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Tox. Chem. 217A

Action Requested:

Review comments from the registrant regarding a previous review
of a cholinesterase study involving beagle bitches and their
offspring and in-use exposure to 1-2 Tetrachlorvinphos collars.

Background:

The previous recommendation from Toxicology (memorandum dated
November 4, 1988) was: "...if labeling does not exclude pregnant
bitches, newborn and nursing puppies from exposure to this collar
then there should be a statement on this collar that it contains
a cholinesterase inhibitor. Both competitor's 1labels include
this information. Also, the previously reviewed study reported
significantly lower plasma cholinesterase in 1 and 2-collar
puppies relative to their controls at days 30 and 42."
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Comments and Recommendations:

1.

The registrant's letter of September 13, 1989 includes the
statement: "At issue are some small mean plasma cholinesterase
depressions at two data points (30 and 42 days) within the
puppy group." Additional comments include the fact that the
puppy cholinesterase measurements involved a single baseline
reading, and consideration of <30% inhibition as being "back-
ground."

There has been considerable debate both within the Agency and
between the Agency and other groups regarding the significance
of plasma ChE inhibition, particularly at the 1levels (up to
means of about 25%) observed in the puppies in this study.
These findings do suggest that exposure to (and absorption of)
a cholinesterase inhibitor took place in these animals, parti-
cularly as the greatest degree of apparent inhibition occurred
at 42 days (12 days after the collars were applied). As far
as <30% being "background," the current methods used to
measure ChE activity (in this study, a Boehringer-Mannheim
reagent kit was used) appear to be considerably more consis-
tent than previously used methods (such as the delta pH proce-
dure of Michel) in which wide (such as 30%) variations were
normally observed.

Toxicology Branch 2 will accept the precautionary statement as
proposed by the registrant: "It is not advisable to use this
collar on puppies less than six weeks of age." in lieu of the
previously recommended statements.



