cancer concern relative to the
parent, due to the absence of the N-SCl; moiety in the structure of THPI. This conclusion is.
based on structure-activity relationship (SAR) considerations (personal communication with Yin
Tak Woo, SAR expert, OPTS). Meat and milk commodities will therefore not be considered
for the cancer risk assessment because captan is not found in ammal metabohsm studies and the

major res1due is THPI. ’

Both captan and THPI will be considered for the risk assessment for _reproductive and
developmental effects. Toxicology has no reason to exclude the metabolite THPI when
considering reproductive risks and there is some preliminary indication in the scientific literature
that this metabolite could.be of concern for developmental effects. The RfD which has been
determined for captan will cover developmental concerns whlch may be attributed to the
metabohte THPI as well. . - i
Poultry and ruminant metabolism studies using captan labeled at the trichloromethyl carbon are
due to be submitted to the Agency within the next few months. The Committée does not have
a reasonable expectatlon at this time that there will be a need to regulate any-additional
metabolites found in this study. This decision may need to be reconsidered if the new studies
indicate there may be metabolites of concern.
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