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TSCA Document Control Center (7407)
Office of Pollution Prevention and Toxics

At TSGR Seson ) Coornacr LTIy
Ariel Rios Building SF 0 noa S

1200 Pennsylvania Avenue, NW
Washington, DC 20004

Re:  TSCA Section 8(e) Notification of Substantial Risk
Dodecamethylpentasiloxane
CAS No.: 141-63-09

Dear TSCA Section 8(e) Coordinator:

in accordance with the provisions of Section 8(e) of the Toxic Substances and Control Act (TSCA), as
interpreted in the TSCA Section 8(e) Policy Statement and Guidance, Fed. Reg. 33129 (June 3, 2003)
and other Agency guidance, Dow Corning is submitting information from an 28-day oral toxicity
(gavage) study conducted with dodecamethylpentasiloxane (CAS No. 141-63-09) in Sprague-Dawley
Rats. Dow Corning has not made a determination at this time that any significant risk of injury to
human health or the environment is presented by these findings.

Chemical Substance AR R
- IR IR T
Dodecamethylpentasiloxane I”’ ;“wlyl;;!lfl "!HIIHL QII ,,!’ SIpEEE

LN ¥ ! 3] 00 1 D

CAS No.: 141-63-09 G i

Finalized Study
28-Day Oral (Gavage)Toxicity Study in the Sprague-Dawley Rat with Dodecamethylpentasiloxane

Summary

This study was conducted in accordance with OECD 407 test guideline. Groups were comprised of
five animals per sex and were sacrificed after 28 days of repeated dose treatment. Daily dose levels
were 0, 25, 250, and 1000 mg/kg in corn oil vehicle. An additional five rats/sex/group were included in
the 0 and 1000 mg/kg dose groups as satellite recovery groups. These animals were treated for 28
days and then allowed a 14-day treatment-free recovery period after which they were sacrificed. The
notable findings of significance for this study included bile duct proliferation in males at 1000 kg/kg and
in females at 250 and 1000 mg/kg dose groups. There was also presence of periportal hepatocellular
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vacuolation in males at 250 and 1000 mg/kg dose groups and in females at all dose levels (25, 250
and 1000 mg/kg/day).

After 14-day recovery period, no findings were diagnosed that distinguished treated rats from the
control rats.

) TSCA Section 8(e) Coordinator
_ US Environmental Protection Agency

Details

Study Design

In this subacute toxicity study, dodecamethylpentasiloxane was administered daily by oral gavage to
Sprague-Dawley rats of both sexes at dose levels of 25, 250 and 1000 mg/kg/day for 28 consecutive
days. A control group was treated similarly with the vehicle, dried and deacidified corn oil.

The groups, comprised of five animals per sex, were sacrificed the day after the last dose. An
additional five rats/sex /group were dosed at the 0 and 1000 mg/kg dose levels. These animals were
treated for 28 days and then allowed a 14-day treatment-free recovery period after which they were
sacrificed.

Clinical signs, outside cage observation, food consumption and body weights were recorded
periodically during the treatment and recovery periods. Functional observational battery, locomotor
activity and grip strength were performed during week 4.

At the end of the dosing and the treatment-free recovery period, blood samples were withdrawn for
hematology and clinical chemistry analysis. Urine samples were collected for urinalyses. All animals
were killed, necropsied and examined post mortem. Histological examinations were performed on
organs and tissues from all control and high dose animals, and on liver from all animals.

Results

Mean absolute and relative liver weights were elevated in males treated with 250 and 1000 mg/kg.
Relative liver weight was increased 19% (p<0.01) and 16% (p<0.01) for the 250 and 1000 mg/kg dose
groups, respectively. increase in absoliute liver weight reached statistical significance only in 250 mg/kg
dose group (20%, p<0.05). In females, both mean absolute and relative liver weights were elevated at
all dose levels. Absolute liver weight was increased 20% (p<0.05), 26% (p<0.01) and 33% (p<0.01),
and relative liver weight was increased 16% (p<0.01), 25% (p<0.01) and 28% (p<0.01) for the 25, 250
and 1000 mg/kg dose groups, respectively. The increase in liver weights was reversible after 14-day
recovery period. Macroscopically, accentuated lobular pattern was only noted on the liver of the males
treated with 1000 mg/kg.

Microscopic evaluation of tissues collected from the main study animals revealed the following test
article related effects (presented as incidence, mean severity grade): Bile duct proliferation was noted
in males at 1000 mg/kg (4/5, 1.0) compared to the controls (2/5, 1.0), and in females at 250 (4/5, 1.0)
and 1000 mg/kg (4/5, 1.0) compared to the controls (1/5, 1.0). Periportal hepatoceliular vacuolation
was only present in males at 250 mg/kg (2/5, 1.0) and 1000 mg/kg (3/5, 1.0). In females, periportal
hepatocellular vacuolation was seen at all dose levels with increased severity (5/5, 1.4, 5/5, 2.0 and
4/5, 2.0 at 25, 250 and 1000 mg/kg, respectively) compared to the controls (2/5, 1.0). After 14-day
recovery period, no findings were diagnosed that distinguished treated rats from the controls.
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Actions

Dow Corning Corporation will notify EPA of any further relevant information that may be developed
concerning this material. The final report for the subject study is attached. If you have any questions
concerning this submission, please contact me at (989) 496-8046, Kathy.plotzke@dowcorning.com, or
at the address provided herein.

o AT

Kathleen P. Plotzke, Ph.D.
Director, Health and Environmental Sciences
(989) 496-8046

Dow Corning Corporation
Midland, Michigan 48686-0994
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* UPS Internet Shipping: View/Print Label

1. Print the label(s): Select the Print button on the print dialog box that appears. Note: If your browser does
not support this function select Print from the File menu to print the label.

2. Fold the printed label at the solid line below. Place the label in a UPS Shipping Pouch. If you do not
have a pouch, affix the folded label using clear plastic shipping tape over the entire label.

3. GETTING YOUR SHIPMENT TO UPS
Customers without a Daily Pickup

m Schedule a same day or future day Pickup to have a UPS driver pickup all of your Internet Shipping
packages.

s Hand the package to any UPS driver in your area.

» Take your package to any location of The UPS Store®, UPS Drop Box, UPS Customer Center, UPS
Alliances (Office Depot® or Staples®) or Authorized Shipping Qutlet near you. ltems sent via UPS
Return Services®™ (including via Ground) are also accepted at Drop Boxes.

m To find the location nearest you, please visit the 'Find Locations' Quick link at ups.com.

Customers with a Daily Pickup
m Your driver will pickup your shipment(s) as usual.
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