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- The purpose of this memo is to summarize discussions with PPD on the above
subject during our August meetings and to make recommendations relative to
protocols and payment for necessary work,

As you are well aware, the Paraquat rat toxicology study is subject to great
criticism since it was performed for PPD by IBT. We have further learned
that there is no raw data available from IBT on this study, and therefore this
study must be considered of little value either in support of our current
tolerances or for future reregistration,

The mouse oncogenic study, however, was performed by CTL and we were
hopeful that documentation and procedures used in this study would be
significantly better and permit use of this as a valid oncogenic study. We have
learned from CTL that this study cannot be adequately validated and supported
under current '"good laboratory practices,'" For all practical purposes, the
audit of the CTL study is essentially as poor as was the audit of the IBT study,

The result of the above situations leaves us in a status in which we have no
defensible oncogenic studies to use in support of Paraquat registrations., It
is thus critical that new studies be initiated as soon as possible so as to
have them available in defense of our current registrations as well as
reregistration and additional tolerances. It is also critical from our point of
view that these new studies must be done by protocols which would be
acceptable to EPA,

These studies will undoubtedly be required in defense of current registrations
and for further reregistration requirements in all of the sophisticated
countries of the world in which Paraquat is now toleranced and labeled. The
requirement for these studies, in our opinion, is wo rldwide and is not
limited specifically to U.S. EPA, Furthermore, inadequacies of the current
studies are not a responsibility of Chevron, but are due to the poor lab
practices employed both by IBT and by CTL,

We have previously questioned whether the 50/50 sharing of payment for
these studies was in truth a fair distribution of cost in view of the fact that
Chevron represents considerably less than 50% of the total Paraquat
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worldwide market. Ultimately we reluctantly agreed to a 50/50 sharing
based upon cost estimates for the studies supplied by PPD, We were
informed at the recent meetings that they have modified their protocols
significantly and that the cost for these studies have gone up by 60% or more.
Thus, their current estimate for the rat study alone is over $350, 000, This
cost seems excessively high and is almost twice the cost of the rat study
that we are having done on ORTHENE, We have requested details of their
revised protocols and cost estimates and our Environmental Health group

is currently reviewing this information. In view of these large cost
increases, we informed PPD that we would have to discuss this situation
further with our management before we would authorize starting these studies.,

In view of the above overall situation, it is again recommended that we
reconsider what part if any of the replacement toxicology costs we wish to
share with PPD, This is purely a business decision, and should not effect
the overall liaison between our groups to insure that the tests are performed
in a manner which would make them suitable for worldwide registration
purposes., However, since the cost factor did come up in the discussions in
England, it is probably critical that a management decision relative to any
possible change from our previous policy should be made as quickly as
possible so that they would be aware of thesg/changes before initiating the

studies,
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