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Toxicology Branch reviewed two neurotoxicity studies in rats (J. Whalan; EPA

- No. 4F-3046; May 22, 1985) submitted by Mobay Chemical Corporation. There
were a number of deficiencies in both study reports to which .the Registrant
has now responded. The following are itemizations of the deficiencies and
the data submitted. The Yevised Core status of these studies follows each
presentation.

1. Subacute Neurotoxicity of Orally Administered FCR 1272 in Rats,
- Bayer AG Institut Fur Toxikologie; Bayer Report No. 32338 Mobay Report
No. 86305; December 27, 1983. - .
The response was in the form of an addendum to the report.

i

A. This report was lacklng the §ignatures of the participating scientists
and pathologist - The Registrant submitted a copy of the signed discus—
sion page (page 24) from the German report. Although this page had no
report number to identify it, it did appear to come from this report.

B. The histopathology tables were lacking all data that pertained to what
was described by tne authors as "normal variability specific to the
species and the animals' ages, and the conventional conditions under
which they were kept." - The pathologist, Dr. G. Kaliner, gave a descrip~
tion of what was reported in the histopathology tables as "histopatho-
logically unremarkable. These lesions included such findings as "degen-—
erated, short segme.its of individual fibers (digestion chambers), and
the occurrence of individual round cells and mast cells.”
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The report was lacking a presentation of the gross lesions - The gross
pathology data were presented. These data demonstrate that most rats
dosed at 50 or 60 mg/kg/day had distended lungs; this was not mentioned
in the report, and it is ngt regarded .as a campound-related effect.
Further, the four males which died in the 60 mg/kg/day group dled on
days 6~9, not days 5-8 as reported.

On the basis of these clarlflcatlons, the Cdre cla551f1cat10n for this study
can now be upgraded to CORE GUIDELINE. .

»

2. Subacute Neurotoxicity of Orally Administered FCR 1272 in Rats,

Nihon Tokushu Noyaku- Seizo K. K. Agricultural Chemicals Institute;
Mobay Report No. 86427 June 30, 1983. A coamplete revised report was

submitted.

b,

-

This report was lacking the signatures of the participating scientists
and pathologist = Dr. Iyatomi did not want to sign the English trans-
lation of the réport because he believes that only the original (in-
Japanese) should be signed. This line of logic is flawed, because the
purpose of the signatures is not to verify the accuracy of the transla-
tion, but rather to verify that the study was actually performed, and

the data are correct. More specifically, these signatures assign respon—
sibility for the study to ‘the participating scientists and pathologists,
not the translator (who may not know anything about the study). Dr.
Iyatomi was the Supervisor of this study. He signed page 12, assuming

. responsibility for the translation. He also said that he sent a signed

Japanese report, but a copy was not received in the Toxicology Branch.
This objection will be waived since the report was signed by Dr. Iyatomi,
the Study Supervisor. :

' The method of orally dosing the rats was not described - The rats were

"forcedly" dosed p.o. Presumably, this means that they were dosed by
stamach tube. : ¥ '

-

The schedule for observing-clinical signs was not given - "All of rats
[sic] were daily inspected on their appearance and behavior through the
l4-day admlnlstratlon -period and 3~-month observation period.”

No clinical signs were reported for any control animals ~ There were no
clinical signs observed in any control animals.

The study protocol, results section, and body weight graph were not

- consistent in regards to the times of measurement and pericds of diver-

gent weights — All of the rats, "were weighed daily on the administration
period, and at lst and 5th day, 2nd week, 1lst, 2nd and 3rd month of
cbservation peried." The body weight data presented in tables and a
graph were reported weekly during the afiministration period, and as

specified during the observation perioti. This procedure is appropriate.
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F. The histopathology tables were lacklng all data for lesions that were
Jjudged to be not caused by the test article — A complete presentation
of histopathology ‘revealed no lesions other than sciatic nerve axonal
degeneration (previously reported)

G. There were contradlctlons between the results section and the pathology
tables in regard to the number of animals affected - The results section
in the revised report agrees with the pathology tables.

H. The report was lacklng a presentatlon of “the gross lesions - There were
few gross examinations’ performed because, "Autopsy was not 1nspected in
all of animals, because the macro-changes in color and/or size occurred
by the perfusion fixation." This is a, yeasonable procedure.

On the basis of these clarlflcatlons, the Core classlflcatlon for this study
can now be upgraded to CORE GUIDELINE. '
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