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After reviewing the referenced document, I would like to make the
following suggestions for our response to the requirements for

additional testing.

Rat and Mouse Oncogenicity Studies

Several approaches could be taken:

Present arguments for®not repeating either study based upon the
principles discussed in the Agency's MID position paper
(Attachment 1). We might also add that repeating these studies
will not enable one to evaluate potential human risk any better
than with the currently available information. The available
studies have already tested dosages which are 1300 to 200,000
times greater than possible human exposures. Even if one were
to assume the worst case and conclude that the mouse kidney
tumors were treatment-related, when an adequate risk assessment
is conducted!, the risks for man are insignificant.

If successful, this approach has the following downside: EPA's
response may be: "Fine, don't repeat either study. We will
just put you into class C."

Agree to repeat the rat study and vehemently argue the lack of
justification for a repeat mouse study. Again, the reasons for
not repeating the mouse would be

a) Failure to meet any of the criteria stated in the MTD paper
that require a repeat study. The only weak link in this
argument is at level 2 of the tier scheme. Level 2 states
that if the substance was not oncogenic in an acceptable
study in another specie, consideration at the next level is
required. The EPA does not consider the rat study to be
acceptable. However, we have already agreed to repeat the
rat, and none of the other criteria necessitating a repeat

are met.
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