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ect 8(e) filing, Aristech Chemical
Copy of the following information: A draft
(13-veek) Dietary Oral Toxicity study of

8(e) Coordinator under
, , , r ‘ A copy of the final report for
th:u study vill be submitted to your office upon our receipt.
_ Please_incorporate this information into your file on thia
subject. '
It you have any questions regarding this matter, please contact

Sincerely,

?4,2/ # ZMT

Bankston II

, : . - = Sr. Regulatory Specialist
{412) 433-7686
Enclosure

cct J. A. Santory ,
J. J. Pottmeyer IIIX
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) Adninistntion of Di(isononyl Johthalate to B,CyF, mice at dietary

' h\nls of 1,500, 4,000, 10,000 and 20,000 ppm for at least 90 days
~pesulted in conpound-related tﬂstmvﬂchgicﬂ alterations in mice of the
high-dose (20,000 ppm) and mid-high-dose (10,000 ppm) groups.
Hepatocellular enlavgement occurred as a moderate to moderateiy severe
diffuse change in high-dose mice and was accompanied by pigment
accurulation in Kupffer cells and dile camaliculi, individual cell
degeneration/necrosis, and a 1low incidence of focal necrosis.
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Centrilobular to midzonal hepatocellular enlargement was present in mid-
_high-dose mice. Other changes which occurred in high-dose mice were
tubular mephrosis in the kidneys, immature/abnormal sperm forms in the
epididymides, 1ymphoid depletion in the spleen and thymus, hypoplasia in
the uterus, and absence of corpora lutea in the ovaries. Compound-relatea
alterations were not observed in tissue sections from mice at the low- and
mid-low doses.
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. _and foch _= The_ Nigh incidence of low-voluee
'ﬁ\mﬂty not- wfﬂﬂut. ans) serum- ‘samples very likely affected the
-statistical analysis of the individual values for many of the biochemical
‘analytes. The mean values for alanine aminotransferase and aspartate
“aminotransfevase activities were significantly increased in Group 5 males,
" findings which ave suggestive of ongoing hepatocellular injury. There
were significant decreases in the wean values for urinary sodium, urinary
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chloride, and urinary creatinine in the Group 5 animals. In addition, the
‘mean value for urine volume was significantly elevated for Group 5 wales.
The cause of the changes in the aforementioned urinary analytes is not
readily apparent, but the changes are not dose related.

The mean value for glucose concentration was significantly
decreased in Group 5 females. There were significant increases in the
wean values for globulin conc:ntration in Group 2 males and albumin
concentration in Group 5 males, but neither change was of a magnitude
great enough to significantly affect the mean values for total protein
concentration.

Urinalysis - Urinalyses were generally comparable between control
and treated groups, with the exception of an decreased incidence of
protein in the Group 4 and 5 animals.
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Pathology Report
A 13-Week Subchronic Dietary Oral Toxicity Study
in Mice with Di(isononyl)phthalate Including Ancillary
Hepatocellular Proliferatior and Biochemical Analyses
Project No. 2598-103

Main Study
Bethods

This narrative susmarizes pathology findings in BsCsF, mice from
3 13-week subchronic study of Di(isononyl)pathalate when administered at
dietary levels of 1,500, 4,000, 10,000 and 20,000 ppm (Groups 2, 3, 4, and
5, respectively). Group 1 served as the control group.

Following at Teast 90 days of treatment, the mice were necropsied
and tissues were preserved in 10% neutral-buffered formalin. Hematoxylin-
and-eosin-stained sections of protocol tissues were examined from mice of
the control and high-dose groups. In addition, gross lesions, liver,
kidneys, spleen, testes with epididymides (males), and uteruc (females)
were examined microscopically from mice of Groups 2, 3, and 4. The
quantity and quality of tissues examined were adequate for a meaningful
evaluation.

Compound-related histomorphological alterations were observed in
the liver, kidneys, epididymides, spleen, thymus, ovaries, and uterus of
high-dose (Group 5) mice and in the liver of mid-high-dose (Group 4) mice.

Liver changes in the hiyh-dose mice consisted of moderate to
moderately severe diffuse hepatecellular enlargement, pigment in Kupffer
cells and bile canaliculi, and degeneration/necrosis of individual cell
(minimal or slight). Focal hepatocellular necrosis was noted in four
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A 13-Meek Subchronic Dietary Oral Toxicity Study in Mice
with Di(isomonyl)phtralate including ancillary hepatocellular

proliferation and biochemical analyses
Project No. 2598-103

First Interim Sacrifice

Hematoxylin-and-eosin-stained sections of 1iver (three lobes) and
duodenum were examined microscopically from mice of Groups 1, 4, and 6
sacrificed on Day 4 of study. The mice had received the control diet
(Groug 1), Di(isonony!)phthalate (DINP) at 10,000 ppm (Group 4, test
article), or WY 14,463 at 1,000 ppm (Group 6, positive control).

Compound-related histomorphologic alteration noted in mice of
both sexes in Groups 4 and 6 consisted of diffuse hepatocellular
enlargement. The degree of hepatocellular enlargement was essentially
comparable in mice which received the test article or positive control.

In conclusion, dietary administration of Di (isononyl)phthalate at
10,000 ppm or WY 14,463 at 1,000 ppm to B,C,F, mice for 3 days resulted in .
diffuse hepatocellular enlargement of comparable degree.

Richard W. Voelker, D.V

Diplomate, American Collegc of Veterinary
Pathologists

Life Sciences Division
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