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Dear Sir or Madam-

Upon review of the Draft Reviewer Guidance for Integration of Study Results to Assess
Concerns about Human Reproductive and Developmental Toxicities, Docket number 99N-
20791, have the following brief comments:

I have concern about the interpretation of situations where there is a positive signal only in
the presence of maternal toxicity in one test species but, conversely, there is a positive signal
with no obvious maternal toxicity in another species. According to the Draft Guidance, “If
there is nonconcordance between test species as to the presence and relevance of maternal
toxicity, there may be no change in the overall level of concern for this contributory element.”
I assume that the Guidance rationale for ‘decreased concern” is the belief that the effect seen
would be expected to occur only at exposure levels high enough to cause frank adult
(maternal) toxicity. However, if in at least one species the effect in question occurs without
observable maternal toxicity, that is evidence that the effect may not be maternally-mediated
and that it may well occur at doses not overtly maternally toxic. Thus, in my opinion, such
outcomes should be given the same ‘weight” as cases where a positive signal is seen in two
or more species in the absence of maternal toxicity, triggering “increased concern for adverse
human reproductive outcomes.” Of course other factors may influence interpretation. For
example, the precision with which maternal toxicity was evaluated in the studies in question
can influence their interpretation, as would the relative magnitude of the doses used to elicit
maternal toxicity.

The glossary should be expanded to include additional terms and acronyms not familiar to all
potential readers.

On page 1, the “d” was left off the “and” in the document’s title.
Thank you for your consideration of my comments.
Regards,
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