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Subject: Notice in Accordance with Section 8(e) - Preliminary Results
of a Screening Program of the Prenatal Toxicity of Four Phthalates

Ladies and Gentlemen:
BASF Corporation is submitting preliminary results of a screening prenatal toxicity program for
four commercially available phthalates conducted by BASF Aktiengesellschaft, Ludwigshafen,
Germany. Although BASF Corporation does not feel that the information presents a substantial
risk to health or environment, it is being submitted under Section 8(e) of TSCA.
The results for the following four phthalates are reported below:

A. CAS No. 26761-40-0; Di(isodecyl)phthalate

B. CAS No. 68515-48-0; Di(isononyl)phthalate 1

C. CAS No. 28553-12-0; Di(isononyl)phthalate 2

D. CAS No. 28553-12-0; Di(isononyl)phthalate 3
In this comparative screening program, the test substances were administered to pregnant Wistar
rats (10/group) by gavage for 10 consecutive days (days 6 - 15 post coitum) in daily doses of 40,

200 and 1,000 mg/kg body weight. For comparison, a control group was dosed with olive oil.

Food consumption and body weights of the animals were recorded regularly throughout the study
period. The state of health of the animals was checked daily.

On day 20 p.c., all surviving females were sacrificed and assessed by gross pathology (including
weight determinations of liver, kidneys and the unopened uterus). The fetuses were dissected
from the uterus, sexed, weighed and further investigated for any external, soft tissue and/or
skeletal findings.
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Following is a summary of the preliminary results:
Phthalate A

At the highest dose level (1,000 mg/kg body weight/day), mild signs of maternal toxicity were
observed. Mean food consumption was statistically significantly lower than control values on
days 8 - 10 p.c.; 3 dams showed vaginal hemorraghes and 2 dams showed urine-smeared fur
during the treatment period. Absolute and relative liver weights were statistically significantly
increased.

The only sign of embryo-/fetotoxicity which was observed occurred at the highest dose level in
the form of a markedly increased occurrence of skeletal variations (i.e. rudimentary cervical
and/or accessory 14 ribs); no teratogenic effects, however, were recorded.

At the low dose (40 mg/kg body weight/day) and the intermediate dose (200 mg/kg body
weight/day), no signs of maternal toxicity, no substance induced effects on gestational parameters,
and no signs of embryo-/fetotoxicity (including teratogenicity) were recorded.

Phthalate B

At the highest dose level (1,000 mg/kg body weight/day), moderate signs of maternal toxicity
were observed. Mean food consumption was statistically significantly lower than control values
during most of the days of the treatment period. One dam showed vaginal hemorrhage between
days 13 and 15 p.c. Relative kidney weights were statistically significantly increased.

The only sign of embryo-/fetotoxicity which was observed occurred at the highest dose level in
the form of a markedly increased occurrence of skeletal variations (i.e. rudimentary cervical
and/or accessory 14 ribs); no teratogenic effects, however, were recorded.

At the low (40 mg/kg body weight/day) dose and the intermediate dose (200 mg/kg body
weight/day), no signs of maternal toxicity, no substance induced effects on gestational parameters,
and no signs of embryo-/fetoxicity (including teratogenicity) were recorded.

Phthalate C

At the highest dose level (1,000 mg/kg body weight/day), only very marginal - if any - signs of
maternal toxicity were observed (one dam with vaginal hemorrhage on days 14 and 15 p.c.).

The only sign of embryo-/fetotoxicity which was observed occurred at 1,000 mg/kg in the form
of a statistically significantly increased rate of one skeletal variation (accessory 14 rib(s)); no
teratogenic effects, however, were seen.

At the low dose (40 mg/kg body weight/day) and the intermediate dose (200 mg/kg body
weight/day) no signs of maternal toxicity, no substance induced effects on gestational parameters,
and no signs of embryo-/fetotoxicity (including teratogenicity) were recorded.




Phthalate D

At the highest dose level (1,000 mg/kg body weight/day), some overt signs of maternal toxicity
were observed. Food consumption was statistically significantly reduced during several days of
the treatment period, mean body weights were statistically significantly lower than the respective
control values on days 13, 15 and 17 p.c. and body weight gains were clearly impaired (about
38% less than the corresponding control value). Relative liver weights were statistically
significantly increased.

Clear signs of embryo-/fetotoxicity (including teratogenicity) occurred at the 1,000 mg/kg group.
Some rare soft tissue and skeletal malformations (predominantly involving the urogenital tract
and the long bones) were found. In addition, an increased occurrence of fetal soft tissue (hydro-
urether) and skeletal variations (rudimentary cervical and/or accessory 14th ribs) and an increased
rate of skeletal retardation (delays in the ossification of the sternebrae) were seen.

At the low (40 mg/kg body weight/day) dose and the intermediate dose (200 mg/kg body
weight/day), no signs of maternal toxicity, no substance induced effects ongestational parameters,
and no signs of embryo-/fetotoxicity (including teratogenicity) were recorded.

Conclusion

In the present screening program involving four different phthalates, signs of developmental
toxicity were only noted at 1,000 mg/kg body weight/day, a dose where at least some maternal
toxicity was also evident. The most pronounced effects concerning developmental toxicity were
recorded for Phthalate D. For Phthalate A, Phthalate B and Phthalate C, only increased rates of
fetal skeletal variations (supernumerary ribs) were observed as the only sign of developmental
toxicity. The effects from Phthalate C were less pronounced than were those of the other two.

BASF understands that this reporting of study results from the prenatal toxicity screening
program with four phthalates under TSCA 8(e) is in accordance with EPA’s policy. All persons
handling these products will be informed of these results via updated Material Safety Data Sheets.
Please note that this letter does not contain any confidential business information.

Very truly yours,

BASF CORPORATION

Gl Koo
Edward J. Kerfoot, Ph.D.
Director, Product Regulations
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Edward J. Kerfoot
. . . OFFICE OF
Director, Toxicology and Product Regulations PESTICIDES AND TOXIC

BASF Corporation SUBSTANCES
1609 Biddle Avenue
Wyandotte, Michigan 48192

! ° APR 1 2 1994

This letter formally acknowledges EPA's receipt of information
submitted by your organization under Section 8(e), the
wsubstantial risk" information reporting provision of the Toxic
Substances Control Act (TSCA). For your reference, copies of the
first page(s) of your submission(s) are enclosed and display the
TSCA Section 8(e) Document Control Number (i.e., 8EHQ-0000-0000
Init.) assigned by EPA to your submission(s). Please refer to
this cited number when submitting follow-up or supplemental
information.

Please note that all submitted correspondence will be placed in
the public files unless confidentiality is claimed according to
the procedures outlined in Part X of EPA's TSCA Section 8(e)
policy statement (43 FR 11110, March 16, 1978).

Confidential submissions submitted pursuant to the TSCA Section
8(e) Compliance Audit Program (CAP) should already contain
information supporting confidentiality claims, because
substantiation of CBI claims is required at the same time the
8(e) CAP is submitted to EPA. (If not done so already, please
ensure that this information is provided to the Agency). When
substantiating any/all claims, answer the questions detailed in
the following attachment.

For NON-CAP submissions, any confidentiality claims should be
supported by submission of information as described in the
attachment(s).
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