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Washington, D.C. 20460
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Thi§ submittal does not contain Confidential Business Information. 88988@00 184

On 11 June 1998, The Goodyear Tire & Rubber Company received copies of draft results of the
Functional Observation Battery (FOB) evaluation for a Goodyear sponsored 28-day oral (gavage) toxicity
study being performed by WIL Research Laboratones Inc. The current identity of the test material is as
follows:

CAS Name: Formaldehyde, reaction products with 1-dodecanethiol and 4-nonylphenol L7

CAS Number: 164907-73-7

PLEASE NOTE: On May 1, 1998, a correction to The Goodyear Tire & Rubber Company’s -
Premanufacture Notice (PMN) P-86-435 was submitted to the EPA. In this correction submittal, Goodyear
requested that the chemical identity of the test material be changed to the following:

CAS Name: Formaldehyde, reaction products with branched 4-nonylphenol and 1-dodecanethiol A

CAS Number: 203742-97-6

The preliminary results ( that may indicate a substantial risk ) indicate an effect on the neuromuscular
observations in the Functional Observation Battery in female rats given daily doses by gavage of the test
material for 28 consecutive days at the highest dosage tested, 2500 mg/kg-day. Consequently, under the
requirements of Section 8(e) of the Toxic Substances Control Act and EPA’s Statement on Interpretation
and Enforcement Policy, 43 Fed.Reg. 1110 (16 March 1978), The Goodyear Tire & Rubber Company is
providing the EPA with copies of a Preliminary Summary of Neurobehavioral Observations and draft
tables.

In this study, the mean hindlimb grip strength value in the 2500 mg/kg-day group females was
significantly (p<0.01) lower than the control group mean value at the end of the dosing period. Further, the
mean footsplay value in the 2500 mg/kg-day group females was also significantly (p<0.05) lower than the
control group mean value at the end of the dosing period. Following a two week recovery period, values
for hindlimb grip strength and hindlimb footsplay were comparable to control group values.
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These findings have not been reported in final form. However, upon completion, the final report will be
forwarded to EPA.

My address and telephone number are as follows:

The Goodyear Tire & Rubber Company
Department 100D

1144 East Market Street

Akron, Ohio 44316-0001

Telephone: (330) 796-2362

Michael W Smith
Section Manager, Chemical Information
Systems & Regulatory Affairs

attachments (2)




Preliminary Summary of Neurobehavioral Observations
Following Administration of Wingstay K to Rats

(This summary was not audited by WIL Research Laboratories, Inc.
Quality Assurance Unit and contains unaudited data)

Study No.: WIL-140009

Prepared for:

Goodyear Tire and Rubber Company
1485 East Archwood Avenue
Akron, OH 44306
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Introduction

Potential neurobehavioral effects of administration of Wingstay K in the
Crl:CD(BD)®BR rat were evaluated using a Functional Observational Battery
(FOB) and by assessing locomotor activity. The test article was administered
orally (gavage) for 28 consecutive days at dosage levels of 0, 125, 400, 1000 and
2500 mg/kg/day. FOB and Locomotor activity were evaluated for 5 males and
5 females from each dose group pre-study and during the 4th week of test article
administration (study week 3). FOB and locomotor activity were also evaluated
for control and 2500 mg/kg/day following a 14-day recovery period (study week
5).

Results
A. Functional Observational Battery [FOB]:

1. Home Cage Observations (Tables 1-3):

No test article related differences were apparent between

the control and treated groups when the home cage observations
were evaluated during the pretest period and study weeks 3 and 5
(recovery). A statistically significant increase in the number of
females in the 2500 mg/kg/day group were observed as sitting or
standing normally at week 5. However, increases in this
parameter are not considered to be of toxicologic significance.
2. Handling Observations (Tables 4-6):

No remarkable differences were apparent between the
control and treated groups when the handling observations were
evaluated during the pretest period and study weeks 3 and 5

(recovery).



WIL-140009

Goodyear Tire and Rubber Company

Open Field Observations (Tables 7-9):

No remarkable differences were apparent between the
control and treated groups when the open field observations were
evaluated during the pretest period and study weeks 3 and 5
(recovery).

Sensory Observations (Tables 10-12):

No remarkable differences were apparent between the
control and treated groups when sensory observations were
evaluated during the pretest period and weeks 3 and 5 (recovery).
Neuromuscular Observations (Tables 13-15):

Neuromuscular effects observed in the 2500 mg/kg/day
group females included decreased hindlimb grip strength and
decreased hindlimb footsplay at study week 3.

The mean hindlimb grip strength values in the 2500
mg/kg/day group females was significantly (p<0.01) lower than
the control group value at study week 3. Following a two week
recovery period (study week 5), the grip strength value for the
2500 mg/kg/day group females was comparable to the control
group values.

The mean hindlimb footsplay value in the 2500 mg/kg/day
group females was significantly (p <0.05) lower than the control
group value at study week 3. Following a two week recovery
period, the hindlimb footsplay value in the 2500 mg/kg/day
females was still lower than the control group value. However, the
reduction was not statistically significant, and the value was
increased relative to the week 3 value for the 2500 mg/kg/day

females. No other test article related differences from the control
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II.

group were observed for female animals when neuromuscular
observations were evaluated prestudy and during study weeks 3
and 5 (recovery).

No remarkable differences were apparent between males in
the control and treated groups when neuromuscular observations
were evaluated.

Physiological Observations (Tables 16-18):

‘Mean body temperature in the 2500 mg/kg/day group
females was significantly (p <0.05) increased at the study week 5
(recovery) evaluation. However a similar increase was not
observed at the study week 3 evaluation. Therefore, no
relationship to treatment was apparent.

No test article related differences were apparent between
the control and treated groups when physiological observations
were evaluated during the pretest period and study weeks 3 and 5

(recovery).

Locomotor Activity (Tables 19-21):

No differences between the control and treated groups in mean

ambulatory and total motor activity counts could be attributed to the test
article. A statistically significant increase in mean ambulatory and total
motor activities counts was observed for the 1000 mg/kg/day group males
at week 3 for the subsession 4 evaluation. However, a similar increase
was not observed for the 2500 mg/kg/day males. Therefore, no
relationship to treatment was apparent.
Summary of Neurobehavioral Observations
Oral (gavage) administration of Wingstay K to rats at dosages of 0, 125,
400, 1000 and 2500 mg/kg/day for 28 consecutive days resulted in treatment
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related decreased hindlimb grip strength and decreased hindlimb footsplay in the
2500 mg/kg/day group females when evaluated during the 4th week of test article
administration (study week 3); the decreases were statistically significant (p <0.01
and <0.05, respectively) as compared to control group values. Following a two
week recovery period, values for hindlimb grip strength and hindlimb footsplay
for the 2500 mg/kg/day group females were comparable to control group values,
indicating that the effects were reversible. No other treatment related effects
were apparent between treated and control group animals in functional
observational battery or locomotor activity evaluations.

Based on the results of the functional observational battery, one
(neuromusculaf) of the six functional domains described by Moser (Journal of the
American College of Toxicology, 1991. Vol. 10, pp. 661-669) was affected by
daily oral (gavage) administration of Wingstay K to female rats for 28 consecutive
days at a dosage level of 2500 mg/kg/day. This finding was reversible after a

two week recovery period.

Summary Prepared by:

L0 Y =

~“Gregg D. Cappon, Ph.D. Date
Staff Toxicologist, Developmental,
Reproductive and Neurotoxicology

Reviewed by:

@/ﬂw—m YU, 6/ lalag

Donald G. Stump, Ph.D.} D.A.B.T. Date
Assistant Director of Developmental,
Reproductive and Neurotoxicology

Wtimne B akprtnd e wJ19/4¢

Jeannie B. Kirkpatrick, 'M.S. Date
Staff Toxicologist
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