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Document Processing Center (1S-790) %9 g
Attn: 8(e) Coordinator ;W'/é’/‘g—

Office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency

401 M Street, SW

Washington, D.C. 20460

1G:L WY 8¢ e 26

Dear Cocrdinator:

This letter is to inform you of preliminary results on the health
effects studies of

generic name: Quincxaline Phenylether.

An unaudited microscopic pathology report on this substance
showed the following results: In a two year bicassay in male and
female rats, microscopvic observations revealed that treatment-
relatad affects were noted in the livers in males and females.

In particular, these changes included hypertrophy and hyperplasia
of hepatocytes, bile stases, hepatocellular adenomas and
carcinomas.

Thyroid glandular changes, seccndary to hepatocellular
hypertrophic activity were also noted. Treatment relatad chan
of the testis in high dose males consisting of degeneration of
the seminiferous tabules were observed along with an increased
incidence of Leydig cell tumors.

These results, while of a preliminary, unaudited nature, show
compound related effects under the experimental conditions of
these studies. We are reporting these results to the EPA

pursuant to the conditions set ocut under Section 8(e) of TSCA.
Unaudited data tables are included as part of this submission.

Please dc not hesitate to call me if I can be cof further
assistance.

gincerely yours,

C‘himi 8 MQEQ ;’?_&ég!,i R

Howard S. Friedman, Ph.D.
Regulatory Scientist
H3F169/cd
attachment
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8. RESULTS
1. Macroscopic

Macroscopic observations are summarized in Table .
Individual macroscopic observations are presented in Appendix .

Treatment related macroscopic changes were seen in the liver
and testis at 12 months and at study termiration In the liver an
increased incidence of tan foci, nodules and masses was seen in both
males and females, particularly in groups . and 4.

In the testis an ircreased incidence of small and soft
testis, white/tan foci ¢r enlargement were evident particularly in
groups 3 and 4. These changes in the liver and testis were
considered to be of treatment related origin. All other macroscopic
changes seen in the rata were considered to be spontaneous or
agonal.

2. Organ Weights

Absolute and relative organ weights are summarized in Table
. Individual organ weight data are presented in Appendix .

Treatment related organ weight changes were seen in the
livers of groups 3 and 4 in both males and females. The livers
showed a statistically significant increase in the absolpte and
relative (to bedy and brain) weights in groups 3 and 4 males and
females, in spite of the group mean body weight being low in the
higher dose males and females. The increase in liver weights in
males and females were confirmed microscopically and considered to
be treatment related.

Similar findings were obcerved during the 12 month interim
sacrifice in both males and females. At 12 months the testis showed
a statistically significant decrease in the absolute and relative
(to body and brain) weight in the group 8 males, these weight

changes were not observed at the terainal sacrifice.
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A few other organs showed asporadic statistically significant
changes particularly in the relative weights. These differences
were a raflection of low or high group mecan bedy weight compared to
the controls.
3. Microscopic
Microscopic¢ observations are summarized in Table .
Individual microscopic obeservations are presented in Appendix .
Treatment related microscopic changes were seen in the liver
of group 7 and 8 and group J and 4 males and females, after 12
months of treatment and at terminal sacrifice, respectively. These
changes were characterized by hypertrophy and tec a much lesser
extent hyperplasia of hepatocytes, bile stasias, and hepatccellular
adenomas and carcinomas in the group 3 and 4 males and females.
After two years of treatment the thyroid gland showed ‘
follicular epithelial hypertrophy in both males and females of
groups 3 and 4. In rodents it is a well known phenomenon that
hepatocellular hypertrophy of the enzyme induction type causes
secondary thyroid changes particularly with the hydrocarbon group of
chemicals. In this study it is likely that the thyroid changes are
secondary to the hepatic changes.
Treatment celated microecopic changes wers alss actsed in the
testis of the highest dose males. These changes consisted of
degeneration of the seminiferous tubules with secondary aspermia in
the epididymis. There was also an iacreased incidence in leydig

cell tumors in groups 3 and 4. After 12 mornths of treatment
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