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Attn: TSCA Section 8(e) Coordinator - N
Office of Pollution Prevention and Toxics .
U. S. Environmental Protection Agency % CB ' .

Washington, D. C. 20460-0001

Coob "l

Re: TSCA Section 8(e) Document Control Number 8EHQ-1296-13844

Dear Sir or Madam:

On December 19, 1996, Exxon Chemical Company submitted a notification of substantial risk under the provisions
of TSCA Section 8(¢). The initial submission (TSCA Section 8(¢) Document Control Number 8EHQ-1296-13844)
contained preliminary information on the developmental toxicity of a substance identified as
1,2-benzenedicarboxylic acid, di-C, g-branched alkyl esters, C, rich (CAS Registry Number 71888-89-6). The
purpose of this submission is to provide additional information that has become available from the ongoing
developmental toxicity evaluation.

The initial submission was based on the results of a dose range-finding developmental toxicity study in rats.
Findings cbserved at the high dose levels of 750 and 1000 mg/kg/day were a decrease in the number of live fetuses,
a concomitant increase in early resorptions, a slight to moderate decrease in mean fetal body weight, and fetal
external malformations.

As a continuation of the dose range-finding study, a developmental toxicity study has been conducted. The test
substance was administered by oral gavage to 25 inseminated female rats/group on gestation days 6-20 at dose
levels of 0, 100, 300 and 750 mg/kg/day. Consistent with the findings of the dose range-finding study, the findings
of the full developmental study include a decrease in the number of live fetuses, a concomitant increase in early
resorptions, and a decrease in fetal body weight. Also consistent are the findings of external, visceral and skeletal
malformations, all observed only at the high dose of 750 mg/kg/day and most at low incidences.

The preliminary results from the developmental toxicity study are documented in the attachment, which includes a
number of data tables. Please note that the tables should be considered as draft data since they have not yet passed
through a quality assurance review. A copy of the final report from this study will be forwarded to you as soon as it
is available.

If you have any questions or need additional information, please feel free to contact me on (281) 870-6874.

Sincerely yours,

DR R

T I

Tel: (281) 870-6212 Fax: (281) 870-6661

A Division of Exxon Corporation




Summary Information For a Developmental Toxicity Study in Rats
Background

A developmental toxicity study was conducted with 1,2-
benzenedicarboxylic acid, di-C6-C8 branched alkyl esters, C7 rich (CAS# 71888-
89-6) at doses of 0, 100, 300, and 750 mg/kg/day for gestation days (GD) 6-20.
These doses were based on a range-finding study, in which fetotoxicity and
embryo lethality were seen at doses of 750 and 1000 mg/kg/day. The test material
was diluted in corn oil and administered by gavage to 25 inseminated female
rats/group. Control animals received corn oil only. All females were sacrificed on
GD 21 and subjected to Caesarean section. Uteri were removed, weighed, and
examined for the number of live fetuses, dead fetuses, and resorptions. Fetuses
were weighed, sexed, and examined for external malformations. Approximately
172 of the fetuses were examined for visceral malformations, while the other half
were stained and examined for skeletal malformations.

Results

Data tables summarizing maternal and fetal data are attached. There were
no significant clinical observations seen in this study. Mean maternal body weight
and body weight gain were decreased at 750 mg/kg/day. Mean maternal food
consumption was not affected. However, corrected maternal body weight at
termination (day 21 body weight minus gravid uterus weight) was similar among
the groups. A decrease in the number of live fetuses, a concommitant increase in
early resorptions, and a decrease in fetal body weight were seen at 750 mg/kg/day.
25 fetuses from 12/23 litters were stunted (less than 4 grams). External
malformations seen at 750 mg/kg/day included anophthalmia (7 fetuses from 6
litters) and microphthalmia (4 fetuses from 3 litters). No significant external
malformations were seen at doses of 300 mg/kg/day and lower.

Significant increases in visceral malformations were also seen in this study
at 750 mg/kg/day. These include increases in abnormal origin of the subclavian
artery (11 fetuses, 9/23 litters), agenesis of the annominate artery (13 fetuses,
10/23 litters), ectopic testes (11 fetuses, 8/23 litters), ectopic ovaries (10 fetuses,
6/23 litters), elongated ovaries, and hypoplastic uterus. No visceral malformations
or variations were seen at doses of 300 mg/kg/day and lower.

Significant increases in skeletal malformations and variations were seen in
this study. Most of the variations were seen only at 750 mg/kg/day, except for
increases in rudimentary lumbar ribs and unossified hindpaw seen at 300
mg/kg/day. Significant skeletal malformations seen at 750 mg/kg/day include




fused sternabrae (58 fetuses, 20/23 litters), malformed sternabrae (21 fetuses,
11/23 litters), thoracic centra/arch agenesis (7 fetuses, 6/23 litters), and malformed
rib cartilage (15/23 litters). No skeletal malformations were seen at doses of 300
mg/kg/day and lower.




INCIDENCE OF GESTATION OBSERVATIONS
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DEVELOPMENTAL TOXICITY STUDY IN RATS
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- MEAN GESTATION BODY WEIGHT AND BODY WEIGHT CHANGE
(GRAMS)
(SEE KEY A FOR STATISTICAL SYMBOLS AND ABBREVIATIONS)

TABLE 2
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DEVELOPMENTAL TOXICITY STUDY IN RATS
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21C (DAY 21 CORRECTED) = DAY 21 BODY WEIGHT - UTERINE WEIGHT

NOTE
RUN 1
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