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Summary

Protoporphyrinosis was observed in the liver of male rats following 28 days (5 days/week) of
administration of hexamethylcyclotrisiloxane (D3) or hexamethyldisiloxane (HMDS) by oral
gavage at 1500 mg/kg/day.
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1 ABSTRACT

The purpose of this histopathology review of liver tissue slides from the study described in report
1990-10000-35105 was to determine if treatment related effects, such as liver protoporphyrin
accumulation and periportal vacuolation or perilobular fatty change were present in this older
study. The primary effects of interest were fatty vacuolation in periportal areas or perilobular
fatty change (also sometimes called lipidosis, steatosis, or simply vacuolation) and the portal
deposition of a deep reddish-brown pigment, which, viewed under polarized light, shows red
birefringence and "maltese cross" patterns (protoporphyrin accumulation). The latter change has
been consistently accompanied by bile duct proliferation (hyperplasia) and chronic inflammation
(cholangitis, mononuclear cell infiltration). Brown pigment was observed in liver tissue in the
1990 study and this peer review of the slides was to further characterize whether the brown
pigment was protoporphyrin accumulation. Observation of a maltese cross pattern in liver tissue
with brown pigment under polarized light is indicative ofprotoporphyrin (Greaves 2007).

Typically in a histology peer review the peer review pathologist reaches a consensus with the
study pathologist if there are differences in diagnosis. The 1990 study pathologist is no longer
with Dow Corning, however, the peer review pathologist confirmed brown pigment in livers
from male animals treated with hexamethylcyclotrisiloxane (D3) and hexamethyldisiloxane
(HMDS). The 1990 study pathologist apparently did not examine the brown pigment under
polarized light and made the diagnosis ofbile stasis rather than protoporphyrin accumulation, the
diagnosis of the peer review pathologist. In conclusion, the peer review pathologist's diagnosis
ofprotoporphyrin accumulation is the correct diagnosis. In addition, the peer review pathologist
did not observe a clear increase in perilobular fatty change (periportal lipid vacuolation) in any
of the treated groups, confirming the 1990 study pathologist's results.
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4 INTRODUCTION / OBJECTIVE
The purpose of this histopathology review ofliver tissue slides from the study described in report
1990-10000-35105 was to determine if treatment related effects, such as liver protoporphyrin
accumulation and periportal vacuolation, described in more recent studies with Si-based
materials were present in this older study. The primary effects of interest were fatty vacuolation
in periportal areas or perilobular fatty change (also sometimes called lipidosis, steatosis, or
simply vacuolation) and the portal deposition of a deep reddish-brown pigment, which, viewed
under polarized light, shows red birefringence and "maltese cross" patterns (protoporphyrin
accumulation). The latter change has been consistently accompanied by bile duct proliferation
(hyperplasia) and chronic inflammation (cholangitis, mononuclear cell infiltration). Brown
pigment was observed in liver tissue in the 1990 study and this peer review of the slides was to
further characterize whether the brown pigment was protoporphyrin accumulation. Observation
of a maltese cross pattern in liver tissue with brown pigment under polarized light is indicative of
protoporphyrin (Greaves 2007).

5 . MATERIALS AND METHODS
The study reported in 1990 tested nine materials, each at a single high dosage level given by
repeated oral gavage for 28 days (5 days per week) to Sprague-Dawley rats, 6 animals/sex/test
article. Articles were tested neat except where noted. The group numbers, test articles, and
dosages were as follows:

Group Test Article Dosage (mglkg/day)
I Distilled Water 1500

II Hexarnethyldisiloxane (MM, HMDS) 1500

III Decamerhyiterrasiloxane (MD2M, L4) 1500

IV Dodecamethylpentasiloxane (MD3M, L5) 1500

V Methyltris(trimethylsiloxy)silane (M3T) 1500

VI Tetrakis(trimethylsiloxy)silane (M4Q) 1500

VII Decamethylcyclopentasiloxane (D5) 1500

VIII DodecamethylcycIohexasiloxane (D6) 1500

IX Tetramethyldisiloxanediol (TMDSDO) 1000
(in water)

X Sesame Seed Oil 1500
XI Hexamethylcyclotrisiloxane (D3) 1500

(in sesame oil)
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Grading Scheme, Severity:

Minimal (l ): Tissue changes are minimally distinguishable from normal.

Mild (2): Tissues changes are readily distinguishable, but not expected to significantly affect
organ function, clinical pathology parameters, or clinical signs.

Moderate (3): Tissue changes are easily appreciated and may have significant effects on organ
function, clinical pathology parameters, or clinical signs.

Marked (4): Tissue changes are extensive and will markedly affect organ function, perhaps to
the extent oforgan failure. Severe lesions in vital organs may cause or contribute to the death of
the animal.

6 RESULTS AND DISCUSSION
The slides, which are approaching twenty-years-old, were in generally good condition, although
they had a somewhat washed-out appearance under the microscope, and fine detail, like vacuole
morphology, was not easily evaluated. In-any-case, a clear increase in periportal lipid
vacuolation or perilobular fatty change was not observed in any of the tested groups and
probably could have been appreciated had it been present to a significant degree.

Dark brown pigment was observed in bile ducts from about half (4/6, 3/6, respectively) of the
male rats in groups II (HMOS) and Xl (03) consistent with the ] 990 study pathologist. The
pigment under polarized light showed red birefringence and "Maltese cross" patterns and was
accompanied by bile duct proliferation and chronic inflammation. In the reported study the
brown pigmented material had been observed, but was called bile stasis with an attendant
granulomatous cholangitis. It should be noted that bile stasis is a process, not a material; what
would actually be seen in such a case is bile pigment (bile) that has accumulated due to intra- or
extra-hepatic obstruction. A special stain (Hall's) can positively identify bile. It did not appear
that any special stains had been used to characterize the material. It can be inferred from the
1990 report that the authors hypothesized that the presumptive bile stasis was secondary to
dosing accidents involving the lung. In short, the report authors' entire interpretation was
erroneous and followed misidentification of the brown pigment.

It should be noted that the pigment deposits in these old slides often appeared somewhat washed
out, or, in some cases, the centers of the deposits were clear. None-the-less, the classical
appearance of protoporpyhrin pigment (red birefringence and Maltese cross patterns under
polarized light) was observed clearly enough to make a confident diagnosis.

7 CONCLUSIONS
Typically in a histology peer review the peer review pathologist reaches a consensus with the
study pathologist if there are differences in diagnosis. The 1990 study pathologist is no longer
with Dow Coming, however, the peer review pathologist confirmed brown pigment in livers
from male animals treated with hexamethylcyclotrisiloxane (03) and hexamethyldisiloxane
(HMOS). The 1990 study pathologist apparently did not examine the brown pigment under
polarized light and made the diagnosis ofbile stasis rather than protoporphyrin accumulation, the
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diagnosis of the peer review pathologist. In conclusion, the peer reviewpathologist diagnosis of
protoporphyrin accumulation is the correct diagnosis. In addition, the peer review pathologist
did not observe a clear increase in perilobular fatty change (periportal lipid vacuolation) in any
of the treated groups, confirming the 1990studypathologist's results.

8 ARCHIVE
A copy of the final report are archived at
Sciences,

9 REFERENCES

Health and Environmental

Greaves, P. (2007). Histopathology ofPreclinical Studies. pp 490-492. Elsevier
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Table 1- Peer Review - Individual Animal Liver Histopathology.

GrOUD Irest Article and Dosage lAce. No. I Sex I PPA* I PPV" IComment
I DistilledWater (control) 91-0140 m 0 0

1500 mg/kg,/day 91-0141 m 0 0
91-0142 m 0 0
91-0143 m 0 0
91-0144 m 0 0
91-0145 m 0 0
91-0146 f 0 0
91-0147 f 0 0
91·0148 f 0 0
91-0149 f 0 Q

91-0150 f 0 0
91-0151 f 0 0

II Hexameth't'tdisiloxane 91-0152 m 2 0
HMOS 91-0153 m 3 0

1500 mIYkg/dav 91-0154 m 1 0
91-0155 m 0 0
91-0156 m 4 0
91-0157 m 0 0
91-0158 f 0 0 heavy hemosiderin
91-0159 f 0 0
91-0160 f 0 0
91-0161 f 0 0
91-0162 f 0 0
91-0163 f 0 0

III Oecamethyltetrasiloxane 91-0164 m 0 0
L4 91-0165 m 0 0
1500 mg/kg/day 91-0166 m 0 0

91-0167 m 0 0

91-0168 m 0 0
91-0169 m 0 0
91-0170 f 0 0
91·0171 f 0 0 heavy hemosiderin
91-0172 f 0 0

91-0173 f 0 0
91-0174 f 0 2
91-0175 f 0 1

Acc.No. "Accession numberon slide(linked to animal numberIn studyfile); ·PPA.. protoporphyrin accumulation accompanied by bileduet
proliferationandchronic inflammation,severity Brade; ··PPV =periportalvacuolation, severity Brade; m ~ male,f;;; female
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Table 1- Peer Review -Individual Animal Liver Histopathology (continued).

Group ITestArticle and D05aKe lAce. No. I sex I PPA· I PPV·· IComment
IV DodecamethYlpentasiloxane 91-0176 m 0 0

L5 91-0177 m 0 0
1500 mg,lkg/d3'r' 91-0178 m 0 0

91-0179 m 0 0
91-0180 m 0 0
91-0181 m 0 0
91-0182 f 0 0 heavy hemosiderin
91-0183 f 0 0
91-0184 f 0 0
91·0185 f 0 0
91-0186 f 0 0 largealtered focus
91-0187 f 0 0

V Methyltris(trimethylsiloxy)silanE91-Q188 m 0 0
M3T 91-0189 m 0 0
1500 mg,lkg/day 91-0190 m 0 0

91-0191 m 0 0
91-0192 m 0 0
91-0193 m 0 0
91-0194 f 0 0
91-0195 f 0 0
91-0196 f 0 0
91-0197 f 0 0
91-0198 f 0 0
91-0199 f 0 0

VI tetrakis(trimethylslloxylsllane 91-0200 m 0 0
M4Q 91-0201 m 0 0

91-0202 m 0 0
91-0203 m 0 1
91-0204 m 0 0
91-0205 m 0 0
91-0206 f 0 0
91-0207 f 0 0
91-0208 f 0 0
91-0209 f 0 0
91-0210 f 0 0
91-0211 f 0 0

Acc.No. '" Accession numberon slide(linkedto animalnumberIn studyfile); ·PPA=protoporphyrin accumulation accompanied by biteduet
proliferationandchronicinflammation,severitygrade: "PPV =periportalvacuolation, severity grade; m =male,f'" female
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Table 1- Peer Review - Individual Animal Liver Histopathology (continued).

Group ITest Articleand Dosage lAce. No. I Sex I PPA· I PPV" IComment
VII Decamethylcyclopentasiloxane 91-0212 m 0 0

05 91-0213 m 0 0
1500 mgfkgfday 91-0214 m 0 0

91-0215 m 0 0

91-0216 m 0 0
91-0217 m 0 0
91-0218 f 0 0
91-0219 f 0 0 scattered vacuoles, grade 1
91-0220 f 0 0

91-0221 f 0 0
91-0222 f 0 1
91-0223 f 0 1 scattered vacuoles, grade 2

VIII Dodecamethylcyclohexasiloxane91-o224 m 0 0
06 91-0225 m 0 0
1500 mg/kg/day 91-0226 m 0 0

91-0227 m 0 0
91-0228 m 0 0
91-0229 m 0 0

91-0230 f 0 0

91-0231 f 0 0

91-0232 f 0 0

91-0233 f 0 0

91-0234 f 0 0
91-0235 f 0 0

IX Tetramethyldlslloxanediol 91-0236 m 0 0

TMD500 (in water) 91-0237 m 0 0

1500 mg/kg/day 91-0238 m 0 0

91-0239 m 0 0
91-0240 m 0 0
91-0241 m 0 0

91-0242 f 0 0
91-0243 f 0 0
91-0244 f 0 0
91-0245 f 0 0
91-0246 f 0 0
91-0247 f 0 0 scattered vacuoles, grade 1

Acc.No. =Accession numberonslide (linked to animal number instudyflle); ·PPA a protoporphyrin accumulation accompanied by bile duet
proliferation andchronic inflammatIon, severityBrade; ··PPV=peripona'"acuoJation, severity Brade; m=male, f" female
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Table 1- Peer Review - Individual Animal Liver Histopathology (continued).

Group ITestArtlcle and Desate lAce. No. I Sell I PPA* IPPV·· IComment

X sesame seed Oil 91-0248 m 0 0
Control 91-0249 m 0 0
1500 m~kg/day 91-0250 m 0 0

91-0251 m 0 0
91-0252 m 0 1
91-0253 m 0 0
91-0254 f 0 0
91-0255 f 0 0
91-0256 f 0 0
91-0257 f 0 0 hemosiderin
91-0258 f 0 0
91-0259 f 0 0

XI Hexamethylcyclotrisiloxane 91-0260 m 3 0 pigment "washed out" not asredasusual
03 (In sesame 011) 91-0261 m 0 0
1500 mg/kg/day 91-0262 m 0 0

91-0263 m 2 0
91-0264 m 3 0
91-0265 m 0 0
91-0266 f 0 0
91-0267 f 0 1
91-0268 f 0 0 hemosiderin, grade 2
91-0269 f 0 0
91-0270 f 0 1
91-0271 f 0 0

Att.No... Accessionnumber on slide (linked to animal number in study file); ·PPA =protoporphyrin accumulation acoompanied by bile dua
proliferation and chronic inflammation, severity grade; ··PPV =periportal vacuolation, severity grade; m" male. f" female
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ABSTRACT

A twenty-eight day subchronic oral feasibility study was conducted with
various low molecular weight silicone oligomers in laboratory rats. The
oligomers examined in this study were hexamethyldisiloxane (MM), deca­
methyltetrasiloxane (MD M). dodecamethylpent8siloxane. methyltris(tri­
methylsiloxy)silane. te~rakis(trimethylsiloxy)sllane.hexamethylcyclo­
trisiloxane (D3), decamethylcyclopentasi~oxane(Ds) ' dodecamethylcyclo­
hexasiloxane and tetramethyldisiloxaned10l (TMDSOO). Two control and nine
treatment groups of six male and six female Sprague-Dawley rats were
administered by oral gavage either distilled water, sesame oil or test
material at dose levels of either 1,000 or 1,500 mg!kg of body weight/day.
Animals were observed for signs of local or systemic toxicity, general
appearanc~, behavioral abnormalities and mortality. Body weights and food
consumption were determined w&ekiy.

No treatment related deaths', overt signs of toxicity or changes in behavior
were noted in any of the groups. Statistical comparison of mean body weight
and food consumption c:\ata ··j.ndicated no treatment related effects between the
control and test group's, except in the case of the D treated males which
showed significant de~reases' in these parameters. S~atistical comparison of
organ weight data.between control and test groups showed significant
increases in ~e.·rel~tt~ kidney weights of the male animals treated with MM,
MD2M and THDsbQ.,Q'ncftlle- absolute and relative liver weights of the ~al~ and
female ani~als.,tre~ee~either with D3 or TMDSDO. A statistically s~gnlficant

increase/!~'a9st>luee'liverweight was also observed in female rats treated
wi th Ds' '.. No.'~ross pathological changes were observed in any of the organs of
tissues of··male and female rats in all control and test groups.

In conclusion, the results of this study suggest that an oral administration
~:i~~t.Ds and TMDSDO may produce statistically significant increases in l~er
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I. INTRODUCTION

Current toxicological data indicates that octamethylcyclotetrasiloxane
(D ) and decaaethylcyclopentasiloxane (D ), both cyclic
potydimethylsiloxane oligomers, are capa~le of producing a treatment
related effect, specifically hepatomegaly. Siddiqui, et. ,al., (1989)
have demonstrated that liver enlargement occurs within multiple species
during inhalation studies of D4. Furthermore, an oral dosing study
(Siddiqui, et. al., 1989) has shown that D is able to exert an
amplifying effect on the relative liver we~ght, while simultaneously
resembling phenobarbital in its ability to induce the drug metabolizing
enzymes. To further elucidate the treatment related effect,S, if any, of
the polydimethylsiloxane oligomers, including those-that are branched,
cyclical or linear in structure, the following twenty-eight day oral
gavage study was conducted. .

I I . MATERIALS AND MEDIODS

A. Miterials

The test materials, exclusive of the sesame 011, were received from
of the Environmental Chemistry Department,

Dow Corning Corporation, Midland, MI. utilized common
distillation practices, ~ith ~he exception of decamethylcyclopenta­
siloxane and tetraaethyldls~~oxanediol,to purify technical grade
materials. The decamethylcYclopentasiloxane utilized in this study
was technical grade and the tetramethyldisiloxanediol was prepared
by 4nalysis, for test material purity, was performed
with a 5840A Hewle~t-P4Ckard gas chromatograph equipped with a flame
ionization detector. ' The sesame 011 used as a vehicle was purchased
from The following table details all
the test materials used in this study:

Material File Reference Purity Source
NUllber or Lot Number

1.
lieXa..\"'(\e·H'\''I)et ,'':J~ !oXG-ne.... ~ ~rn,CU.AlYY)~~ 11/ )q91

(-.MM'.) 89-0200-08 1010-13 8667-48 > 99 % a. !'{\~

2. Dec~et~yltet~~s110xane

()MJ)2K ) 89-0200-08 4924-2 8667-49 > 99 % a.

3. DodecamaFhylpentasiloxane
( 1'ID3K ) 89-0200-08 4002-2 8667-50 > 99 % a.

4. Methyltris(trimethylsiloxy)silane
( K3T ) 89-0200-08 5287·2 8385-134 > 99 % a.

5. Tetrakis (trimethylsiloxy) silane
( M4Q ) 89-0200-08 5286-2 8667-51 > 99 % a.
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6. Hexamethylcyclotrisiloxane
( D3 ) 89-0200-08 1179-10 8667-46 > 98 % a.

7. Decamethylcyclopentasiloxane
( D5 ) 89-0200-08 3724-9 107864 > 98 % a.

8. Dodecamethylcyclohexasiloxane
( D6 ) 89-0200-08 4659-3 8667-47 > 99 % a.

9. Tetramethyldisiloxanediol
( TKDSDO ) 89-0200-08 2987-2 8385-121 > 99 % a.

10. Sesame Oil
89-0200-08 N/A 08H3l N/A b.

B. Experimental Animals

Seventy-five male and seventy-five female Charles River coe
(Sprague-Dawley) rats, approximately eight weeks of age, were
obtained from

Upon arrival at the Health and Environmental Sciences
building, all rats were given a thorough health examination by the
attending veterinarian and found to be free of any outward signs of
disease or sickness. The rats were housed individually in
conventional design stainless steel, wire mesh bottom cages. All
rats were quarantined for seven days prior to initiation of the
study and housed in a room designed to be maintained at a
temperature of 20 ± 3- C, a relative humidity of 50 ± 20 % and a
12-hour light/dark cycle. The animals were fed PURINA. rodent chow
and fresh water ad libitum. Each animal was identified by an
individually numbered metal ear tag. A color coded label was
affixed to each cage identifying each animal by animal number,
project number and dose level assignment.

C. Exo8{imeptal_ Desi&n

1. Group Assi&nment

One 'day prior to the start of the study, all approved animals
were weighed and ordered consecutively by weight. Sixty-six
,male rats were selected from the middle body weight range and
categorized into eleven weight groups. One animal from each
weight group was randomly assigned to each of the eleven groups
until each group had six animals. Kale and female animals
were randomized separately since they are biologically
different. After all study groups were formed, the animals
were ear tagged and placed into housing racks. A structural
outline of the experimental design is given below:
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Group Number of Anipals Test Dose Level
Number Male F...le Material (ag/kg/day)

I 6 6 N/A 1,500
(Distilled Water)

II 6 6 HM 1,500

III 6 6 H02M 1,500

IV 6 6 H03M 1,500

V 6 6 M3T 1,500

VI 6 6 M4Q 1,500

VII 6 6 D5 1,500

VIII 6 6 D6 1,500

IX 6 6 TKDSDO 1,000

X 6 6 N/A 1,500
(Sesame 011)

XI 6 6 D3 1,500

2. Treatment Proce9V~e

Dosages of the test and control materials were administered
using 1 ce' disPQsable glass syringes fitted with sixteen gauge
ball tippe4·do~ing needles. Two of the nine test materials, D3and ~SDO, wete administered in 25% suspensions of sesame oil
and.distille~·water, respectively. For these suspensions 2.5
cc 41sposable plastic syringes fitted with either thirteen or
f9urteeri gauge ball tipped dosing needles were used to deliver
~3"a¢ THDSDO, respectively. All animals were dosed daily,
Jive ~ys per week, four consecutive weeks. The control
animals were treated identically as the test animals but were
~osed with either distilled water or sesame oil. Dosages were
~djusted once every week during the study period to reflect
c,hanges in body weights. Immediately after dosing, each animal
~as returned to its respective cage. Water and feed were
provided ad libitum except for an approximate sixteen hour
period prior to necropsy when the animals were fasted for urine
collection.
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D. Observations

All rats were observed twice dally on week days during the treatment
period for signs of toxicity, general appearance, behavioral
abnormalities, signs of local or systemic toxicity and mortality.
Animals were also observed during weekends for mortality and to
check the environmental conditions.

E. Body Weights and Food Consumption Measurements

Body weights of all study animals were recorded on the initial day
of the study, weekly during the study periods and just prior to
necropsy. Food consumption was measured weekly throughout the study
period.

F. Urine Collection

Urine samples were collected from four male and four female animals
randomly selected from each group. These animals were placed in
metabolism cages and fasted for an overnight collection of urine.
To preclude the potential evaporation of the test materials or their
metabolite(s), the collection containers, which were identified by
TX number, file number and an1mal number, were placed on dry ice.
The collection containers were then submitted to the Environmental
Chemistry Department for poss~ble identification of metabolite(s).
Results of the identification'of any and all urinary metabolite(s)
will be reported separately by the Environmental Chemistry
Department. '

G. Organ Weight Assessment

Animals that did not survive until terminal necropsy were
refrigerated and necropsied as soon as possible upon the discovery
of their demise. At the completion of the study all surviving
animals were necropSied. The animals were first anesthetized wlth
Ketamine HCl and exsanguinated by clipping the abdominal aorta.
The liver, kidneys, testes or ovaries, brain, heart and spleen were
weighed at 'necropsy. The lungs were removed intact and distended to
their appro~imate normal inspiratory volume by tracheal infusion
wi th""formaliIl. , All tissues and organs collected from each rat were
fi~e4 in 101 neutral buffered formalin for possible future
mieroscop1e examination.
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H. Statistical Analysis

Statistical comparisons between distilled water control, Group I,
and test groups, Groups II through IX, were carried out where
applicable. In addition, statistical comparisons between sesame oil
control, Group X, and test group XI, were conducted in an identical
manner. Body weights, food consumption, and absolute and relative
organ weights were analyzed by one-way analysis of variance. Group
mean values were compared to control values using Dunnett's multiple
t-test (Steel and Torrie, 1960) or where appropriate a
non-parametric analysis of variance by ranks was used. The level of
significance was P < 0.05 (95% confidence level).

III. RESULTS AND DISCUSSION

No overt signs of toxicity or behavioral changes were observed in the
animals during the course of the study. Three animals died, due to
dosing errors as revealed upon gross pathological examination, and were
replaced by other animals only if the dosing error occurred within the
first forty-eight hours of the study.

Group mean body weight data for all male and female rats are given in
Tables I through IV. Individual animal data are reported in Appendices
1 to 4. The only statistically significant event was a decrease in body
weight gains noted during the fourth-week of the study in the male
animals treated with D3 when compared to the sesame oil control group.

Group mean food consumption value. are presented in Tables V through
VIII and the individual animal data are reported in Appendices 5 to 8.
Here again the only statistically significant event was a decrease in
food consumption recorded ~:the male rats treated with D3 when compared
to the sesame oil con~!ol group.

Group mean absolute and relative organ weights of the rats are reported
in Tables IX throu~ XU. The individual animal data are given in
Appendices 9 to t2; The most pronounced statistically significant
event. with reg~rd.to the organ weight assessment, occurred in the liver
weights. Iner~a.es in the absolute and relative liver weights were seen
in the male ~n4 female animals treated with D and TMDSDO. The female
animals t~te~,~tth'D5 also exhibited a stat~stica11y significant
increa~e-f~·me.art,~bsoluteliver weights. In addition, statistically
signif1c;M:l.t '.,in4:~~rases in the relative kidney weights were observed in the
malezra~Jtreatedwith MM, HD2M and TMDSDO. The only statistically
signi~ant.decrease recorded, with regard to the organs examined in this
study, o~~u~ted in the mean absolute heart weight of those animals
treated with THDSDO.

In conclusion, the results of this study indicate that an oral
administration of tetramethyldisiloxanediol, hexamethy1cyc1otrisiloxane
and decamethylcyc1opentasi1oxane at the tested dose levels, during a
period of twenty-eight days, produced treatment related increases in the
liver weights of rats.
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Any deviations from the protocol or standard laboratory practices, which
occurred during the course of this study were evaluated and were not
considered to have compromised the scientific validity or interpretation
of the results.
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TABLE I

28-DAY Sl.8CHROHIC ORAL SAVASf. FEASIBILITY STUDY
HITH VARIOUS 'LOM ttOLECULAR HEIGHT SILICONE OLIGOHERS.

GROUP MEAN BODV HEIGHT DATA.
ttALE RATS.

TABLE OF HEANS.STAHDARD DEVIM!ONS. AND SAMPLE SIZES.

" "

DOSE DAYl DAV8. _V.;S DAYZZ DAY28
lSOOH

GAtG .'

===z===c.=.====~=:=E==.=a=•••••"E==a...kc==czZ=.K
CONTROL 277. 330. 366.' 403. ft~_.

11. 25. 32. 39. lt4.
N: - 6 6 6 6·

tt1 27'. 331. 373. 401). 430.,. 10. 15. 22. 26.
H: 6 6 6 6 6

278. 332. 371. itl0. 425.,. 27. 36. lt4. "'5. ,
N.. 6 6 6 6 6

278. JU. 37.... 410. 436.
~,

9. 18. 27. 36. 38.
N: 6 6 6 6 6

278. 3&2. 359. 197. ft18.
8. 17. 23. 27. 27.

M" 6 , 5 5 5

277. 329. 368. 400. "'27.
9. n. 17. 25. ZZ.

N- , • 6 6 6

276. 331. ,169. 403. ft25.
12. 26. U. 45. 51.

Na 6 6 6 6 6

278. 319. 3U. 385. 408.
7. 17. 27. 35. 41.

Nz: 6 6 6 6 6

279. 307. 331. 365. 38Z.
9. ZZ. 45. 36. 33.

Na 6 6 6 6 ••===.cc••••••••••••KC••••~Z••5 ••••&••••&=.~E~C.K••

• INDICATES SI;NIFICANT DIFFERENCE FROH CONTROL BY DlNIETT'S TEST•
ALPHAa.05. 1l«) SIDED.

• INDICATES SIGHIFICANT DIFFERENCE FROH CONTROL BV HII.CC»CON'S TEST,
ALPHA:.D5. 1l«) SIDED.



TABLE II

28-DAY Sl8CHRONIC ORAL GAVA8E FEASIBILITY STUDY
MITH VARIOUS LON t«JLECULAR NEIGIlT SIUCCINE OLIGOtERS.

CilR(Ut tEAN BODY NEIGIlT DATA.
"LE RATS.

TABLE OF tEAMS.STANDARD DEYIATI,ONS. AND SAt'PLE SIZES.

DOSE
1500H

G.lK6

DAYl DAY8 ,DAns DaY22 DAn8

====.=====================.=c=a.E••••~ C==
CONTROL 282. 330. 365. 1t05. 1t29.

9. 19. 27. n. 29.
M= 6 6 6 6 6

D3 279. nit. Mi. 368. 389-••
7. 22. 29. 31. 32.

M: 6 6 6 6 6
======~===~:==================E=C=================

• INDICATES SIGNIFICANT DIFFERENCE FROtt CONTROl BY DlHETT'S TEST.
ALPHA=.OS. TMD SIDED.

• INDICATES SIGNIFICMfT DIFFERENCE FROtt CCINTIlOL BY MILCCICDN'S TEST.
ALPHA=.OS. TMD SIDED.

,

5:--



TABLE III

28-DAY Sl8CHRClNIC ORAL GAVAGE FEASIBILITY SlU)Y
HITH VARICIJS LOM ttOLECULAR NEISHT SILICCINE OLIGOtERS.

GROUP tEAN BODY tEISHT DATA.
FEMALE RATS.

TABLE OF tEANS.STANDARD DEVIATWNS. AND ~LE SIZES.

DOSE
l500tt
G/K6

DAYl DAY8 .,"AY~· DAY22 DAY28

=====~=========================.=="===Dc=.==a====

CONTROL 229. 21t1. 2M. 26~. 269.
8. 6. 6. '9. II.

N:: 6 6 6 • 6

tet 225. 233. 238. ZItS. 252 •.
12. lit. 19. 20. ZOo

N'" 6 6 6 6 5

223. 238. 21t1t. 253. 260.
9. 11. 12. 12. 18.

N:: 6 6 6 6 6

228. 237. 2It6. 252. 258.
8. 16. 21. 21. 20.

H: 6 6 6 6 6

228. 231t. 238. 2It6. 253.
10. 9. 12. 16. lit.

H:: 6 6 6 6 6

229. 233. Zlt3. 253. 257.
9. 15. 26. 28. 30.

H:: 6 6 6 6 6

233. Zlt9. .252. 269. 272.
1~. la. 29. 22. 22.

H:: 6 6 6 6 6

229. 237. 253. 260. 266.
10. 16. 19. ZIt. 20.

N: 6 6 6 6 6

227. 231t. 2ItO. 2It6. 255.
9. 16. 19. 20. 22.

Hz: 6 5 5 5 5
==================================~======K:=======

* INDICATES SIGNIFICANT DIFFERENCE FROtt CONTROL BY DlNETT'S TEST.
ALPHA=.05. nto SIDED.

$ INDICATES SIGNIFICANT DIFFERENCE FROtt CONTROL BY MILCOXON'S TEST.
ALPHA::.05. nto SIDED.

,

--s-
"



TABLE IV

28-DAY SL8CHRONIC ORAL GAVMi1E. FEASIBIL:ITY STUDY
NITH VARIOUS LOM HDLECULAR MEI;K1' SILICCNE OlIGOI4ERS.

GROUP MEAN BODY MEI;K1' DATA.
FEMALE RATS.

TABLE OF foEANS,STANDARD DEVIATIONS, AND SNtPLE SIZES•

DOSE
1!iOO

KVK

DAYl DAY8 ..8AY~ DAY22 DAY28

==================================:c=s====c==~====

CON11lOL 226. 237. 242. 2"5. 2S!5.
12. 19. 16. ~. 18...·

N= 6 6 6 6 6

D3 226. 235. 242. 248. 247.
8. 18. 15. 19. 23.

M: 6 6 6 6 6
============~C====&.==============ZC=C~~C=K=======

• INDICATES SIGNIFICANT DIFFERENCE FROtt CONIllOL BY DUNoIETT"S TEST,
ALPIlA=.OS, 1MO SIDED.

• INDICATES SIGNIFICANT DIFFERENCE FROtt CONIllOL BY HILCOMIlN'S TEST,
ALPIlA=. OS, 1MO SIDED.

~

~



TABLE V

28-DAY SUBCHROHIC ORAL GAVASE FEASDILITY SlU)V
taTH VARIOUS LOM ItDlECULAR HEIGItT SILICONE 01l9OltERS.
~ MEAN FOOD alNSUHP'nOM DATA: DAlLY BASIS.

IlALE RATS.

TABLE OF HEANS,STANDARD DEVIATIONS, AND SAttPLE SIZES.

DOSE DAVS1-7 DS8-15 OS1~~22 1S23-za
l5OO"

GIltS

===ZRsascas•••az:c:c===============".=•••
"

CONTROL 30.8 31.3 31.9' "st.3
1t.8 ft.2 ".8 .. 5.'5

N= 6 6 6 6'

30.8 31.7 3Z.3 32.5
1.6 2.1 2.6 2.1t

N= 6 6 6 6

31.ft 32.1 33.1t 31.3
2.7 3.6 3.0 6.1

N= 6 6 6 6

30.1 31.8 32.1t 3ft. 3 l
3.8 ft.7 ".5 3.5 -N= 6 6 6 6 »

31.2 31.5 33.ft 33.ft
3.6 ft.6 3.ft 3.6

He 6 5 Ii Ii

31.0 31.7 :st.0 33.8
1.5 2.0 2.ft 2.5

N= 6 6 6 6

31.ft :st.5 $3.6 33.1t
4.5 4.8 It." 5.9

N= 6 6 6 6

30.3 30.1 31.3 32.5
1.8 2.5 3.ft 3.9

N= 6 5 6 6

26.5 26.8 28.1 28.3
2.3 5.6 2.3 2.1

N= 6 6 6 6
====.===c==.===;========~=~c==========~===

• INDICATES SIGNIFICANT DIFFERENCE FROtt CONTROL BY IJl.lMNETT· S TEST,
ALPHA=.05, TMO SIDED.

• INDICATES SIGNIFICANT DIFFERENCE FROtt CONTROL BY HILCOOCDN'S TEST,
ALPHA:.05, TMO SIDED.



TABLE VI

28-DAY SUlCHRCINIC ORAL GAYISE FEASIBILITY SllJDY
HITH VARIOUS LCJoI ttOLECULAR tEIlilKT SILICONE OLIGOItERS.
GROUP tEAM FOOD CClNSUtPrIClN DATA: DAILY BASIS.

ttALE RATS.

TABLE OF tEANS.STANDARD DEYIAnClN5. AND SAt'PLE SIZES.

DOSE
1.5OOtt

&/KG

DAYSl-7 DS8-lS D516.~Z 1ISZ3-za

===============C====~& .__&5_5_~Z_••~
CONTROL 31.6 31.0 32.3 . SZ.O

3.8 1t.6 3.7 2.8
N= 6 6 6 -' 6

D3 26.7. %5.7. 26.1. 26.3.
3.1t 3.5 3.0 2.4

N= 6 6 6 6
===========================cs:s•••s••c:c==

• INDICATES SI&NIFICANT DIFFERENCE FROt1 CClNTROL BY IUIETT'S TEST.
ALPHA=. 05. TMO SIDED.

$ INDICATES SI&NIFICANT DIFFERENCE FROt1 CONTROL BY HILCC»«lN'S TEST.
ALPHAo:.05. TMO SIDED.

,-c5



TABLE VII

l8-DAY SUBCHRONIC ORAL GAYAGE FEASIBILITY S1\JDY
MITH VARIOUS Lot ttOLECULAR HEIQHT SILICONE OLIGOtERS.
GROUP HEM RAT FOOD CONSUtPnON DATA: DAILY BASIS.

FE",l£ RATS.

TABLE OF MEANS,STANDARD DEYIAnONS, AND SAMPLE SIZES.

DOSE DAVSI-7 DS8-lS ~16"'ZZ 1tS23-Z8
lSOOH

GlKG

:=:======================~===~=:===~==.~a

CONTROL ZO.'9 22.8 2Z.S" Z2....
0.6 1.2 1.3 1,"7

N= 6 6 6 6

"" 1'.... 20 .... 20.3 ZO.8
1.5 2.1 Z.5 3.1

N= 6 6 (, 5

20 .... 22.2 Z2.1 21.6
2.2 2 .... 2.2 2.2 ,

N= (, 6 (, 6 ....
.9

1'.' 22.3 22.0 21.7 ...
2.4 2.5 2 .... 2.5

N= 6 6 6 6

20.4 21.6 22.1 21.5
0.5 2.6 1.3 1.9

N= (, 6 6 6

19.6 21 .... 22.0 22.3
3 .... 3.6 3.1 .... 0

No: 6 6 6 6

21.7 23.2 ~.3 2.... 1
1.7 3.5 1.7 2.7

N= 6 6 6 6

20.5 23.4 22 .... 22.7
2.3 2.9 3.0 2.0

N= (, (, 6 (,

18.2$ 21.7 21.6 23.3
1.2 2.3 1.9 2.3

N= 5 5 5 5
==================a======~========~======;

• INDICATES SIIi1NIFICANT DIFFERENCE FROM CONTROl BY DlNETT'S TEST,
AlPHAO:.05. llC) SIDED.

$ INDICATES SIIilNIFICANT DIFFERENCE FROM CONTROL BY MILCC»CDN'S TEST,
ALPHA=.05. llC) SIDED.
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TABLE VIII

Z8-DAY SUBCHRONIC ORAL GAV~ fEASIBILITY STUDY
MITH VARIOUS LOM HDLECULAR HEIGHT SILICONE OLIGOttERS.
GROUP t1EAN fOOD CONSlJ'IITION DATA: DAILY BASIS.

FEHALE RATS.

TABLE OF t1EANS.STANOARD DEVIATIONS. AND ~LE SIZES.

DOSE
150011

GlKG

DAYSl-7 DS8-lS ,J$ll,-n DS23-Z8

===================================_==:c==

CONTROL 21.2 22.5 22.0 21.7
2.8 2.3 3.0 1~9

N= 6 6 6 6

03 17.4 20.6 19.5 19.1
3.3 1.9 1.8 2.4

N= 6 6 6 6
~=====C===C.=.C.K.C==========.==CS&===.cc~

* INDICATES SISNIfICANT DIfFERENCE FROtt CONTROL BY DUNn'S TEST.
ALPHA"'. 05. 1MO SIDED.

• INDICATES SISNIfICANT DIfFERENCE FROtt CONTROL BY HILCOXDN'S TEST.
ALPHA"'.OS. 1MO SIDED.



TABLE IX

t8-DAY SL8CHRONIC ORAL GAVAGE fEASIBILITY S1llDY
NIT" VARIOUS LON MOLECUlAR HEIGHT SILICONE OLIGOtERS.

$ROUP tEAN A8SOlU1'£ .., REUTI\I£ ORGAN HEIGHT DATA.
HALE RATS.

TABLE OF tEANS,STANDARD DEVIATIONS, AND SAttPLE SIZES.

DOSE BODY ~ IEART LIVER SPLEEN TESTES KIDNEYS
l!iOOIt HEIliltlT HEICIIT HEIGHT tEIGHT tEIGKr HEIGHT HEIGHT

GlKS ISlWtS) IGRAHl) .c;lOO) .-.,.s) I Gl100) t SRAHS) I Gl100) ISIWtS) I GllOO) I SRAHS) IGllOO) I GlWtS) t 6/100 )
=====================:====-======csc_••.-a==c===============================:===============:=====================
CC»IT1lOL 387.8 1.96 0.51_, 1~55 ·0.35 11.6 3.0 0.722 0.187 3.18 0.82 3.10 0.80

39.3 0.16 0.03 0.2t O.GS 1.7 0.2 0.108 0.027 0.30 0.06 0.44 0.06
No: (, (, (, (, (, 6 (, (, (, 6 (, (, (,

"" 388.8 2.01 0.52 1.32 0.34 14.3 3.7 0.775 0.199 3.52 O."J! 3.69 0.95*
23.8 0.05 0.04 0.10 0.01 2.0 0.3 0.097 0.017 0.20 0.06 0.31 0.08

N= (, (, 6 6 (, 6 6 6 6 (, 6 (, 6

388.1 2.03 0.53 1.51 0.34 12.2 3.1 0.700 0.183 3.57 0.92 3.50 0.91*
39.3 0.12 0.05 0.10 0.03 1.8 0.2 0.0'6 0.032 0.28 0.07 0.31 0.06

N= 6 (, 6 6 (, 6 6 6 6 6 6 (, 6

396.2 2.01 0.51 1.30 0.33 12.7 3.2 O.Utt 0.204 3.26 0.83 3.33 0.84
~39.3 0.12 0.05 0.11 0.02 1.7 0.2 0.893 - 0.020 0.34 0.11 0.31 0.0Ct

N= 6 6 6 6 6 6 6 (, 6 6 (, 6 6

375.9 I .• 0.53 1.41 0.38 11.5 3.1 0.705 0.187 3.34 0.89 3.27 0.87
29.1 0.07 0.03 0.17 0.05 1.2 0.3 0.131 0.029 0.20 0.08 0.34 0.06

N= 5 5 5 5 5 5 5 5 5 5 5 5 5

390.6 2.03 0.52 1.33 0.34 12.8 3.3 0.865 0.222 3.35 0.86 3.50 0.90
16.9 0.08 0.03 0.06 0.02 0.9 0.1 0.159 0.043 0.29 0.08 0.22 0.06

~ 6 6 6 6 6 6 6 6 6 6 6 6 6

38'.3 1.99 0.52 1.35 0.35 13.8 3.6 0.693 0.17' 3.62 0.92 3.:12 0.85
1t2.3 0.07 0.04 0.22 0.04 2.4 0.9 0.110 0.026 0.55 0.04 0.1tO 0.06

N= 6 6 6 6 6 6 6 6 6 6 6 6 6

312.6 2.04 O.SS 1.29 0.35 12.7 3.4 0.631 0.169 3.29 0.88 3.35 0.90
37.0 0.09 0.05 0.09 0.03 3.8 0.8 0.122 0.025 0.39 0.06 0.4' 0.07

N= 6 6 6 6 6 6 6 6 6 6 6 6 (,

342.0 1.93 0.57 1.10* 0.32 16.1* 4.7. 0.615 0.179 2.68 0.79 3.19 0.93*
29.9 0.08 0.04 0.11 0.83 2.0 0.3 0.112 0.021 O.lt 0.06 0.49 0.07

N= 6 6 (, (, 6 6 6 6 (, 6 (, (, 6
================================================================••c=••s.s~==as••••••~••C======.=.===K==••==.======

• INDICATES SIGNIfICANT DIFFERENCE FROH CONTROL 8Y DUHn'S TEST,
ALPHA=.05, TlC) SIDED.

$ INDICATES SIGNIfICANT DIFFERENCE FROIt CONTROL 8Y MIL.CDl<ON'S TEST,
ALPHA=. OS, TlC) SIOED.



TABLE X

28-DAY SlBCHRONIC ORAL GAV~ FEASIBILITY STUDY
HITH VARIOUS LON I1Dl.ECULAR MEICilHT SILICONE OLIGClItERS.

6RIlUl tEAN ABSOLUTE AND RELAnVE ORGAN MEICilHT DATA.
HALE RATS.

TABlE OF MEANS.STANDARD DEVIAnClNS. AND SAttPlE SIZES.

DOSE BODY BIW,. HEART LIVER SPLEEN TESTES KIDNEYS
l500M HEIGHT MEICHT IlEIGHT MEIGHT MEIGHT MEIGHT HEIGHT
QIK& IGRAtIS) IGIWtS,) tCiloo) •.-) lS1/100) 1&RAttS) 1&/100) IGRAtIS) 1&/100) ICRAMS) 1&/100) IGRAtIS) 1&/100)

========:=================-==CCE=C....S.~.=.===================CC.~==E==.C.&••••~.===============================
CONTllOL 373.6 1.99 O.!lIt . 1~' '.36 12.8 3.4 0.709 0.190 3.25 0.87 3.27 0.88

33.0 0.11 0.05 0." D.M ,2.8 0.7 0.093 0.020 0.26 0.08 0.30 0.12
Na 6 6 .. '6 .. 6 6 6 6 6 6 6 6

D3 352.0 1.96 0.56 1.27 ,0.36 16.811 4.811 0.634 0.181 3.26 0.93 3.43 0.97
30.3 0.14 0.04 0.20 0.06 t.1 0.3 0.046 0.015 0.45 0.13 0.47 0.05

N= 6 6 6 6 6 6 .. 6 6 6 6 6 6
=ZD••••C•••=~.==.~=••=•••••••==============================_=s==*==================~==========================._==

* INDICATES SIIlHIFlCANT DIFFERENCE FROM CONl1lOl BY IUIteTT'S TEST.
AlPHA=.05. THO SIDED.

• INDICATES SIIlHIFICANT DIFFERENCE FROM CONTROl BY HIlcmGllN'S TEST.
AlPHA=.OS. THO SIDED.

~



TABLE XI
28-DAY SWCHRClNIC ORAL 8AV~ FEASIBILITY STUDY

NITH VARIOUS LClM MOLECULAR MEIGHT SILICONE OlIli01ERS.
GRCUJ tEAM ABSOLUTE Ale RELATIVE ORGAN MEIGHT DATA.

FEMALE RATS.

TABLE OF ttEANS.STAieARD DEVIAnONS. AND 5.u.LE SIZES.

DOSE BODY BRAIM HEART LIVER SPLEEN OVARIES KIONEYS
lSOOtt MEIGHT ME~ . ..RHT MEIGHT tEIfilHT MEI6HT MEI6HT
GIG IGRAHS) I~') ~CIlOOJ ....,.s.. 16/100) IGRAtIS) Is/I00) IGRAtIS) (s/100) 1c;rwtS) (s/100) IGIWtS) Is/I00)

=.K•••KC••~==.==.==&=•••~~••=•••=a"==-==~==============================================================_======
CONTROL 244.6 1.75 0.71 •• 93 0.38 7.64 3.13 0.538 0.220 0.094 0.039 1.83 0.75

9.0 0.09 O.O:J . 0.06 . 0.83 0.'3 0.1t8 0.057 0.020 0.014 0.006 0.10 0.04
N= 6 6 6 .6. 6 6 6 6 6 6 6 6 6

tel 228.7 107ft 0.76 0.85 0.37 7,12 3.11 0.455 0.200 0.093 0.0li0 1.80 0.78
17.1 0.17 0.10 0.11 0.02 0.62 0.08 0.014 0.016 0.011 0.003 0.22 0.06

N= 5 5 5 5 5 5 5 5 S 5 5 5 5

236.6 1.80 0.76 0.8ft 0.36 7.56 3.20 e.lt68 0.198 0.090 0.038 1.78 0.75
13.' 0.08 0.02 0.04 0.02 0.3' o.Is 0.044 0.021 0.012 0.005 0.11 0.06

N= 6 6 6 6 6 6 6 6 6 6 6 6 6

235.6 1.8ft 0.79 0.87 0.37 7.37 3.13 0.562 0.238 0.0'3 0.039 1.88 0.80
~17.8 0.04 0.05 0.05 0.02 0.61 0.08 0.085 0.022 0.018 0.008 0.16 0.03

N= 6 6 6 6 6 6 6 6 6 6 6 6 6

230.3 1.79 0.78 0.85 0.37 7.ita 3.24 0.548 0.2n 0.100 0.043 1.83 0.7'
14.9 0.05 0.05 0.04 0.02 0.89 0.1' 0.094 e.ess 0.028 0.010 0.19 0.04

No: 6 6 6 6 6 6 6 6 6 6 6 6 6

234.2 1.88 0.81 0.86 0.37 6.64 2.82 0.624 0.265 0.083 0.036 1.79 0.76
26.4 0.05 0.09 0.13 0.03 1.13 0.18 0.367 0.11t8 0.007 0.003 0.17 0.03

N= 6 6 6 , 6 6 6 6 6 , 6 6 6

243.0 1.84 0.76 0.91 0.38 9.37'* 3.86 0.462 0.191 0.094 0.038 1.94 0.80
1'.3 0.10 0.05 0.09 0.03 1.15 0.46 0.061 0.030 0.018 O.OOS 0.21 0.05

N= 6 6 6 6 6 6 6 6 6 6 6 6 6

244.6 1.80 0.7ft 0.87 0.36 7.81 3.19 0.533 0.21' 0.095 0.039 1.93 0.7'
21.5 0.11 0.09 0.10 0.02 1.06 0.23 0.090 0.037 0.017 0.006 0.19 0.02

N:: 6 6 6 6 6 6 6 6 6 6 6 6 6

226.0 1.79 0.80 0.87 0.39 11.68* 5.19. 0.468 0.206 0.097 0.043 1.86 0.83
17.2 0.06 0.07 0.06 0.02 1.31 0.73 0.056 O.OZit 0.016 0.008 0.15 0.10

N= 5 5 5 5 5 5 5 It 4 5 5 5 5
===============~===================================================K••=====m:_aac=================================

.. INDICATES SIGNIFICANT DIFFERENCE FACltt CCINTROl BY lltNETT'S TEST •
ALPHA::. OS. 1MO SIDED •

• INDICATES SIGNIFICANT DIFFERENCE FACltt CDNTIlOL BY NI~'S TEST.
ALPHA::. 05. 1MO SIDED.



TABLE XII

28-DAY Sl8CHRONIC ORAL GAVAGE FEASIBILIlY STUDY
MITH VARIOUS LOH HOLECULAR HEIGIfT SILICONE OLIGOtERS.

SRClUP MEAN ABSOLUrE AND RELATIVE ORGAN HEIGIfT DATA.
FEMALE RATS.

TABLE OF MEANS,STANDARD DEVIATIONS, AND SAl'lPLE SIZES.

DOSE BODY BRAIN tEART LIVER SPLEEN OVARIES KIDNEYS
l500tt HEIGIfT HEKHT MEI&HT HEIGIfT MEIGIfT HEIGIfT HEIGIfT

GIKG I GIWtS) (GANG) ~CIl.OO) ((;..'100) (6RAHS) (9/1BD) 16RAHS) (9/100) (6RAHS) (9/100) lGRMS) 15/100)
========m=================.==.=-==== =====================================================================
~ 230.5 1.76 0.76. ..79' 0.34 6.70 2.90 0.507 0.219 0.087 0.037 1.77 0.77

14.7 0.12 0.06 'O.ZG 0.88 0.82 0.21 0.112 0.040 0.021 0.007 0.13 0.04
N" 6 6 6 6, 6 6 6 6 6 5 5 6 6

03 223.4 1.75 0.79 0.91 0.41 9.63* 4.31* 0.448 0.199 0.079 0.036 1.88 0.84
19.9 0.06 0.07 O.OS 0.04 0.95 0.15 0.089 0.024 0.015 0.008 0.20 0.09

N= 6 6 6 6 6 6 6 6 6 6 I> 6 I>
==.c••=•••z.==••===a==================••c==.====*••••~.~.....E ••=••=.=•••••••••••••••••==========================

* INDICATES SIGNIFICANT DIFFERENCE FRCItt CONTROL BY &URTT'S T£ST.
ALPHA=.OS, THO SIDED.

• INDICATES SIGNIFICANT DIFFERENCE FRCItt CONTROL BY HILCOl«IN'S T£ST.
ALPHA=.05. THO SIDED.

~J:.'



TABU: X.1l1 • (3h,;
[ncllJence of Hecrops~ n~ding, fer Rll Stud~ Rnina15

DOlI CornIng Corporation
R2S-11av Oral Iiavage Study of law IIclecullll" Ueight Silicone OligMel" In Ilab

Project Hlllber: 1010-13 SpeCie.: Rat
This report 1/115 printed on 07-13-1989.

!l.B1 Group I Group 2 &roup 3 Group 1
Dlagnom/ ....._-_ ............- ..._-....-...... ...............- ..- ..- ........-......_--

"odifier " f n f n n r

All hssue, S)( 1) S)( 1) 1)( 5) ( 3)( 1)

Ul thin nomal Ii"lis S 1 5 1 1 5 3 1

W!!m 1)( 0) 1)( 1) Z)( 0) 3)( 0)

Dilated 1 0 1 1 2 0 3 0
pelvis, unilateral 1 0 1 1 2 0 3 0

~ 0)( 0) 0) ( 1) 0) ( 0) 0) ( 0)
Congestion 0 D 0 1 0 o . 0 0
fibrin 0 0 0 1 0 0 0 0

pleura 0 0 0 1 0 0 0 0
Skin/Subcutis 0) ( l) 0) ( 0) ( 0) ( 1) 0)( 0)

Rlopecia 0 1 0 0 0 1 0 0
focal 0 1 0 0 0 1 0 0

Thoracic Cayity 0) ( 0) 0) ( l) ( 0)( 0) 0) ( 0)
Hydrothorax- RrGallllgUineous 0 0 0 1 0 0 0 0

lI!mI! ( 0) ( n ( 0) ( 0) 0) ( 0) 0) ( 2)
Oist with fluid-norna! cVCltc change 0 1 0 0 0 0 0 2

Rmainina Tj5§IleS 1) ( Z) l) ( 2) ( 2) ( 1) 3)( 2)

Uithin 1lONIa1 IWts 1 2 1 2 2 1 3 2

Titles:
GrOlCl 1 Control<Uater)
Group 2m
Group
GrDU\l

Rll Mdiflers are printed.

() • Total findings



TABLE XIII (Cont'd) .3U'
Incidence of Necropsy findings for All Study Rniltals (continued)

Oou Corning Corporation
Aza-Oav Oral liMge Study of !AI lIo1ecular lIe1ghl Silicone OligoMI"5 In Rats

Project IU\ber: 1010-13 Speci6: Rat
lhis report uas printed on 07-13-11l89.

!.iu!&1 Group 5 Group 6 Group 7 Group 8
Oiagnosisl _....._-----.. ....._------.. --_....--_.. .----------

Iloditier II r n r II r II r

All Tissues 6) ( ]) .) ( .) 5)( 1) .) ( .)
Uithtn IIOl'IIiIl hiliis 6 3 • • 5 • 1 . 1

lli!m 0) ( 0) 1)( 0) 0) ( 0) 2) ( 1>
Congestion 0 0 0 0 0 0 1 0
Dilated 0 0 1 0 0 0 1 1

pelvis, unilateral 0 0 I 0 0 0 1 1
l.im 0) ( 0) ( 0)( 0) 1) ( 0) I) ( 0)

Congedion 0 0 0 0 1 0 1 0
I.!mu 0) ( 1) ( 0)( 0) ( 0)( 0) ( 0)( D)

Consolidation 0 1 0 0 0 0 0 0
IlUltlfocal 0 1 0 0 0 0 0 0

Skln1Subcutis 0) ( 1) ( 0)( 1) 0) ( 0) ( 0) ( 0)
Rbscess(es) 0 0 0 1 0 0 0 0

single 0 0 0 1 0 0 0 0
AlopeCia 0 1 0 0 0 0 0 0

fllClll 0 1 0 0 0 0 0 0

&lua ( 0) ( 0) ( 1)( 1> 0) ( 8) I) ( 0)
Congestion 0 0 0 0 8 8 1 8
lncreued size 8 8 0 1 0 0 0 0
/lass/nodule 0 0 1 0 0 0 0 0

Ihm 0)( 0) ( 0)( 1> ( 0) ( 1> 0) ( 0)
Rbscess(es) 0 0 0 0 0 I 0 0

single 8 D 0 0 0 I 0 0
CvsHs) 0 0 0 1 0 0 0 0

single 0 0 0 1 0 0 0 0
II!mIl 0) ( I) ( 0)( 1) 0) ( 1> 0) ( 1>

Oist iii th flui6-ROrlIIl cvelic chlnge 0 1 0 1 0 1 0 1
Ini.ningJiuyn ( 0) ( 3) ( 2)( 2) 1) ( 2) 2)( 2)

U1thin IlOI'III1 11111ts 0 3 2 Z 1 2 2 Z

hUes:
6r~ S
&roup 6
WOlf 7
&roup 8

All llOdifiers areprinted.

() • Iota! findings



fABLE xu; (conc ' d) - ;:J"
Incidence of IlecrllllS¥ findings for All Study lln1Mls

Dau Corning Corporation
R28-l1ay Dral &auage Studv of lGIIllolecular Ue1ght Silicone Olipers In lats

Project 1Iwlller: 1018-13 Species: Ret
Thi. r!jlllri un Printed on 07-13-1989;

.IiaIIY
OiiI9\G'111

IlIldifler

'Rll Hsg.
..Uithin ilonlIl 11111is

~
Dilated

pelvis, unilateral
rocusU>- pale

single, uoUatel'l1
~.

Congestion .
$kln/SubcuUs

Rlopecia
IIlJltifacal

limn
, Dist with fluid-ftl qlCUc chenge

RClljIin1ng 'JiIIlICS

Uithin IIlIrM1 lillits

TitlK:
6rlql 9
&roup 10 Contro)(S4!5iIIe)
6rIUP 11 03

All IlOdifiers arepnnted.

&roup 9 liraup 10 &roup' 1r
............ --_..._.... - ..._...
n f. .n r n

( 5) ( 3) -( 6) (6) $) ( 3)

'5 3 6. 6 5'.3
( 1> f '0) ( 0) ( 0) ( 0) ( . Z>
IOU . 0 0' 1 •
1 0 0 0 0 1
000.00·1
8 0 0 0 0 i

( D) ( Z) ( 0) ( 0) ( I) ( 0)
o Z O' 0 1 0

(0)(1) (0)< 0)(0)(0)

o 1 0 0 0 0
o 1 0 O' 0 a

( 0) ( 1> ( 0) ( ·O~ ( 0) ( Z)
o 1 0 0 0 Z

( 1> ( 3) ( 0) ( II) ( n ( 3)
1 3 0 0 1 3

() • Total Findings



APPENDIX I

28-DAY SUBCHRONIC ORAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LOM I'tOLECULAR HEIGtlT SILIaH: OLIGOttERS.

INDIVIDUAL BODY HEIGttT DATA.
HALE RATS.

DOSE ANIItAL DAYl
1500M IUeER

GlKG

DAVe DAY15 DAY22 DAY28

===========================~==s~.".acc.============C&===
CONTROL 4201 262. 2'95. 321. 350. 368.

-4202 269. " .,32'7~ 3J1. 411. 434.
4203 270:, 31.1. 335. 360. 375.
4204 284. 346. 377. 423. 457.
4205 289. 355. 406. 446. 468.
4206 287. 345.' 385. 428. 453.

tEAN 277. 330. 366. 403. 426.
Sf.DEV. 11. 23. 32. n. 44.

N= 6 6 6 6 (,

_====••===za.:===_============================-===:e==z===

"" 4213 268. 321. 361. 395. 413.
4214 270. 334. 379. 419. 447.
4215 2n. 318. 349. 377. 393.
4216 2n. 330. 376. 415. 435.
4217 287. 341. 393. 440. 46(,. ~
4218 292. 343. 379. 405. 426. ,
tEAN 279. 331. 373. 409. 430.
Sf.DEV. 9. 10. 15. 22. 26.

Nz (, (, (, (, (,

=======================================.==================



APPENDIX I (CONT.)

28-DAY SlBCHRONIC ORAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LOH ttOlECULAR HEIGHT SILICONE OLIGCll1ERS.

INDIVIDUAL BODY HEIGHT DATA.
HALE RATS.

DOSE ANIHAL DAYl
150011 rueER

GAG

DAY8 DAYlS DAV22 DAY28

===========================~_=='K=oc=a===.============= ===

422S 269. 292. ;520. 348. 372.
4226 267. 306. 339~ 36O. 380.
4227 278. 340. 389. ''33. 456.
4228 276. 341. ,586. 427. 431.
4229 286. 352. 406. 455. 489.
4230 289. 359. 3~. 435. 419.

MEAN 278. 332. 371. 410. 4Z5.
ST.DEV. 9. 27. 36. 44. 4S.

N= (, 6 (, (, (,

==============================:===========================

4237 264. 330. 370. 407. 435.
4238 273. 321. 3SD. 386. 411.
4239 277. 330. 372. 411. 441.
42ltO 281. 340. 392. ItttO • 465.

~4241 283. 319. 344. 358. 380.
4242 291. 367. 417. 456. 486.

HEAN 278. 33S. 374. 410. 436.
Sf.DEV. 9. 18. 27. 36. 38.

N= (, 6 6 (, (,

==============================================~=====a=:c==



APPENDIX I (CONT.)

28-DAY SUBCHRONIC ORAL GAVAGIf FEASIBILITY SnJOY
NITH VARIOUS LON ttOLECULAR HEIGHT SILICONE OLIGCttERS.

INDIYIDUAL BODY HEIGHT DATA.
HALE RATS.

OOSE ANIHAL DAYl
1500" NUtt8ER

GJ'KG

DAY8 DAY15 DAY22 DAY28

============================_=====c==••zaa================

4249 272. ~. ....... ••••••• *******
4333 266. 308. 322. 355. 378.
4251 278. 308. 357. 'it02. 428.
4252 282. 326. 566. 412. 434.
4253 288. 333. 371. 3,88. 402.
4254 284. 350. 3'1. 426. 1ttt6.

"EAN 278. 322. 359. 397. 418.
Sf. DEY. 8. 17. 23. 27. 27.

N: (, 6 5 5 5
===================================================:c===:=

4261 265. 312. 353. 385. 1tD7.
4262 271. 318. 346. 385. 408.
4263 273. 338. 383. 426. 457. ~4264 284. 344. 389. 425. 442. ,
4265 287. 334. 370. 1tD7. ItttO.
4266 282. 330. 365. 372. 1tD7.

"EAN 277. 329. 368. ItDO. 427.
Sf.DEY. 9. 12. 17. 23. 22.

N" 6 6 6 (, (,

====================================================c=====
******* INDICATES DEAD ANIMALS OR ttISSING YALUES



APPENDIX I (CONI. )

28-DAY SUM:HRONIC ORAL QAYAGE FEASI8ILITY STUDY
HITH VARIOUS LON I10LECULAR HEIGHT SILICCNE OLJGCf1ERS.

INDIVIDUAL BOOV HEIGHT DATA.
ttALE RATS.

DOSE ANIttAL DAYl
l50lltt tueER

G/KG

DAY8 DAYl5 DAY22 DAYl8

==:==:======================~==~~==c====~============== ===

4273 257. 2"'. JZ9. 356. 366.
4274 269. 306. '32~: 3113. 364.
4275 273. 329. 371. 1\06. 426.
4276 283. 347.," .!"n. '435. 452.
4277 286. 364. 410. ~. 1t88.
4278 290. 342. ~. 421. 456.

"EAN 276. 331. 369. 403. 425.
ST.DEV. 12. 26. 35. 45. 51.

N= 6 6 6 6 6
==============================acc:z:c:==============&:=s=:

4285 269. 308. 334. 360. 373. ,
4286 271. 307. 338. 364. 389.

~4287 277. 326. 369. 410. 437.
4288 283. 332. 375. 396. 422. ,
4289 287. 340. 392. 435. 467.
4290 281. 298. 323. 3It4. 359.

"EAN 278. 319. 355. 385. 1t08.
ST.DEV. 7. 17. 27. 35. 41.

N= 6 6 6 6 6
================:==========:================:=============



APPENDIX I (CONT. )

!8-DAY SUBCHRClNIC ORAL GAVAGE FEASIBILITY STUDY
HITlI VARIOUS LOH t«JLECUUR HEIGHT SILICONE OlIGOtIERS.

INDIVIDUAL BODY HEIGHT DATA.
MALE RATS.

DOSE ANIMAL DAYl
1.SOOf"I rueER

G/KG

DAY8 DAY15 DAY22 DAY28

===========================~=~~===c=====================

4297 265. 302. !tt3. 377. 390.
4298 278. 272. 246•• 306. 333.
4299 273. 298. ~9. JIt8. 368.
4300 283. 315. 346. 372. 384.
4301 288. 337. 378. ttl3. 433.
4302 289. 316. 347. 371. 386.

MEAN 279. 307. 331. 366. 382.
Sf.DEV. 9. 22. 45. 36. 33.

N= 6 6 6 6 6
==========================================================

• INDICATES STATISTICAL OUTLIERS HHICH ARE I«JT EXCLUDED FROH CALCULATIONS ,

~,



APPENDIX II

28-DAY SL8CItRONIC ORAL &AVAGE FEASIBILITY STUDY
HITH VARIOUS LON I1DlECULAR MEIGtfT SILICONE OLlGOttERS.

INDIVIDUAL BODY HEIGtfT DATA.
HALE RATS.

DOSE ANIHAL DAYl
1.SOOI1 tueER

GlKG

DAye DAVIS DAnl DAY28

396.
4S1.
419.
396.
438.
4n.

367.
424.
393.
379.
417.
4SD.

st...
S?3.
S5~.
351.
a2.
40).

270.
278.
279.
281.
Z83.
296.

4309
4310
4311
43lt
4313
4311t

===========================.==~~..==a:=:=====:=========
3M".
Ml.
319.
319.
~.

356.

COfTROL

tEAN
ST.DEV.

N=

282.
9.

6

330.
19.

6

.S.
2."•

6

405.
11.

6

4Z9.
19.

6
================================================.====:c~••

D3 4321 272.. 300. 318. 3ft2. 364.
4322 2.72. 303. 331. 359. sn.
4323 2.73. 2.82. 2.99. 32.5. 3ft7.
4324 282. 330. 365. 397. 42.2.. ..,y.
432.5 285. 329. 358. 386. 402.
4326 2.87. 339. 372. 398. "'2.5. ~

tEAN 2.79. 31.... 341. 368. 389.
ST.DEV. 7. ZZ. 29. 31. 32.

N= 6 6 6 6 6
=a==.Sc.c.a••~a===K===========••D=========D===============



APPENDIX III

28-DAV SUSCHRONIC ORAl SAYAGE FEASIBILITY STUDY
HITH VARIOUS lON MOLECULAR NEIGHT SILICCINE OLIGOHERS.

INDIVIDUAL BODY NEIGHT DATA.
FEHAlE RATS.

DOSE ANIMAL DAYl
lSOOH tuBER

GlKG

DAV8 DAYlS DAY22 DAn8

=======~.Z=&C.=.C=========E.&.-=*C~~==S==================

cotmD.. 4207 219. 212. ~2. 250. 254.
4208 226. 'tIJ. •• 265. 271.
4209 223. 241. tilt. 262. 262.
4210 234. 21tS. SI. 263. 279.
4211 238. 21t6. 260. 2n. 283.
4212 235. 244. 252. 2(03. 266.

lEAN 229. MI. $. 263. 269.
ST.DEY. 8. 6. 6'. 9. 11.

NI: 6 6 6 6 6
=====~===========================.========c===============

PIt 4219 213. 216. 221. U8. 228.
4220 214. 2U. 224. 222.
4221 218. 232. 229. MS. 243.
4222 232. 233. 240. 251. 258. ~s;..
4223 234. 234. 239. 243. 247.
4Z24 240. 258. 273. 279. 28Z.

lEAN 225. 233. 238. MS. 252.
ST.DEY. 12. 14. 19. 20. ZO.

N" 6 6 ,. ,. 5
============================================c=••a~a=====.=- DIIICATES DEAD ANIMALS OR HISSING VAlUES



APPENDIX III (CONT.)

2S-DAV SLeCHRCINIC ORAL GAVAGE FEASIBILITY ST\JOY
NITH VARIOUS LON MOLECULAR HEIGHT SILICONE OLIGONERS.

INDIVIDUAL 8DOV HEIGHT DATA.
FEMALE RATS.

DOSE ANItuL DAYl
15ODf'I NlJteER

GIllS

DAVS DAVlS DAY22 DAV28

============:=:==========z=_==~ ••a"•••=&================

4231 210. Z30. 2~. 251. 255.
1t232 217. m. 25ft. '2ltlt • 252.
4233 226. Z35. 09. 250. 262.
1t23lt 220. uo: 232. Zft2. Z35.
1t235 232. ZItZ. 2lt7. 255. 263.
4236 235. 257. 86. 275. 2.1.

NEAM 223. 238. 2ltlt • 253. 260.
ST.DEY. 9. 11. 12. 12. 18.

N: 6 6 6 6 6

======================================================D===
\

4Z43 222. 2t7. 230. 241. 245. ~,
4244 224. 223. 22•• 230. 235.
4245 219. 22'+. 225. 229. 242.
4246 230. 236. 257. 26'+. 265.
4247 235. 247. 258. 269. 275.
4248 240. 263. 276. 278. 286.

NEAM 228. 237. 246. 252. 258.
ST.DEY. e. 16. 21. 21. 20.

N= 6 6 6 6 6
================.====za.a.=~c============~•••C============



T

APPENDIX III (CON!.)

28-DAY SLBCHRClNIC ORAL GAYASE. FEASI8IUTY S1lJDY
HITH YAR:IOUS LON HDLECULAR HEIGilT SIUCONE OLIGCttERS.

INDIVIDUAL BODY HEIGHT DATA.
FEItALE RATS.

DOSE ANIItAL DAYl
UOot'l NftIER

G/KG

DAY8 DAYl5 DAY22 DAY28

==c.==••===.============as=••=~==.=c================== ==

4255 215. 222. 230. 228. 2ft1t.
4256 218. 226. 22? 230. 236.
4257 228. 237. 248. 262. 270.
4258 230. 236. 230. 238. 245.
4259 239. 240. 234. 253. 156.
4260 240. 245. 257. 266. 2107.

MEAN 228. 234. 238. 246. 253.
ST. DEY. 10. 9. 12. 16. 14.

N= 6 6 (0 (0 6
====================================================c=====

4267 215. 217. 214. 224. 227.
\

4268 222. 218. 2U. 230. 227.
~4269 235. 237. 263. 271. 278.

4270 231. 23S. 236. 249. 25ft.
42n 230. 233. 238. 247. 251.
4272 239. 259. 283. 299. 303.

MEAN 229. 233. 243. 253. 257.
ST .DEY. 9. 1S. 26. 28. 30.

M: 6 6 (0 6 (0

===••~=.=====.==.=•••=••••&•••==~•••••=••===.=============



APPENDIX III (CONT.)

28-DAY SUIlCHRONIC ORAL GAVAGE FEASI8IUTY SlmY
NITH VARIOUS LOM tlDLECULAR HEIGHT SILICCINE OLIGOHERS.

INDIVIDUAL 80DY HEI6IfT DATA.
FEHALE RATS.

DOSE ANIHAL DAYl
1500tl NUteER

&/KG

DAY8 DAYlS DAY22 DAY28

=============CE=5E&.Z===CC....&8C.~•••c====c~a~===========

4279 £14. 227. t~. 262. 251.
4280 £17. 231. ZM. -237. 240.
4335 Z"9. 270. 286. 295. 292.
4282 236. 243. '2%. 251. 270.
4283 Z38. 258. 270. 283. 284.
4338 2ltl. 264. 2:74. 285'. 292.

MEAN 233. 2...9. 252. 269. 272.
ST.DEV. 14. 18. 29. 22. 22.

H= 6 6 6 6 6
==========================================================

I

4291 215. 220. 2U. 223. 230. ~
4292 218. 230. 242. 249. 263.
4293 236. 218. 250. 253. 261.
4294 228. 250. 265. 273. 277.
4%95 238. 253. 272. 291. 289.
4296 237. 251. 267. 273. 277.

MEAN 229. 237. 253. 260. 266.
Sf.DEv. 10. 16. 19. 2.... 20.

N: 6 6 6 6 6
===C===============D=••~==.Z=.=C========••••==•••=.=C====



r

APPENDIX III (CONT.)

28-DAY SUBCHRONIC ORAL GAVAGE FEASIBILITY ST\I)\'
MITH VARIOUS LClN HDLECULAR IEIGHT SILICONE OLIGOI1ERS.

INDIVIDUAL BOD\' IEIGtfT DATA.
FENALE RATS.

DOSE AMINAL DAn
1SOott NUteER

GlKG

DAYS DAY15 DAVZ2 DAVZS

=========••••=====E========:c==-==~==CZ&=================

4303 ers. l!M.. 220. 228. 233.
4301t 226. l!35. 23a. 252. 2SIt.
4334 221. ZZit. 2n. Z41. 250.
4306 231. 227. -258. 231. 247.
1t307 tU. ....... .....,. ....... .......
4308 242. 261. 272. 278. 292.

ItEAN 227. t34. ZItO. 2". 255.
ST.DEY. 9. 16. 19. to. 2Z.

N: 6 5 5 5 5
=======================================================-==-- INDICATES DEAD AMIJtALS OR ttISSING VALUES

,

~
\



APPENDIX IV

28-DAY Sl8CHRONIC ORAL GAVAGE FEASI8ILITY Sl\IlY
MITH VARIOUS LON HDLECULAR HEIGHT SILICONE OLIG01ERS.

DDIVIDUAL BODY HEIGHT DATA.
FEMALE RATS.

DOSE ANIMAL DAYl
1500 IUtBER

HG/K

DAY8 DAY15 DAVZZ DAY28

============================-==a===cc=====================
CONTROL 4315 221. 216. 230. 238. 2Slt.

4n6 223. ,.232-; 2tfS. 238. 253.
4336 20•• 2'a. n6. 212. 228.
4318 226. 239. ~. 257. 260.
4n. 232. 242. 237. tlt8. 250.
4337 245. 270., 2'72. 279. Z8S.

f'EAN 226. 237. ~2. 245. 255.
Sf.DEY. lZ. 19. 16_ 22. 18.

M:: 6 6 6 6- 6
=========z===••:.=•••••c======.=c=====.=======-====-======

03 4327 212. 211. 226. 221. 216.
4328 222. 223. 233. 2ltl. 238.
432. 226. 23lt. 235. 2lt6. Zlt7.
4330 230. 236. ZitS. 2lt6. Zlt1. ~4331 237. 262. 269. 279. 287.
4332 229. 2lt6. 2lt6. 252. 250.

f'EAN 226. 235. Zlt2. 2lt8. Zlt7.
Sf.DEY. 8. 18. 15. 19. 23.

M:: 6 6 6 6 6
==========••====;c•••=====================================



APPENDIX V

28-0AY SU'CHRONIC ORAL GAVAGE FEASIBILITY Sl\JOY
HITH VARIOUS LCH I10LECUlAR HEIGHT SILICOt£ OLIGClHERS.
INDIVIDUAL HEAN FOOD CONSUtFrION DATA: DAILY BASIS.

HALE RATS.

DOSE ANIMAL DAYSl-7 058-15 DS16-22 OS23-28
150011 I'U18ER
G/KG

==================:======::=:e~=:.=E==:.========:=
CONTROL 4201 24.3, '26.0 25.7 24.5

4202 n.el 32.0· 33.7 3Z.3
4203 2S~6 26.6 2.6.6 26.7
4204 35.3 32.9 31.9 37.0
4205 35.0 36.4 36.3 36.3
4206 33.6 34.1 36.9 36.7

HEAN 30.8 31.3 31.9 32.3
ST.DEV. 4.8 .... 2 4.8 5.5

N= 6 6 6 6
==c=====================~========a==•••======-=••=

It1 4213 28.3 29.4 29.6 29.5
4214 32.9 32.4 32.7 34.3
4215 31.0 31.3 30.6 30.0
4216 30.6 33.3 34.7 33.7
4217 31.9 34.4 36.0 35.3
4218 30.1 29.3 30.1 32.3

HEAN 30.8 31.7 32.3 32.5
ST.OEv. 1.6 2.1 2.6 2.4

N= 6 6 6 6
======.c=cz.====================c===a•••••==.==•••

&
I



APPENDIX V (CONT.)

28-DAY SlBCHRCNIC ORAL GAYAGE FEASIBILITY S1\JDY
laTH YARIOUS LOM MOLECULAR HEIGHT SILICONE DLIGCt£RS.
INDIVIDUAL HEAN FOOO CONSlM'TION DATA: DAILY BASIS.

ttALE RATS.

DOSE ANIttAL DAYSI-7 DS8-15 0$16-22 DS23-28
1.50011 IUtBER

GlKG

=Z.£~~=C===================.==QCE==.====E=========

42ZS 27.4 26.7 28.9 30.5
4ZZ6 28.9 28.6 30'.4 30.7
4227 31.4 33.3 Jit.7 35.3
1t228 33.6 35.5 35.7 3lt.t
1t229 33.4 35.4 36;1t 36.8
1t230 33.9 Sl.4 34.4 20.0

HEAN 31.4 32.1 33.4 31.3
ST. DEY. 2.7 3.6 3.0 6.1

N= 6 6 6 6
=============::===================================

4237 29.1 29.7 29.1 29.7
4238 27.1 26.6 28.'. 39.3
4239 29.3 Z9.9 31.9 3It.7
1t24O 29.1 36.9 39.1 36.5
ItZItI 28.3 29.0 29.3 31.0
ItZlt2 37. on 38.4 36.7 3lt.5

MEAN 30.1 31.8 3Z.4 3It.3
ST.DEY. 3.8 4.7 1t.5 3.5

N= 6 6 6 "==================================================
.

• INDICATES STATISTICAL ClUTUERS NtICH ARE NOT E)CCLUDED FRClH CALCULATIONS

8.



APPENDIX V (CONT.)

28-DAY SUBCHRDNIC ORAL raYAGE FEASIBILITY STUDY
"UK VARIOUS LCJt ttDLECULAR MEISHT SILICONE OLIGClItERS.
IteIYIDUAL MEAN FOClO CClItSlN»nON DATA: DAILY BASIS.

ttALE RATS.

DOSE ANIttAL DAYSl-7 058-15 DS16-22 0523-28
lSOOt1 tutBER

GlKG

===========================c==-=-==-=====c========

4249 25.9 ••••••• ••••••• •••••••
...333 35.3 24.0 38.0 29.7
4251 29.4 31.3. 53.1 35.0
4252 33.1 33.6 35.0 35.0
4253 29.4 32.1 30.6 29.7-
4254 34.1 36.3 38.3 37.8

MEAN n.2 31.5 33.4 33.4
ST. DEY. 3.6 4.6 3.4 3.6

N= 6 5 5 5
==================================================

4261 29.4 31.3 30.3 30.7
4262 30.0 28.9 29.7 32.8
4263 31.0 32.6 34.6 3•• 0
it264 32.7 34.7 3it.0 35.7
it2'S 33.0 32.1 33.9 36.0
4266 29.9 30.6 29.3 31.3

MEAN 31.0 31.7 32.0 33.8
ST.DEV. 1.5 2.0 2 .... 2.5

N= 6 6 6 6
=============================================•••~=- ItI)ICATES DEAD ANIttALS OR HISSING YALUES

e
t



APPENDIX V (CONT.)

28-DAY SlISCHRONIC ORAL GAVAGE FEASIBILITY STUDY
HUH VARIOUS LON ItDLECULAR IEIGHT SILICONE OLIGOttERS.
INDIVIDUAL MEAN fOOD~ON DATA: DAILY BASIS.

MALE RATS.

DOSE ANIMAL DAYSl-7 DS8-15 0$16-22 DS23-28
l5Oot'I tuBER

G/KG

===S.=.E.Z.=••••=•••cE••a=~.== a•••~======

4273 26.0 27.~ 28.9 26.3
4274 26.7 25.6 27..6 26.5
4275 31.1 35.1 A6.3 35.7
4276 34.0 36.0 .34.4 33.-0
4277 37.9 37.3 39~0 39.8 -
4278 32.4 33.6 35.4 38.8

MEAN 31 .... 32.5 33.6 33....
ST.DEV. ....5 ....8 ....... 5.9

N= 6 6 6 6
==================================================

4285 29.1 29.6 28.7 28.7
1tZ86 29.1 28.1 28.6 30.8
4287 30.3 31.4 31.7 32.7
4288 32.9 33.7 32.6 33.0
4289 31.9 - 37.3 39.8
4290 U.3 27.7 29.1 30.2

MEAN 30.3 30.1 31.3 32.5
ST.DEV. 1.8 2.5 3.4 3.9

N= (, 5 (, (,

====================:.a.s.....=••===............==- INDICATES DEAD ANIMALS mt ttISSING VALUES

.s;:.
..r,



APPENDIX V (CONT.)

za-DAY SlBCHRONIC ORAL GAVAGIE. FEASIBILITY S1\JDY
NITH VARIOUS loti HOlECUlAR tEIlilHT SILICC»E OLIGOtERS.
INDIVIDUAL tEAM FOOD c:oNSlIHPTl:ClN DATA: DAILY BASIS.

HALE RATS.

DOSE ANIHAl DAYSl-7 DS8-lS 0516-22 DSZ3-28
l.5OOM tueER

6/KG

==============================czc==s==============

4297 26.0· 30.7 30.' 31.7
4298 ZS.3 16•• 2".3 27.5
4299 23.4 27.3 25.7· 27.0
4300 28.6 30.0 30.0 29.1
4301 29.6 30.3 29.3 28.2
4302 26.1 26.6 26.1 25.8

tEAM 26.5 26.8 za.1 28.3
ST.DEV. 2.3 5.6 2.3 2.1

N= 6 6 6 6
=========:========================================

• IfCICATES STATIsnCAl OUTLIERS NHICH ARE fC)T E>CCI.UDEO FAOtt CALCULATIONS ~



APPENDIX VI

28-DAY St.8CHRClNIC ORAL GAYAGE FEASIBILITY STUDY
HITH YARIOUS LON HOLECULAR IEIGHT SILICONE OLIGOtIERS.

INDIVIDUAL FOOD CONSU'PTION DATA: DAILY BASIS.
l1ALE RATS.

DOSE ANIl1AL DAYSl-7 058-15 DS16-22 0523-28
1500H N.l'8ER

G/KG

==C===========C=======••••_S&~.&=s==;~==&.&.K==:=
CONTROL 430' 28.0 ~6.D 3,0.3 30.8

4310 34 •• .3~·.0 'S4~1 33.8
4311 29:5 27.S 2'.4 30.7
4312 27.4 28.1 a.3 28.0
4313 35.0 34 •• 33.3 32.2
4314 35.7 37,',. 3$.3 36'.2

/'lEAN 31.6 31.0 S2.3 32:0
ST.OEV. 3.8 4.6 3'.7 2.8

Nz 6 6 6 6
================8&&&••======:_========••ca==_=•••:

D3 4321 23.0 22.9 26.4 25.0
4322 25.0 25.3 24.9 23.7
4323 22.' 20.4 20.7 23.8
43t4 30.4 29.4 2:9.4 28.7
4325 29.3 27.0 27.3 27.8
4326 29.3 29.0 27.6 29.0

MEAN 26.7 25.7 26.1 26.3
ST.DEY. 3.4 3.5 3.0 2.4

N= 6 6 6 6==.c•••••===.:ECC.==•••••••==•••••••=••===•••••=.=

..s::
J'

\
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APPENDIX VII

28-DAY SWCHRClHIC ORAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LON HOLECULAR HEIGHT SILICONE OLIGOHERS.

INDIVIDUAL FOOD CONSlt'Pn~ DATA: DAILV BASIS.
FEMALE RATS.

DOSE ANIMAL DAYSl-7 058-15 0$16-22 0523-28
ISOOK NUHBER

G/KG

==Z=============E========_==-*==-==-a=============
CONTROL 4207 20.1 21.9 21.4 19.7

4208 21.'" lit.' 21t.3 23.8
4209 20.7 22.6 21:.6 21.2
1t210 21.3 22.0 23.7 24.3
4211 21.3 23.5 24.0 22.3
4212 20.3 22.0 22.0 23.2

"ElN 20.9 22.8 22.8 22.1t
ST.DEV. 0.6 1.2 1.3 1.7

N= 6 6 6 6=.=.==C==========.=Z==••••S••K~=ZZ=S.==.&=a==•••••

~ 421'1 17.'1 19.3 19.3 19.8
4220 19.4 18.4 17.3_
4221 18.9 19.3 20.6 18.0
4222 19.0 21.4 21.6 22.0
4223 1'1.0 1'1.9 18.7 18.5
4224 22.'" 24.1 21t.3 25.7

MEAN 1'1.4 20.1t 20.3 20.8
ST.DEV. 1.5 2.1 2.5 3.1

N= 6 6 6 5======••••••==••C&&=~K&••••••=•••••c ••••a ••a •••••5

• INDICATES STATISTICAL OUTUERS HHICH ARE NOT EXCLUDED FROH CALCULATIONS
--- INDICATES DEAD AliIHALS OR HISSING VALlES

~,.



APPENDIX VII (CONT.)

28-DAY SlBCHRONIC ORAL 9AYAGIE. FEASIBILITY STUDY
Hrnt VARIOUS LON HOLECULAR HEI9HT SILICOtE OLIGOHERS.

ZNDIYIIlUAL FOOD CONSUW"TICIN DATA: DAILY BASIS.
FEMALE RATS.

DOSE ANIMAL DAYSI-7 DS8-15 0$16-22 0$23-28
1500tt IUBER

GlKG

==========cacc=~===========...~a:=:C=============

4231 19.9 %1.' .tl.6 .21.2
423Z 21.1 23.0 ' 22-.6 21.8
4233 16.9 18.4. 20.0- 19.5
423ft 19.6 20.6 -19.3 18.8
4235 21.3 23.9 24.1 24.3
4236 23.6 25.1 25.0 23.8

tEAN 20.4 22.2 22.1 21.6
ST.OEY. 2.2 2.4 2.2 2.2

N= 6 6 6 6
==========:=======================================

4243 19.1 21.6 21.3 20.5
4244 17.7 19.1 19.7 1'.2
4245 17.9 20.3 19.1 19.8
4246 19.6 23.6 23.0 22.7
4247 20.7 23.3 23.6 Zl.S
4248 24.3 25.9 25.4 26.0

tEAN 1'.9 22.3 22.0 21.7
ST.DEY. 2.4 2.5 2.4 2.5

N= 6 6 6 6
===========••S•••EZC=C~=S••••••~=Z.==.C==.========

~



APPENDIX VII (CONT. )

28-DAY SUBCHRClNIC ORAL SAYAl1E. FEASIBILITY STUDY
HUH YARIOUS LOH HDLECULAR HEIGHT SILICONE OlIGCltERS.

It.lJIYIDUAL FOOD CONSU'PTION DATA: DAILY BASIS.
FEMALE RAlS.

DOSE ANIHAL DAYS1-7 058-15 DS16-22 0523-28
lSOott NLIIIER

6/KG

==.==.=c====••=c===z===c•••-==~=c.=••C&=~=:=:====

1t255 20.1 22.1 ,t1.7 21t.0
1tZS6 20.6 20.3 20.ft 20.8
ItZS7 19.6 23.1 22.7 23.2
1t258 20.ft U.3 20.9 20.3
4259 20.4 17.3 23.7 19.0
4260 21.0 2ft.7 2t.9 21.5

I'IEAH 20.4 21.6 22.1 21.5
ST.DEY. 0.5 2.6 1.3 1.9

N= 6 6 6 6
==================c======:========================

1t267 16.4 17.6 18.6 17.7
4268 18.7 17.6 18.9 19.2
4269 15.9 22.7 22.3 22.3
4270 20.1 20.6 22.4 21.2
4271 21.ft 22.6 23.0 2ft. 2
4272 ZS.O 27.0 27.0 29.0

I'IEAH 19.6 21.ft 22.0 22.3
Sf.DEY. 3.ft 3.6 3.1 1t.0

N= 6 6 6 6
=============s•••••••cc==••••••••••••=============

I

~



APPENDIX VII (CONT.)

28-DlY SWCHRIlNIC ORAL BAVASIE. FEASIBILITY SlUDY
MrTH VARIOUS LON ttDLECULlR NEIGHT SILIalNE OLIGOIIERS.

INDIVIDUAL FOOD aHUtPTIDN DATA: DAILY BASIS.
FEttALE RATS.

DQSE ANIttAl DAYSI-7 058-15 0516-22 0523-28
1!iOOtt NUteER

GlKG

===========================-==7*=-==-=============

4Z79 19.9 18.9 . Zit.6 22.3
4280 19.6 19.3 21~1 19.7
4335 22.5 26.1 lIt.6 24.5
4282 Z1.6 22.7' 24.-1 25.5
4283 23.0 25.4 25.6 U.3
4338 23.8 Z7.0 25.9 25.3

ItEAN 21.7 23.2 24.3 24.1
S1.DEV. 1.7 3.5 1.7 2.7

N= 6 6 6 6
======================================c===========

4291 19.0 18.3 17.7 19.3
4292 19.9 23.1 ZO.9 23.3
4293 17.6 24.1 22.4 22.5
4294 20.7 24.0 24.3 23.8
4295 24.4 27.4 26.6 25.3
42,. 21.4 23.3 22.7 21.8

MEAN ZO.5 23.4 22.4 22.7
51.DEV. 2.3 2.9 3.0 2.0

N= 6 (0 (0 (0

•••==z=======================ZKCCC••••••••••••====

\

~



APPENDIX VII (CONT.)

28-DAY SUBCIRlNIC ORAL GAVABE FEASIBILITY S1\JDY
NITH VARIOUS LIlH HDLECUlAR HEIGHT SILICONE OLI6CHERS.

INDIVIDUAL FOOD CONSlH"TXDN DATA: DAILY BASIS.
FEHALE RATS.

DOSE ANIttAL DAYSI-7 DS8-lS 0$16-22 DS23-28
150011 IUtBER

GlKG

============================*.....==.=============

4303 17.4 18.1 18.9 20.2
4304 17.7 21.4 22.1 21.7
4334 17.2 21.3 23.0 23.8
4306 18.4 23.4 ZO.3 25.7
4308 20.1 Zit. 1 23.6 25.0

MEAN 18.2 21.7 21.6 23.3
ST.DEV. 1.2 2.3 1.9 2.3

No: 5 S 5 5
=========================~K••••=••=Z==Z.E.========

,
~

I



APPENDIX VIII

28-DAY SWCHRONIC DRAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LCIH ttOLECULAR HEIGHT SILIcaNE OLIGC»ERS.

INDIVIDUAL FOOD aHUWlnCIN DATA: DAILY BASIS.
FEHALE RATS.

DOSE ANIHAL DAYSl-7 DS8-15 DS16-22 0523-28
15001'1 tutBER

GlKG

========z===:==.z.z=a••===~==•••=5S=&=ZC.========8
CONTROL 4315 20.3 I3J) 12.6 23.3

4316 20-,t) 24.4 23.4 23.0
4336 18.3 18.7 U.3 18.8
4318 20.0 21.4 21.4 20.3
4319 21.3 ZZ.O 23.3 21.3
4338 26.5 25.3 25.0 n.r
HEAM 21.2 22.5 22.0 21.7
Sf.DEV. 2.8 2.3 3.0 1.9

N= 6 6 6 (,

=================~=.ac•••====.===R=======••===&==C ,
03 4327 13.3 19.4 17.9 19.8 ~

4328 16.6 20.4 17.9 16.5 \

4329 17.6 19.1 19.9 17.5
4330 14.9 19.9 19.6 18.5
4331 22.1 24.441 22.7 23.5
4332 20.1 20.6 18.9 18.8

iteAM 17.4 20.6 19.5 19.1
Sf.DEV. 3.3 1.9 1.8 2.4

No: 6 6 6 (,

=c============••••••c~••••_==:===========c====.===

• INDICATES STATISTICAL OUTLIERS HHICH ARE NOT ElCCWOEO FROH CALCULATIONS



APPENDIX IX

28-DAY SWCHRONIC ORAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LON ttOLECULAR MEI8IIT SILICONE OLIIiOtERS.

IN1IYIDUAL AIISOLure AND RELATIVE 0R6N'l MEI8IIT DATA.
MALE RATS.

DOSE ANIMAL BODY BRAIN HEART LIVER SPLEEN TESTES KIDNEYS
lSOOtt NUteER MEI6HT MEIGHT MEIGHT MEIGIIT MEIGHT MEISHT MEIGIIT

GJltG (GlWtSI ( &RAllIS) (IVI00) l GIWtS) (IVIOD) l GIWtS) lIVl00) (GIWtS) (lVlOO) (GIWtS I (IVI00) (GfWtS) (IV100)
==================&==========.===*======z==================:===:==:===:==:======:==:=:::=============:====:=======:::==:==
COfTROL 4201 333.3 ,'l.,n 0.52 1.04 0.31 9.8 2.9 0.572 0.172 2.77 0.83 2.41 0.72

420£ 391.5 Las 0."7 1.71 0.1t4 13.3 3.4 0.903 0.231 3.39 0.87 3.31 0.85
4203 347.3 '1.90 o.g l.n 0.38 9.1 2.6 0.721 0.£08 2.99 0.86 2.79 0.80
4204 411.9 2.15 0.52 1.it2 0.34 12.3 3.0 0.691 0.168 3.30 0.80 3.67 0.89
4205 4n.9 2.07 0.48 1.28 0.30 12.7 2.9 0.69£ 0.160 3.04 0.70 3.26 0.75
4206 410.0 Z.OS 0.51 1.35 0.33 12.5 3.0 0.752 0.183 3.58 0.87 3.18 0.78

tEAN 387.8 1.96 0.51 1.55 0.35 11.6 3.0 0.722 0.187 3.18 0.82 3.10 0.80
ST.DEV. 39.3 0.16 0.03 0.22 0.05 1.7 0.2 0.108 0.027 0.30 0.06 0.1t4 0.06

N= 6 6 6 6 6 6 6 6 6 6 6 6 6
=a.=••=•••••=a•••••=C&~=••=•••c.&•••=.z==•••=•••=.c=======:c======================================================::•••••:

..-t 4213 377.8 1.93 0.51 1.25 0.33 13.a 3.7 0.736 0.195 3.32 0.88 3.10 0.82
421". 399.8 2.04 0.51 1.3ft O.3ft 15.8 4.0 O.MoIt 0.211 3.83 0.96 3.86 0.97
4215 349.9 2.05 0.59 1.21 0.35 11.6 3.3 0.705 0.201 3.37 0.96 3. 7ft 1.07
4216 397.6 1.95 0.49 1.39 0.35 14.3 3.6 0.765 0.192 3.69 0.93 3.80 0.96

~4217 420.3 2.02 0.48 1.48 0.35 17.3 4.1 0.931 0.222 3.1t4 0.82 4.00 0.95
"t218 387."t 2.05 0.53 1.26 0.33 13.0 3."t 0.667 0.172 3.1t4 0.89 3.63 o.~

tEAN 388.8 2.01 0.52 1.n 0.34 14.3 3.7 0.775 0.199 3.52 0.91 3.69 0.95
5T.DEV. 23.8 0.05 0.04 0.10 0.01 2.0 0.3 0.097 0.017 0.20 0.06 0.31 0.08

No: 6 6 6 6 6 6 6 6 6 6 6 6 6
=====================a==c==z========-"=c••=••===:=====~===K=====EC~.~=====C=~••ca=c=~==========.===================c===:



APPENDIX IX (CONT.)
Z8-DAY SUlCHRCINIC ORAL GAVASf. FEASI8ILITY STUDY

HITH VAUOUS LOH ttDLECUUR NEIGHT SILICONE OLIGOI'ERS.
IteIYIDUAL ABSOLUI'E AND REUnVE ORGAN MEIGHT DATA.

MALE RATS.

DOSE ANIMAL BODY BRAIN HEART LIVER SPLEEN TESTES KIDNEYS
150ot'l tUeER HEI5ItT HEI5ItT NEIGHT HEIGHT MEIGHT HEIGHT HEIGHT

GlKG «8RAIG) «GRAtIS) «V100) (GRAt'lS) UV100) (GRAt'lS) «&1100) (GIWtS) (G/l00) (GIWtS) (Gl100) CGIWtS) C&1100)
=::==========================-===-~==~=S=5======================:=======================:==.a====z=~======================

42Z5 343.1 1.M' 0 .... 1.26 0.37 11J. 3.3 0.750 0.219 3.47 1.01 3.34 0.97
4226 345.5 2.08 . '.60 1.19 0.34 10.5 3.0 0.789 0.228 3.45 1.00 3.22 0.93
4227 420.6 2.11t 0.11 1.39 0.33 13 .... 3.2 0.671 0.160 3.86 0.92 3.87 0.92
4228 405.2 2.16. O.D 1.47 0.36 !Z.O 3.0 0.648 0.160 3.39 0.1It 3.79 0.'Jlt
4229 437.3 1.98 1l.U 1.30 0.30 15.1 3.5 0.7Z5 0.166 3.97 0.91 3.66 0.811
4230 376.6 2.00 0.53 1.26 0.33 10.8 2.9 0.617 0.164 3.27 0.87 3.14 0.83

HEAN 388.1 2.03 O.H 1.31 0.34 12.2 3.1 0.700 0.183 3.57 0.92 3.50 0.91
ST.OEY. 39.3 0.12 0.05 0.10 0.03 1.8 0.2 0.066 0.032 0.28 0.07 0.31 0.06

N= 6 6 6 , 6 6 6 6 6 6 6 (, 6
=a•••••••CK~~~======.=.========================c=====.======cc=:c=~c:================================================:====

4Z37 395.5 2.21 0.56 1.21 0.31 13.3 3.4 0.951 0.240 3.82 0.97 3.62 0.92
4238 371.5 2.00 O.SIt 1.27 0.34 !Z.4 3.3 0.7"" 0.200 2.80 0.75 3.01 0.81

~4239 398.8 2.03 0.51 1.28 0.3% 11.2 2.8 0.819 0.205 3J.2 0.86 3.30 0.83
42" 427.8 1.99 OJ.7 1."" 0.34 14.6 3.4 0.838 0.196 3.22 0.75 3.55 0.83
4241 336.8 1.86 0.55 1.17 0.35 10.4 3.1 0.676 0.201 3.19 0.95 2.90 0.86 ,
4242 1tlt6.9 1.95 0."" 1.43 0.32 14.5 3.2 0.7. 0.179 3.09 0.69 3.60 0.81

HEAN 396.2 2.01 0.51 1.30 0.33 12.7 3.2 0.804 0.204 3.26 0.83 3.33 0.811
Sf.DEY. 39.3 0.12 0.05 0.11 0.02 1.7 0.2 0.093 0.020 0.34 0.11 0.31 0.04

N- 6 6 6 6 6 6 6 6 6 6 6 6 6
===========z=====================================~=============••••••c~====.= •••••========================================



APPENDIX IX (CONT.L

Z8-DAY SUK:HRQNIC ORAL "VASE FEASIBILITY STU:lY
NITH VARIOUS LC14 ttOLECULAR HEIGHT SILICONE OLISOttERS.

INDIVIDUAL ABSOLUTE AND RELATIVE 0R6AN MEIGHT DATA.
tlALE RATS.

DOSE ANIttAL IODY BRAIN HEART LIVER SPLEEN TESTES KIDNEYS
1!iOOft tUeER HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT HEXGHT HEIGHT

GJKG I GRAHS) I GlW'lSJ UVIDO) I SlIWtS) I G/100) I GRAftS) I G/l00) I QIWtS) I G/l00) I QIWtS J I G/100) (GRAMS) I Gl100)
=••=.a=.=K.=••========:===;=~:===-=••===:============================================================================:::=

ft333 356.5 1.97 O.SS 1.3Z 0.37 10.7 3.0 0.764 0.214 3.ft3 0.96 2.92 0.82
4251 342.6 1.91 0.56 1.30 0.38 11.8 3.4 0.627 0.183 3.42 1.00 3.21 0.94
lt25Z 399.1 1.93 O.'S 1.42 0.36 13.0 3.3 0.805 0.202 3.18 0.80 3.74 0.94
4253 369.1 1.98 I.SIt 1.70 0.46 9.9 2.7 0.513 0.139 3.09 0.84 3.02 0.82
ft25ft lt12.2 2.10 O.S! 1.29 D.n 12.3 3.0 0.814 0.197 3.5' 0.87 3.47 0.84

HEAN 375.9 1.98 0.53 1.41 0.38 11.5 3.1 0.705 0.187 3.34 0.89 3.27 0.87
ST.DEV. 2'.1 0.07 0.03 0.17 0.05 1.2 0.3 0.131 0.029 O.ZO 0.08 0.34 0.06

N= 5 5 5 S 5 5 5 5 5 5 5 5 S
c=========.==========================================::===~==a================================:=======.=EK.==============:

4261 372.8 2.14 0.57 1.28 0.34 11.5 3.1 0.760 0.2Oft 3.35 0.90 3.42 0.92
4262 379.8 2.06 O.SIt 1.38 0.36 13.3 3.5 0.780 0.205 Z.8' 0.76 3.Z2 0.85
4263 lt08.5 2.06 0.50 1.25 0.31 13.8 3.4 0."0 0.162 3.21 0.79 3.1tO 0.83
4264 ItO,. 2 2.02 0.4' 1.38 0.34 13.2 3.2 0.900 0.220 3.3' 0.82 3.46 0.85 I
4265 399.0 1.99 0.50 1.30 0.33 13.2 3.3 1.017 0.255 3.74 0.94 3.86 0.'7

~42" 37ft. 4 1.90 0.51 1.39 0.37 11.' 3.2 1.071 0.286 3.55 0.95 3.64 0.97
I

HE.,.. 390.6 2.03 0.52 1.33 0.34 12.8 3.3 0.865 0.222 3.35 0.86 3.50 0.90
ST.DEV. 16.' 0.08 0.03 0.06 0.02 0.' 0.1 0.159 0.Oft3 0.Z9 0.08 0.22 0.06

N= 6 6 6 6 (, (, (, (, (, (, " (, 6
==================.=••ms•••••K••••==.=zc=~~••=a.ac.c================================c:==========s==:c=====================



APPENDIX IX (CONT.)

Z8-DAY SUSCHRClNlC ORAL GAVAGE FEASIBILITY STUDY
HITH VARIOUS LOH MOLECULAR HEIGHT SILICONE OLIGOttERS.

INDIVIDUAL lBSOLurE AND REUnVE CIIlGAN HEIGHT DATA.
MLE RATS.

DOSE lNIttAL BODY BRAIN HEART LIVER SPLEEN TESTES KIDNEYS
150lltt tUeER HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT

&'KG t6RAl1S1 IGRAMS) •GllOO) t 6RlMS) IGl100) IGRAMS) •Gl100) t QItlItS) IGl100) t GRAtIS) t Gl100) IGRAt1S) 16/100)
==.ac=c.E.Eacc.=a.ccc===c=.....~••••••c=======================================================================:===========

,.213 335.1 1.'1 0.51 1.ts 0.37 18.2 5.~ 0.105 0.20' 2,'5 0.88 3.0' 0.'2
4214 341.0 1.91 0.56 1.17 0.34 10.9 3.2 0.522 0.153 2.95 0.87 2.65 0.18
4215 391.2 2.01 0.51 1.ts 0.32 12.1 3.2 0.692 0.117 3.66 0.94 3.66 0.94
,.276 415.1 2.03 ••,.9 1..40 0.34 15.2 3.2 0.166 O.l8It 3.92 0.94 3.52 0.85
4217 439.4 2.03 0.lt6 1.781 0.41 14.4 3.3 0.635 0.144 4.n 0.96 3.61 0.8lt
,.218 412.6 2.07 0.50 1.27 0.31 15.5 3.3 0.8lt3 0.204 3.98 0.96 5.34 0.81

lEAN 389.3 1.99 0.52 1.35 0.35 15.8 3.6 0.695 0.17' 3.62 0.92 3.52 0.85
Sf.DEV. 42.5 0.07 0.04 0.22 O.Ott 2.4 0.' 0.110 0.026 0.55 0.04 0.40 O.~

N= 6 6 6 6 6 6 6 6 6 f> f> f> f>

=~================================s.= ••=============.===~c==.=============c=••••••=cc=c========================:==========

,.285 343.6 1.93 0.56 1.55 0.39 10.7 3.1 0.638 0.186 2.69 0.18 3.05 0.89
,.286 360.9 1.96 O.SIt 1.19 0.33 10.6 2.9 0.489 0.135 3.17 0.88 2.87 0.80
4287 394.7 2.13 O.SIt 1.35 0.34 1'.91 5." 0.812 0.206 3.37 0.85 3.89 0.99 ~
ft288 377.8 1.99 0.53 1.30 0.34 12.6 3.3 '.6ftft 0.170 3.59 0.95 3.69 0.98 \,;

4289 it30.S 2.14 0.50 1.38 0.32 12.9 3.0 0.100 0.163 3.81 0.89 3.78 0.88
4290 328.0 2.07 0.63 1.18 0.36 '.5 2.9 0.5Oft 0.15ft 3.12 0.95 2.83 0.86

lEAN 312.6 2.04 0.55 1.29 0.35 12.1 3.4 0.631 0.169 3.29 0.88 3.35 0.90
Sf. DEY. 37.0 0.09 0.05 0.09 0.03 3.8 0.8 0.122 0.025 0.39 0.06 OJ.9 0.07

N= 6 6 6 6 6 6 6 6 6 6 6 6 6
=======m••••••••••DR•••••••••••••SC.K••••••=.=======~============================s===•••=====_======_===================~=

• I.IUTES STAnsnCAL CIU1'lIERS MIlICH ARE NJT DlClUDED FROII CAlCULAnONS



DOSE
150011

GIllS

APPENDIX IX (CONT.)

28-DAY SUBCHIlONIC ORAL GAVAGE FEASIBILITY STUDY
KITH VARIOUS LON ttOLECULAR HEIGHT SIUCClNE OLIIDERS.

I"IYIDUAL ABSOLUTE AND RELATIVE 0R8AN HEIGHT DATA.
HALE RATS.

ANIJtAL BODY BRAIN HEART UVER SPLEEN TESTES KIDNEYS
tutBER HEIGHT HEIGHT HEIGIIT HEIGHT HEIGHT HEIGHT HEIGHT

(GIWtS) (GRAta) (GllOO) (GRAftS J IGllOOJ (GRAtIS J IGllOO) (GRAftS) (GllOO J IGRAtIS) IG/100) (GIWIS) (Gl100)
=.=••••••=~.=Z=••==========.=*==E~~==.===============:===================================================================

4297 356.7 1.9ft O.!iiIt 1.08 0.30 18.0 5.0 0.666 0.187 2.68 0.75 3.1t4 0.96
42'18 29ft. 0 1.M 0.6J 0.'3 0.32 13.5 .... 6 OJ.38 0.14' 2.54 0.86 2.52 0.86
it299 331.0 1.95 0.&' 1.25 0.38 15.2 it.6 0.596 0.180 2.56 0.77 3.12 0.9ft
it300 3ft2.6 1.90 0.55 1.1ft 0.33 1....... .... 2 0.692 0.202 2.86 0.83 3.1a 0.93
it30l 314.8 2.06 O.JIlt 1.18 0.31 17.8 ft.6 0.7ft8 0.19ft 2.6' 0.69 3.97 1.03
it302 3ft3.0 1.86 0.54 1.03 0.30 17.7 5.2 0.547 0.159 2.75 0.80 2.'2 0.85

ItEAN 3ft2.0 1.'3 0.57 1.10 0.32 16.1 ft.7 0.615 0.17' 2.68 0.79 3.19 0.93
ST.DEV. 2'.' 0.08 O.Oft 0.11 0.03 2.0 0.3 0.112 0.021 0.12 0.06 0.ft9 0.07

N= 6 6 6 6 6 6 6 6 6 , 6 6 6
====_==••========az=a.K===============c=cc==========aa•••••••:c===••=a••••================================================

~



APPENDIX X

Z8-DAY SlBCHRONIC ORAL GAVAGE FEASI8ILITY ST\I)Y
MITH VARIOUS LON MOLECULAR HEIGtfT SILICONE OLIGOttERS.

IlilJIVIDUAL AIlSOlurE AND RELATIVE ORGAN HEIGfIT DATA.
HALE RATS.

DOSE ANIItAL BODY BRAIN HEART LIVER SPLEEN TESTES KIDNEYS
1500f1 tUlSER HEIGHT HEIGtfT HEIGHT HEIGHT HEIGHT HEIGtfT HEIGHT

SlKG (GIW1S ) UilRAllU Ual1OO) (GIWtS) (G/100) (GIWtS) (GIIOO) •GIWtS) (Gl100) (GRAftS. (GIlOO) (GIW1S) (GIIOO)
==============:=~===========~.===c~==.mK=.E===Z===z.=a======cac••==~=============~=================:==================:===
CONTROL 4309 353.5 .'1','7 0.56 1.34 0.38 10.8 3.1 0.630 0.178 3.29 0.93 3.02 0.85

4310 it03.6 Z.C!l.' O.SO 1.39 0.34 13.6 3J. 0.717 0.178 3.60 0.89 3.70 0.9Z
4311 385.6 2.D8 O.Pt 1.31 0.34 10.6 2.7 0.681 0.177 3.35 0.87 2.96 0.77
4312 363.0 1.n. 0 ••9 1.17 0.3Z 10.0 Z.8 0.639 0.176 Z.81 0.77 3.11 0.86
4313 411.7 Z.06 0.10 1."2 0.34 17.1 ".2 0.885 0.215 3.2" 0.79 3.27 0.79
4311t 32...3 2.05 0.63 1.41 0.43 lit. 7 It.S 0.702 O.ZU. 3.23 1.00 3.51+ 1.09

HEAN 373.6 1.99 0.54 1.31t 0.36 12.8 3.4 0.709 0.190 3.25 0.87 3.27 0.88
ST. DEY. 33.0 0.11 0.05 0.09 0.04 2.8 0.7 0.093 0.020 0.26 0.08 0.30 O.lZ

N= 6 6 6 6 6 6 6 6 6 6 6 6 6
================s••=.=zscz••&•••••===================c==~=========================================:=======================

D3 43Zl 323.0 1.97 0.61 1.48 0.46 U.4 5.1 0.606 0.188 3.70 1.15 3.07 0.95
43Z2 342.1t 1.83 0.53 1.05 0.31 17.0 5.0 0.567 0.166 2.78 0.81 3.26 0.95
43Z3 nit.1 1.84 0.59 1.01 0.32 13.3 4.2 0.636 0.202 2.M 0.84 2.78 0.89
4324 386.9 2.13 0.55 1.28 0.33 18.8 4.9 0.690 0.178 3.31 0.86 3.90 1.01
4325 3M.2 2.13 0.58 1.32 0.36 16.1 4.4 0.680 0.187 3.66 1.00 3.71 1.02
4326 381.3 1.88 0.49 1.48 0.39 18.9 5.0 0.624 O.lM 3.46 0.91 3.88 1.02 ~-HEAN 352.0 1.96 0.56 1.27 0.36 16.8 4.8 0.634 0.181 3.26 0.93 3.43 0.97
ST.DEV. 30.3 0.14 O.Oft 0.20 0.06 2.1 0.3 0.046 0.015 0."5 0.13 0.47 0.05

N= 6 6 6 6 6 6 6 6 (, 6 6 6 6
============:======E===============C==.C:======~======••••==~=.&•••••==c=======c:c====.===~==.============================

• IIiIJICATES STATIST.tCAL OUTLIERS NHICH ARE NOT EXCLUDED FROtt CALCULATIONS



APPENDIX Xl

28-DAY stIICHRCINJC ORAL QAYAGE FEASIBILITY S11JDY
"ITH VARIOUS LON HDLECUUR MEI8IfT SILICONE OLIGDt£RS.

INDIVIDUAL ABSOLUTE AND REUnYE ORGAN HEIGHT DATA.
FEtlAlE RATS.

DOSE ANIttAL BODY BRAIN HEART LIVER SPLEEN OVARIES KIDNEYS
l500H tu18ER HEIGHT HEIGHT HEI8HT HEIGHT HEIGHT HEIGHT HEIGHT

QlKC (CIWtS) ( CRAHS) (G/I00 t (CIWIS) (G/I00) (GIWtS t (G/I00 t (CIWtS) (G/I00 t (GlWtS) (G/l00) (CRAHS) (G/l00)
===============••••c=======zc~~ •••••••••••c==.=.=c==.===================================================================
CCINrROL 4207 232.0 1.?1 0.7ft 1.03 0.44 9.39 4.0~ 0.470 0.203 0.101 0.0It4 1.78 0.77

...208 2ft7.tt 1.90 0.77 0.95 0.38 7.50 3.03 0.638 0.25M 0.116 0.047 1.98 0.80

...209 2ftO.3 1.U 0." O.M 0.39 7.31 3.04 0.526 0.219 0.097 0.0ft0 1.72 0.72
it210 25ft. 2 1.77 0~70 0.88 0.35 6.68 2.63* 0.558 0.220 0.090 0.035 1.89 0.7it
4211 25ft. 6 1.78 0.70 0.92 0.36 7.71 3.03 0.529 0.208 0.076 0.030 1.76 0.69
it212 239.1 1.70 0.71 0.88 0.37 7.23 3.02 0.507 0.212 0.085 0.036 1.83 0.77

MEAN 244.6 1.75 0.71 0.'3 0.38 7.64 3.13 0.538 0.220 O.OM 0.039 1.83 0.75
ST.DEY. 9.0 0.09 0.03 0.06 0.03 0.93 O.ltS 0.057 0.020 O.Ollt 0.006 0.10 0.04

N= 6 6 6 6 6 6 6 6 6 6 6 6 6
•••==C=======================~====.====Z••C.C==G=:C===========================================••••==c==••••=============&=

"" it219 209.3 1.90 0.91 0.75 0.36 6.64 3.17 0.439 0.210 0.076 0.036 1.44 0.69
it221 217.it 1.51 0.69 0.82 0.38 6.54 3.01 0.tt7it 0.218 0.092 0.042 1.74 0.80
it222 235.8 1.61 0.68 0.82 0.35 7.it7 3.17 O.it54 0.193 0.092 0.039 1.87 0.79
4223 227.5 1.86 0.82 0.81 0.36 6.91 3.04 0.ft63 0.204 0.096 0.042 1.97 0.87
...22ft 253.5 1.80 0.71 1.04 0.41 8.03 3.17 0.ft46 0.176 0.107 0.042 1.97 0.78

~ttEAN U8.7 1.74 0.76 0.85 0.37 7.12 3.11 0."'55 0.200 0.093 0.0ft0 1.80 0.78
ST.DEY. 17.1 0.17 0.10 0.11 0.02 0.62 0.08 O.Olit 0.016 0.011 0.003 0.22 0.06

N= 5 5 5 5 5 5 5 5 5 5 5 5 5
=sc•••cc.=.c••••••••~==.=========.======C=C=E=.=Z=.c.&&=s====~=C&==.==c====cc====.======.====SE ••••==.=m=.a••••••••=======

• INDICATES STAnSnCAL OUTlIERS _ICH ARE NOT E>«:UlDED FROH CALCUUTICINS



APPENDIX XI (CONT.)
28-DAY SUBCHRONIC ORAL SAYASE FEASIBILIn' STUDY

MrTH YARICIUS LON ttDLECULAR HEIGKf SILICONE OLISOMERS.
INDIVIDUAL ABSOLUI'£ AND RELATIVE 0R6AN HEISIIT DATA.

FEMALE RATS.

DOSE AMINAL BODY BRAIN HEART LIVER SPLEEN OVARIES KIIlNEYS
J.5OOH IUt8ER HEISIIT HEIGKf HEI8IfT HEIGHT HEIClHT HEIGHT HEIGHT

lUKCil (GIWtS ) (&IWG) UiVl00) (CilRAItS) (Cil/l00) (GIWtS) (6/100) (CilRAItS) (6/100) (GRAttS) (6/100) «GRAttS) «6/100)
s•••••••CKC~C•••••••••=••====~aa=c==.E ••===========================================z==••==_=====a=======================~

4231 230.5 1.~" 0.73 0.87 0.38 7.64 3.31 0.428 0.186 0.073 0.032 1.60 0.69
4232 232.1 1.&1 0.78 0.8' 0.38 7.62 3.28 0.517 0.223 0.093 0.0tt0 1.73 0.75
4233 237.3 1.eO' 0.76 O.M 0.35 8.01 3.38 O.itOS 0.171 0.077 0.032 1.75 0.74
423ft 223.2 1. 7ft 0.78 0.78 0.35 7.03 3.15 0.493 0.221 0.095 0.Oft3 1.'2 0.86
4235 233.1 1.7' 0.77 0.81 0.35 7.17 3.08 0.464 0.199 0.099 O.Oft! 1.82 0.78
1t236 263.H 1.9ft 0.7tt 0.87 0.33 7.8' 3.00 0.498 0.189 0.103 0.039 1.87 0.71

HEAN 236.6 1.80 0.76 O.M 0.36 7.56 3.20 0.468 0.198 0.090 0.038 1.78 0.75
ST.DEY. 13.' 0.08 0.02 O.Oft 0.02 0.3' 0.15 0.0tI4 0.021 0.012 0.005 0.11 0.06

N= 6 6 6 6 6 6 6 " 6 6 6 6 6
====~~==s====a~======z=====~====.====c=cc ==============================~=============.=c===================

,

4243 225.9 1.87 0.83 O.M 0.37 6.74 2.98 0.568 0.251 0.117 0.052 1.89 O.w.
4244 211.' 1.7' O.M 0.83 . 0.39 6.68 3.15 0.474 0.2Z1t 0.066 0.Ott1 1.61 0.76
4245 2Z1t.2 1.83 0.82 0.83 0.37 7.10 3.17 0.476 0.212 0.072 0.032 1.8.5 0.83
4246 241.3 1.M 0.76 0.9ft 0.39 7.74 3.21 O.SiD 0.228 0.081 0.034 1.8.5 0.77
4247 253.8 1.90 0.75 O.w. 0.33 8.03 3.16 0.600 0.236 0.087 0.0v. 1.'7 0.78

~4Zft& Z56.5 1.83 0.71 0.91 0.35 7.'3 3.09 0.702 0.274 0.112 0.044 2.09 0.81
•

ttEAN 235.6 1.84 0.79 0.87 0.37 7.37 3.13 0.562 0.238 0.093 0.039 1.88 0.80
ST. DEY. 17.8 O.Ott 0.05 0.05 0.02 0.61 0.08 0.08.5 0.022 0.018 0.008 0.16 0.03

N= 6 6 6 6 6 6 6 6 6 6 6 6 (0

C•••••8&~m••z~.========~~======••C====&E===========================~.==••••=•••••==:c.=.=z================================

• INDICATES STATISTICAL OUTLIERS MIlICH ARE NDT E)CCUI)ED F'" CALCULATIONS



APPENDIX XI (CONT.)

28-DAY SlaCHRONIC ORAL GAVA6E FEASIBILITY stUDY
NITH VARIOUS UlH tmLECULAR HEIGHT SILICCNE OLISOItERS.

INDIVIDUAL A8SOLUT'E AtIJ REUnYE ORGAN HEIGHT DATA.
FEMALE RATS.

DOSE ANDtAL BODY BRAIN HEART UYER SPLEEN OVARIES KIDNEYS
1500tl tUlSER HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT HEIGHT

GIIlG ( GIW1S) ( GIWtS) (G/100) • GIWtS) (G/1DO) (GRAMS) (G/10D) «GRAttS) (G/l00) (GANtS) • S/100) • GRAMS) (G/I00)
======~=====.Ka=.:•••========.==~=======.===============================================================================;

4Z55 Z16.1 I.n 0.79 0.80 0.37 6.83 3.15 0.478 0.221 0.060 0.028 1.66 0.77
4256 213.4 1.M '.83 0.85 0.40 6.36 2.98 0.390 0.183 0.019 0.031 1.56 0.13
4257 247.6 1.75 o.n 0.82 0.33 8.13 3.28 0.614 O.ZItS 0.140 0.057 2.01 0.81
4Z58 224.0 1.M O.8Z '.85 0.38 7.13 3.18 0.600 0.268 0.107 O.Olt8 1.86 0.83
4259 232.4 1.83 0.79 0•• 0.38 1. 6ft 3.29 0.629 0.271 0.101 0.043 1.85 0.80
4260 247.6 1.81 0·73 0.91 0.37 8.79 3.SS 0.576 0.233 0.110 0.044 2.02 0.82

flEAN 230.3 1.79 0.78 0.85 0.37 7.'- 3. 2ft o.~ 0.237 0.100 0.043 1.83 0.79
ST.DEV. 14.9 0.05 0.05 0.04 0.02 0.89 0.19 0.094 0.033 0.028 0.010 0.19 0.04

N= 6 6 6 .. 6 6 .. .. 6 6 6 .. ..
~============.=============~=a======s==.=.C.K ••••~.==-••••••ac=====~============c================================= •••=====

4%67 209.2 1.85 D•• 0.67 0.32 5.38 2.57 0.41.5 0.198 0.077 0.037 1.63 0.78
4268 210.1 1.87 0.89 0.77 0.37 5.87 2.79 0.501 0.238 D.OM 0.040 1.67 0.79
4269 241.7 1.97 0.82 0.87 0.36 7.21 2.98 1.36. D.56Y 0.089 0.037 1.74 0.72
4270 230.8 1.85 0.80 0.91 0.42 6.sa 2.es 0.428 0.185 0.074 0.032 1.83 0.79

%42n 232.3 1.89 0.81 O.M 0.36 6.24 2.69 0.474 0.204 O.OM 0.036 1.74 0.75
4272 281.1 1.M 0.65 1.03 0.37 8.51 3.05 0.561 0.200 0.092 0.033 2.10 0.75

flEAN 234.2 1.88 0.81 0.86 0.37 6.6ft. 2.8Z 0.624 0.265 0.083 0.036 1.79 0.76
ST.DEV. 26.4 0.05 0.09 0.13 0.03 1.13 0.18 0.367 0.11tS 0.007 0.003 0.17 0.03

N= 6 6 .. 6 6 6 6 6 6 6 6 6 ..
~cc~•••••c••••=======~z~==.= ••=======.=====.=••============================.......c••••••c====.=====.=.===================

• INDICATES STATISTICAL OUTUERS NHICH ARE NOT E)CCWDED FRClH CALCULATIotS



APPENDIX XI (CONT.)

2a-DAY Sl.8CHRONIC ORAL GAYAGE FUSIBILITY S1\JDY
NlTH VARIOUS LON ttOL£CULAR MEIlilHT SILICONE OUIDERS.

INDIVXIIUlL ABSOLUTE AND RELATIVE ORGAN MEIGHT DATA.
FEttALE RATS.

DOSE ANIItAL IlCIDY BRAIN HEART LIVER SPLEEN OVARIES KIDNEYS
lJiOott tUeER MEIGHT HEIGHT HEIGKT MEIlilHT MEIGHT HEIGHT lEIGKT

GiltS (liIIWtS) (GItAIa) 1«;/100) I GRAItS) I s/100) (GRAMS) I s/100) I GRAMS) 110/100) I GIWtS) (&/100) (GIWtS) I &/lOD)
==========================S.K••CC"===.s••~••~.=====C===zc.z=a================~===========================================

4279 228.0 ·t.a7 o.ei 0.84 0.37 10.54 4.62 0.571 0.25M 0.089 0.039 1.74 0.76
4280 219.1 1.77 0.81 0.77 0.35 7.28 3.32 0.407 0.186 0.069 0.031 1.66 0.76
4335 268.3 1.a. 0.10 0.94 0.35 10.15 3.78 0."2 0.172 0.111 0.041 2.25 0.84
4282 237.2 1.71 0.72 '.98 0.41 9.38 3.95 0.401 D.Ut. 0.077 0.032 2.03 0.86
4283 242.' 1.82 0.75 0.97 D.1tO 9.76 4.02 0.464 0.191 0.111 0.046 2.01 0.83
4338 262.6 1.99 0.76 0.97 0.37 9.12 3.47 0.464 0.177 0.105 0.0It0 1.93 0.73

tEAM 243.0 1. lilt 0.76 0.91 0.38 9.37 3.86 0."2 0.191 0.094 0.038 1.94 0.80
ST. DEY. 19.3 0.10 0.05 0.09 0.03 1.15 0." 0.061 0.030 0.018 0.005 0.21 0.05

N= 6 6 6 6 6 6 6 • 6 6 6 6 6
===========================&c===sc=c:======_====c._=:c==.===.:.:c=-==========.za•••••==.===.==••••===========;============

42.1 211.1 1.79 0.85 0.75 0.36 6.61 3.13 0.487 0.231 0.072 0.03ft 1.66 0.79
,.292 239.2 2.01 0.84 0.78 0.33 6.'" 2.78 0.S76 0.157 0.087 .0.036 1.82 0.76
42.3 233.7 1.82 0.78 0.89 0.38 7.70 3.29 0.62ft 0.267 0.093 0.0It0 1.85 0.79
4294 257.8 1.67 0.65 0.87 0.3ft 8.90 3.45 O. .saa 0.228 0.117 0.045 2.14 0.83
4295 272.7 1.76 0.65 1.02 0.37 9.07 3.33 0.538 0.197 0.086 0.032 2.11 0.77 ~
4296 253.3 1.75 0.69 0.91 0.36 7.95 3.14 0.S8!i 0.231 0.112 0.0lI4 2.02 0.80

..
tEAM 244.6 1.80 0.74 0.87 0.36 7.81 3.19 0.533 0.219 0.0'5 0.039 1.93 0.79
ST. DEY. 21.5 0.11 0.09 0.10 0.02 1.06 0.23 0.090 0.037 0.017 0.006 0.19 0.02

N= 6 6 6 6 6 6 6 6 6 6 6 6 6
====.=•••••••cc=......=c=c.a••&~••••••••••••~===.==========.==========z====~=================:c=======================cs==

• INDICATES STATISTICAL OUTlIERS tIIlCH ARE NOT E)CCUllED FRCltI CALCULATICICS
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APPENDIX XI (CONT.)

28-DAY SlKHRCIHIC ORAL SAVAGE FEASIBILITY STUDY
taTH VARIOUS LON ttDLECULAR HEIGHT SILICONE OLIliOERS.

INDIVIDUAL ABSOLUI'E AND RELAnVE mtGAN HEIGHT DATA.
FEIlALE RATS.

BRAIN HEART LIVER SPLEEN OVARIES KIDNEYS
HEIGHT HEI&HT HEIGHT HEIGHT HEISHT HEI&HT

U;IWIS~ (&/100) l&!WtSl (&1100) I&RAMS) (&1100) IGIWt$) (&1100) (GIWt$) (GIlOO) 1&lWtSl 1&1100)
==.=============c=s.:••••••c ==cc======================================================================

lt303 211.6 1.76 :••as 0.85 O.ttO 10.01 4.73 0.lt52 0.214 O.OM 0.0tt0 1.76 0.83
lt304 228.5 1." 8.81 0.91 o.ttO 11J,O 4.9' 0.3'7 0.174 0.0'3 0.041 1.80 0.7'
lt33lt 215.6 1." 0.85 0.78 .0.36 13.64 6.33 0.500 0.232 0.122 O.OS7tt 2.12 0.'18
lt306 21'.8 1.80 0.82 0.89 o.ltO 12.00 S.46 .............. 0.085 0.039 1.76 0.80
lt308 2Slt.7 1.70 0.67 0.91 0.37 11.37 4J,6 0.52ft 0.206 0.103 0.0tt0 1.8ft 0.72

tEAN 226.0 1.7' 0.80 0.87 0.39 11.68 5.1' 0.lt68 0.206 0.0'7 0.043 1.86 0.83
Sf. DEY. 17.2 0.06 0.07 0.06 0.02 1.31 0.73 0.056 0.02ft 0.016 0.008 0.15 0.10

N= 5 5 5 5 5 5 5 It 4 5 5 5 5
=======c====•••••••=•••••••••••••==.= c:c.c•••••====a==========:••••••••====:============:=:=:=:::============

• INDICATES sTAnsnCAL OUTLIERS .-tIC" ARE NOT E>CCLUDED FROtt CALCULATIONS
....... INDICATES DEAD ANIIlALS CIt IIISSIN& VALUES

~
(



APPENDIX XII

28-DAY SlJaCtItClNIC ORAL GAYAGE FEASIBILITY S1\JPY
MITH YARIOUS LCIH HDLECULAR NEIGIfT SILICClNE OLIeatERS.

INDIVIDUAL A8SOLUI'E aND RELATIVE OIIMN NEIIilIIT DATA.
FEMALE RATS.

DOSE ANDIAL BCIDY BRAIN HEART LIVER SPLEEN OVARIES KIDNEYS
1500H tueER NEIGIfT NEIGIfT NEIGIfT NEIGIfT NEIGIfT NEIGIfT NEI6IIT

GIICS (QRAttS l (...., (81100) (GRAKS) (CiVlOO) (GRAftS) (CiVlOO) (GRAKS) (81100) (GRAftS) (81100) (GRAKS) (Gl100)
•••cc.c.=c~===c=c=========.===-aa...........============c=:E=====E===================================:C===================
con1IOL 4315 225.7 'i.t1 . .O.eo 0.78 0.3S 6.37 2.82 0.386 0.171 0.070 0.031 1.70 0.75

4316 233.1 1.'7$ .: D.7J 0.93 0.40 7.49 3.21 0.646 0.277 0.088 0.038 1.95 O.~

4336 207.6 1 •.7" ,0•• 0.3" 0.1" 5.36 2.58 0.38It 0.185 0.064 0.031 1.58 0.76
4318 242.0 1.75 0'.72 0.90 0.37 6.86 2.83 0.610 0.252 O.llft 0.Oft7 1.78 0.74
4319 225.0 1.&6 0.69 0.87 0.39 6.56 2.9Z 0.467 0.208 .............. 1.73 0.77
4337 249.7 1.92 0~i7 0.89 0.36 7.58 3. Oft 0.550 0.220 0.099 0.040 1.86 0.7ft.

ItEAH 230.5 1.76 0.7' 0.79 0.3ft. 6.70 2.90 0.507 0.219 0.087 0.037 1.77 0.77
ST.DEY. 14.7 0.12 0.06 0.20 O.oa 0.82 0.21 0.112 0.040 0.021 0.007 0.13 O.Oft

N= 6 6 6 6 6 6 6 6 6 5 5 6 6
===.=.====.=E=.====~&~======E=••CZ•••c••••m•••====.=.8Z•••C====R==••===.=............c••~g•••c====.=============.========~

03 4327 197.1 1.77 0.90 0.94 0.48 8.33 4.23 0.371 0.188 0.065 0.033 1.99 1.01
4328 213.6 1.76 0.82 0.82 0.38 '.48 4.44 0.447 0.20' 0.096 0.Oft5 1.73 0.81
4329 221.7 1.72 0.78 0.93 0.42 '.23 4.16 0.416 0.188 0.071 0.032 1.63 0.74
4330 223.0 1.64 0.74 0.91 0.41 9.36 4.20 0.378 0.170 0.088 0.03' 1.81 0.81

~,4331 257.7 1.79 0.69 0.97 0.38 11.10 4.31 0.'14 0.238 0.061 O.OM 2.20 0.85
ft.33Z 227.2 1.80 0.79 O.M 0.39 10.29 ft.. 53 0.463 0.2Oft 0.09ft. O.OftI 1.91 0.8ft. \J'

MEAN 223.4 1.75 0.7' 0.91 0.41 '.63 4.31 O.~ 0.199 0.07' 0.036 1.88 0.8ft.
ST.DEY. 19.9 0.06 0.07 0.05 O.Oft 0.95 0.15 0.08' 0.02ft. 0.015 O.ooa 0.20 0.0'

N= 6 6 6 6 6 6 6 6 6 6 6 6 6=...a••••••••••••••••~c•••••=======.===~=== ••••=s.c======K.&K===========.====C••=••====C.~"==.=====.=cc=••=.==.==ace:===:

• INDICATES STATISTICAL ourUERS MIlICH AR£ NOT VCCLUDED FRCIt CALCULATIONS
.......... INDICATES DEAD ANIItALS OR ItISSIN& YALLES



STUDY TITLE: A 28-Day Subchronic Oral Gavage Feasibility Stuay or var10US
Low Molecular Weight Oligomers in Rats.

HISTOPATHOLOGY ADDENDUM:

Histopathologic examination was performed on the limited tissues collected at
gross necropsy.

Lung and pleural inflammatory changes consistent with dosing errors due to
aspiration and/or traumatic instillation of foreign material into the thorax
were present in 10/66 males and 20/66 females. Those changes were present in
animals from all groups and constitute a confounding factor in understanding
the peroral toxic effects attributable to the articles under investigation.

Liver changes were recorded at low frequency in all groups, but many affected
animals also had confounding dosing error-related lung changes. Group #6

females, group #2 (MM) males, group #9 males, and group #11
(03) males each had increased frequency of liver changes in the absence of
confounding lung changes. No definitive histopathological correlates to
increased liver weight were-detectable.

Kidney changes consisting of increased hyaline or eosinophilic droplets in
the proximal tubule epithelial cells (Hyaline Droplet Nephropathy (HDN» were
noted in every male in groups #2 (MM), #9 and #11 (D3). That change
is apparently unique to male rats and is due to alteration in the urinary
excretion of alpha-2-microglobulin. The condition has been related to
exposure to a variety of volatile hydrocarbons in which the parent compound
or metabolite complexes with alpha-2-microglobulin and is deposited in
secondary lysosomes. A recent paper (1) by Lehman-McKeeman, et.al.reviews
the literature on hyaline droplet nephropathy in rats, its relatioJship to
renal carcinogenesis in chronic studies, and its apparent lack of correlates
in other species. The relationship between increased mean kidney weight and
HDN in this study is not clear, as group #11 (D3) males did not have
statistically significant increase in mean kidney weight in the presence of
HDN, but group #3 males had significantly increased mean kidney weight
without notable increase in hyaline droplets. Very mild renal proximal
tubular epithelial cell degeneration/regeneration in 5/6 group #3
females suggests test article-related increased cell turnover.

All other histopathologic findings were considered to be within the normal
range of variation for animals of this strain and age, euthanatized in this
manner, or were attributable to intercurrent disease or processing artifact.

In summary, definite test article-related changes were present in livers and
kidneys of male rats administered MM, . or D3. Female rats
administered had subtle kidney changes that were probably test article-
related. Females administered MM or had liver changes that were
considered related to gavage treatment but not necessarily to the test
article. These results are drawn from a limited screening study with few
exposed animals and incomplete tissues. This report should not be construed
as an adequate oral toxicology assessment of any of the materials.

(1) Lehman-McKeeman L.D., Rodriquez, P.A., Caudill, D., Fey, M.L., Eddy,
C.L., Asquith, T.N. Hyaline Droplet Nephropathy Resulting From Exposure to
3,5,5-Trimethy1hexanoyloxybenzene Sulfonate. Toxicology and Applied
Pharmacology 107, 429-438 (1991).



GROUP #2 HEXAMETHYLDISILOXANE (MM)

Four of five MM-treated males free of confounding lung changes had evidence
of intracanalicular and/or intracellular bile stasis, with granulomatous
cholangitis in one. Six of six MM-treated males had markedly increased
incidence of hyaline droplets in proximal tubule epithelium of the kidneys.

Two of five surviving MM-treated females had increased hepatocyte nuclear
pleomorphism, suggesting increased cell turnover in the liver. Renal tubular
mineralization was evident in 2/5 females.

GROUP 113

No test article-related histopathologic changes were evident in -treated
males. Very mild renal proximal tubular degeneration/regeneration in 5/6
females suggests test article-related increased cell turnover.

GROUP #4

(P5.

No test article-related histopathologic changes were evident in
males or females.

GROUP #5

No test article-related histopathologic changes were evident in
males or females.

GROUP f16

·treated

-treated

No test article-related histopathologic changes were evident in treated
males. Focal hepatic necrosis with local inflammation was present in 3/5
females without evidence of confounding dosing errors. This change is more
consistent with bacterial embolization than toxic hepatic injury, and so is
considered to be treatment-related but not necessarily test article-related.

GROUP 117

No test article-related histopathologic changes were evident in
males or females.

GROUP #8

No test article-related histopathologic changes were evident in
males or females.

GROUP #9

-treated

-treated

Six of six ·treated males had markedly increased incidence of hyaline
droplets in proximal tubule epithelium of the kidneys. Liver changes
consisting of centrilobular hepatocyte swelling and decreased cytoplasmic
granularity were recognized in most males. No -related histopathologic
changes were noted in females.



GROUP #11 HEXAMETHYLCYCLOTRISILOXANE (03)

Six of six D3-treated males had markedly increased incidence of hyaline
droplets in proximal tubule epithelium of the kidneys. Three of six males
administered only the sesame oil vehicle also had RON, but those inclusions
were morphologically distinct from those in the D3-treated males. Three of
five D3-treated males free of confounding lung changes had evidence of
intracanalicular and/or intracellular vile stasis, with granulomatous
cholangitis in one and multifoca1 hepatocellular necrosis in another. No D3­
related histopathologic changes were noted in females.
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