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Representatives of Union Carbide came to discuss questions

. regarding RCB's concern of acetamide residues from thiodicarb

in milk and tomatoes. The meeting progressed in two parts:

(a} UC representatives discussed tomatoes with R. Schmitt,
Frank Boyd and Dennis Edwards.

(b)) UC representatives discussed milk with R. Schmitt,
M. Firestone, Dennis Edwards, J. Ellenberger and
TOX representatives.

In discussing acetamide residues in tomatoes, Heintzelman
and Lovell presented an inductive/deductive argument aimed-
at showing the infinitesimal quantity of acetamide that could
be present in tomatoes from application of thiodicarb. The
argument was based on their determination of thlodlcarb as
mainly a surface dislodgeable residue on tomatoes leaves and a
comparison of metabolism pathways for plants and animals.

RCB countered this argument by citing a need for exper-
imental proof of acetamide_ levels. RCB suggested a possible
study using injection of C14—acetonitrile into tomatoes (on the
vine) and analysis of acetamide or other terminal metabolites
formed or accumulating.

After a brief discussion, it appeared that UC will present
their "logic" argument in an attempt to convince RCB that any
experimental work on tomatoes is unnecessary. They indicated

~that the new processing study required by RCB would be

performed.

In discussion of acetamide in milk and other animal
commodities resulting from the proposed use of thiodicarb-on
cotton and soybeans, the initial dialogue centered around
the ratio of acetonitrile:acetamide in milk, which RCB calcu-
lated could be as small as 4:1 based on a study in which a
single dose (7.02 mg/kg) of l4c-thiodicarb was fed to a lacta-
ting Holstein cow. Union Carbide determined a ratio of about
800:1 based on a single determination of acetamide in milk
obtained from a cow fed 21 day with l4c-thiodicarb equivalent
to 100 ppm in the diet. RCB reiterated its request for a
proper dairy cattle or goat feeding study in which milk is
sampled daily over the course of the entire study, so that a
more reliable estimate of the acetonitrile: acetamlde ratio
could be determined.
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TOX has calculated the level of acetamide in milk which
would result in a cancer risk of 1076 (sm = 36 ppb - see
C. Chaisson memo of 9/21/84 re: subject petitions). This
value is greater than 100 times the acetamide level RCB has
estimated would occur in milk as a result of the proposed
uses on cotton and soybean (see M. Firestone memo of 9/24/84 .
re: subject petitions).

In light of the above, the petitioner indicated that he
would attempt to gain a waiver for the requirement of a SOM
method for acetamide/acetonitrile in milk. This would be
necessary since based on an acetonitrile:acetamide ratio of
4:1, the petitioner's SOM method for acetamide/acetonitrile
in milk would have a reported lowest limit of reliable measure-

~ment (LLRM) of 325 ppb, or approximately 10 times the Sm

calculated by TOX, thus, making it unacceptable. The waiver
for a method for acetamide or acetonitrile in milk would be
based on a proviso in an unpublished FDA draft of a

revised SOM procedure. Union Carbide stated that the revised
SOM procedure allows for method waivers if a metabolite is
less than 1% of the naturally occurring level. Finally, RCB
asked about the progress in developing a GC-MS procedure for
the determination of acetamide, and whether data would be
submitted substantiating a previous claim of endogenous
acetamide in milk. The petitioner indicated that the GC-MS
procedure is still under development, and that anlayses of
processed milk showed the presence of acetamide. RCB is
awaiting submission of the above. :
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