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

U.S. Environmental Protection Agency 1 | “
Attn: TSCA Section 8(e) Coordinator Il ‘_
401 M Street S.W. "

Washington, D.C. 20460 8EHR-93-14526

Re:  TSCA Section 8(e) Notification of Substantial Risk:
2,8,9-Trioxa-5-aza-1-silabicyclo[3.3.3Jundecane, 1-methyl-3,7-bis=
[(2-propenyloxy)methyl]- (CASRN 225504-94-9)

Dear Sir:

In accordance with the provisions of Section 8(e) of the Toxic Substances Control
Act (TSCA), as interpreted in the Statement of Interpretation and Enforcement
Policy (40 FR 11110, March 16, 1978), Dow Corning is subrurtting a Notification
of Substantial Risk concerning a final report which we recently obtained from our
Japanese joint venture, Dow Corning Toray Silicone Compeny, Ltd.. This acute
toxicity study was conducted by a contract toxicology laboratory in Japan on a
chemical substance currently in research and development at Dow Corning Toray
Silicone.

Test Material:

225504-94-9  2.8,9-Trioxa-5-aza-1-silabicyclo[3.3.3Jundecane, 1 -methyi-3,7-=
vis{{2-propenyioxy)methyij-

Manufacturer:
Dow Ceorning Corporation

2200 West Salzburg Road
Midland, Michigan 48686-0994

Contain NO CBI

Recently OGbtained Study:
Acute Oral Toxicity Study of MSO-2 in Rats (MSDS)
Dow Corming Corporation

1999-10000-47290 2
November 5. 1998 g o x P
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Summary:
Findings

An acute oral toxicity study was ronducted in male and female Crj:CD (SD) IGS
rats at the oral dose limit of 2,000 mg/kg body weight following O.E.C.D.
Guideline 401.

No mortalities were observed. Clinical observatiions included salivation, decreased
spontaneous locomotion, decreased respiratory rate, ptosis and clonic convulsions
in both sexes. Staggering gait was observed in females. Salivation was chserved
mmmediately after administration to 30 minutes-1 houw. after treatment. Staggering
gait was observed 5 minutes to 2 hours after ireatment. Decreased spontaneous
locomotion was observed 5 minutes to 6 hours after treatmernt Decreased
respiratory rate and ptosis were observed 10 minutes to 4-6 hours atter treatment.
Clonic convulsion was observed at 3 to 4 hours after treatmeut. All clinical signs
disappeared by 1 day after administration: no further abnormealities were observed
in either sex.

Discussion

The duration of the clinical observations is not clearly stated 1n the report: these
neurotoxic effects may well have been transient in nature. The studyv also was
conducted using relatively young animals (five weeks old. 98-113 grams body
weight) which could have exhibited increased sensitivity: EPA testing guidelines
call for use of 8-12 weeks old test animals (greater than 200 grams body weight).
Finally, the test material is a research and development chemical substance and
currently is not manufactured or processed for commercial purposes.
Consequently, at this time, we believe that the results of this study are not
indicative of a substantial risk to human health or the environment. Nevertheless,
we are reporting these findings to EPA to ensure our compliance with both the
letter and the spirii of TSCA Section 8(e).

Actions:

Dow Coming will notifv EPA ot ary further relevant information that may be
developed concerning this material.

For purposes of TSCA Section 8(e) notification, the general CONFIDENTIAL
designation on the attached health and safetv study is waived by Dow Coming.
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If you have any questions concerning .his study, f ease ccntact Jr. Thonuas
Barfknecht, Product Toxicologist, Product Safety Group, HERA Amerizas, at
517-496-5728 or at the address provided he--'n. If you require futher ge~cral
information regarding this submissiun, please contact Dr. Rhys G. Daniels, Senior
Reguiatory Compliance Specialist, Regulatory Compiiance Group, HERA
Americas, at 517-496-4222 or at the address provided herein.

Sincerely,

O
Michael P. Hill

Americas Vice President ard Corporate Director
Health and Environmentai Sciences
(517) 496-4057

PGD99108
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Japan
TITLE

Acute Ol Toxicity Study of MSO-2 in Rats (MSDS)

SPONSOR

Dow Coming Toray Silicone Cc., Ltd. Conta i NO
2-2, Chigusa-kaigan, Ichihara-shi, Chiba 295-0108, Japan

SUMMARY

Acute oral toxicity study of MSO-Z was conducted in § of each mele and femele  j:

CD (SD) IGS rats aged 5 weeks.

No znimals were died for dosing of the test substance.

In clinical signs of the 2,000 mg/kg group, salivativn, decreased spoutansous

locomotion, decreased respiratory rate, plosis and clogic wnvulsxon were agbserved

in both sexes, staggering gait was observed in ferpales. Salivation was observed

immediately after admiuistration to 30 min. or T h siter administration. Staggering

pait was observed at S min. to 2 h after administration. Diecreesed Spoatauecus

locomotion was obsetved at 5 min. to 6 h aftur administrafion. Decreased

respiratory rate and ptosis were observed 2. 10 min. to 4 or ¢ h after edministration.

Clonic eonvulsion was observed at 3 ar 4 h after administraticn.  These all findings

disspperzed by 1 day after administration, and no abrormelities were observed in

bath sexes since then.

Although the body weights in the female 2,000 mg/ke group had o tendency to

suppress at 1 day after administration, these normally increas~d since the 3 day aiter

adminiszation. No abnommaliies observed with regard to body weight in males

Ne gbnormasalitias were aoted with repgecd ¢ necropsy in both sexes.

In conclusion, the LD, value of ! NARO-D e s was eshimated (o be more than 2,507
i

ng o both sexes
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AUJTi4OR
Study Di-ector: Signed inoriginal =~ November §, 1998 o
Takayuki Koga, Senior Laboratory Animal chhqician _
APPROVAL
Management: Signed in original ~ November 5, 1998

Yoshifumi Fujino, M.S.
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I, the undersigned, hereby declarc that this repont provides correct English translaticn o,

the final report (Stua - Code A16-0327, issued on November 3, 1998).

WW%M Q,JZL/ 1999
* Ryuichiro Mizuguchi, B.S. /

Hita Researct Laboratories

Chemical Bioiesting Center .

Chemicals Inspection &

Testing Institute, Japan

Date
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A1¢-0327
Study Code: A16-0327
Test Substange Codc: HR3860
Sponsor Code: T-070

TESTING FACILITY
Hita Research Laboratories, Chemical Biotesting Center
Chemicals Inspection & Testing Instinxte, Japan
822, 3-chome, ishii-muachi, Hita, Oita 877-0061, Japan

PURPOSE OF STUDY
The purpose of this study was to assess the single dosc oral toxicity of the test
substance both qualitatively and quantitatively.

TESTING METHOD
This study was conducted in conformity with the “Acute oral toxicity, 401 in OECD
Guidelines fo: Testing of Chemicals® (February 24, 1987) excluding simultaneous

dosing for both sexes.

PERIOD OF STUDY
Commencensent of Study: September 22, 1998
Completion of Study: November S, 1998

PERSONS CONCERNED WITH STUDY
Study Stafft Satommi Chogi, B.S.
Junior Laboratory Animal Technician

Staff, Animal Management: Hatsune Ehara,
Junior Laboratory Animal Technician

Takayuki Koga,
Senjor Laboratory Animal Technician

LOCATION AND PERIOD FOR RETENTION OF RAW DATA AND SPECIMENS
All the records related to the study shall be retained in the archives at Hita Resecarch
Laboratories, CITI, for 5 years after completion of the study. Disposition of the
retained records afier termination of the retention perled requizes the sponsor’s prict

consent.
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MATERIALS

TEST SUBSTANCIE (INFORMATION FROVIDED BY THE SPONSOR)
Name

3,7-bis(2-propenoxymethyl)-1-methyl-2,8,9-t-" »xa-5-aza-1-
silabicyclof{3.3.3Jundecane

(3,7-bis{allyloxymethyl)-1-methylsilatrane)

Abbreviation: MSO-2

CAS No.: -
Lot No.
98062
Supplier
Dow Coming Toray Silicone Co., Ltd.
Structural Formula
c;t—f 3

o <7 0 0N
o
A :}g Np A&
*: Optically aciive substance
(Molecular formule C,HNGSi)

A mixture of three diastereomers

Purity (GC)

97.9 w/w%

Name and Concentration of [mpurities (GC)
Methanol 0.1 w/w¥%
Methyltrimethoxysilane 0.1 w/wh
Allylelycidy! ether 1.9 wiwde

Physicochemical Properties

Appearance at Ordicary Temperature: Light yvellow liguid
Molecular Welght: 329.46

Stability: hj}drol zed (not rapidly,

Melting Point:  —-

Boiling Point:  >150°C/S torr

Vapor Pressure: —-

Partition Coefficient: —
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Hydrolysis:

{ .,oj\o/\& OH O
s—5+2, B0 . OH /\l/o;
Q/’\/{}/\/\& '\/N\/L\'o"”\/

Solubility: Qil scluble
Degree of Solubility: Water:  slightly soluble
DMSO: >50 mg ™l (measured at our laboratory)
Acetone: freely soluble
Others: —
Storage Conditions
The test substance was stdred at room temperature.

Specific pathogen fiee Crj: CD (SD) IGS rats were obtained from Charles River
Japan, Inc. (Hino Breeding Center; 735, Shimokomatsuki, Hino-cho, Gamc-gun,
Shiga 529-1633, Japan) and were querantined and acclimatized.  Healihy
animals with favorable weight gains were assigned to groups using body weigh*-
stratified xandomization. Their body weights ranged 107.1-115.1 g in males and
97.7-102.5 g in females, and they were S weeks of age in both sexes at the dosing.
The: animals were identified by painting on the tail with oily ink.

METHODS

PREPARATION OF THE TEST SUBSTANCE

Venhicle

Olive oil (Lot No. 001RY A, Fujimi Pharmaceutical Co., Ltd.)

Preparation

Test substance was weighed accurately and dissolved in olive oil with continuous
agitation to make 20w/v% solution. This solution was prepared with
concentration cotrection by purity of test substance (97.9w/w%).

Time of Preparation

Test preparation was made on the day of use.
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2 DoSMNG
2.1 Administration method

All animals were fisted ovemight before adininistration and 3-4 hours after

administration. The adminisiiauon was performed in the moming using a

Nelaton catheter (Terumo Corporation) and a syringe (Terumo Corporation) by a

single oral gavage.
2.2 Doses

 The doses were set as follows:
Group Dase Valume Concentration ___Number of animals
(mg/kg)  (mlkg) (%) Male snimal No.) Female (Anima! No.)
Vehicle ¢antrol 0 10 0 5¢1-%) 5{(1-%)
High dose 2.060 ¢ 20 S -10) S{6-10) ~

3. OBSERVATIONS AND EXAMINATIONS -
3.1 Monality

Mortality was recarded everyday for 14 days.
3.2 Clinical Sign

General condition was recorded frequently until 6 h after administration, then at

least once a day from day 1 1o day 14,
3.3 Body Weight

Body weights were measured immediately before administration, day 1, day 3,

day 7 and day 14.
3.4 Necropsy

Fes

All animals were necropsied after euthanasia by exsanguination under ether
anssthesia at 14 days after administration.

STATISTICAL ANALYSIS

The mean body weighi and the standard deviatinn were caloulated in each group
for both sexes.

RESULTS

MORTALITY (TABLE 1)

No apimals were died in both sexes.
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2. CLINICAL SIGNS (TABLE 2, ADDENDUM 1)

2.1 Male
Vehicle control group:

2,000 mg/kg group:

2.2 Female
Vehicle control group:

2,000 mg/kg group:

Mucous stool was observed in 3 anitnals at 2 to 3 h after
administration.

Salivation was observed in 2 animals immediately after
administration to 30 min. after adminisuation.
Decreased spontancous locomotion was observed in all
animals at S min. to 6 h after administration. Decreased
respiratory rate was observed in 4 snimels at 10 min. to 4
h after administration. Ptosis was observed in 4 animals
at 10 min. to 4 h after administration. Clonic convulsion
was observed in 3 animals at 3 h after administration.
These findings disappeared by 1 day after administration.

Mucous stosl was observed in 3 animals &t 1 to 3 h after
administration.

Salivation was observed in all animals immediately after
administration to 1 h afier administration. Staggering
gai* was observed in 3 animals at § min. to 2 h after

administration. Decreased spontineous locomotion was
gheerved in oll animals at S min. to 6 h after
administration. Decreasec respiratory rate was observed
in all animals at 10 min. to 6 h afier administration.
Ptosis was observed in all animals at 10 min. to 6 h.after
administration. Clonic convulsion was observed in 2
apimals at 3 to 4 h after administration.. These findings

disappeared by 1 day after administration.

"3. BODY WEIGHT CIHANGE (TABLE 3)
Male: Body weights were normally increased through out the observation

period.

Female: Although the body weights in the 2,000 mg/kg group had a tendency to
suppress at | day afler administration, these normally moreased sinee the

3 day after administration.

4. NECRQOPSY (TABLE 4)

Ne abnormalities were noted In both sexcs.
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DISCUSSION

The acute oral toxicity of MSO-2 was examined in Crj: CD (SD) rats.  The dose ievel
was set at 2,000 mgfke and obscrvations were carried out for 14 days after
administration.

No animals were died for dosing of the 120t substance.

In clinical signs of the 2,090 mwkg group, salivation, decreased spontaneous
locomotion, decreased respiratory rate, ptosis and clonic convulsion were observed in
both sexes, staggering gait was cbserved in females. Salivatioy was observed
immediately after administration to 30 min. or 1 h after administration. Staggering
gait was observed at 5 iuin. to 2 1 after administration. Decreased spontancous
locomotian was observed . 5 nun. to § k after administration. Decreased respirator
rate and ptosis were observed at 10 min to 4 or 6 h after cdministratien. Clouls
convulsion was observed at 3 or 4 h after administration.  Although ic was considerea
that salivation appeared owing to imritation of test substance bscause it appeared
sporadically from immediately -after adminisiration, i* was also undeniable that there is
effect of admivistration «f test substance bhecavse of appearance of releted nerves
symptoms and the time appeared salivation. These all findings disappenred by 1 day
after administration, and no abnormalities were observed in both sexes since the'
Although the body weights in the female 2,000 ma/kg group bad 2 teadency 1o suppress
at 1 day afier administration, these normally inecrcased since the 3 day after

e X A

P S -y % S L P DRI, SRR Ve, S | S S -G S e |
SULQIINSUANION,  INO RQ0NUaLEUUcS CUSEIVOU Willl ACHEALU U UUAy WOLEUl 31 uie 3

2,008 mg/kg group.

No abnormalitics were noted with regard t0 necropsy in both sexes.

In conclusion, the acute oral toxicity of MS8O-2 for rats was considered to be
comparatively weak, and the LD, value was estimated ta be more than 2,000 mg/kg in
both sexes.

FAce S 10
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Table §-1 Acute oral toxicity study of HR3860 in rats A16-0327
Sumnary of body weights(g): Hale ,
Dose (mg/kg) —Animal No. 0 3 ] 14 (day) )
1 107.1 . 123.9 144.2 184.7 Z48.6
2 113.0 [33.7 15).7 187.3 251.2
Vehicle control 3 113.8 133.2 1587.2 193.5 244.56
4 108.8 12B.2 148.9 192.3 247.7
§ 115.1 135.4 158.2 188.5 266.8
Nean {11.7 130.9 1%1.4 191.3 251.4
$5.D. $43.2 +4.7 +50 54 t+8.8 _ ) N -
[ 109.9 126.3 143.1 187.4 257.4
7 114.8 129.6 154.3 206.4 240.9
2.000 8 A11.5 127.0 148.1 187.8 249.9
g 112.7 127.1 148.3 187.8 247.3
10 111.58 i2v,.6 148,0 181.0 241.2 . ) _ -
Mean i12.1 127.5 148.7 190.1 247.3

3.0, £1.6 +1.3 +4.2 +9.6 t6.8 . .
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Tabie 3-z Acute oral toxiciity study of HR3860 in rats

ID. +32 2 6552013

19 99-10000-47220

Sumzary of body weights(g}: Fereale

Dose (mg/kg)  Animzl No. 0 1 3 7 14 (dsy)
1 eS.8 116.1 126.5 146.8 157.7
2 166 7 114.1 133.6 154.2 184.0
Yehicle coatrol 3 $7.7 1il1.1 135.3 161.2 180.0
4 101.6 120.0 141.5 171.0 20C.0
& (00.¢ $17.2 136.1 159.1 1749.8
Hean 100.1 115.7 134.6 158.4 183.3
t5.D. 3.5 £8.,85 t54 £9.0 :i12.G
3] 98 .7 107.4 125.8 151.0 1i82.1
7 102.5 112.2 136.0 158.2 180.¢
2,000 8 99.3 104.7 124.0 149.6 180.¢
9 100.¢ 110.7 128.6 156.0 180.4
10 101.8 112.2 134.1 162.1 202.2
Mean 100.5 188.4 123.7 155.4 _185.2
+5.B. + 1.6 £8.3 t5.2 r5851 t38.5

PACE

A15-0327
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