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Triethylene Glycol Dimethacrylate (TREGDMA): Chronic Dermal
Bioassay in CIN/BeMHsd Male Mice

FReURY

Concuzzent studies were conducted to evaluate the chronic toxicity and
carcinogenic potential of triethylene glycol diacrylate (TREGDA, CAS No.
1680-21-3) and triethylene glycol dimethacrylate (TREGDMA, CAS No. 109-16-0).
The studies vere designed to share the same two coatrol groups and, therefore,
all animals for both studies were housed in the same animal room at BRRC. The
results and conclusions of the TREGDMA dosing are presented in this report. '
The results and conclusions of the TREGDA dosing are included in BRRC Report
92W1168A. i

This study consisted of 3 TREGDMA treatment groups and 2 control groups. Each
group consisted of 70 male mice. The dosing solutions were applied to the
dorsal skin of the animals at a constant dose volume of 50 pl/day for §
days/veek for at least 78 weeks at concentrations of 5, 25, and 50% TREGDMA in
acetone. One control group was treated with acetone (vehicle control) and the
other control group was maintained and handled the same as all of the other
groups, but was not treated throughout the study (untreated control).
Epidermal cell proliferation evaluations were performed on 4-5 mice/group
after at least 4. 13, 52, and 78 ‘weeks on study. The remaining animals were
administered the test substance for 78 weéks and constituted the core group
for the evaluation of chronic toxicity/oncogenicity. This study was being
conducted in parallel with the TREGDA study, and both test compounds shared
the same control groups. The mortality observed with the high dose TREGDMA
group required that the TREGDMA groups and the shared control groups needed to
be sacrificed at 18 months (based on mortality limits described in the
original protocol). Monitors for toxicity included clinical signs, including
examination for palpable masses, body weight and weight gain, hematology.
clinical chemistry, organ weights, gross pathology, and histopatheclogy.

Cutaneous treatment of male mice with TREGDMA did not result in any treatment-
related changes in hemato.ogy, ciinical chemistry, mean absolute boudy weights,
or body weight gain. The 'mid and high dose groups had decreased survival as
compared to both control groups but only the mean survival time of the high
dose group was statistically significantly different from the control groups.
Clinical signs of irritation, consisting primarily of exfoliation (dandruff-
like scale), were observed in all dose groups. The time of onset, incidence,
and severity of exfoliation were related to dose. Similar observations at the
site of treatment were made at necropsy. Both epidermal basal cell
proliferation ani microscopic diagnoses of the treated skin confirmed the
presence of cutaneous irritation in the mid and high dose groups. Epidermal
basal cell proliferation at the site of treatment indicated an increased cell
turnover rate that was very similar in the mid and high dose groups. The
increase vas greatest at the 4 and 13 Week measurement intervals and tended to
be less Dronounced at the 52 and 78 Week measurement intervals. Microscopic
.camination at 78 Weeks again indicated very similar chronic cutangous
jrritation changes at the site of treatment in the mid and high dose groups.
There vere no biologicallyv cignificant differences in the rate of epidermal
basal cell prolif:zration or incidence of microscopic lesions observed in the

low dose group.
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There were no amicroscopic lesions in the mid and/or nigh dose groups that vere
considered to result in an increased incidence of mortality. Therefore, the
statistically significantly increased size of the kidneys (cbse_ved as
increased mean absolute and relative organ weights) in the mid and high dose
groups at the terminal sacrifice was the only finding in these groups, other
than the chronic skin irritation. Microscopic evaluation of the kidneys diad
not reveal a cause of the increased size of the kidneys. The chionic
cutaneous irritation observed ian this study was not considered to be
sufficiently severe to result in increased mortality in these groups. There
were no other microscopic lesions in the mid and high dose groups that were
. considered to result in an increased incidence of mortality. Therefore, a
cause for the increased mortality in the mid and high dose groups was not

identified.

Based upon observations made during the in-life phase of the study that were
recorded in the raw data as well as in photographs taken of some animals on
this study, oral consumption of the TREGDMA was likely to have occurred irn, at
least, the high dose group. The effect of this inadvertent route of exposure
on the kidney weights and decreased survival is unknown but must be

considered.

Under the conditions of this study, the No-Otserved-Adverse-Effect Level
(ROAEL) for TREGDMA was considered to ve 5%. Furthermore, under the
conditions of this study, there was no indication of carctinogenicity of
TREGDMA at any dose level. .
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QBJECTIVE

'l'heobjcetinot ':thu—"study vas to i’vnlutc the chronic toxicity and
. carcinogenic potential of triethylene glycol dimethacrylate (TREGDMA) when
- applied to-the skin of male mice over a period of at least 78 weeks.

BACKGROUND INFORMATION

A biocassay program was designed to evaluate the chronic toxicity and
carcinogenic potential of the test substances. The overall biocassay prograa
and individual study designs were based on the proposed guidelines developed
at and modified by the U.S. Environmental Protectior Agency (EPA) Dermal
Bioassay Workshops (April 28-29, 1987 and May 18-19, 1988). The results and
conclusions of the preliminary studies are summarized below.

Two l4-day skin painting studies (BRRC Report 54~538 and 54-554) were
conducted with TREGDA and TREGDMA at BRRC. In the first study, 5 C3H/HeNHsd
mice/group were treated topically with acetone sclutions at concentrations of
0.5, 1, 2, 5, 10, and 20% of TREGDA or 25, 50, and 100% TREGDMA at a constant
dose volume of 50 pl for 14 consecutive days. In the second study, S
C3H/HeNHsd mice/group were treated topically with acetone solutions at
concentrations of 0.5, 1, 2, 5, and 10% of TREGDA or 25, SO, and 1008 TREGDMA
at a constant dose volume of 50 pul for 14 consecutive days. 1In both studies,
an additional 5 mice vere treated topically with 50 ul of acetone (vehicle
control). No mortality, treatment-related clinical signs, except findings in
the treated skin, or effects on body weight were observed in either study.

The clinical signs observed for the TREGDMA-treated animals included
exfoliation (present in all mice), color change and eschar formation (present
in 2 mice in the 25% group), ulceration (seen in several mice in the 25%
group), and erythema (present in 1 mouse in the 25% group). Some of the skin
findings observed in this first l4-day study were considered to have resuited
from scratching and rubbing of the treatment area of the mice against the box
feeders utilized to measure the food consumption of the individual animals.
Based on the results of this study, the l4-day study was repeated using
hanging fecders that minimized the potential for the mice to scratch and rub
the treataent site.

In the repeated l4-day study, the saxme study design (excluding the 20% TREGDA
concentration) were utilized except for the change from box to hanging
feeders. TREGDMA-treated animals had exfoliation during the study and at
necropsy for the 50 and 1008 groups. Microscopic changes primarily consisted
of dermititis, intracorneal pustule formation, acanthosis, and hyperkeratosis.
A No-Observed-Effect Level (NOEL) was not established for TREGDMA even though
the highest concentra:ion (i00%) did not result in epidermal necrosis or
ulceration; other microscopic changes (dermititis and acanthosis) were
observed even at the lowest concentration (25%).

A l4-day study of similar design was conducted on TREGDA and TREGDMA by SRI
International (SRI Project LSC-2427) to evaluate the effect of the treatment
reg men on epidermal cell proliferation. As with the BRRC studies, C3H/HeNHsd
sale mice were treated topically with acetone solutions at concentrations of
0.5, 1, 2, S, and 108 of TREGDA or 25, 50, and 1008 TREGDMA at a constant dose
volume of S0 pul for 14 consecutive days. Epidermal cell proliferation was
measured by determining the labeling index (LI) in basal epithelial zells
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using nuclear labeling with H-thymidine adninistered by a l-day osmctic purmp
implanted intraperitoneally a: the end cf the treataent perio”. Both TREGD?
and TRECDMA produced gross and aicroscopic signs of cutanecus .riitat’o-
similar to those observed in the BEIC l4-day studies. Both agents als
produced very significant increases in cell proliferation in hasal epi.heiium.
TREGDMA produced dose-rela:ed increases in the LI that were up to l4-fclida
higher than the aceicne corcrol. The effects were generaily more pronciuriced
after 14 days of dosing than after 7 days. Both compounds were considezed to
be extremely potent inducers of cell proliferation in mous-~ skin. He¢: .ver,
the dose of TREGDMA required to produce this effect was o .z two ocders of
magnitude greater than that of TREGDA. The correiation between cell
proliferation, gross irritation, and histopathologic examinaiion was
consistent in all dose groups. In general, microscopic lesions were cbserved
at doses wvhere gross irritation was not readily detected. 7The induction of
cell proliferation corrclates extremely well with acanthosis, and was observed
at all doses of TREGDA and TREGDMA. No other microscopic lesions wece
observed at the lowest dose of each agent. These result indicated that both
TREGDA and TREGDMA produced significant irritation of mc < skin when applied
topically., and that this jrritation results in a very si,nificant increase in
DNA replicaticn in the basal epithelium.

A 90-day dermal dose-finding study (BRRC Report 91N001l7) was conducted with
TREGDA 2nd TREGDMA at BRRC. In this study, 10 C3B/BeNHsd mice/group were
treated topically with acetone solutions at concentrations of 0.0%, 0.:0, 0.5,
and 0.75% of TREGDA or S, 25, 50, and 100% TREGDMA at a constant dose volume
0Z 50 ul for 13 weeks (90 days). An additional 10 mice were treated topically

with 50 ul cof acetone (vehicle control) while another group was maintained,
bSut not treated throughout the study (untreated control). No mortality
occurred. Doses of 0.10. 0.50, and 0.75% of TREGDA or 25, 50, or 75% of
TREGDMA resulted in early cucaneous irritation that tended to decrease in
severity, but did not entirely resoive, by Day 35. Slight
exfoliation/desquamation persisted until the end of the study.
Histopathological findings included dermatitis, acarthosis, and
hyperkeratosis. Dose-related increases in both absclute and relative weights
of livers of mice treated with 50 or 100% TREGDMA were observed. There were
no confirmatory microscopic diagnoses; therefore, the etiology and biological
significance, if any, is unknown. The persistence of exfoliation/desquamation
and the histopathological findings of acanthosis and hyperkeratosis in the
majority of animals in the 0.5 and 0.75% dose groups of TREGDA indicated that
the maximum tclerate dose (MTD; as defined by the EPA Dermal Biocassay
Workshops) was achieved for these groups. The MTD was not exceeded for any of
the TREGDMA-treated groups.

Sections of treated skin obtained from animals of all dose groups of the 90~
day study were sent to SRI International for evaluation of epidermal cell
proliferation using the pruliferating cell nuclear antigen (PCNA) technique
(SRI Project LSC-2427). SRI also utilized the PCNA technique to evaluate cell
proliferation using sections of the skinm obtained from the i4-day study
conducted at that facility. The PCNA technique confirmed the significant
increage in epidermal basal cell proliferation in the l4-day study. Results
obtained using the skin sections from the 90-day study indicated that an
increased rate of basal cell proliferation comtinued even after 90 days of
treatment. However, the level of PCNA labeling in controls was much higher
after 90 days than after 14 days. Bedause of the elevated levels of PCNA
labeling in the controls., the relative imzrease in the TREGDA and TREGDMA
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_diuhbq;yii,ioiiita approximately 3-£0ld higher in the top dose groups thar in
. the controls. These increases were statistically significant only in the 1008
TREGDMA and 0.3% TREGDA groups.

- The Soses were selected by the Sponsor based upon the results of the l4-day
- and 5C-day Jdose-finding studies with the test substances.

MATERIALS AND METIODS

The protocol and ‘any protocol amendments detailing the desion and conduct cf
this study are included in Appendix l1l. Protocol deviations are 2180 included
in Appendix 11.

Test Substanca

Two l-gallon bottles of TREGDMA (CAS Registry No. 109-16-0), Lot No. 85674,
were received on Pebruary 21, 1991 froa Polysciences Inc., Warrington, PA, and
assigned BRRC Sample Number 54-43 A and B. The test substance was a clear
liquid and was stored refrigerated at approximateély 4°C. Related
correspondence from the supplier stated the purity of the test substance to be
approximately 95%. Samples of the test substance vere periodically shipped
to the GLP Analytical Skill Center at the UCC South Charleston, WV, Technical
Center for compositional analysis which included analysis of the hydroquinone
(polymerization inhibitor) concentration. Analyses of these samples by the
Skill Center indicated that the concentration of inhibitor or ccmposition of
the test substance did not change over the course of the study. The repcrt
issued by the Technical Center is included as Attachment 1 to Appendix 1. No
corrections for purity were made in any of the calculations. A reserve sample
was not retained because of the relative instability of the compound.

isals and Hustandr

Seven hundred and fourteen male C3E/HeNHsd mice arrived on October 20, 1992,
from Harlan Sprague Dawley, Inc. (Indianapolis, IN). They were designated by
the supplier to be approximately 4-5 weeks old (the birth date was recorded as
September 18, 1992) upon arrival. )

Anisals were housed in Room 106 from arrival to termination of the study
except for 2 days vhen ihe animals were housed in Room 101l. The animals were
moved to Room 101 due to anticipated noise in Room 106 that was related to
maintena.-2 activity in an adjacent room.

Within * days of receipt, the animals were examined by a clinical veterinarian
and a pretest health screen for representative animals was initiated. The
health screen included full neciopsy, histologic examination of selected
tissues, serum viral antibody analyses, and examinations for fecal parasites.
Based on the results of these data. the clinical veterinarian indicated that
these animals were in good health and suitable for use.

All animuls were assigned unigue numbers and identified by cage tags. Animais
considered available for the study were also identified by a toe~clipping and
ear-notching procedure.
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The animals vere hcused 2/cage for approximately 5 days in stainless ateel.
wire mesh cages (22.5 x 10.0 x 12.5 cm). The purpuse of the double housing
vas to heip acclimate the animals to their new surroundings. DACB® (Deotized
Animal Cage Board; Shepherd Specialty Papers, Ianc.) was placed under each cage
and changed regularly. Cages were changed and sanitized at least once every 2
weeks. The cages and racks were rotated at least once every 2 weeks according
to a predetermined schedule in order to better ensure equivalent environmental
conditions for all animals. An automatic timer was set to provide fluorescent
lighting for a l2-hour photoperiod (approximately 0500 to 1700 hours for the
light phase}. Temperature and relative humidity were rec: ded (Cole-Parmer
Hygrothersograph® Seven-Day Continuous Recorder, Model No. 8368-00, Cole-
Parmser Instrument Co., Chicago, IL). Temperature was routinely maintained at '
65-77°F; relative humidity was routinely maintained at 40-70%8. Any minor
exceptions to these specified ranges were roted in the raw data.

Tap water (Muricipal Authority of Westmoreland County, Greensburg, PA) was
available ad libitum.and was delivered by an automatic watering system with
demand control valves mounted on each rack. Water analyses were provided by
the supplier, Halliburton NUS Environmental Laboratories, Professional Service
Industries, Inc., and Lancaster Labcratories, Inc. at regular intervals. EPA
standards for maximum levels of contaminants were not exceeded. Pelleted,
certified AGWAY® PROLAB® Animal Diet Rat, Mouse. Bamster 3000 (Agway Inc.) was
available ad libitum. Analyses for chemical composition and possible
contaminants of each feed lot were performed by Agway Inc., and the results
were included in the raw data.

Animal Acclimation

The acclimation period was approximately 3 weeks. During this period, the
animals were weighed 2 times at scheduled intervals. Detailed clinical
observations were conducted weekly. Animals were observed once daily for any
overt clinical signs of disease or abnormality. The animals were examined
just prior to the end of the acclimation period by a clinical veterinarian.
Animals considered unacceptable for the study, based on the clinical signs,
body weight, or body weight gain, were rejected. The fate of rejected animals
and the reasons £or rejection were documented in the raw data.

Study Organization

Following the second pretest body weight, the animals were assigned to 6
treatment groups (3 TREGDA and 3 TREGDMA) and 2 control groups using a
nonstratified randomization procedure based on becdy weight. At the time of
group assignment, only animals with body weight within t 208 of the pcpulation
mean were included. The body weight range on the day of first treatment was
22.1 to 268.3 g for TREGDMA animals.

The first S0 animals/group were designated as core animals. The last 20
animals/group were designated as sate.lite animals to be utilized for cell
proliferation evaluations performed at 4, 132, 52, and 78 weeks. An additional
30 animals not selected for use on the study were designated as sentinel
animals. For the week 78 cell proliferation evaluation, animals designated as
core animals were used as replacements for satellite animals which died during
the study to maintain a satellite group size of 5 animals/group.
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I%e treatssnt began on November 9, 1952 (Study Day 0). Animals were treated S
-days/week (Nonday through Friday) for 78 weeks. Pive anisals/group were

ced for cell proliferation evaluations on December 8, 1992, February 9,
- 1993, November 9, 1993 (4/group for groups 2-7), and May 10, 1994. All

- . surviving animals were sacrificed tetween May 12, 1994 and May 19, 1994 after
- &t least 78 weeks of treatment.

 The Zollowing table summarizes the organization of the study.

Number of Test Concentration?
Group Animals Substance (s)

Untreated Control 70 None Rone

Vehicle Control 70 Acetone 100.00
Low 70 TREGDA 0.05
Nid 70 TREGDA 0.10
Bigh : 70" TREGDA 0.50
Low 70 TREGDMA 5.00
Nid - 70 TREGDMA 25.00
High 70 TREGDMA 50.00

1Based on test substances as r.ceived.

Administration of Test Substance

Preparation of Skin

During the week prior to the initial dose administration, the Zfur vas clipped
from the dorsal area of the trunk with veterinary clippers. One day prior to
the first dose, the fur was clipped again in preparation for dosing.

During the study, animals were clipped as needed in the afternoons (generally
more than 3 hours after the completion of dosing). Clipping was generally
completed on Monday or Tuesday of each week. The animals from both control
groups were clipped before clipping the chemical-trecated animals. Clipping of
treated animals vas coapleted according to test substance (that is, all of the
animals treated with one chemical were clipped before any of the animals
treated with the other chemical). The clipping of the treated animals
proceeded in a low to high dose g¢rcup order. The first treated animals to be
clipped (TREGDA or TREGDMA) generally rotated from week to week. The clipper
blades were cleaned with acetone between clipping animals treated with
different chemicals and at the end of each day of clipping.

Dosing Solution Preparation

Dosing solutions ware prepared by adding the appropriate amount of TREGDMA

(al) to a 2% ml volumetric flask, then diluting to volume with acetone. Each

solution was mixed manually by inversicn. After mixing, the solutions were

transferred to amber glass dosing bottles equipped with teflon-lined 1lids.
.. The solutions wvere stored refrigerated at approximately 4°C between usse.
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Dosing

The test substance, dissolved in acetone, was appiied topically tc the clipped
interscapular region of the back by an automatic pipette. The pipette vas
calibrated at least once a month throughout the study. Mice were treated S
days/week for at least 78 weeks with a single dose of SO0ul/animal/dcy.

Vehicle control animals ware similarly treated with acetone only. The
untreated control group vas not treated with either test substance or acetone.
However, animals from the untreated control group were picke@ up on each dose
day and the interscapular region of the back of the animals from this group
was clipped on the same schedule as the other animals.

Dosing Solution Anaiysis

Before initiating dosing, the test sc.utions were prepared to assess the
homogeneity and stability. Homogeneity (duplicate samples each from the top,
middle, and bottom of the mixing vessel) was determined for the 5, 25, ané 50%
solutions. Stability was evaluated by determining the test substance
concentration in triplicate samples (6 samples used for Day 7) from the 5 and
50% solution concentrations used for the stability study. Stability of the
test substance in the solutions was determined for Day 0 (directly after
preparation), Day 7, and Day 14 under storage conditions identical to those
used during dosing.

Dosing solutions were prepared weekly during the study and analyzed for
concentration of TREGDMA prior to the first day ~f dosing and at 1, 3, 6, 12,
and i# sonths after initiation of the study.

‘ Standards for acceptable accuracy of mixing were: the mean of the anaiyzed

) samples were within * 10% of nominal; the difference between duplicate
analyses did not exceed 15%; and individual analyses were within %+ 15% of
nominal.

Observations and Measurements

In~-iife Bvaluations

All animals were observed for mortality and overt signs of toxicity twice
daily and once each day ¢n the weekends until December 18, 1993. After that
date, observations for mortality and overt signs of toxicity were ccnducted
twice daily, seven days/week. Detailed examinations for clinical signs of
disease or abnormality, which involve animal handling, were conducted once
weekly. All external structures were examined and each mouse was thoroughly
palpated for external masses.

Individual body weights were measured weekly for the first 13 weeks of the
study and every fourth week thereafter through termination.

Photography

Five surviving animals/group were phctographed (treated skin) after 2, 4. 6,
13, 26, 52, and 78 weexs of treatment. The photcographs were retained in the
raw data. PFurthermore. late iy, the study., photographs of several mice were
‘ taken on a Friday followed by photcgraphs of che same aice on the following

Monday.
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‘- €linjcal investigations were conducted on 10 core animals/group at 12 (Week
52)..and 18 (Week 79) months. Blood was obtained from 5 animals/group for
hematology and 5 animals/group for clinical chemistry. All blood samples were
"obtained from methoxyfiurane or halothane anesthetized animals via puncture of
the retroorbital sinus.

The following were measured or calculated:

Hematology

hematocrit mean corpuscular hemcglobin
hemoglobin concentzation (MCHC)
erythrocyte count total leukocyte count

mean corpuscular volume (MCV) differential levkocyte count!
mean corpuscular hemoglobin (MCH) platelet count

ipifferential leukocyte counts were performed on high dos=s groups (Groups 5
and 8) and control groups (Groups 1 and 2).

Clinical Chemistry

glucose (nonfasting) chloride

urea nitrogen aspartate aninotransferase (AST)
creatinine alanine aminotransferase (ALT)
total protein creatine ki.ase (CK) .

total bilirubin ganma-~glutamyl transferase (GGT)
calcium alkaline phosphatase (ALK)
phosphorus albumin

sodium cholesterol

potassium

tails of the clinical patholaay procedures are included in Appendix 3.

Sentinel Animal Evaluations

Sentinel animals were evaluated at various times throughout the course of the
study to check for incurrent infectious diseases. None were found. An
additional sentinel sacrifice wvas performed to evaluate for the PVM virus on
April 19, 1995. The results were negative.

Anatomsic Pathology Bvaluations

Cell Proliferation - Necropsy

Cutaneous cell proliferation evaluations were performed on 4-5 mice/group at 4
evaluation periods durirg the study. Alzet® Osmotic Pumps (Model 1003D) were
implanted on Nonday morning following the completion of 4, 13, 52, and 78
weeks on study fcr infusio: of bromodeoxyuridine (BrdU; 20 mg/ml in Dulbecco’s
Phosphate Buffered Saline). Animals were euthanized 24 hours after implanting
the pumps for subsequent evaluations of BrdU uptake by epidermal pasal celis
in the treated skin. Animals wsre anesthetized by methoxyflurane or halothane
and killed by severing the brachial vessels to permit exsanguination 24 hours

Page 13 of 748




BRRC Peport 92N1168B

after the implantation of the pump. All animals received a complete necropsy.
All tissues listed in the core animal NeCropsy section were removed and fixed
in 10% neutral buffered foraxlin (NBF}. Selected organs were also weighed for
animals sacrificed at Weeks 52 and 78.

Cell Proliferation - Histologv

Skins were processed to blocks using xylene substitute and tisg-us sections
were cut at 5u, mounted on Fisher Plus Slides (Pisher Scientific, Pittsburgh,
PA), ar3 stained using routine imrunohistochemical procedures for nuclear
incorporation of BrdU. Additional tissues for animals sacrificed at Week 78
vere processed and evaluated microscopically as described in the core animal -
histology section.

Cell Proliferation - Counting Procedure

Two skin sections/animal were evaluatcd at 40% magnification. =2ach section
was arbitrarily assigred as section 1 or section 2. The stained duodenum
(internal control) and skin sections were scanned (at low magnification) for
proper and even staining.

Only clearly identified cells in the plane of section were used in the
evaluation. Necrotic or pyknotic nuclei or cells not in the plane of section
vere not countec. To evaluate sections that contained nair follicles, two
imaginary lines were drawn on either side of the base of the follicle and no
cells in between those 2 imaginary lines were used in the evaluation.

Beginning at one end of each skin section and moving fieid by field (to avoid
overlapping and re-counting cells), labeled and unlabeled cells were
identified until at least 500 cells/skin section were counted. The total
number of labeled and unlabeled celis/field were entered into a computer
program designed to calculate the percent of labeled cells/animal.

Core Animals - Neacropsy

A the end of treatment, all surviving animals were anesthetized with
halothane and killed by severing the brachial vessels to permit
exsanguination. On the day of sacrifice, body weights were obtained to allow
cxpression of relative organ weights. A complete necropsy was perforzed on
all animals. The liver, kidneys, brain, testas, and spleen w:re weighed for
all sacrificed animals. The following tissues were collected for all animals
and retained ia 10% neutral buffered formalin:




o pituitary ;
"~ thyroid/parathyroid

thymic-region -
trachea
heart
bone, sternum
salivary gland
liver
spleen
kidneys
adrenal gland
pancreas
testes
epididymis

aorta

skin, treated

skin, untreated
esophagus

stomach

duodenun

jejunum

ileum

cecun

colon

rectum

urinary bladder

lymph node, mesenteric
lymph node, other
skeletal muscle

nerve, s iatic

eyes and harderian gland

prostate femur
seminal vesicles spinal cord
gall bladder
bone marrow smear (femur)

Animals found dead or sacrificed in a moribund condition (including satellite
animals) were handled as described above, except no body or organ weights were
recorded and no bone marrow smears were prepared.

Bars and toe-clipped feet were saved for identification purposes.

Core Animals - Histoloqy

Nicroscopic examinations were performed on the above listed tissues for all
animals from both control and high dose groups. In addition, the lungs,
liver, kidneys, spleen, treated skin, untreated skin, stomach, and grossly
lesioned tissues were examined from those animals assigned to the mid and low
dose groups. All tissues to be examined were paraffin-embedded, sectioned at
approximately S micrometers, and stained with hematoxylin and eosin. Animals
either found dead or sacrificed moribund (including satellite animals) were
handled in a similar manner, according to their respective dose groups.

Details of the anatomic pathology procedures are included in Appendix 2.

Data Analyses

The data for quantitative continucus variables and cell proliferation data
were intercompared for the 3 treatment groups and the control groups by use of
Levene's test for equality of variances, analysis of variance (ANMOVA), and
t-tests. The t-tests were used when the F value from the ANOVA was
significant. When Levene's test indicated similar variances, and the ANOVA
vas significant, a poocled t-test was used for pairwise comparisons. When
Levene's test indicated heterogenecus variances, all ¢roups were compared by
an ANOVA for unequal variances followed, when necesszry, by a separate
vari-ace t-test for pairwise comparisons.

Nonparametric data were statistically-evaluated using the Xruskal-Wallis test
followed by the Mann-Whitney U-~test. Incidence data were compared using
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Fisher's ixact Test. Other analyses used included life-table analysis. PFor
all statistical tests. except life-table analyses, the probability value of
< 0.05 (two-tailed) was used as the critical level of significance. The
probability value of < 0.05 (one-tailed) was used for life-table tumor
analyses.

Various models of calculators, computers, and computer programs may have been
used to analyze data for this study. Since various models round or truncate
numbers differently, values in some tables may differ slinhtly from those in
other tables or from independently calculated data. The iztegrity of the
study and interpretation of the data were unaffected by these differences.

RETENTION OF RECORDS

All raw data, documentation, photographs of animals, paraffin blocks and
tissue slides, the protocol and any amendments, and a copy of the final report
generated as a result of this study and as a result of the concurrent study
with TREGDA will be retained togetner in the BRRC ::7hives for at least 10
years. Due to the nature of the test substance, a :e¢serve sample was not
retained.

RESULTS AND DISCUSSION

All references of differences in group mearn values in the tollowing text refer
to comparisons of statistically significant differences between the treatment
group and the control groups unless otherwise noted. Repeated reference to
the control and the statistical significance will no: be made in c:der to
simplify the text. ’

Analytical Chemistry

The report and summary tables for analytical chenistry are included in
Appendix 1.

For the stability analyses, the mean measufed concentrations of the 5 and 50%
solutions ranged froa 100.9 to 105.7 and 100.1 to 105.9% of nominal,
respectively. These results indicated that TREGDMA in acetone remained st

at the specified concentrations for at least 14 days when stored refrige

For the homogeneity analyses, the mean measured concentrations (t SD) of
TREGDMA in the S, 25, and 50% solutions were 105.7 (& 0.7), 100.4 (% 0.9), and
101.6 (= 0.5)% of nominal, respectively. The coefficients of variation of the
percent of nominal for the 5, 25, and 50% solutions weve 0.7, 0.9, and 0.6%,
respectively. These results show that the solutions were uniformly prepared.

The mean measured concentrations ¢f the 5, 25, and 50% solutions ranged from
94.4 to 105.2% of nominal for the 6 pericds of analysis. TREGDMA was not
detected in the control dosing solutions.

Clinical Observations, Mortality, and Palpable Masses

A summary of mortality is presented in Table 1. A summary of the clinical
observations is presented in Takle 2. Individuzl animal fate data are
included in Appendix 4. Individual animal clinical observaticn data are
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':" 1ng1udqa in Aﬁpcndig 5. Individual palpable mass data are included in
- Appendix 6. - ' o -

. " There were no biologically significant differences in the survival or
incidence of clinical observations between the vehicle and untreated control
_groups. The survival rates over the study period (including those sacrificed
moribund but excluding accidental and procedural deaths) were 74, 70, 70, 62,
and 49% for the untreated control, vehicle treated control, low, mid, and high
dose groups, respectively. Life-table analyses (Kaplan-Mcier, 1958) indicated

that the survival of the high dose group was statistically significantly
decreased as compared to both control groups. While both the survival rate
and the mean survival time for the mid dose group was lower than either
control group, the mean survival time was not statistically significantly
different from either control group.

Treatment-related clinical signs of toxicity were generally limited to local
signs of irritation at the site of treatment, although statistical analyses
weare not performed for these data. Exfoliation (dandruff like scale) was
observed in all dose .groups including the controls and, therefore, was
considered to be at least partially related to the manipulative procedures
such as clipping. The slight increase in incidence of exfoliation between the
untreated controls (19/70) and vehicle treated controls (25/70) was not
considered to be biologically significant. An increased incidence of
exfoliation was observed in all TREGDMA-treatment groups as compared to both
control groups. Exfoliation was first observed on Day 8 in the high dose
group and by Day 29 was observed in all TREGDMA-treated groups (exfoliation
.was not observed in either control group until Day 127). Exfoliation was
observed in all but 3 animals from the mid dose group and all animals from the

high dose ¢group. The suumary table (Table 2) indicates that the number of .
animals observed with exfoliation was increased in the low dose group as well
as the mid and high dose groups. The incidence of this finding in the low
dose group was considered to be biologically significant only in the latter
stages of the study as indicated by the following table of randomly selected

study periods:

L

ftudv Deys  Untreated  Yehicle
35-42
210-21%
350-358
440~445 13
546-550 24

Two animals from the mid dose group and 7 animals from the high dose group
were observed with exfoliation of a grade of 1 (coupared to "P" for present)
while none of the low dose group or control animals were observed with this
greater severity of exfoliation. An exfoliation grade of 1 was subjectively
assigned to an animal based upon both the apparent size of the dandruff like
flakes as well as the overall amount of flaking. No animals in the study were
assigned exfoliation grades of 2 or 3 that were indicative of large areas of
the skin peeling away froa the treatment area.
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The number of animals observed with one or several non-specific signs
including emaciated body. dehydration, abdominal distention, colé extremities,
or labored respiration was generally increased in the high dose group. These
findings are frequently observed in animals prior to death and, therefore, the
increased incidence of these findings was attributed to the increased
mortality in this dose group.

In addition to routine observations for clinical signs of toxicity other
documentation during the in-life portion of this study suggested that oral
consumption of the TREGDMA was likely to have occurred in the high dose group
and possibly in the mid and low dose groups because the fur surrounding the
treatment site became contaminated with the test substance. These
observations were recorded in the raw data and photographs of representative
animals taken periodically throughout the study. The contamination gradually
became more noticeable from Monday to Friday (days of dosing) and improved
over the weekend (animals were not dosed over the weekend). Tharefore, it is
assumed that the normal preening behavior of the animals resulted in oral
consumption of the test substance (an examination of the inside of the caging
for some of these animals did not indicate that the test substance was rubbing
off onto the cage). The possible effects of this inadvertent route of
exposure must be taken into account in the evaluation of the results of this
study.

There were no other clinical signs of toxicity (including palpable masses)
that were considered to be related to treatment.

Body Weights

Summaries of absolute body weight and body weight gain are presented in Tables
3 and 4. A graph of body weight (grams) versus time (weeks) is presented in
Figure 1. Individual animal body weight data are included in Appendix 7.

There were no biologically significant effects on absclute body weights or
body weight gains observed in the study. Occasional statistically significant
differences in the mean body weight or body weight gain values were considered
to be spurious.

Clinical Pathology Evaluations

Summaries of the hematology measurements are presented in Tables 5 and 6.
Summaries of the clinical chemistry measurements are presented in Tables 7 and
8. 1Indivicdual clinieal pathology data are included in Appendix 10. Detailed
results and discussion of the c¢linical pathology measurements are included in

Appendix 3.

There vere no treatment-reiated effects on hematology or clinical cheaistry
measurements observed in any group. Furthermore, there were no biologically
significant differences in any clinical pathology parameter between the
untreated and vehicle treated control groups.

Cell Proliferation

The summary data are presented inm Table 9. Individual cell proliferation data
are included in Appendix 8.
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0:-biologically signiticant differences in the mean rate of

882l cell proliferaticn between the untreated and vehicle treated
- oups. The mean measured rate of epidermal basal cell proliferation
in the control groups tended to slightly increase after one year on study.
‘This is opposite of what has genarally been observed in human skin where the
rate of epidermal cell proliferation tends to decrease with age (Lamminuausta
and Maibach, 1988; Roberts and Marks, 1980). BHowever, the increased mean rate
of basal cell proliferation observed in this study may have been secondary to
greater variability in the animals as they aged (the standard deviations of
the control groups tended to gradually increase with age). Therefore, the
biological significance of the increased rate of epidermal basal cell
proliferation in the older animals from the control groups was not known.

The mean measured rate of epidermal basal cell proliferation of the mid and
high dose groups was consistently increased as compared to both control groups
throughout the study. While the rate of epidermal cell proliferation was
slightly higher in the high dose group than the mid dose group at all
measurement intervals except at Week 4, the differences between these dose
groups were most likely not biologically significant. At the Week 4 and 13
Seasurement intervals, the rate of cell proliferation for both of these groups
was approximately 65 to 127% increased over the control groups. However, at
the Week 52 and 78 measurement intervals the rate of cell proliferation for
these groups was approximately 25 to 608 increased over the control groups.
Therefore, the proliferative response of the skin to TREGDMA decreased as the
animals aged. The cause or biological significance of this change in
proliferative response was unknown. There vere no biologically significant
differences in the rate of epidermal basal cell proliferction between the
control groups and the low dose group of TREGDMA-treated mice.

Organ Weights, Necropsy Observations, and Microscopic Diagnoses

Suamary results of organ weights, organ weights relative to final body weight,
and organ weights relative to brain weight are presented in Tables 10 to 12.
Summary results of necropsy observations are presented in Tables 13 to 18.
Summary results of microscopic diagnoses are presented in Tables 19 to 26.
Individual anatomic pathology data are included on Appendix 9. Detailed
results and discussion of the anatomic pathology results are included in

Appendix 2.

A significant increase in both the mean absolute and relative (to brain) liver
weights of the vehicle treated control group as corpared to the untreated
control and low and high dose groups was attributed .o a few animals in the
vehicle treated control group with relativelv large liver masses. The overall
incidence of tumor masses and nodules was generally similar in all groups and,
therefore, the increased liver weight of this dose group was not corsidered to

be biologically significant.

Both the mean absolute and relative weight of the kidneys were statistically
significantly increased in the mid (8 to 12%) and high (14 to 19%) dose groups
as compared to both control groups.

There were no biclogically significant differences in the incidence of
necropsy findings between the untreated and vehicle tre:sted control groups.
As observed during the in-life phase of the study, there was a dose-related
increased incidence of exfoliation observed at necropsy in all groups of mice
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treated with TREGDMA. At Week 52 (mid and high dose groups) and 78 (high dcce
group), there was als® a numerical increase in the number of animsls with
grossly enlarged kidneys. There were no other biologically significant,
treatment-related necropsy findings observed in any dosc group. Statistical
analyses were not performed on the necropsy data.

Upon amicroscopic examination, there were several statistically significant
differences between the untreated and vehicle treated control groups. The
incidence of adnexal atrophy was increased in the vehicle treated control
group indicating a change in the skin secondary to chronic acetone
administration. The incidence of myelin sheath swelling in the spinal cord
wag increasad in the vehicle treated control group. However, tha2se changes
were graded as minimal and, therefore, the biological significance of this
change is equivocal. Furthermore, subchronic oral administration of acetone
by other researchers did not produce any neuropatholcgical lesions (Spercer et
al., 1978). The only other microscopic lesion in the vehicle treated control
group that may have been biologically significant was an increase in lung
mineralization. The toxicological significance of this lesion was unknown.
Other staiistically significant differences in the incidence of microscopic
lesions between the untreated and vehicle treated control groups were not
considered to be related to acetone treatment due to a similarity of the
untreated control with the TREGDMA dose groups or overall low incidence of the
lesion. These lesions included a decreased incidence of myocardial
degeneration/fibrosis, increased incidence of anomalous lobulation of the
liver, decreased incidence of thyroglossal duct cyst in the thyroid gland,
increased clitoral/preputial -land duct ectasia of the skin, and increaced
splenic extramedullary hema‘cyoiesis.

Comparison of the incidence of microsccpic lesions in the mid and high dose
groups with both control gr.ups indicated TREGDMA-related changes only in the
skin. The diagnosis and incidence of lesions in tne mid and high dose groups
wvere similar and were indicative of chronic cutanecus irritation/inflammation.
The lesions, primarily graded as minimal to mild, inciuded acanthosis,
hyperkeratosis/parakeratosis, and dermatitis. There were no bioclogically
significant indications of chronic inflammation at the treatment site in the
low dose group.

Microscopic diagnoces did not reveal a cause for either the increased kidney
weights or decreased svurvival in the mid and high dose grcups. While dilated
hyperplastic tubules of the kidney was scatistically significantly increased
in the high dose group as comgpared to both control groups, the lesion was
graded 2s ainimal for mos: affected animals and was not, therefore, considered
to be biologically significant. In high dose group animals that died o7 were
sacrificed in a moribund condition, there was a slightly increased freguency
of mineralization in several organs as well as increased fraquency of alveolar
histiocytosis as compared to both controls. Neither of these lesions were
considered to be responsible for the increased mortality in the high dose
group. Finally, there were nc biclogically significant differences betveen
groups in the frequencies of kidney lesions in animals that died or were
sacrificed in a moribund condition. Therefore, a causz for the decreased
survival in the high dose grcup was not ideatified.
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-~ Cutaneous treatment of C3H/HeMNsd male mice with 50 pl of 5, 25, or 508 of
- TREGDMA in acetone 5 days/week for at least 78 weeks did not result in any
-treatment-related changes in hematology, clinical chemistry, mean absolute
body weights, or body weight gain. The mid and high dose groups had slightly
decreased survival as compared to both control groups but only the mean
survival time of the high dose group vas statistically significantly different
from the control groups. Clinical signs of irritation, consisting primarily
of extoliation (dandruff-like scale), were observed in all dose oroups. The
time of onset, incidence, and severity of exfoliation were related to dose.
Similar observations at the site of treatment were made at necropsy. Both
epidermal basal cell proliferation and microscopic diagnoses of the treated
skin counfirmed the presence of cutaneous irritation in the mid and high dose
groups. BEpidermal basal cell proliferation at the site of treatment indicated
an increased cell turnover rate that was very similar in the mid and high dose
groups. The increase was greatest at the 4 and 13 Week measurement intervals
and tended to be less pronounced at the 52 and 78 Week measurement intervals.
Nicroscopic examination at 78 Weeks again indicated very similar chronic
cutaneous irritation changes at the site of treatment in the mid and high dose
groups. There were no biologically significant differences in the rate of
epidermal basal cell proliferation or incidence of microscopic lesions
observed in the low dose group.

There were no microscopic lesions in the mid and/or high dose groups that were

considered to result in an increased incidence of mortalit;. Therefore, the

statistically significantly increased size of the kidneys (observed as

. increased mean absolute and relative organ weights) in the mid and high dose
groups at the terminal sacrifice was the only finding in these groups, other
than the chronic skin irritation, that was considered to be biologically
significant. However, microscopic diagnoses of the kidneys did not reveal a
cause of the increased size of the kidneys. An increased incidence of dilated
hyperplastic tubules of the kidney in animals sacrificed at Week 78 was not
considered to be bioloaically sianificant. The chronie cutanecns irritation
observed in this study vas not considered to be sufficiently severe to result
in increased mortality in these groups. Therefore, while a cause for the
increased mortality in the mid and high dose groups was not identified, the
increased kidney weights may have been related to the mortality observed in
this study.

Based upon observations made during the in-life phase of the study that were
recorded in the raw data as well as in photographs taken of some animals on
this study, oral consumption of the TREGDMA was _.ikely to have occurred in, at
least, the high dose group. The effect of this inadvertent route of exposure
on the kidney weights and decreased survival is unknown but must be
considered.

Under the conditions of this study, the No-Observed-Adverse-Effect Level
(NOAEL) for TREGDMA was considered to be 58%. Furthermore, under tha
conditions of this study, there was no indication of carcinogenicity of
TREGDMA at any dose level.
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Statistical analysis was performed on the mean survival time for all groups compared individually
to the coatrol groups using the Kaplan-Neier method.
Sgtacistically significant to the untreated control group by the Breslow statistic for

equality of survival curves (p < 0.08).
'sutlstluuy significant to the untreated control group by the Mantel-Cox statistic for

equality of suzvival curves (p < 0.01).
Cseatistically significant to the vehicle control group by Breslow and Mantel-Cox statistics for

equality of suzvival curves (p < 0.0%).

lyntreated comtrol group
2vebicle treated contol group

OD_TOX\TABLES\TPMA_CSN
August 18, 1998

 Page 23 of 743




Apmig uo sxeem
or

y
Y

SRAC Report 92W11663

dnos 9,06
dnoub 9,6z

dnoud 9,6

SIORUOD SOIOA
Sj0ULO paKesnun

Page 24 of 748

BINGNT VAAENS -
0N TTVWN PSHNOH/HED

NI AVSSVYOIE TVWYNIQ JINOYMHD (vwaoanl) ALVTAMOVHL NG TOOATTO SNFIANLINL

3 FNNOIS




0T°TA $6/20/%0

*POA188Q0 sua epuib peyjioeds ay3y jo Sugpuil e Aep Ise3wy O3 ISS[TIve Juesesdes (), siequnu TEDTINYIueI88
*Apnas sy3 Bujanp #ouo ISEST I OuIPul; SyI BUTITQIYKS STESIUE JO JequUnu ey} IUSEIAe] SIequNny
‘O30A08 = £ ‘020T0DON = 7 ‘PIIW = T ‘Juesesd - 4 1sepuID

$0°05 ST § ‘S 0°ST ST 0 ‘S 0°S ST € ‘(SIDIHAA) §0 ST T ‘(GEIVEMINN) 0 1 T 'ONEDST 4NOED

..unlwo:.naommino«:-n-omminnn:«:mmlov:mn:mmlsocon h
[ 1 12 €S 141 141
(18S-€S )LT  (€vs-66 Izt (9vsS-L6T)e  (v1s-6€2)8  (E9s-TL )6

(165-662)0T (0S6-620)9  (ovsS-L92)S  (@9S-95€)9 (o0e) 1

(156-95 )6 (S25-999)Z  (#9S-005)y  (evs-Len)z °
0 (o5y) 1 ° ] ]
0 (5SS-STP)E  (ovs-Zopde  (69S-€€S)T  (SEG-TTE)E
(9Zs-€2S)T  (0SS-ST¥)9  (915-75Z)7  (evs-¥6¥)Z  (E¥sS-TYE)2
(cos-cov)y 0 0 0 (£95-6ES)T

Pags 25 of 748

vixvLv
0 0 0 S réy) 1
° 0 0 0 (Zys-Los)
(1s5-56 )9 (055-ST0)9  (ets-€oz)v  (wsv-€2 )z  (cos-eeedeL

{L281-QNIN-001T) SISATIVEVE
(HE0N-GNIN-201) SIGBWVA

SATIOVO4 N
D/ N01MNE

& & a6 & & & & &

(sxva) (sava) (8ava) (gava) {sava) naved (9013vD07)

$ v T onianis
ANODEIND

SNOLINANESSO TVIINI'ID 40 ANVINNS
BOIM STVH QEINCN/HED NI AVESVOIE
TOMNG DTHOWKD +(VNODRUL. SIVIANOVMASNIG ‘I0DATD MINTANASING
T T e




01° 14 $6/20/90

BRRC Regort 92Mi1608

"POAIESqO suA opv15 potjyoads 8yl Jo Hujpurl € Aep 3S8IRT O3 ISET(IVE JUGSesGes .{), siequnu WO I8YIVeINZ
*Apnas eyi buyinp 0ouc Iswel 3¢ Bufpull Iy3 Buiarqryxe stewiuw Jo 1equnu eyl Juessidas Sieqeny
‘2I8ABS = [ ‘OIVIGPOW = 7 PIIW = | ‘Jusmeid . 4 18epRID

S 0°0S ¥T S ‘N 0°SZT ST ¥ ‘Y 0°S ST € ‘(ITOIHAA) %9 81 ¢ ¢ (QEIVEUINN) $0 87 T :aNEDET dNO¥D

(08%) T (PET-EETIT  (€£€S-T60)2 0 0 (HL0g-a018)

0 (Lrs-Tiet 0 0 0 (HNLDUDS )
(VS6-06T)LT  (985-1S€)9T  (95S-L6T)DT (655-6£2)02 (SSS-€2ENL {(B1Na4)
0 0 (zZis-s0S)( 0 0 (Home !
(Lee-oo1)e o (evs-#9g) (zoe) 1 (16s) 1

(505-901)8  (c6c-901)s o [ I T {14]

(IHOIR-TYNINONT }
(LERT-TYNINDNET )
(] (zZer) v (zsz-9v2) 0 0

{(avar)
(588-LS )1y  (9ss-112)EM (566-:6 "0y (965-6 vy (S555-9L Yoy {IvLINED)
(9ec-r€)T  (0T1-€T1)1 o . 0 ] (Fva)
0 [} (ess-s62)t 0 0

(Lyg-zi8)t 0 0

(IHOYY-UVE )

d
d
a
d
[
d
4
d
d
d
4

(Lsau2)
(aZNNIINOD) DNITIANG

(8ava) (8ava) teava) (sava) aawd (NOXLVDOYT S
§ 1 ONIQNIA
ANODBLVYD

83T

SROTLVAKESEO TVOINITO 40 AWVINNG
BOIN STVH QBHNCH/KHED NI AVRSVOIQ
TNRG DINOWHD | (VHADENL) SAVIAMOVHAENIG T0DATD SNRTAHARINA
(ponutiuod) z s1ava




01°TA 56/20/60

‘PoAISSCO S0A 8pRIG DPOTJToeds eyl Jo Bujpuij w Aup IS8T O3 ISEITING IUSEIdeI (), SISQENU T¥D]INYIUSINGE
<&pnas eyl Puting eouo 3IsEET IW BuIPLY) OYI BUTITGIYXS BINWIUY JO IeqEnu sy3 IuSSeIdr1 SIeqENg
‘OIGARS x £ ‘OININPON = T ‘PIIS = 1 ‘3uUsS038 = 4 190PEID

$0°05 8T § ‘S 0°ST ST P ‘S 0°'S81CE ATOIHEA) V0 ST I ‘(CRAVENINA) %0 ST T IONEONT &NOMD

0 (9zs-ezpde  (sev-eTv)1 0 (v69) 1 (11v-8087)

(v62z) 1 0 {o0s-129)7 0 0 (2008 S¥IINS)
1 € 14 0 1 OIve

(165-562)6  (0SS-T20)L  (095-005)9  (89S-€Z IS  (evs-esc)s
1€6-TL )OT  (956-9T€)2Z (95S-8L JOT (995-9L2)6T (6¥S-pLT)0T
(169-962)0 (szy) 1 (seo) T (90c-z0€)z  (S0S-120)2
(v$5-56 01 (SSS-01906  (DSS-6LE)Y  i955-9T€)ZT (09S-99T)s
0 (6r5-950)z  (6v5-ges)T  (OLr-Zow)T  (950-020)1

(11Y-80NT) SI1INMNELIXS @100

BNIVAS BNINN

Lo

NOISNELEIA TVNINOORY
(vauv Zusuavevs)
(HD18-230IN0NS )
(2851-¥RCIN0WE )
(Lo18-8019)
(1aw1-8a18)

(GRANIZINGD) DNITIONG
AG0S

0 0 0 (9sr-zav)t 0

0 0 (ors) 1 (ees-618)1 [ ]
(scv-901ly  (ces-toz)c (ces-e52)Z  (Ovs-Eondy 0
(SEr-6LE)T  (B0S-SSTML  (9vs-SZZ)E  (925-61S)T  (O9S-pep

{s1va) . (gava) (8xva) {gxva) (siva) savm> (n0o12%007)

$ ¥ 4 1 onzanis
ANODRID

SHOIIVANESN0 TYIINITD 40 AWVeNS
BTN STYM GOHIEN,/NED NI AVESVOIN
TVIRISG DINOWND ! (VNGDSNEL) SNTANMIENIG TOOATD SHETANIEIES
(ponuiuo) 2 18Vl

bage 27 of 748




01° 1A 56/20/5%

‘P8AI93qO svn epC1b PAYJ1oads su3l Jo Buypupz @ Avp IseIvT O3 Isejiive jusseides (), siequnu 1001 I9YIUSIZY
*Apnas ey Buyinp sOUC ISWET v Bujpuly oy3 BUTITQIYXD sTRWIuUY FO 1eqEnu eys Jueseides Y10GENK
‘OIGABE =z £ ‘OINISPOW = 7 ‘PYIW = T ‘Juese:d s g t1SOPUID

$0°05 91 S ‘8 0°SZ ST ¢ ‘N 0°5 ST & (BIDIHAA) 80 *T 7 ' (QIALVAULNN) S0 ST T SANIOTT 4NOUD

(€5-56 11T Inss-tzvle  (8¥S-ivZ)9  {09S-€Z )9  (E9G-¥6p)E KOILVH14G3Y ABUOAVY]
ENVROWIRA-OTAUYD
(€rs) 1 (rze) ¥ 0 (r1s-scs)v  (ers-ze5)T (Xa0d 2u1ING)

(ovs-ez0)L  (9z5-820 )y (9zs) 1 (ovs-€9v)z  (ver-12¥)¢ (remroqay)
& [ 1 € S 81300 ana

0 (sss-Toe)y  (eys-Zvy)e  (6pS-€£S)T  (§S6-9sh)e LILL avER
(1sS-€S )6 (08S-182)0T (L¥S-Te2)L  {(Bws-zoE)e  (L8S-9¥2)T( BEINAEN VAUV TVIINZDOUN
0 0 ° €z ) 1 0 (agou) aazILvinvse
0 (1L -%9 )z (BiS-0Z1)Z (1v1) 1 (ozt) 1 FSAVIONS TVEORY

-]
g
o
Gl
[#]
o
L]
@
[
[
L

(osv-c9v)t 0 0 0 0 a%¥ ‘AOBVHISIA TVLINISONN
(oss-t60)¢e  (evs-528)y  (T169-552)¢ 0 (vSS-11E)Y INNLEOd GHKORNE
0 (s28) 1 (1] 0 (11v-gmva)

{GIONIEINOD) WOTTYVA
aGon

(8ava® (8xva) (8xva) (8xva) (8xva) aqveo (RO1IVO01)
] z 1 ONLUNI6
LUOBBAS

83T

SNOILVANRSEO TYOINITO 40 ANVIMNE
BIIN SIVH ASHEH/HED NI AVESVOIR
TYNESA OINOUHD ¢ (VHADENA) BIVIAMOVHAAWIA 100410 EXETANLITHE
(ponuyyuo)) z stava




01° 1A S6/T0/%¢C

Wac Meport SzMLLEN

‘POAINEQO sen spuab peyjioeds eyl Jo Guipuil @ Aep 31se3eY O3 Ise(Tive Jueseirder (), SIGGRNU TEITISYIUIYd
*&pnas eyy Sujing eouo 3swey IV GuIPUL] OyI BUTITQIYXS STEWIUR JO ISqENU BY3 FUeEe1des SIequNy
‘010408 = € ‘OIVINPOW x 7 ‘PIIW = | ‘Jusse1d = 4 1S8pRID

$0°0§ SY S ‘S O°SZ ST P ‘S 0°S ST € ‘(ITOIREA) 80 S Z ‘(GALVEUINN) $0 S1 [ GREDET ANOYD

T
(oss-90¢)¢

(2Le-99¢€)
[
(ovs-€9v)1
1

1 T aNSsIi NVINOOINAS NETIOMNE

0 0 (LHO1-323)

(zsz-szE)t
7

(ees-€9v) (4d%T-8i8)
1 A8THOSIG UVINDO0

0 (IMDIC-3X3) WOLAYMINONT
(oss-e2v)t (Zo1v-243)

({0SS-95¥)¢ . {L301-343)
’ ALI5NaA0
(9s€-6LE)1 (as0zu8-253)

0 (oz1-£T11)
1

o0 © 00 © © oo ©o o
Page 29 of 748

- ©O 00 © © 00 © o

0

0 (L4NT-34R)

0 NOIIVEEIN ‘IVIRN0D
S000/SuTA/SNAN

(ees-90€)9  (g£76-108)6  (6£5-€£92)S NO1AVHIAEEM MOR
) 0 0 WOLAVMIABEN O14VE
. ANVHOWIAS-OIOUYD

(8xva) (8ava) (siva) (siva) . (sava) savwo (N055v001)
R - L4 € 1 onlIaNId

3TV

SHOILVARASEO TYIINITD 40 XMVIONS
0K TN GESHNCH/NED NI AVESVOlE
TVINERG DINOWHD S (VHGDEML) SIVIZNOVHISNIG T0JATD (METANISINS
{ponajjuo) ¢ 3TEvs




SREC Report ﬁan;stl

01" 1A §6/20/%0

*penl1esqo sua spuid pajjioeds ayl jo puyputji e Aevp 1893°Y 03 IBSTVIVS jueserdes (), siequau yeayIeylusivd
+Apnas syl Suyinp evuo 3Iswadl e buypuij sul HUTITQ[YXS STUWIUT JO Jequnu OU} jusseirdsy siequnN
s@i6AeS = £ 'B3RIEpOW = 7 ‘PIIW = I squevead = g 1EePRIY

$0°0§ 51 S ‘S O'STSYF ‘Y 0°S ST E (@10LHBA) %0 S ¢ ‘(QALVESELNN) VG #1 I 3ONEDET drowd

(§61-9¢ )1 SHOBIONT NMOYOURAAO
. . THSIGE/ TTRO

(o8y) 1 §A0ad 480071
VABEONS

(oss-1Z8)Y (voy) 1 (ZEDIN-RXd}

0 (LyS-86¥1 1 (L3aT-858}
(66y) 1

0 (HLOB-HAH)
4

4 HEVABOUVHIATE

(6Le) 1 (Zv6-869)2 (IHDTY-8X9)

0

? (Lys-86v)1 (yza1-3x3)

€ NOIIVISNEONG ¥V IND0Idad

0
0
]
0
']
0
4
¢

(Tee-vve)t 0 (IHD18-HER)
0 (9vz-zee)1 (16¥-95¥)1 (L431-2A3)
(QINNIINOD) ANSSIL WVINOOINEA NATIOMS
FB0N/BUVE/BR KN

(8xva) (8ava) {sxva) (sxva) (8aAva) 3awud (NOIINDOT)
1 14ncYud ONIANIA
LAOORLVS

SUTVH

BNOILVANNGRO TVOINITO 40 AW/IWMNEG
FOIN WIVH ASHNEH/HED NI AVEEVOIE
TVWMEA DINOMHD ¢ (VWADZUL) FINIRUOVHIAWIA T00A710 ANRTAHIAINEG
(penujjuod) T 3M9vd

Page 30 of 748




0T° 14 £6/20/50

‘penzesqo sea spwib peyJioeds ey3 jo buipuij v Aep Ise3ey 03 Icefrive juesezdas (), si1eqERu TEI(INYIUSIVG
+Apnas eyy Bujainp oouo Iswey 3w bujpuiz oyl BuTITQIYXS STYWIUE JO JeQWNU Sy} JUSEeIder sIeGWNY
“BICASS =  ‘OINILPON = 7 ‘PIIW = T ‘jJusse1rd = 4 i1sePRID

$0°05 ST S ‘S 0°SZ ST ¥ ‘% 0°G ST € ‘(ITOIHAA) 80 81 ¢ ‘(GEIVEULINN) 0 SY T :ONADAT 4NOMD

(615~0L0)1 0 (sss) 1 a (18310)

0
9 81 " (4} GELVINODXS

(6ve) 2 (6ne-562)1 0 0 (vauv msuivaui)
(s56-1L ML (9ss-t¥y )0 (SSS-€¥ )21 (SS5-6Z JET (9S5-6L )T (SON-SVI¥Y Z1S1ZTM)
0 0 ] 0 (z6 ) 1 (LHOL U -2W04-2E1)

[ [ (1] 6z) 1 ] (L431-3904-5%1)

(zis) 1 (sev-o2v)1  (LLp-E6E)T (oLe) 1 0 (TvaIne.
(ort) 1 0 0 0 ()] (V)
(0SS~LS V1T (€5S-6T IvT (9SS-9¢ )1z (9Ss-8 )ST (9S$-TT )ET (183H0)
(9r) v (o1z-% 1 (Se -v9 .Ma (9L1-08 )z (ve1-9¢ )2 {xanocay)

1 1 114 0z 1 14
s

ez 1 NOIINISNUONS TVHOINld
TUANRG/ TR0

(8ava) (sava) (8ava) (8ava) (%012v00T)
s | 4 ONIaGnI 4
SB0DESIND

ENOIIVANISEO IVOINITO 20 ZUVIMNS
EOIN TV GBHNEN/HED NI AVESVOIS
TOMEA JINOWED $(VHODEEL) BIWIZNOVHIENICO T0DATD BNE1IHAIEL
(ponu13u0)) T 31EVE




0T Th SE/T0/50

*peAlesqo sum spvib pejjioeds ayy o Bujpuyy v Aep 3sajwy 03 Isejrive jurseiadexr ,(), sieqenu TedjIBYJUSIRY
*Apnas ayy Buyinp eouoc 3see 3@ Duipuyjl 8yl HuTIIqiyKe STRWUR JO J8quNu Sy} jueserdsa Si1sqeny
‘9I8A8S = § ‘G1RIOpDOW = 7 ‘PIIW =z Y ‘juesexd = g 1sepYIH

$0°0S8 SV S ‘Y 0°SZ ST ¥ ‘Y 0°S ST € ‘{FIOIHEN) %0 1 ¢ ‘(CIIVIUINN) %0 ST T 1GNADIT ANOUST

(€5S-169) Y o ] o 0 (VANY INTHIVZEL) 2INdYd
(901-22 )z (615-66 )7  (pay-TL )e  (L61-§51)Z  (¥GS-L61)E (VEUY INBHLVEHL)
0 0 (81Z-L6T}T o 0 (LHOIH-=a18)
0 ] (RS2 SN {av) 1 0 (N0EN)
(e» } 1 (zoe-9%z)z  (coc-wezdz  (pye-182)1 (2LE-60€)2 (ivsIngn)
0 0 (£SS-S62)T o 0 (IHOTH-HVE)

(Tee-99¢e)t 0 (29T-8r1)T 0 0 (L8410}
’ ’ (] ’ S ELSNHD

(z15-009)5  (e9v-8zv)s  (ces-26 )sT (p55-06 )ZT (9s5-99¢)e (VINV INIHIVINL)
0 0 (st ) 1 0 0 (n1v¥3}
0 LI & (] 2871 2 1 0 0 (30EN)

(s86) .1 (S05-060)1 (95} 1 (96S-6LEDY (TYLINAD )
(QINRIINOGD) AUIVTHOOXS

[3p 1

(sava) (sxva) {sxva) (8xva) (8ava) mawus (NOTINDOT)
1 ONIGNId
AEODREND

ST

BNOILVAHESHO TVOINITO JO AUVANNS
ROIN WIVM JSHMER/HED NI AVESVOld
TVWUSA DINOHHD ¢ (VHGDWNL) SAVIAUOVHIEWIA TODATD SNITAHIAINL
(penujuod) z aave




01" 1A §6/20/5%0

*peA1esSqo sua epwib pejjioeds sy3 JO Bujpurj v Aep Iselvy 03 1SSILIVe Jusseidex (), siequnu TEOIISYIUSIeS
*Kpn3s ey3 bujinp eouo Iswsy e Hujpujz eyl HujajqIyxd sTewiue JO 1equnu eyl ueseides siequny
“910A08 = € ‘SINIGPOW = T ‘PIIE = T ‘Juesesd = g tsepEID

$0°05 ST S ‘S O°SZSY ¥ ‘% 0°G Sy € ‘(ITOINIA) 80 ST Z /(QPIVENINN) S0 ST T IOKADET 2NO¥D

(cor-950)1 o (wer-L9)T 0 (v55-925)7 (SON-SVINV I14ILINK)

° 0 (9sy-6o¥)T 0 0 (INo1u-aNIN-221)
(vss-p0Ede  (6vp-Lec)s  (ce5-901)8  (SSS-piv)y  (S0S-009)9 . (TvaINad)
(ovs-6LedT  (9ss-2160Z2  (L0S-691)2 0 (Zrs-e6v)t (a831D)

0 0 169S) 1 [ 0 (s}
st n te L1 ” (xNG) wE10

(oss-%0c)L  (sSS-0Lv)T 0

0 0
(966-6 oL (9sS-ST )29 (965-62 )e§ (956-L2ZTIST  (S65-L2T)6Y (vawv nmuavaus?

0 0 (9zs) 1 (1] 0 (SON-SVINV 21415100}

‘sp8-€ES )T 0 ] : o 0 (28300}
oL L9 €S 114 61 ROISVHVNOSSA/NO1IVII0ANE

0 (zzr) 1 [} 0

Page 33 of 748

(La%1-3218) €190MDEN
0 0 o0 (v9 -tv )1 .4 (IVLINED) 3ULSHd

(sava) (gxva) (8ava) {8zva) (gxva) waved (n013%001)

§ 4 € 4 1 ONIGNI&
AN0DEIND

SHOISVANESSO TVOINITIO 40 Zuvieins

HOIN ATV OEHNEN/HED K: AVESVOIQ
TVRIEG JIEOMD 3 (VHNGDENL) BIVIASOVIEENIG ‘I0DATD MNIANLSINS
. (penuy3uo)) T SIEVE




ot YA $6/20/50

*poA1e8QO sea spuib peyjioeds eyy 3o buypuyl v Aep 1sezey 031 3IS8frive juesaider ,(), sISQURU TWOLIOYIUSIRG
*Apnie eyy buyinp eouo svar e Buyputry eyl BuyITQIyXe STYWIUR JO Jequnu Oy) jusserdss wragquny
“8I8ABS = [ ‘O3018pOW = z ‘PIIW = T ‘Juesexd = 4 1SEPRID

VN 0°0S BT S ‘S 0°SZ ST ¥ ‘N O'S B £ ‘(FTOINBA) ¢0 §1 T ‘(QEIVAMINA) 40 ST T tANEDET ANOUD

(sss-~21S) T 0 (061-9L1)1  (8vS-LL¥)Z  (9SS-E9P)Y a inasaua (53)98wM
SuCEW
(ess-t6¥)1 (1ez-gsZhx ] 0 {vauv .Eu:.acuﬁt NOTIVHOTOSE1T
(] (ess) 1 0 (2431-8RQINOHS )
(v0z-L6T)1T ] ] (IHOTH-20IE)
(es€) 1 (vye-70€)T  (B6P-20€)2 (TyaInaEn)
(z91-s51)1 ‘¥SS-0¥S) T (asauD)

0
0 (Lee-950)1 [(] (sndy)
1 L4 € {1aM} 23408 Nado

0 {ee )t 0 0 ' (1Iv3) (AYO8) UWHOSH

(Zey-L21) (095-66 ot (925-L21)sT (615-66 JET (61S-5GT)LT (VEUV LRBRIVENL)

0 (ssz-11)1 9 0 {IHDIu-R4aI8)
(y9€) T (ces-969)2 (oLy) 1 (esy-L0¥)E (ADEN}

(agiwiar0D) (XHQ) HAL
L3¢ .

.(gxva) (sxva) {exva) (sava) (sxva) acvid {NOTIVDD1)
LN 1 16080 ONIGNS 4
EE00BIVD

SATVH

SHNIIVANESHO TVOINITO 40 IUVHNWNG
FOIN TTVN GSHNEH/HED NI AVESVOIA
TYNEEA JINOUHD ¢ (VHGDNUL) TIVIAUOVHLANIA T0DATD BNRTAHLEING
{penui3uo)) z atavi

Page 34 of 748




01" 14 $6/20/5%0

‘peAI98Q0 sEa Spuab pejzioeds sy3 jJo Bujpui v Awp 31se3ey 03 I80jT.IPe Jueseides wl()u S30quau TROTIGyINGINS
*Apnas ey3 Bujinp eduo 3swer Iv Bugpuiz ay3 BuiITqIyYXe STVwue 3O I0qunu Y3 IUese1801 SieqEn
@I0ASS = ¢ ‘O3VISPON = T ‘DIIW = T ‘Juesesd « g sEOPWID

$0°0S 8T S ‘S 0°SZ ST ) ‘% 0°S ST € ‘(S3T01MmA) 80 87 z ‘(GEIVENINA) %0 ST T SONEDST S00WD

L3
-
~
.4
[
[ 44
™
[ ]
s
[

0 (z91-g6 bz (szs-zez)L  (erv-gy Do (6rs-0 )¢ (VENY JNBMAVENL) XMOONT ONIESLTD

(ezva) {sxva) (sxvn} (sava)
s y € ONIGNIS
ANDDRIND

BNOIINANRESO0 TVIINIYID 20 ANVINNS
___BDIN SV QBHNCH/NED NI AVRSVOIS
TRMEG DINOWE) ¢ (VMODEES) SIVIXEOVHIENIG 00570 ANBWIANINT NS
(ponui3m00) ¢ mrava




TARLE 3
TRIFTHYLENE GLYCOL DIMETRACRYLATE (TREGDMA): CEROWIC DERMAL
BIOASEAY IN CSH/IIIIID MALE NICE
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32.6 32.6 31.404
1.83 1.58 1.67
€9 59 60

P 3
O
.

R gignificantly different from the untreatad control group (p<.JS)
Significantly different from the untreated control group (p<.0l)
Significantly different from the vehicle treated centrol group (p<.0l)

! untreated control group

! vehicle treated conzrel group
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ll
[
»

4.3 34.6 34.0
2.12 1.99 2.02
S0 52 51

3.0 3.1 3.1
2.17 2.16 2.31
S0 123 $0

!l
~
~

33.8 .7 33.7
$.D. 2.64 2.21 2.33
] @ L] 4

& gignificantly differeat Zrom the unt.eated control group (p<.05)
Significantly different from the untreated comtrol group (p<.0l)

4 gignificantly different from the vebicle treated control group (p<.0l)

* untzeated coatrol group

! vehicle treated control group
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0.0*

33.6 3.2
2.74 2.36
“” 43

33.7 34.4
2.42 2.04
3s 3s

Mone significantly different from control group
! untreated coatrol group
* vehicle treated contrél group
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™ MALE M2
'UIII.! OF J0DY WRIGHT GALN (GRAMS)

.

n‘l oi
g "b8c "
3 d
”» -4

"Iil
¢ =
PEo

3

e

o

lga
3
[
=3

=gl .
8o
3
L

“ I
..ﬂ =
. [ -]
(v}
[

SR
3
-4

1.3
6.4
70

‘.9
0.58
]

3.5
0.62
70

4.5
0.72
(1]

4.9
0.83
(1]

$.$
0.87
(1]

€.0
1.00
'

6.2
1.38
(1]

1.32
(2]

6.7
1.57
(3]

£ &
wew

1.58
(1]

6.9
1.26
L 1]

7.3
1.32
60

7.1
1.11
60

1.6°
0.3
70

3.1%
o.‘l
70

3.6
0.60
70

4.4
0.52
64

4.6
0.69
Y

5.4
0.74
64

5.9
0.87
64

6.6
0.98
64

6.5
0.99
64

6.6
0.98
64

1.27
H

6.4
.11
64

7.3
1.17
$9

7.9
1.30
s9

1.24
0.53
70

2.3
0.71
70

3.3
0.83
70

4.3
1.03
(1]

4.9
1.44
(13

5.4
1.10
65

s.6%
1.08
1]

s.9d
1.9
s

5.98d
1-14
1

6.3
1.2
65

§.5
1.33
[1]

7.1¢
1.3¢
3

6.2
1.33
0

§.3%¢
1.38
€0

2 gsignificently differant from the vatreated control group (p<.0S)
' Signiticantly differeat from the untreated coatrol group (p<.0l1}
€ gigajficantly different from the vehicle treated coatrol group (p<.0S)
Signiticantly Qifferart from the vehicle treated comtrol group (p<.0l)
' uncreated coatrol group
! vebicle treated coatrol group

08/18/95 v2.11 Page 39 of 748




i TABLE 4 (comtinuec)
TRISTHYLENE GLYCOL DINETRACRYLATE (TROGDMA): CHRONIC DERMAL
SIOASEAY IN CIN/PEMESD WALRE MICE
SIMMARY OF BODY WRIGHT GAIN (GRAMG)

TREGDMA NALZS
0.0" 0.0? 5.0

U
3
[
-

[ ]
5 .i’“
(-] .
(]

-

7.2 7.4 6.2
1.21 1.38 1.20
60 59 60

7.7 7.7
1.2 1.38
§0 59

"
H
(-4
.

8.2 8.6
1.36 1.55
60 $9

"
H
3

.
3

8.6 8.5
1.27 1.65
60 5%

.
3

8.6 8.8
1.45 1.73
sC s9

(]
'PE

i
3

8.1 8.3 8.6
1.63 1.84
60 59 58

(7]
.
o
.

8.4 9.0 - 8.3
1.58 2.06
59 59 S6

v
3

9.2 9.1 9.1
1.5¢4 2.46 1.46
sS4 sS 52

N
WEEKX 0

- 9.3 9.2 . 9.2
1.64 2.41
52 L) 51

il
[

9.1 8.9 8.7
1.1 1.89 1.79
52 54 S1

[~ ]
.
o

9.2 9.3 8.428
1.51 1.76 1.65
50 52 51

[
- b E
b

8.3 8.8 3.5
1.51 1.88 1.82
S0 51 50

[~ ]
.
(24
.

iz
©

8.7 9.3 .19
1.84 1.98 2.10
Y] ae a8

(]
.
(=]
h

il
o

8.4 8.8 2.3
2.25 2.18 L.57
i“ 43 44

az;g
:

Significantly different from the untreated control group (p<.05)
Significantly different from the untreated control group (p<.01)
Significantly diffsrent from the vehicle treated coatrol group (p<.05)
Significantiy different from the vehiclie treated control group (p<.0l)
uatreated control group

vehicle treated control group

»r OO
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mcm“mcm)
mm

] ) .3 7.8
- ..D;"' TR ¥ R i 2.5% 2.4
: h . B s 36

ha upulenuy dluotuk from coatrol group
L uatrested costrol growp
* veahicle txau‘ ooatrel group
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N 0,00
' ERTRIOCTYRS (10%/1)
[ .72
8.D. 0.343
» s

EROGLORIR (g/4.)
MRAR 13.3
3.0, 0.36
n 5

ERATOCRIT (8)
NEAN 3.9

8.D. 1.56
] L ]

MEAN CORPUSCULAR VOLUME (uad)
™ s0.
$.D. 1.1
" H

NEAS CORPUSCULAR NENOGLOBIN (pg)

NEAN 17.2 17.8

MBAN CORPUSCULAR FMENOGLOBIN COMCENTRATION (g/dl)
MEAR 4.3 34.2
8.D. 0.68 0.52 ’
L . $

n
PLATELETS (103/41)

NRAN . 047,

$.D. 240.7 327.3

5 s 5
LEUROCYTSS (103/41)

MRAM 6.1 5.9

s.D. 1.56 0.63

n 5 5
SEGNEWTED MRUTROPNILS (103/k1)

WRAM 2.18 1.96

$.D. 0.962 0.083

" s 5
LnenocYyss (103/pl)

MRAN 3.66 3.73

0.824 0.828
s

C gignificantly different from the vehicle treated comtrol group (p<.0S)
4 gignif.cantly different from the vehicle treated comtrol group (p<.0l)
* uyatreated control group

* vehicle treated control group
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TABLE § (continued)
TRIBTHYLENE GLYCOL DINETHACIIYLATE (TREGDMA):
BIOKSSAY IN CI3H/HEMMSD BALE MICE
SMMARY OF HEMATOLOGY
WEEX 52

GROUP: 8 0.0*
BASOPNILS (103/u1)
MEAN 0.00

8.D. 0.000
M s

sosToPEILS (103/41)
WAL

8.D. 0.078
" H

m MEUTROPHILS (xo‘/ul)
0.

SD. 0.0
) | H

LARGE MOWOCYTES (103/p1)
NEAN 0.
§.D. 0.0

N 5

IMMATURE GRANULOCYTES (103/ul)
MEAN 0.
s.D. 0.0
N 5

NUCLEATED RBCs (cells/10U WBCs)
MEAN c.
s.D. 9.0
» . 5

-

None significantly different from concrol group
! untreatad control group
* gehicie treated control group
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CTGROUNS 8 0.0%
BINBOCTYRP (10%/31)

, 7.42 0.16
S ¢ T m.z: 1.083
5

"
EMOGLOBIN (9/41}
KRN 13.7

..D. E P 00.'5

| ] A ]
TMATOCRIT (8!

ALY . 4.1

8.D. 3084 3.88

] $ L

XRAN CORPUSCULAR VOLIME (uad)
- s3.
8.D. )
M s

NEAN CORPUSCULAR NEMOGLOBIN (pg)
WRAN 17.0 . 16.9
8.D. 0.46 1.22

| ] L H

NEAN CORPUSCULAR NEMOGLOBIN CONCENTRATION (g/dl)
KEAN 32.6 33.4

8.D. 2.20 1.14
| ] H S

PLATERLEE: (103/k1)
WEAN 3. s3L.

8.L. 94.4 248.5§
» K 5

LEUROCYTES (103/11)
. ) . 5.8
8 0. 3.32 .39

8 s 5

SBUMEWTED WEUTROPHILS (103/u1)

HEAN 1.82 3.02
8.0. 3.427 1.108
n .8 s

LEMOCTTES (1063/41)
NEAM 2.3 2.60
8.D. 0.829
5

0.12
0.212
H

Mone sigriticantly diffezent from control group
* yntreated contiol g9roud
* vehicle treated control group
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xmeTLENE TASLE 6 (continued)
GLYCOL DIMETNACRILATZ (TREGDMA):
BIOASSAY IN CIN/EENNSD MALE
SUGMARY OF NEMATOIOGY
79

CMRONIC DE%H:L
MICE

GROUP: 8 0.0* 5.0

BASOPEILS (103/ul)
NEAN .

$.D. 0.000
» H

ROSTWOPEILS (103/u1)
KEAN 0.0

$.D. 0.040
n s
BANDED MEUTROPEILS (103/kl)
NEAN 0.
§.D. 0.0
N .o 5

LARGE MONOCYTES (103/p1)
NEAN 0.
$.D. 0.0
n

mm'm GRANULOCYTES (103/u1)
0.
S D. 0.0
L s
mm RECs (cous/mo WBCs)

SD. 00
) 5

None significantly different from control group
! untreated control group
! vehicle treated control group
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m G&m umum (TRECOMA) 1 CHRONIC DERMAL
SICASSAY IN CIR/MEWNSD MALE NICE
m OF-CLINICAL CRENISTRY

1.63 1.70
0.357 0.362
E ] s

310. 278,

L

CREATININE (ng/l)

MEAN .

8.0. 0.4

» L
TOTAL PROTEIN (g/1)

WRAN

8.D.

»
ALBUMIN (g/1)

MBAR

'.Do

TOTAL BILIRUBIN (-g/n
8.5. o 'E
n s

CALCIMN (ng/1)
MEAR .
8.D. 8.0
n S
INORGANIC PNOSPHORUS (mg/l)
MERAN 72.
8.D. 6.9
n H
SODIUK (mmol/1)
MRAN
8.D.
n
POTASSIUN (smol/1)
NEAN

$.D. 0.42
4 H

CELORIDE (-~m0l/1)
WRAN

8.D. 6.7 4.0
n S H]

ASPARTATE ANINOTRAMSFERASE (IU/})
l

WRAN .
8.D. 4.9 2.6
$

124,

ALARDIR mt (xu/1)
WRAN n.
8.D. 25 9 49.1
] $ H

Wone significantly different from control group
! uatreated comtrol group
! yehicie treated coatrol group
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TABLE 7 (comtinued)
TRISTEILENE GLYCOL DIMETHACSYLATE (TREGDMA): CYMRONIC DERMAL
BIOASSAY IN CIG/HEMNSD MALE MICE
SAMARY OF CL;NICAL CHEMISTRY
xR 52

TREGOMA MALES
GROUP: s 0.0° 5.0

Y~GLUTANYL TRANSFERASE (IU/1)
KEAN 3.
$.D. 0.5
» H

CREATIME KINASE (IU/1)
MEAN 52.
s$.D. 15.6

B H

ALKALINE PHOSPHATASE (IU/1)
MEAM Si.
8.D. 8.5

)} H

cno:.mno:. (g/1)

1.68 1.99
S.D. 0.064 i C.4656
N H) S

None significantly different from control group
untreated coatrol group
vehicle treated —ontrol group

1
3
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- 0.0"
S 104
8.0. 0.261

- s

URRA NTTROGEN (my/1)
AN s
s.D. $5.2

" s

CRRATININE (mg/1)

NEAN ;.

..D. o.:

L

TOTAL PROTEIN (9/1)
MNEAN 66
8.D.

]

ALBUMIN (g/1)
NEAM
8.D.

]

TOTAL BILIRUBIN (mg/l)
NEAM 5.
8.D. 3.0

] 5

CALCION (mg/1)

NEAM 93.
8.0, 7.5
] L]

INORGANIC PHOSPHORUS (mg/l)
MEAN 67.
8.D.

| ]

S0DIUM (mmo0l/1)
NEAM
$.D.
| ]
POTASSIUM (mmol/l)
WNEAN 5.9
$.D. 0.58
H
CHLORIDE (mwol/1)
NEAN 121,
8.0, 2.5
|} H

ASPARTATE ANIMOTRAMEFERASE (IU/1)
MEBAM 69. .
8.D. 22.7 132.2
] S S

ALANIME AMINOTRANSFERASE (TU/1)
MEAN 7

$.D. 37.1 4.5
" s s

mone significantly different from contrel group
! untreated control group
! vehicle treated contro. group
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TABLE 8 (continued)
TRIETHYLENE GLYCOL DINETHACRYLATE (TRIGDMA): CMROWNIC DERMAL
BIOASSAY IN C3IN/REMMSD NMALR MICE
SUWMMARY OF CLINICAL CEEMISTRY
wERK 79

GROUP: 3 0.0

Y~GLUTANYL TRANSFERASE (IU/1)
WEAM 4.
S.D. 0.5
| H

CREATINE KIMASE (TU/1l)
MEAN 272.
S§.D. 370.3

) | $

ALKALINE PHOSPHATASE (IU/1)
MEAN 47.
S.D. 6.3

) ] S

CROLESTEROL (g/1)
MEAN 2.09 2.48

S.D. 0.456 1.137
N L H

None siganificantly differeat- from control group
untreated control group
vehicle trsated control group
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‘BICGASSAY IN CIN/NENNSD MALK NICE
SMONAY OF EPIDERMAL CELL PROLIFERATION

(s = § except where noted)

SALES
DOSE LEVEL
(1Y n? N s Y
Wosk 4 22.8 £ 2.99 20.6 % 3.84 26.0 £ 6.20 40.5 % 11.39%¢ 37.2 ¢ 7,88

week 13 . 21.8 2 7.26 18.8 % 4.38 20.2 ¢ 5.10 36.5 ¢ 4.9759 42,6 2 9,390

week 52 31.9 ¢ 9.61 30.423.273 29.5 % 0.553 40.4 2 17.253 48.5 ¢ 16.0

Week 78 25.0 £ 8.08 24.4 % 4.99 29.2 ¢ 7.41 32.2% 324 34.0 ¢ 3.63

lyatreaved control group

2vehicle treated contol group

35 = 4 due to mortality in these dose groups
tnits = § of ladbeled cells

8cjgrificantly differeat from the untreated control group (p < 0.05).
'stgniﬂmt.xy ditferent from the untreated control group (p < 0.01)
“5isulficantly different from the vehicle coatrol group (p < 0.05)
‘Isquuicntly different from the vehicle coantzol group (p < 0.01)

OD_TOX\TARLES\TTHA_CSN
August 18, 1995
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TABLE 10
TRIBTHYLENE GLYCOL DINBTHACRYLIZE (TREGDMA): CMROMIC DERMAL
BI0ASSAY IN CIn/mEMwyp

ANIMALS SACRIFICED AT WERK 78

TREGDMA NALES
0.0* 0.0° 5.0

33.6 34.4 33.3
2.19 2.37 2.58
] 3s 34 34

LIVER
MEAN 2.137 2.825% 2.156€
0.8339 1.5729 0.6164
» 40 39 39

KIDNEYS
NEAR 3.840- 0.824 0.824
0.0859 0.0974 0.103S
| 40 39 39

SPLERX
MEAN 0.108 0.110 0.097
0.0873 . 0.0568 0.0253
] 40 39 39

BBAIN
NEAN 0.466 - 0.46S 0.470
S.D. 0.0213 0.0206 0.01%4
N 40 39 39

TESTES
MEAM 0.073 0.075 0.073
S.D. 0.0184 0.0235 0.0205
] 40 33 39

Significantly different from the natreated control group (p<.05)
Significantiy different from the untreatad control group (p<.0l)
Significantliy different from tha vehizle treared control group (p<.0S)
Significantly different from the vehicle treatad control group (p<.9l)
untreated control group
vehicle treated control group

Mote: Organ weights were obtained for all the animals sacrificed
at Week 78. Howeve:, final body weights vere not measurad for
the animsls implapted with the osmotic pumps (S animals/group).
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§.324
2.5628
L)

2.478
0.1738
. 38

0.327
0.2780
33

1.388
0.0579
38

0.216
0.0623
3s

7.954
4.1206
3

2.400
0.2616
1)

0.300
0.1047
k1]

1.358
0.0994
34

" 0.206
0.0713
34

6.663
2.9509
k1)

2.4
0.2338
M

0.206
0.0844
k1)

1.420
0.1207
3

0.214
0.0616
kL

3.8147
29

2.69704
0.2353
29

9.330
0.122¢8
<9

1.388
0.0938
29

0.198
0.0634
29

rﬁgﬂ&tlmﬂ.y ditferent from the uu.t:utod control gzoup (p<.0l)

Signiticantly different from the vehicle treated control group (p<.0l)

L untreated control group

* vehicle treated control group

Wote: Orxgan weights were obtained for all the animals sacrificed
at Week 78. Nowever, final body waights were not measured for
the animpls implanted with the osrotic puwps (S animals/group).
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0.0* 5.0 $0.0

462.219 610.383% 451.028¢ 550.344 466.312¢
192.8142 346.8361 184.3794 288.4533 129.2553
40 39 39 32 27

180.344 177.262 175.254 195.44104 20930804
15.892¢ 20.1283 21.0745 i9.987# 21.8326
40 39 39 3. 27

23.374 23.729 20.627 : 24.043 20.656
18.8293 12.0520 6§.5022 8.7852 6.4279
4@ 39 39 31 27

15.696 16.0323 15.397 15.766 16.711
S.D. 4.0124 4.7422 4.1435 7.0103 5.2103
40 39 39 34 27

2 gignificantly diffarent from the untreated control group (r<.0S)
b Significantly different from the untreated control group (p<.Cl)
C signiticantly different from the vehicle treated control group (p<.05)
Significantly different from the vehicle treated coatrol group (p<.Jdl)
! untreatsad cont:zol group
* vehicle treated control group
Note: Orgen weights vere obtained for all the animals sacr.ficed
at Week 78. However, final body weights were not measured for
the animals implanted with the osmotic pumps (S5 animals/grous).
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TARLE 13
TRISTHYLENZ CLYCCL DINYTEACKRYLATE (TRECOMN): CHROMIC DERNAL
. BIOASSAY IR Cmsb MALE MICS
CMMARY OF NECROPSY CRSE:VAIIONS

ANINALS SACRIFICPO AT WEPK 4
MALES

IO

L8
COLOR CNANGE, FOCAL/NULTIFOCAL

RIDMRTS
DILATED PELVIS 1 0 1 1 1

GROUP LEGEME: 1 is Ot (UNTREATED), 2 is O% (VRHICILE), 3 is 5.0 %, 4 is 25.0 8, S i= 56.0%
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TASLE 4
TRIFTHYLEME GLYCOL DINETEACRYLATE (TR®GDMA): CHRONIC DERMAL
BIOASSAY IN CIN/WENR.D MALE MICE
STMHARY OF MICRUFSY OPSEAVATIONS

ARIMALS SACRIFICIO AT WEZR 13
MALRS

GROUP:

WUMBER OF ANIMALS IN DOSE GROUP
NUNBER OF ANIMALS SACRIFICED

DIVERTICULUM

SKIN, TREATED
TXFOLIATION
EXCORIATION

SKIN
EXPCLIATION

KIDNEYS
DILATED PELVIS 2 1 0

GROUP LEGEWD: 1 is Gt (UNTREATED), 2 is 0% (VEHICLE), 3 is S.0 %, 4 is 25.0 %, 5 is 50.0 %

T3/18/%5 wl.1Q Page 56 of 74u




BRRC Report #E11603

. B TABLE 15
- :r.m GLICOL CPNRTMACRYLATY (TREGOWA) ¢
© 7 " BIOASSAY “I¥ CIN/NEMSD MALE MICE
SWSIRY OF MEBCAOPSY CBSERVATIONS

ANIMALS SACRIFICED AT WEEX 52
MALES

COLOR CHMANGE, FOCAL/MULTIPOCAL
COLOR CHANGE, DIFFUSE

ADREMAL GL
COLNR CHANGS, FOCAL

SKIN, TREATED
EXPFOLIATION

SKIN
EXFOLIATION
ALOPICIA

LTI 5D, MES
COLOR CHANGE, DIFFUSE
crsr

THYMIC REGION
COLOR CHANGE, FOCAL/MULTIFOCAL

MRNIS
ULCERATED

LUNGS
COLOR CHAMGE, FOCAL/NULTIFOCAL

OALAR FRAMEAR. AT
e w————— - -

RIDVEYS
DILATED FELVIS
SHAPE,/CONTOUR CHANGE
CONTENTS
SIZR INCREASE
GRANULAR

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 /s O8N (VEMICLE), 3 is S.0 8, 4 is 25.08, 3 is 50.0 %
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TrBLZ 1§
TRISINLINE GLICOL DIMETHACRYLATE (TRECOMA ) CHRONIT DIERHAL
SICAS3LY 17 CIR/NEMNNSD MALE KYCD
SMARY OF LECOPYZY RSERVATIONS

ANIMALS SACRIFICED A% WEEE 79
MALSS

HEART
COLOR CRANGE, FOCAL/MULTIFOCAL
S1IZB INCREASE
CONSISTENCY CHANGE

STOMAL3
DIVERTICULUM
CONTENTS ABHORMAL
MASS

LIVER
MASS

5

ODONGG MWD
[ N

OHOOOO NG
~

DORNODONN

-

DN ™o

ADHESTON
NODULE

ANOMALY

cysY

SURFPACE THANGE

GALLBLADOER

CECUM
MASS

THEIROID GL
SIIZ INCEEASE
$IZE DECPERASE
COLOR CHAIKCE, FOCAL/MULZIFOCAL

ADREJEAL CL
COLOR ZHANGE, ¥OCAL/MULIYFOCAL
SIZE INCRYASF
COLOR CTRANGE, DIFFVSE
cysyr
MASS

SROUP LEGEND: i i: 0% (UNTRZATRD), 2 is o' {VERTCLE), 3 is 5.0 &, 5.6 -, ¥ ig 50.0 A

OR:22 38 v1.10




BAC Baport SIMLEED

TABLE 13 (Concinued)
m GLYCOL DINETIACKRILLTE (TREGDMA): CRRAOMIC Df UIAL
!M! IN CMI/NAMED MALE MZCE
OF NECROPSY CUSERVATIONS

ANINALS SACRIFPICED AT WEEX 70
KALES

L5

SO ad
DoSOWw

[} 0
4 4
4 1
H §
2 0
[ /]
3 ]

3 0 0 0 0

L ——

2 is 0% (VEUILNS), 3 38 5.08, £ is 25,08, 5 is 50.0 %
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TARL2 15 {Coxatinued)
TRIZTEYLESR CLYCOL DINETHACKYILATE (TRIGTUWA): CERUNIC DRAMAL
EIDASSAY I¥ COR/NEMESD MALE MICE
STUNMARY OF NECROPSY OBSERVATIONS

ANTMALS 2\ RIPICED A? WEEX 76
HALES

GROUP :

FONERR OF ANIMALS 1IN DOSE GAOUP
KMBIR OF ANIMALS SACRITICID

EYT{CONTINRED)
$3I

FARDSRIAN L
SIZB DECREASE
COLO% CHANGE: DITPUSE
CILOR CHANGE, FUCAL /NULTIFOCAL

COLOR CEANGE. FOCAL/MULTIFOCAL
NASS

EPIDIDYF DES
SIZE DECREASS
SEMINLL VESICLE
SIIE INCREASE

POCAL /MITLT IFOCAL
COLOR CEANGR, DIFFUSE
EYPERINFLATED
HYPESRINFLATION
WODULE
eS8

O NOWW

2 1
3 i
1 3
[+ Y
1 9
2 3

XIDHETS
DILATRID PELVIS
/CONTOUR CRANGE
OCTOR CHAKGE, FOCAL, MULTIFOCAL
CONTENTS ARNURNAL

WHOFHOKHMHNON
N OO SN
MOOWNO DD
OWOGONO&NU
MO0 UL )

DEPARSSION,/ INDENTATION

TRETER
DILATATION/DISTERTION 2 3 1 2

 ROUP LEGEMD: 1 i 5% (UKTREATED), 2 is 0% (VEMICLE), 3is 5.08, 4 is 25.0%, 5 i3 50.0° ¢
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GROUP Z9GEMD: 1 is OV (CWIREATED), 2 is 0% (VEMICLE), 3 is 5.0°8,

00/23/88 v1.10 Page 61 &f




™eLe L7
TRIZCHYLENE GLYOOL DI-FTMACRYIATE (TEREGDMA): TNTC DTRNAL
LICASEAY YF OIN/WTHMSD MALE MICE
SUMMARY OF NECAOTSY OBSERVATIONS

ALL ANiIMALS POUND UBAD/SACRIPICED MURIBUND
MALES

SROUP:

WOMBER OF ANIMALS 1% DOSE GROUP
NUMBER OF ALXMAL? ¥UND DEAD/SACRIPICED HORIBUND

TOTAL 3ODY
POSTVORTIM CHANGE
EMACIATION
STAINED
TRBrT
EWOL BT
CLIFRING IRJURY
PAFALISIS

[

[l o N SRR TR XY
TOOoOCDODWNW
[~ E-~N-N N W NN
DO &O-Jd

VERITOKEAL CAV
HENORDEAGY

LU

THORACIC CAV
FLIID
HENORRHAGT

FEART
CYsT
COLOR CHANGE, FOCAL/MULTIFOCAL
SIZE INCREASE
COMSISTE Y CHANG®

SALIVARY GL
EDEMA
SIZE DECREASE

ESOPHAGUS
DILATATION/GISTE TION

STOMACH
COLOR CRANGE, FOUAL /MULTIFOCAL
CONTERTS ABNORMAL
HEMORRHAGE
“ILOR (HANGE, DIFSUSE

.

~
D OONOE O - -

-
QEeroroOroOrHLI;M

DOOVOOrHOMAYO

pa

OOVDONNOOHFHNWL

PFOCAL/MUL T IFUCAL
DITFUSE

NIDO“ODNHWO MM

GRLLBLIDER
SIZE DECREAS: 9 1 1
CONTESTS ASRORMAL 1 L 1

GROUP LEGEFD: i is Ot (UNTRBATED), 2 is 0% {VEHICLEY, 3 is 5.0 %, 08 S is 0.0 %
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TARLE 17 (Cmtlnucd)
. TRIRTEYLENE c&w nm (TREGDMA): C"HRONIC DERMAL
IN CN/IEMRSD MALE NICE

ALL ANINALS FOUMD DEAD/SACRIFICED HORIBUKD

WAEER OF ANIMALS 1IN DOSE GROUP
WRIEER OF ANIMALS FOUND DRAD/SACRIFICED MORINUMD
GALLILI S8R (CONT INUED )

SISE INCREASE

UNIDINTIFTASLS

PRRLS
CRBICTECY CHANGE

DUODENTM
AZ3
DILATATION/DTSTRNTION
COYEFTS ABMORMAY

™

[-X-X- oy X~-1_J
[

oQOoOON~O

1 3 0 0 o

GROUP LESEMD: 1 is O% (UNTREATED). 2 is % (VEMICLE), 3 is S.0 8, 4 is 25.0%, S is 50.0 ¢
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TABLE 17 (Continued)
TAIETRYLENE GLYCOL DINETEACRYLATE (TREGDMA): CHRONIC DERMAL
BIOASSAY IN CIN/MEWHSD MALE MICE
SIRAMGRY OF JECROPSY OBSERVATIONS

ALL ANIMALS FOUND DEAD/SACRIFICED MCRIBILD
KALES

GROUP:

NUNBER OF AKIMALS I DOSE GROUP
WRBIR OF ANINALS FOUND DEAD/SACRIFICED MORIBUND

SKTN(CONTINUED )
EXPOLIATION
ALOPECIA
SWOLLEN
ABSCRSS
ULORRATED

KEAD
TRAUMATIZED
MASS
HEMORRHAGE

TAIL
NECROTIC

SPLEEN
SIZE INCRREASE )
COLOR CHANGE. FOCAL/MULTIFOCAL
SWOLLEN
SIZE DECREASE

LYMPH WD, S-MAN
SIIE IICREASE

LYPH WD, KED
SIZE DECREASE

LYMPH ¥D. MES
COLOR CHANGE, DIFFUSE

SEMORRHAGE 1 3

GROUP LEGEND: 1 is O% (UNTREATED), 2 i3z 0% (VEHICLE), 3 is 5.0 %, 4 s 25.0 %, S is 50.C %
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, ”rm 17 (Continued)
THETIOCRYLASE (TREG

ALL ANIHALS FOUND DEAD/SACRIFICED NORINUID
NALES

WREER OF ANIMALS IN DOSE GROUP
WARER OF ANIDMALS FOUMD DEAD/SACRIFICED MORIBUMD

)
CCISISATRICY CHANGE
DECRESSI0N/ INDEWTAT SO%
POSTHORTIM CRANGE
COLOR CHANGE, FOCAL/WULTIFOCAL
2 ¢ ]
ROV TOSED
MECROTIC
SURFACS CEANGE
OPACITY
MRRDERIAN GL
ADICESS
SIZ8 LECREASE
COLOR CHMAN.S, DIFFUSE

1 NO

SI2B DPCREASE
COMSISTINCY CTANGE
COLOR CHANGER, DIFFUSE

CONTRI™US ABMORNAL
LunGe
COLOR CUZNGE, F.CAD, «UTT1I07AL
COLOR CHANGE, DTFIUSE
HYPERINFLATEDT
RYPERINFLAT I 5"
NODULE
NASS

-

OrrHOWMN
WO NO-

GROUP LEGEMD: ' @t J% (UNTPRaLE | 4 L 0% . %B), 3 is5.08 4is 25,08, S is SC.0 3

T ———— % . ——-. N\ _a m—
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TABLE 17 (Continued)
TRIETEYLENE GLYCOL DIMBTEACRYLATE (TRRGLNA): CHRONIC DERMAL
BIOASSAY IN C3H/HENHSD MALE MICE
SUMMARY OF NECROPSY OBSERVATIONS

ALL ANIMALS ~OUND DZAD/SACRIFICED MORIBUND
MALES

GRCUD:

WABER OF ANIMALS IN DOST GROUP
NUMBER OF ANINAL: FOUND DEAD/SACRIFICED MORIDUND

LUNGS (CONTINUED)
TRAUMATIZED

KIDMEYS
DILATXD PELVIS
SEAPE/COFTOUR CHANGE
COLOR CuisGE, POCAL/MULTIFOCAL
NODULE
CONTENTS AP0
SIIE INCREASE
SIIE DECREASE
SURFACE CHANGE
SRARCLAR
COLOR CHANGE, DYFFUSE
ADHES ION
CYST

-

O
R NWOWMN e M
OHIOrHWWOWMDOWN
DOI“rHFONWWHFOO &N
HOFHFMFEFMDODNLDOS

QOO ¢t

URETER
DILATATION/DISTENTION
COMTENTS ABNORMAL

CALLILUS |

cYs?

SIZE INCREASE
DILATATION/DISTENTION
CONTENTS ABNORMAL
TRICKRA THAN NORMAL

& 'URINARY BLADDER

DD NOO
ODOMHOK

GROUP LEGEND: 1 is 0% (UNTRTATED), 2 is Ot (VEHMICLE), 4 is 25.0 %, 5 is 50.0 %
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[
6
3
0
0
2
¢

»
SO WO
OOV o

~ W
OCQOOOFNYFHFONMNIND
-
COrMNNOOHNIYO

- w
OHOMODOLHONrIH®N
[l
HOOWLUAD K MG

GROUP LEGEND: 1 is O% (UNTREATEL), 2 is OV (VENICLE), 3 is S.0 %, 4 is 25.0 %, S is $0.0 %
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TABLE 18 {Contirued}
TRISTHYLEME GL7TJOL DIMITHACKYLATE (TRZGDMA): Ch.ONIC DERMAL
BICASSAY IN C3X/MEMMSD MALR MICE
SUMMARY OF KECROPSY OBSEAVATIONS

OATA FOR ALL ARTMALS ON STUDY
MALES

GROUP :

WRGER OF ANIMA™S IN DOSE GROUP
MREER ¥ ANIMALS

LIVER({CLIFE"WURD)
SURFLY TFANGE

GALT ¥ DDER
$:IE DECRE. 3B
~OWTERTS ABNORMAL
SI7% IKCREASE
UNIANTIFIABLE

PANCRZA-
CONSISTINCY CHANGE

HICHINT::
KSS
DILATATION, DISTERTION
CORTEND. 2 VORTL

JEJUN™
ADHES 0N
CONFTENTS AL RMAL

ADBESIN .
COLOR CJAKSE, DIFFUSE
55

26108
caszous
DIVERTICTLIM

PITUITARY
SWOLLEN
COLOR CHANG:. DIFFUSE

THYROLY Gi
SIZE INCRSASE
SIZE DECREASE
COLOR CHANGE, POCAL/MULTIFOCAL

ADRTEAL GL
COLOR CTHANGE, FOCAL MULTIFOCA.
POSTMORTEM “HANGS
SI”E INCREACR
COLOR THANGE. DIFFUSE
cYs?

>

OrHWNNO D
-

DHNOBON
-

O WOMNMNW

MAsS
SIT2 DECREASE

GRNP LECDD: 1L is 0% (UIREBATED), 2 (s OV (VBHICLE), 3 is S.0 8%, 4 is 35.0%, 5 is $0.0 &
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TABLE 18 (Continneq)
TRIFTAYLENE GLYCOL DIMYRACRLLATE

FOO0OOOOW

[
NHFEOMNMO N
~
HENOOWE W
»
HWOOS90MMO
-
OQwowowro

PREPUTIAL GLAND, SI2E INCREASE

SURCUTIS
ASS

TRAUMAT I2ED
MASS
MEXORRRAGE

FOCAL, MULTIFOCAL

0t (UNTREATED), 2 is U% (VEMICLE), 3 is 5.0 %, 4 is <85.0 8, 5 is S0.0 %
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TABLE 18 (Corntinued)
TRITTHYLENE SLYCOL DIMUTHACRYLATE (TREBGNA): CHRONIC DERMAL
BIOASSAY ¥ CIN/HEMHSD 0.7 MICE
SUMMARY OF MECROPSY OBSEXVATIONS

DATA FOP. ALL ANIMALS QW STUDY
MALES

GROUF :

NUMBER OF ANIMALS IN DOSE GROUP
NUMBER OF ANIMALS

LYNPE ND, MES(CONTINUED)
SIZE INCREASE

LYMPH ¥D, REN
SIZE INCREASE

LY.PH v, OTHER
SIZIE INCREASE
COLOR CHANGE, DIFFUSE
ABSCESS

THHIC W I
S7LE r CRERASE
COLU~ ..JANCE, FOCAL/MULTIF CAL

BOWE, ST™ERNUM
COLOR CHANGE, FCCAL/MULTIFOCAL
NODULE

BONE MARROW
COLOR CHANGE, DIFFUSE

SKELETAL MUSCLE
ATROPHY
mMrss

BRAIN
HENORREAGE
CONSISTENCY CHAWGE
DEDRESSTION/ INDENTATION
POSTMORTEH CHANGE
MEWINGE’L EEMORRRAGE
COLOR CHANGE, FCCAL/MULTIFOCAL

roHEOOM
OO rrw

PROPTOS
RECROTIC
SURFACE CHANGE
CPACITY

SIZE DECREASE

OO0

RARDERIAN GL
AESCESS
SIZE DECREASE
COLOR CHANGE, DIFFUSE
COLOR CHANGE. MOCAL/MULTIFOCAL

TESTES
SIZE DECREASE
CONSISTENICY CHPNGE
COLOR CHANGE, LIFFUSE
COLOR CHANGE, FOCAL/MULTIFOCAL
ABSCESS

GRCUP LEGEND: 1 is J% (UNTREATRD;, 2 is % (VEHICLE), 3 i¢ 5.0 %, 4 is 25.0 8, S is 50.0 %
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TABLE 18 (Continued)
TRISTHYLENE GLYCOL OIMETEACRYLATE (TREGDMA): CHMRONIC DERMAL
" DIOASSAY IN CIN/NENHSD MALE MICE
STMART OF NECROPSY OBSERVATIONS

OATA FOR ALL AMIMALS OM STUDY
MALES

DILATED PELVIS
SHAPE/CONTOUR CRANGE
COLOR CHANGE, FOCAL/NULTIFOCAL

WOOULE

CONTENTS ABNORMAL
SIZE INCREASE

$IIE DECREASE
SURFACE CEANGE
GRANULAR

CCLOR CHANGE, DIFFUSEZ
ADAESION

[N
Oww

WHOODONKHIANNKF ® MM
PN WWONIhFrONW
SOHHFEONMNWRWrY)

cxsr
DEPRESS I0M, INDENTATICN

DILATATION/DISTINTION 4 7
CONTENTS ABMORMAL 1l 1

=

OWOrMHFONIAMAFOMNW
¢

NWONRFWNS NG~

S
0-

GCROUP LEGEND: L is OV (URTREATED), u is 0% (VEMICLE), 3is S.08, 4 is 25.0 %,

5 is 50.0 8
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TABLE 18 (Cont .nad}
TRIPINYLINE Gr.YCOL, DIMRTMACRYLATE /TR ~.): CHEAL
RIOASSAY IN C3H/HEMHSD MA! = %ICE
SUMMARY OF NRCROUP3Y Cs.-D . -JONS

DATA FON ALL ANIMALS 7 "D
MALRS

GROUR:

WRGER OF ANIMALS Td DOSE GROUP
WOMEER OF ANIMALS

" URINARY SLADDER
CALCULUS
CYST
SIZE INCREASE
DILATATION/DISTINTION
CONTENTS ABMORMAL
TIIICKER THAN NORMAL
POLYP
DIVER?ICULUM

COoOOrH®MOrHrOD
COWH PO
CONWIFROO
QLD ONIO M

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is O% (VEHICLE), 3 is S.0 %, 4 is 25.0 %, S is 5C.2 %
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, | TARIE 19

TRIEFAYLENE GLYCOL DISETACKYDATE (TABGDMA): CRRONIC DERNAL
SIOASSAY IN CIM/MEMESD KALE NICE
STNARY OF LICPORCLAIC DIAGNOSES

ANTHALS SACRIPICED AT WEEX 78
MALES

WMC Repor: HTILLEID

. ra— -

WM. OF ANTIMLS IX POSE GROUP
ROVN © O AAALS SACRIFICED

ADTIQSK STBEUE
TOTAL BONER . IXIMTNED

43 LIPON:

TVAL WNEER EXANINED
v USRGAREABLS

ATRIAL SRANDOSIL

NYOLARDIAL KINER* *ZATICN
HYOCARDIAL DEGEEZATION/FIBROSIS
wwnnxs

AORTA
TOTAL ¥RGE BXi. UNED
EXAMINED, UNREMMARABLE

K12, LIZATION

VASCULA - ~.F
POLI' AINBER EXANINED

%.5% \LIZATION

BT /NRY G
“OTIL MHBER EXAMYNED
EXA YD, URREMARRABLE

MMBALITAT O

LY 00T IMEILTRAYGS
ST JADBNITTS

»IE. I8%S

AYGLOID THF ILRFVYEE
POT EPRRTALASLE

A50PHRCUE
20TAL v B EXAMIED
PEXANIMES, U - TXaRKABLE

[z s T
PTEALY, WROTR B LT
U aMTHITY (I ATANL- 3s
#1888 0

QA EVARSLA 3
ABENY (9 CYBY 0
KDeAE, L TUWADT 0w (]

———— p— . —— e % S AsEem -

CROUP 1L3GEND: i s 0% TRIREATED), 2 is % (VEHMICLE), 3is 5.08, 4 i3 25.0%, S ie S0.0 %

* NOPLASH, b » “$I%h. N = NALIGIANT
Signii! arviy dirfercat Irca CONTROL qroup 1 (p < .01)
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~nBLE 19 (Centinued)
TRICINYLENE GLTCOL UIMBTHACRYLATE (TROGOMAj: CERCNIC DERMAL
BICYITAY IN CIE/HERESD XAL3 MICE
SUSIARY OF MICROSCOPIC DIMCNOSSE

AXJHALS SACRIFICED AT WaaX 73

GROUP :

KRATR OF ANINALS IN TOSE GROUP
WMBER OF ANINALS SACRIFICRD

STOMACH (COMTINUED)
EDEMA
GASTRITIS

LIVER .
TOTRL ¥UMBER EXAMINED
SXAMINIY .  TMREMARKABLE

3
< 0
w
~

-
L~

ANMOMALOUS LOBULZATION
EXTRAMEDULLARY HEMATOPOIESIS
FELIOSIS/TELANGIBCTASIS
HEPATOCFLLULAR VACUOLATIOR
MINCRAL TZATION

MONOWUCLEAR CELL IMFILTRATE(S)
HEPATIC ABSCESS(ES)
ADBESION(S)

HEPATOCELYULAR NECROSIS
HEPATCCELLULAR HYPERPLASIA

#3 HEPATOCELLULAR ADENOMA

#8 HEPATOCELLULAR ADENOMA WITH CARCINOMA IN SITU
#M HEPATOCELLULAR CARC.INOMA
#M HEMANGIOSARCOMA

N
3=

QOrQWTOORODNFOM @~

»
HOAONBNOOOHOD PO
I

[
WNONONFPOODIOO0N

[
O‘MH'OU!NOHQNOO‘QKI

™
BHROHOAIFODO000DO00ON &k

GALLBLADDER
TOTAL NUTTBER EXAMINTD
EXAMINED, UMREMARKAZLE
MISSING

DILATION -
CYSTIC GLRND BCTASIA

PANCREAS

ILEOM
TOTAL WFIMBER EXAMINIED 40 39 27
EXAMINED, UMREMARKABLE 40 39 26

GROUP LEGEND: 1 ix 0% (UMNTREATED)., 2 is 0% (VEMICLE), 3 1s 5.0 %, 4 is 25.3 ¢, 3 iz 50.0 %

3 = NBOPLASM, T = BENIGN, M = MALIGNANT
2 significantly diffsrent from CONTROL group 1 {p < .05}
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TABLE 19 (Continucd)

PITUITARY
TOTAL WABER . AMINED
EXAMINED, UNREMARKABLE

CYsT(s)
CZ87IC RATHKR'S CLEFT

THIRGID GL
TOTAL WIRMNER EXAMINRD
EXAMIAED, UN“EMARKABLE

THTROGLOSSAL DUCT CYST
CCLIOID NIMERALIZATION
COLLOID CRYSTALIZATION
TEYROXDITIS

o

Io

EXANINED, UNRREMARKABLE

GROUP LECEMD: 1 is 0% (UNTREATED), . . 0% (VENICIR), 3 is 5.08, 4 is 25.2 &, S is 50.0 ¢

= NEOPLASH, 3 = ZENICH
significantly different from CONTROL group 1 (p < .01)
€ significantly 4iffereat from CONTIOL gtoup 2 (p < .0S)
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TARLE 19 (cantir.uod)

SUMMARY OF HICRCSCGPIC DIAGHOSES

ANIMALS SACRIPICED AT VEEX 78
MALES

GROUP:

NUMBER O ANIMALS IN DOSE GROUP
WOMBER OF ANIMALS SACRIFICED

ADREMAL GL {COMTINUZL)
EEMORREAGE .

COR"ICAL CYST

CORTICAL CERCID DEGENERATION
FIT2D8I8

CORTICAL CELL HYPERFLASIA

SPINDLE “ZLL HYPERPLASIA

BODULAR (Ji‘.‘:l‘rICAL CELL mmmsn
#3 ADENOMA

#M PHEOCHROMCCYTOMMA

SKIN. TREATED
TOTAL TOMBER EXAMIUED
BXANTNED, UNREMARKABLE

N -
~ O
- w
"
" w
~ o
w
L

ACRNTROSIS
BYPERKERAL1:SIS/PARAKERATOSIS
UARMATI IS

INTRACORNEAL PUSTULE FORMATION
SUBEPIDERMAL CLEFT/BULLA FORMATION
PIGHENTARY INCONTINENCE

SUPZH: iCIAL EPIDERMAL NECROLISIS
FASAL ZOME EPIDERMAL NECROLYSIS
ULCER/ULCERAT ION

APDWLYAL ATROPHY

DERMAL #IBGCSIS

&8

OHOFMHOMWN WD

[

o

» »
FWOOOMNOWWO W

» 1

.

HFOANDOOLKM IO
>

6
2
5
2
1
0
1]
J
]
4
1

STIN
TOTAL WUMBER EXAMINED
EXAMINED, UNREMARXASLE

ACANTEOSIS
HYPERKERATOSIS/PARAKERATOSIS

VASCULAR ECTASIA

DEBMATITIS

ULCER/GLCERATION

HINERALIZATION

CLITORAL/PREPUTIAL GLAND ABSCESS
CLITORAL/X WEPUTIAL GLAND AUENITIS
CLITORAL/PREFUTIAL GLAND DUCT ECTASTIA
ADMEXAL ATROFHY

o

o
~N W
~ 90
"W
LR
oW
O b
”~n
[ )

Ll

™
MO®NQO WD DN

fes

NOOHWFOW
OB OMMBOOW
@@L AV OWO W

VN BDONNEOI|-D

.

SUBCJTIS
TOTAL NUMBER EXAMINED

MINERALIZATION 5}
PAMNICULITIS (UNDER TREATED SKIN) 1

GROUP LEGEND: 1 is Ot (UNTRBATED), 2 is 0% (VEHICIZ), 3 is 5.0 8, 4 is 25.0 %, 5 is 50.0 %

C'MASH:S=!RQIGN.M=NIGM
3 gignificantlr di:zterent from CONTROL gzoup 1 {p < -i5)
Significuntliv §iffersnt from CONTROL group 1 (p < .01}
€ gignificantly different from CONTROL gr<up 2 (p ° .05}
Significantly diffecent from COATROL group 2 (p < .01)
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R . - = TABLE 19- (Cuntinued)
TRIFTAYLENE GLYCOL DINETEACRYLAT: (TPSGDMA): CMRONIC LERMAL
SMMARY OF NICROSCOPIC DIAGNOSES

_ ANIMALS SACRIFICED AT WEBX 79
NALES

PANMICULITIS (TMDER UNTREATED SKIN)
N ERMANCTIOSARCOMA

SARS
TOIAL WNEER EXANINED

39 39
23 28

15a 10

S

~w
HOMKLOKrHOOW OOW

ODNFFHFOL® ONYD

CYSTIC LYNPHATIC SCTASIA
SINUS ERYTHEROCTTOSIS
EIMORREAGE

NTMOSIDEROSIS

SINUS HISTIOCYTOSIS

PYCMENMT GRANILOMA(S)
LTMPHOID ATROPNY
EXTRANEDULLARY NEMATOPOIRSIS

[V
CONHFOMNJ
COWNNOWNr DO

OHAaONM®OB

GROUP LECEMD: 1 is OV (UNTREATED), 2 is 0% (VEMICLE), 3 is 5.0 8, 4 is 25.08, 5 is S0.0 %

= NEOPLASN, N = NALIGHANT .
Significant.y diffezan: from CONTROL gzoup 1 (p < .05)
Significantly different from CONIROL group 2 (p < .01)
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TABLZ )2 (Continued)

TRIETKILENE GLYCOL D : (TREGCDMA ) : CHRONIC DENMAL
BIOASSAY IN C3IN/MENHSD MALE MICE
SOMMARY OF NICROSCGTIC DIAGMOSES

ANIMALS SACRIFICED AT WEEX 78
MALES

GROUP:

WULBER OF AMINALS IN DOSE GROUP
WUMBER OF ANIMALS SACRIFICEC

LYMPS WD, (CONTINCED)
M MYELOSARCOMA

IYMPH O, OTHER
TOTAL NUMDER EXAMINED

SINUS RISTIOCYYOSIS
LYMPHADENITIS

+M NYELOSARCOMA

4 REMASGTI0SARCOMA

THYKIC REGION
TOIAL NUMBER EXAMINED
EXAMINED, OUNREMARKABLE

THYMIC TISSUE WOT PRESENT
E~TTHELIAL CYST(S)
¥4 MYELOSARCOMA

BOKE/JOINT
TOTAL WOMBER EXAMINED
EXNMINED, UNREMARKABLE

BONE, STERNUM
TOTAL WUMBER EXAMINED
EXAMINED, UNREMARKABLX

CARTILAGT DEGENERATION

BONE; “EMUR
TOTAL WOMBER EXAMINED
EXAMIN¥ED, UNREMARKABLE

BONE MADROwW
TOTAL NUMBER EXAXINED
EXAMINED. UMREMARXABLE

BEYPESPLASIA
#% ABMANGIOSARCOMA

SKELETAL MUSCLE
TOTAL WIMBER EXAMINED
EXAMINED, UNREMARKABLE

ATROPHY
BRAIR

TOTAL NIMBER EXAMINED
EXAMINED, UHREMARKABLE

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is O% (VEHICLE,, 3 is 5.0 %, 4 is 25.0 %, 5 is 50.0 %

# = NEOPLASM, M = MALICNANT
None significantly different from control group
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TABLE 19 (Continued)
TRINTUYLEME CLYCOL DIMETNACRYLATE (

o
[~

PETHISIS BULBI

RARDERIAN GL
TOTAL WAMBER EXAMINED
EXANIMED, UMREMARKABLE
MNISSING

LYINPROCYTIC “ " ILTRATES
ADENITIS

S0TASIA

FIBROSIS

ATROPHY
WINERALIZATION
43 ADBNMOMA

TESTES
TOTAL WAGER EXANIMED 40 39

OOWWOWS OKFrO
OONODDHD HON

(o4
~
w
>

GROUP LEGEMD: 1 is O% (UNTREATED), 2 is O¢ (VEMICLE), 3 is §.0 %, 4 is 25.0%8, S is 50.0 %

* WEOPLASM, D = BENIGH
Significantly diffareat frow CONTROL group 1 (p < .01)
€ siguificantly different from CONTROL group 2 (p < .2%)
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ANIMALS SACRIFICED A7 WREX 78
KALRS

GROUP:

NUMBER OF ANIMALS IN DOSE GRCUF
WUMBER OF ANIMALS SACRIFICED

TESTES (CONTINUED)
MINERALIZATION
TUBULAR ATROPEY
ORCHITIS

INTERSTITIAL C2LL HYPERPLASIA
M HEGANGIOSARCCHA

EPIDIDYMIDES
TOTAL FUMEER EXAMINED
EXAMINED, ~REMARKABLE

MINERALIZATION

SEMINAL VESICLE
TOTAL NUMBER EXAMINED

POLLICULAR CYST(S)
CONGESTION
BALANITIS
ULCER/ULCERATION

TRACHEA
TOTAL WUMRER EXAMINED
EXAMINED, UsTREMARKABLE

LUNGS
TOTAL NUMBER ETMNMINED 40 39 34 27
EXRNINED, UNREMARTABLE 18 2 i3 13

COPGESTION 11 18 i 24
ALVEOLAR PROTEIN DEPOSITS 0 o} 0 1

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is Ot (VEHICIE), 3 is 5.0 8, 4 i3 25.C %, S is 50.0 &

sam,s:nmxm.u=mrmm
Significant.y different from CONTROL group 2 (p < .0L)
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TARLE 1¢ (Cont!nued)
DINETRACRYLATR

ANINALS SACRIFICED AT WEEK 78
NALES

8

3
-4
-3

LYSP0ID INFILTRATES

INPERSTITIAL PREUMONITIS
BRORCHIOALVEOLAR CELL HY ERPLASIA
48 ADENOMA

% NYELOSARCOMA

0 EEPATOMA, NETASTATIC

CYSR(S)
NYDROMEDHROSIS
INTRAPRLVIC HEWORRHAGE
_TEPARCTION

PAPILLARY MBCROSIS
NDERALIZATION
PYRLITIS
PYRLONEPMRITIS

TUNGLAR MEPHRITIS
TUBULAR DILATION
CORTICAL ATROPNY
TOBULAR PIGHERNTATION
TUNULAR PROTRINOSIS

OrIOOOOHFHOW
FOWRFHMOANDO
~OoOWHFOOONKFW
HPOrFOWOKMI~O

»
o
“w
°
w
°
w
o~
~
~

(o
[

BOOO MM
~

[ 4
w
w

FNUOOO-'JOS;IOD4I¢)U°HOON
RO rFONOM

dbwoan
a
a

o)
-

GLOMERULOSCLEROS ™ %

DILATED GLOMERUL. ! SPACE(S)
MEPERITIS, INUEBRSIiTIAL
FIMR0OSIS, INTERSTITIAL
DILATED RYPERPLASTIC TUBULES
48 TUBUGAR CELL ADEWOMA

[
[
[
»
0

-
COVOUMNDWWS

4
8
0
3
9
6
4
7
1
1
1
0
2
1
0
S
7
8
0

QNOWOOROEBNONORIHMNNNWH

DM HFOBHOWOW

TOTAL BUMBEP EXAMINED

BCPASIA
URETEAITIS
EYPERPLASIA

GROUP LEGRMD: 1 is 0% (UNTRRATED), 2 is Ov (VEMICLE), 3 is 5.0 8, 4 is 25.0 %, S is 50.0%

§ = WROPLASH, § = BENIGY, M = NALIGMANT

Signiticantly different .08)
b gignificantly different .01)
€ gignificantly different .08)
4 gignificantly differenmt .01)
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BORC Repact 92i1:388

TABLE 13 (Continned)
TRIFTHYLENE GLYC', DIMETHM.JYLATE (TX25DMA): C(RROMIC DERMAL
BIOASSAY IN CIM/NBWMSD MALD NICE
SUMCARY OF NICROSCOPIC DIALMCSES

ASNIMALS SACRIFICED AT WREK 78
NALES

GROUP

WREER OF ANIMALS IN DOSE GROUP
WOMBER OF ANIMALS SACRIFICED

URXEARY SLAUDER (CONTINUFD)
SCTASTA
DIVERTICULUM
LYMPHOCYTIC IKPILTRATE(S)
CYSTITIS
TRANSITIONAI: CELL NYPSRPLASIA

GROUP LEGEMD: 1 is Ot (UNTREATED), 2 is 0% (VEHICLE), 3 is 5.08, 4 is 25.2 %, 5 is 50.0 %

None significantly different from control group
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BERC Report 9ML1ILIW

- TABLE 20
TRISTEYLENE CLYCOL DIMETHACKYLATE (TREGDMA): CHRONIC DERIAL
BIOAZSAY IN CIR/URINESD MALE MICE
SUBARY CF NICROSCOPIC DIRGNCSES BY GRADE (SXIN. TRRESIED)

ANIMALS SACRIFICED AT NERK 78
MALES

N O0DO © OW W COOw =W oo
QO OO0OK MW NKH W HOON w WwV
@ OrKk N HH~ N Owo

MINIMAL
SUPERPFICIAL EPIDERNAL NECROLYSIS

6
i
1
3
0
2
0
2
H
0
4
1
2
0
2
1
0
0
1
0
0
9
0

Q@ O o © OO0 © FHO M NaFH =~ OUL W0 FrHrrFEh @9

-
o o a

MILD .

GROUP LEGEWD: 1 iz OV (UNTREATED), 2 is O% (VEHICLE), 3 is S.0 %, 4 is 25.0 %, S is 50.0 %

.05)
.01)
.08)
.01)

8 gignificantly different f:om COMTROL group 1 (p
Significantly different from COWTROL group 1 (p
€ gignificantly different from CONTROL group 2 (p
(p

<
<
<
Signif cantly differest from CONTROL group 2 <
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BE2C Report 32WL160R

TRBLE 20 (Cortinued)
TRIETHYLENE GLYCOL DIMETHACRYLATE (TRNGOMA): CNRONIC SERMAL
BIOASSAY IR C3i,/PENHST HALE MICE
SUMMARY OF MICROSCOPTIC DIAGH-SES BY GRADE (SKIN, TREATED}

ARIHALS SACRIFY.ZD AT WEEK 78
MALES

MILD
GLCER/GLCIRATION
MILD

MINIMAL
MILD

 WH & 00 8 O ©

DERMAL FIBROSIS

ooommscoown

MILD
MARKED

o

GROUP LPGEND: 1 is Ot (UNTREATED), 2 is Ot (VEHICLE), 3 is 5.0 %, is 25.0 8, S5 is

2 gignificantiy diflerent from CONTROL group 1 (p < .0%)
Significantly different from CONTROL group 1 {(p < .0
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SSOC Report S2mMi1688

ANIMALS SACRIFICED AT WEEK 78
NALRS

e
o
2%
S

<O N O O 000 © O O +HuN
[o)

O+iI N = P HNO W O O Cwhk
"
L
8

4
?
0
0
[
1
1
0
4}
0
0
1
-0
1
0

000 © + = rwo
OO W O O Owk

[
-
~n
£
a

u 26 20 11
0 0 0 0
0 0 0 0
9 1 o 2
0 1 0 2

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is Ot (VEMICLE), 3 is 5.0 %, 4 is 25.0 8, S is S0.0 %

3 g:ignificantly different from CONTROL group 1 (p < .0S)
" significantly differext from COWFROL group 1 (p < .01)
€ significantly diffarent Zrom COMTROL gzoup 2 (p < .05)
significantly different frow COMTPOL group 2 (p < .01)
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BRRC Repozt A7N11687

TABLE 21 (Continued)
TRIETHYLEXE GIVCOL DIMBTHACRYLATE (TREGDUA):
BIOASSA? 4 CIN/HENHSD HALZ MICE
SUMMARY GF MICROSCOPIC DIAGNOSES BY GRAL. (LUNGS)

ANIMALS SACRIFICED AT VERX 78
MALES

GROUP:

NUMBER OF ANIMALS IM DOSE GROUP
NUMBER OF ANIMALS SACRIFICED
LUNGS (CONTINUED)

OITERSTITIAL PREUMONITIS

MINIMAL
MILD

FRONCNTOALVEOL; R CHLL EYPERFLASTA

NILD
MODERATE

#3 ADENOMA
NILD
MARKED

i MYELOSARCOMA
MILD

[ 4 O O oor # 00 O N W

#8 EETNTOMA, METASTATIC

MINIMAL
MILD
MODERATE

2
2
0
]
0
4}
4
2
i
1
1
1
9
0
[¢]
0

[=R~ o)

GROUP ILECEND: 1 is 0% (USRTREATED), 2 is 0% (VEHICLE), 3 is 5.0 8, 4 is 25.0 8%, S5 is 50.0 %

# = NEOPLASM, B = BENIGN, M = MALIGNANT
Mone significantiy dilferent from control group

08/23°95 93.30




: TARLE 22 :
m&m cr.m nm: (TABGDWS.):  CHROWIC DEEMAL
IOASSAY TN SHI/WBWISD MALE MICE
KT W MICROSCORIC DIAGKISES BY GRADE (KIDIYS®

ARIKALS: SACRIFICRD AT WRRX 78
KALRS

-
[ )
~N
-
~
w

[

o RO N K W O

0 2
14 21
4 0
0 b3
] [
0 0
0 0
3 0
2 0
1 0
0 0
0 0
36 38

[ ol 4
N W
s [T X" Y I 1

OO - owmp

NININAL
NODERATE

Sy

w
6 © o » 00 © ErB~ 8 orr w w
© o ro m 1A

©0 © owwo can & 3

OMO 8 ord

GROUP LEGEWD: 1 is 0% (UNTREATED), 2 is O% (VEHICLE), 3 is 5.0 8, 4 is 25.0 %,
€ gigniticantliy different from COWITROL group 2 (p < .05)

S is 50.C 8
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BERC Report S2MLLEE

TABLE 22 {Coutinual)
TRIETEILSWE GLYCOL DIMRTEACRYLATT (TREGIMA):  CICWONIC JRIWAL
BIOASSAY IN CIN/NEVESD NalE NICR
SUMMARY G¥ MI FOSCOPIC DIAGNOSES BY GRADE {KIDNRYS

ANIMALS SACRIFICED AT WERK 78
MALES

GROUP:

= e oONw -
N O & rOor N
)
&

w

NNO b
s ow

Q O Oro » orm

MINIMNAL
MILD

SRR PPN L S

MINIMAL
MILD

DILATED CLOMERULAR SPACE(S)
MINIMAL
EIPERITIS, INTERSTITIAL

MINIMAL
MILD

Lol ~ T [ o4 - [~ X =] o 9 e [od 00 O N W O O HOow

1
i
2
0
0
7
6
1
1
1
0
]
9
0
Q
0

N w0 e oo o cwm & o o

GROUP LEGEND: 1 is O% (UNTREATED), 2 is O8% (VEMICLE), 3 is 5.5 §, 4 is 25.0%, 5 is 50.0 &

4 significanciy differant from CONTROL group 1 (p < .05)
€ gignificantly differeat from CONTROL group 2 (p < .05)
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"SRRt peport sim1ses

SRIFINTLINE st.:ca. DW (FREGONS) s CHROWIC DERKAL

, TCASSAY 1IN CIR/NENRID NALE MICE
SUMMARY CF NICROSCOPIC DIAGNOSRS 5Y GRADZ (KIDWEYS)

ANTMALS SACRIFICED AT WEBR 78
- ’ MALRS

GROUP:

GROUP LEGRMD: 1 is 0% (UNTREATED), 2 is 08 (VERICLE), 3 is 5.0 %, 4 is 25.0%, S5 is S0.0 8%

‘ = SPOPLASN, B * BENIGH
Significantly different from COMTROL group 1 (p < .05)
© gignificantly diZferent £rom CONTROL group 2 (p < .03)
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TARLE 23

SUMMARY OF WICROSCOPIC DIAGHGSES
ALL ANSIMALS POUND DEAD/SACRIFICED MORIBUKD
NALES

GROUPs

PIMBER OF AMIMALS IN DOSE GROUP
NTMSER OF ANIMALS FOUND DEAD/SACRIFICED MORINUHD

ADIPOSE TISSUR
TOTAL BUMBER BXAMINED
M ERLANGICSARCOMA

PERITONEUN

TOTAL NMBER EXAMINED
PERITORITIS

HEART

TCTAL NOMBER EXAMINED
EXANINED, UNREMARKABLE

[
w
~

o~

ATRIAL THROMBOS 5

VEWPRICULAR THF.JMBOSIS

WECROSIS

MYOCARDIAL MINERALIZATION
¥YOPIBER VACUOLATION

WYOCARDIAL DEGENT.RATION/FIBROSIS
NIOCARDITIS

EPICARDITIS

BMDOCARDITIS

#4 NENANGICSARCOMA

OWH KN~ HWHOW
.
CcoOoOrFDXTOOW
~OOOPO " O0W O
FPOORHGHDOF &
[ S
NNOFFOWBEFY W®

AORTA
TOTAL SR(BFR EXAMINED
EXANINED, UNREMARKABLE
HISSING

MIMESALIZATION

TOTAL NUMBER BYAMINED

NINERAL IZATION
SACTERIAL EMPOLTZATION

SALIVARY GL
TOTAL ¥UMBIP EXAMINED
EXANGNED, UMREMARRABLE

LYWPHOCYTIC INFPILTRATES
SIALOADENITIS

ZIRROSIS

AIRCIHY

SYPERPLASIN

POCT KYPERFLASIA

oODOOO wun
HPHOFHFO N
HOFRRMN W®

ESOPHAGES
TOTAL NUMBER EXAMINED
EXAMINES, UNREMARRABLE

GROUP 1LESERD: ! is J% (UNTREATED)., < : T i . 4 1is 25.0 &%,

# = WEOPLASH, X = MALIGHANT
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Do _ =AaLE 23 (Contimued
TRIEPATLENE GLYCOL DINETEACRYUATE (nau)nms
EER BIOASSAY IN CIN/MEMUSD MALE NICE
. SUMMARY OF NICROSCOPIC DIAGNOSES

AL ANDNALS POUD DRAD/BACRIFICED MORIBUMD
- LSS

GROUP: 1

70
15

OoOrro

-
~
-

AJMOMALOUS LOBULATION
CIo7(8)

CONGRST ION
PELIOSIS/TRLANGIRCTASIS
MINERALIZATION

ADENONA
48 NEPATOCELLULAR ADEMOMA WITH CARCINOMA IN SITU
% NEPATOCRLLULAR CARCINOMA
9% NEHANG IOBARCOMA
SN NYELOSARCOMA

GALLBLADORR
TCTAL MMBER EXANINED
SRARIAED, URABRARKABLE
T00 AUTOLYZIED TO RVALUATER
KISSING

DILATION
INSPISSATED SECRETION
CHOLECYSTITIS

PANCREAS
TOTAL NOMBER EXANIVED
EXAKIIED, MREMARKARLE

PANCREATITIS
ACTEAR ATROPHY
ISLET CELL NYPERPLASIA

-
QONONOONFHFOOQOOOKr »

15
1
0
9
0
1
2
Q
0
9
[3
1
1
4
0
8
1
0

OWROMOONNIHONODOKrHDO Wi

=

OO0 rHeanw

~
~

[
ONNOOAMWOWOOOCOHOO

~

-
RPN OWVMFOrFOOOOKr o

GROUP LAGEND: 1 is 0% (UNTREATED), 2 is O% (VEMICLE), 3 is S.0 8, 4 is 25.0 %,
¢ = NECPIASK, B = BEMIGH, N = NALIGHANT

S is 50.0 ¢
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TARLE 23 (Continued)

TRIFTRYLENE GLYCOL DINETHACEAYLATE (TREGDMA):
BIOASSAY IN CIN/MEWNSD MALE MICE
SUMMARY OF MICROSCOPIC DIAGNCSZS

ALL ANIMALS FOUND DEAD/SACRIFPICES MORIDUND
MALES

GROUP:

WOMBER OF ANIMALS
WAMBER OF ANIMALS POUMD DEAD/SACRIFICED MCRIBUND

DUCOERNN
TOTAL WUMBLIR EXAMINED
EXANINED, UMREMARKABLE
TO00 AUTOLYIED TO BVALUATZE

ENTERITIS

JRIUNOM
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKRABLE
TO0 AUTOLYZED TO EVALUATE

ADEESION(S)
ILEUN
TOTAL WIBER EXANINED

EXAMINED, UNRSMARKAELE
T0C AUTOLYZED TO EVALUATE

KXANINED, UNREMARXABLE
TOO AUTOLYZED 70 EVALUATE

TYPHLITIS

EXAMINED, UMREMARKARL:Z
TOO AUTOLYZED TO EVALUATE

PROCTITIS

PITUITARY
TCTAL WUMBER EXAMINED
EXAMINED, UMREMARKABLE

CYST(S)

CYSTIC RATREKX'S CLEFT
CHAGESTION

HEMORREAGE

THYROID GL
TOTAL WUMBER EXAMINED
EXAKINED, UNREMARKABLE

17
11

GROUP *GEND: 1 is 0% (UNIAZATED),

2 is 0% (VERICLE). 3 is 5.0 %,

4 is 25.0 %,

S is S0.0 ¢

08/22/95 v3.20
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NRBER OF ANDMALS IN DOSE GROUP
NREER OF ANINALS FOUID DEAD/SACRIFPICED MORIBUND

THYROID Gl (COWTINUED)
THIROGLOSSAL DUCT CYs?
COLLOID CRYSTALIZATION
TRYROIDITIS

-
~

[
(&)
-~
WHIONMOOOO OO

EBGRRAAGE
CORTICAL CIS?
CORTICAL CBLL VACUOLIZATION
CORTICAL CEROID DEGEWERATION
CORTICAL ATROPHY
CORTICAL CELL NYPERPLASIA
SPINDLE CELL NYPERPLASIA
WODULAR CORTICAL CRLL NYPERPLASIA
SKIN, TREATED
TOTAL IRABER EXAMNINED
EXAMINED, UMREMARKABLE

ACANTNOSIS
NIPERKERATOSIS/PARAKERATOSIS
e ITIS

INTRACCRNEAL PUSTULE PORMATION
SUPERYICIAL EPIDERMAL MECROLYSIS

BASAL ZOME BPIDERMAL NECROLYSIS

[
COPOWOKH NG

[y
NORFRFEHNO O

o]
QOroCOO0 ww

oo
-~
[
we
VOOHBOWMNO O
[
~»
[~

)
-4
[
~

on
~N

N

Pl o
X X7]
[~ A3
wN

[
COMOOTOMUWIN OV
-
ro0oOoOQooOQMK wn
'
COSONOCORUWEWL W
[

[« N N - N R o T
COBDOr-orw

SKIN
EXANINED, UMRENAMKABLE
ACANTHOSIS hi

NYPEREERATOSIS /PARAKERATOSIS 4
DEMATITIS 0

GROUP LEGEND: 1 is OV (UNTREATED), 2 is O% (VENICLE), 3 is .08, 4 is 25.0 %, § is 50.0 %
¢ = NEOPEASM, B = JENIGK, N = MALIGHANT
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TABLE 23 (Continued)
TRISTHYLENE GLYCOL DINETHACRYLATE (TREGDMA): CHRONIC DERMAL
BICASSAY IN C3H/HXNHSD MALE MICE
STAMMARY OF MICROSCOPIC DIAGNOSES

ALL ANTMALS FOUND DEAD/SACRIFICED MORIBUND
MALES

GROUP:

WAGER OF ANIMALS IN DOSE GROUP
WREER OF ANINALS FOUMD DEAD/SACRIFICED MORIBUND

SXIN (CONTINURD)
THYRACORMEAL

CLITORAL/PREPUTIAL GLAND DUCT ECTASIA
ADMEXAL GLAXD BCTASIA

ADEEXAL ATROPRY

DERMAL FIBROSIS

OO
OMOWWrHKO
NN
OrAErHOMDO
DVvoLmB P

SUBCUTIS
TOTAL WUMBER EXAMINED

PAMNICULITIS (YMDER TREATED SKIN)
PAMNICULITIS (UNDER UNTREATED SKIN)

HEAD
TOTAL NUMBER EXAMINED

CONGESTION
HEMORREAGE
BOTRYOMYCOSIS

#M ADENOCARCINOMA

’ TAIL
TOTAL NUMBER EXAMINED
WECROSIS

SPLERN
TOTAL WUMBER EXAMINED
EXAMINED, URREMARKABLE

-
v
+

o
-

w~
»

wn
"
w®

RWORALY

EXTRAMEDULLARY HEMATOPOIESIS
SPLENITIS

HENOSIDEROSIS

CONGRSTION

TMFARCTION

FIBROSIS

LYMPEOID DEPLETION

LYMPACID HYPERPLASIA

% NYZLOSARCOMA

LYIMPH ), S~MAR
TOTAL NUMBER ZXAMINED 4
EYAMZEED, CMREMARKABLE 0
NISEIRG 1
1}
4

[

OHMOONMWLO®M

I

-~
Ll adi N il S Sl N

COHOOrNIHNG
-

COoOWOOoDoOwWowa
oo OoOOoNa

SINUS ERYTHROCYTOSIS

AEMOS IDEROSIS 1

GROUP LEGENMD: 1 is 0% (UNTREATED;, 2 is 0% (VEHICLE), 3 is 5.0%, 4 is 25.0 8, S is S0.0 8
# = NEOPLASH, M = MALIGNANT
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K Report 92M11608

ST TABLE 23 (Coatimued)
TRISTHYLENE GLYCOL Dml (TREGDMA): CHRONIC DERMAL

BICASSAY IN CIMI/REWMNSD MALE WICE

SUMIRY OF NICROSCOPIC DIACNOSES

ALL ANINALS FOUSD DEAD/SACRIFICED MORIBNND
NALRS

WREER OF ANINALS IN DOSE GROUP - 70 70 70 70 70
WREIR OF ANIVALS FOUND DEAD/SACRIFICED MORIBUMD

LINPE ¥D, $-WAM (CONTINURD)
SIS RISTIOCTTOSIS
PIGMENT GRAMULOMA(S)
LYMPNOID EYPERPLASIA
LYMMIDID ‘DEPLITION

.
LR 3D, MWD

SINUS ERTTEROCTYIOSIS
EDDSIDEROSIS
SIMUS AISTIOCTTORIS

ocoown
oOMNn
Y
oroo
O w

O W
NON W
~OMN &

TOTAL WABER EXANINED 15 1S S [ 27
EXAMINED, UNREMARKARLE S [ 1 1 10
200 AUTOLYIED T0 EVALUATE 0 1 0 0 1
NISSING 0 1 4] (4 G
CYSTIC LYNPMATIC ECTASIA 3 b 2 2 4
$INUS ERYTHROCYTOSIS 3 2 2 3 3
NEMORREAGE 1 0 [ 0 2
NEMOSIDEROSIS 1 2 1 0 1
SIWUS EISTIOCYTOSIS S 4 2 1 It
‘ PIGHENT GRAWULOMA(S) H 3 1 3 [
LYMPNOID ATROPHY 0 1 0 2 1
LYNPE ND, RAEN i

TOTAL WOAMER EXAMIRED 0 1 0 0 1
SIMUS HISTIOCYTOSIS - 1 - - 1
EENOSIDEROSIS - 0 - - 1
LYMBDENTD MYDERBLASTA = 3 = = s

LY 3D, OTMER

TOTAL WAGER EXAWXINED 0 1 0 0 0
SIWUS NISTIOCYTOSIS - 1 - - -
LYMPIOID NYPERPLASIA - 1 - - -

THINIC REGION

TOTAL NMMBER EXANINED 18 17 1 28

EXAMINE., (MREMARKABLE 8 10 - 1 12
THYMIC TISSUE NOT PRESENT 4 6 - 0 18

PIGMRNT GRANULOMA(S) ] 1 - 0 ]
INFLAMMATION, 1 ] - 0 0
LYNPHATIC ECTASIA 3 [ - 0 0
KPITHRLIAL CYST(S) o o - 0 1

0NE/J0TNT

TOTAL WMABER EXANINED 18 17 ] 0 k]

EXANINED, UMRENARKARLE 15 17 - - 28

GROU® LEGEWD: i is 0% (URTREATED), 2 is O% (VENICLE), 3 is 5.0 8, 4 is 25.0 %8, S is 50.0 *
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TABLE 23 (Coatinued)
TRIETHYLENE GLYCOL DIMETILCRYLATE (TREGDMA): CHROWIC DSRMAL
BICASSAY IN CIH/MEMHSD MALE MICE
SCIMARY OF NICROSCOPIC DiiaNISES

ALL ANINALS FOUND DEAD/SACRIFICED NORIBUMD
MALES

WUMBER OF ANIMALS IN DOSE GROUP
WASER OF ANIMALS POGND DEAD/SACRIFICED NORIBUMD

EXANINED, TNREMARKARTE

BONE MARROW
TOTAL WUL3ER ELAMINED
BXAMINED, UNREMARKABLE

HEMOSIDEFROSIS

INTARCTION

MYELIZIS

NYRLOFIEROSIS

HYPERPLASIA

GIANULOCYTIC CELL SYPERPLASIA

SKELETAL WUSCLE
TOTAL NUMPER SXAMINED
SXANIMED, UNREKARKABLE

[
Wi
-
L IR ]
Q-
~
@

MIMERALIZATION
ENCEPERALOMALACIA
NEMINGITIS
EMCEPEALITIS
NEUROFIL VACUCLATION
WETROE LCSS

GLIOSIS

QrONOCYOoOOO
HFODOODWHWDO
CO0QOOrOO
QOO0 OOLOHOO
CSOMNKF N H M

SPINAL CORD

[N
L X ]

-

135 17 28
12 15 28

GROUP LEC™™O: 1 is 0% (UNTREATED;, 2 is 0% (VEHICLE), 0%, 4is 25.098, % is S0.0 %
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BESRC Report WM. 688

TABLE 22 (Coantinued) :

m @nm DINETAACHTILATE (TRFCDMA}: CHRONIC DEPMAL
BIOASOAY IM CRi/YEMSD MALY NICE
SRGARY OF MICLOICOPIC DIAGNCOSES

ALL ANINALS POUND DEAD, SACRIZICED MORIBUND
NALES

WAGER OF ANIMALS IN DOSE GROUP
NONBER OF ANIMALS FOMD DEAD/SACRIFICED MORIBUMD

WERVE, SCIATIC (CONTINUED)
NYEL:

VACUOLATION

ne
-TOTAL NUMBER EXAMINED
T00 AUTOLYZED TO CVALUATE

[

ow
-
o

CORNEAL NIMERALIZATION

8
1
0
2
14
1
0

-
PO WOrHW
oOrHOHOO O

Tl
wun
-
o~

-

[
0OoOMIO OO

EPIDIDYNIDES
TOTAL WOMAER EXAMINED
SXANINED,
NISSING

EPIDIDYNITIS

SEMINAL VESICLE
TOTAL WRMER EXAMIUED
EXANINED, UMREMARKABLE
700 AUTOLYZED TO EVALUATE
NISSING

GROUP LEGEND: 1 is OV (UNTRRATED). 2 is 0% (VEMICLE), 3 is 5.0, 4 is 25.0%, S is 50.0 ¢
¢ = NEOPLASN, B = IENIGN
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TABLE 23 (Continued)
TRIMAYLENE GLYCOL DIMETHACRYLATE (TRAEGDMA): CHROWIC DERSAL
BIOASSA? IM C3R/EENHSD MALE MICE
SUMMARY OF MICKOSCOPIC DIAGMOSES

ALL ANTHALS FOUND DRAD/SACRIFICED MORIBUNMD
MALES

GROUP:

WAMGER OF ANIMALS IN DOSE GROUP
FUMBER OF ANIMALS FCUND DEAD/SACRIFICED MORIBUND

SEMINAL VESICLE (COWTINUZD)
BCTASIA
SENYWAL VESICULITIS
MINERALIZATION
ATROPHY

COAGULATING GL
TOTAL NUMBER EXAMINLD

BXAMINED, UNREMARKABLE
T0 AUTOLYZED TQ EVALUATE
HISSING

MINEBRALIZATION
PROSTATITIS

PENIS
TOTAL WUMBER EXAMINED
EXAMINED, UNREMARKABLE

o,

CONGRSTION
BALANTTIS

DA

POSTRITIS .
BALAMOPOSTHITIS
ULCER/ULCERATION

OO "o
LOOO B W

TRACHEA
TOTAL SUMBER EXAMINED
EXAMINED, URREMARKABLE

[
w

*
u

GLAND ECTASIA
TRACHEITIS
MUCOSAL HYPERPLASIA

LUNGS
TOTAL WOMBER EXAMINED
EXAMINED, UNREMARKABLE

CANGESTION

ALVECLAR PROTEIN DEPOSITS
ALVBOLAR HISTIOCYTOSIS
VASCULAR THROMBOSIS

FOWWOSREOO

INTERSTITIAL PNEUMONITIS

GROUP LEGND: 1 is O% (UNTREATEDL}, 2 is 0% (VEHICLE), 3 is 5.0 %, 4 is 25.0%, S is 50.0 %
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ST TABLE 23 (Continued)
TRIFSTHTLENE GLYCOL DINETRACRYLATE (TREGDMA}: CHRONIC DERMAL
- e - - = - BIOASBAY -IN MALE MICE

48 NYELOSARCOMA
48 EEPATOMA, NETASTATIC
KIDNEYS

TOTAL MIRGER EXAMINED 18 17 17 22 28
EXANINED, UNREMARKABLE [} 1 0 0 0
CIS2(S) 1 2 2 0 1
CONGESTION 0 0 0 b 0
RYDRONEPMROSIS ] 13 13 12 13
BACTERIAL MBOLIZATION 0 0 [} 2 1
DAFARCTION 1 0 0 2 1
PAPILLARY NECROSIS 1 1 3 3 3
NIMERALIZATION 11l 12 12 19 24
OSSIFICATION, DYSTROPHIC 0 0 [} 0 1

] 0 [} [} 1

RENOSIDEROSIS 0 1 0 0 0
PYRLITIS [} 1 4 0 0
PYELONEPHRITIS 3 7 [ [3 6
. WEPRRITIS, PURULENT 0o 1 o o o
TUBULAR DILATION 0 1 3 4 3
CORTICAL ATROPHY 0 0 3 1 2
TUBULAR PIGMENTATION .2 0 i 1 1
TUSULAR PROTEINOSIS 6 7 7 8 14
GLOMERULOMRPMRITIS 1 0 [} 0 ]
ULOSCLEROS . 2 3 2 3 6

DILATED GLOMERULAR SPACE(S) 0 0 0 [} 1
WEPHRITIS, INTERSY 1 1 1 1 3
FIBROSIS, INTERSTITIAL 1 4 6 3 ]
TINNOB1S, PERIGLOUNERULAN [} 1) [} 1 [}

D EYPERPLASTIC TUBULES 4 4 4 2 ?

$ 4 L) 3
EXAMINED, UMREMARKASLE 9 6 0 ] 14
TO0 AUTOLYZED TO EVALUATE 0 2 0 0 2
NISSING 0 1 0 0 0
ECTASIA 3 1 L} 2 L

GROUP LEGEXD: 1 is 0% (UNTREATED), 2 is 0% (VENICLE), 3 is S.0%, 4 is 25.0%, 5 is 50.0 %
# = NEOPLASH, B = BENIGN, M = MALIGHANT
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TABLE 23 (Continued)
TRIETATLENR CLYCOL DINETHACRILATE {THESDMA}: CHRONIC DIRMAL
EIOASEAY IN CIN/MENFSD MALE MICE
SAMARY OF NICROSCOPIC DIAGNOSES

ALL AWIMALS FOURD DRAD/SACRIFICED MORIBUND
MALES

NOMBER OF ANINALS IN DOSE GROUP
WONBER OF ANINALS FPOUMD DEAD/SACRIFICED MORIBUND

URIRARY SLADDER (CONTINUED)
DIVERTICULUN
PROMINENT MUCOSAL POLD

HENORRHAGE
LYMPROCTTIC IRFILTRATE(S)
CISTITIS

URETERA
TOTAL NUMBER EXAMINED

INTRALUMINAL PROTEIN COAGULUM

CAUSE OF DEATH
TOTAL WUMBER EXAMINED

UNDETERMINED

TRAUMA

BOTRYOMYCOSIS

CHRONIC RENAL DISEASE

[
w
[
~
o
o
n
w

ATRIAL THROMPOSIS/CONGESTIVE HEART FAILURE
HEPATOCELLULAR ADENOMA

-
HE BN WHEOW

[
COQOFONKWO M
LI N O Y N N O N A |
| I A T N O O I A |

HEMANGIOSARCOMA
MYELOSARCOMA

OCONMHOWNOOK M

. BEPATOCELLULAR CARCINOMA

GROUP LEGEND: 1 is 0% (UNTREATED), 2 is O% (VEHICLE), 3 is 5.0 %, 4 is 25.0 %, 5 is 50.0 %
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mwmunwnunt(m. TREATED)

ALL ARINALS FOUND DEAD/SACRIFICED NORIMD

© € © € 00 0 O 6 OO I NOKH W OO0 - OoONO w
o 0 O 0 00 0 O © OO0 © OO © OO0 N OO0K m
© O M N DO O © O Oss ® OFN W OND . Oar 0

70
22

18

~ownm

-
L J

= # O O FO M + m Orw & OFM BB OO0V

GROUP LEGEMD: 1 i3 OV (UNTREBATED), 2 is 0% (VENICLE), ¢ is 28.0 &,
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TABLE 24 (Continued)
TRIETHYLENS GLYICOL DIMETRACRYLATE (TREGDMA): CHMROMIC DESHAAL
BIOASSAY IN CIN/NEWHSD MALE MICE
o SUMMARY OF MICROSCOPIC DIAGNOSES BY GRADE (SKIN, TREATED)

ALL ANINALS POUND DEAD/SACRIFICED MORIBUND
MALES

GROUP: 1 2 3 4 5

WMBER OF ANIMALS IR DOSE GROUP 70 70 70 70 70

MWGBER OF ANINALS FOUND DEAD/SACRIFICET MORIBUMND 15 17 17 22 28
SKIN, TREATED (CONTINUED)

ADEEIAL ATRUPEY 4 10 14 17 18

MINIMAL- 1 1 3 H 4

MILD 3 9 8 12 13

MODERATE 0 0 3 [} 1

DERNAL FIBROSIS 0 [ [} 1 g

NILD [+} 0 0 1 [}

#t EEMANGYOSARCOMA 0 1 0 g 0

MARKED 0 1 Q 0 0

GROUP LEGEND: 1 is 0% (UNTREATED), 2 is Ot (VEHICLE), 3 is 5.0 %, 4 is 25.0%, S is 50.0 ¢
N # = NEOPLASM, M = MALIGNANT
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70
28

70
22

GROUP
DEAD/SACRIPICRD NORIBUND

SN 4 ~O

13

©® 00 A ~ HOAND N

-~
m

24

19

4 is 25.0%, S is S0.0 %

3 is 5.0 &,

2 is 0% (VImICLE),

GROUP LEGEND: ) is 0% (UWTREATED),
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TARLE 28 (Continuved)

TRIFTHYLENE GLICOL DIMETHACRYLATE (TREGOMA}: CHROEIC DERMAL
BIOASSAY IN CIN/MENISD MALE MICE

’ . . STMMARY GF NMICROSCOPIC _IAGNOSES BY SRADE (ZIDNEYS)

ALL ANINALS FOUMD DEAD/SACRIFICE: MORIBUMD
MALRS

GROUP: 1

IN DOSE GROUP
L3 FOUND DEAD/SACRIFICED NORIZUND

° 9 ° 0 1

° o 0 9 1

o 1 0 0 ¢

0 1 0 o 0

6 1 4 ° ¢

2 1 2 ) o

9 0 2 0 o

3 7 5 s 3

o -1 1 1 1

3 0 0 1 1

3 6 4 2 3

6 o s 1 1

0 1 0 9 )

¢ 1 0 o 0

(1 b 3 4 s

9 G 2 2 1

o a 1 1 3

0 1 o 0 1

c 0 0 1 0

° ¢ 32 1 2

0 o 1 1 1

WODERATE 0 0 1 0 1
MARKED o 0 1 0 0
TUBULAR PICHENTATION 2 0 1 1 1
NILD ’ 1 0 0 e o
WODERATE i o 1 1 1

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is O% (VEHICLE). 3 1; 5.0 %, 4 is 25.0 %, 5 is 50.0 %
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TOASSAY IN C3A/REWVMED MALE MICE
a-nnwrumunxnzuw-nuluams(uuuu)

_ALL AMINALS FOUND DRAD/SACRIFICED NORIBUND
MALES

-
[ )

b OOKFO M O O FikKF W O O WWwh «
N OrOO M O O HOKF N O © HFNe
W OCOKFO K O O FKrHFH W O 0 HFoaw @

6
2
3
1
X
1
2
1
1
0
[}
0
1
1
0
0
0
1

| HHHEO W H M A B O O N

NN & O O Oro
N e 0 8 NN
W & O O Mwr
ON N e e
wh o O © waw

GROUP LEGEMD: 1 is OV (UNTRRATED), 2 is 0% (VEMICLE), 3 is 5.0 8%, 4 is 25.0%, S is 50.0 ¢
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TARLE 26
IAIRTIVLEWR GLYCOL DIMETRACRYLATE (TREGDMA): CERONIC DERMAL
BIOAEBSAT IN CIR/MIMNSD MALE MICE
SISAARY OF MEOPLASTIC MICROSCOPIC DIAGHOSES

DATA FOR ALIL ANIMALS ON $=UDY
MALES

TOTAL WUMBER EXANINED
EXAMINED, UMREMARKABLE
TOO AUTOLYZED TC EVALUATE
MISSING

LIVER
TOTAL NUMBER EXAMINED 55 56 56 $5
EXAMINED, UMREMARKABLE il 13 20 P |

#B EEPATOCELLULAR ADENOMA 26 21 '3 24
#3 REPATOCELLULAR ADENOMA WITH CARCINOMA IN SITU [+} 1 0 1
#% EEPATOCELLULAR CARCINOMA 14 25a 1l3c¢ 3 19

GROUP LEGIMD: 1 is 08 (UNTREATED), 2 is 0% (VEHICL.), 3 is S.C %, 4 is 25.0 %, 5 is 50.C ¢

¢ = NECPLASM, B = BENIGN, M = MALIGIMANT
2 gignificantly different from COWZ oL group 1l (p < .05)
€ gignificantly diZferent from CONTROL group 2 (p < .0S)
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CEROMIC DERNMAL

MALIGRANT
Nooe sigaificastly differeat froa coatrol group

FREER OF ANDILS 20 70 7 70 70
LIVER (CONTIWNUED) .
0 BBAANGIOSARCONA 2 1 [ 4 1
8 NTYELOSARCOMA 0 0 0 0 1

GALLELADDER

TOTAL SUNDER EXANINED ©® % 0 3 a8

SXANINED, USRIMARKARLE ¢ @2 - o &

700 AUTOLYSED 70 SVALUATE 2 ¢ - 3

) T ¢ - o s
PANCREAS

TORAL ERANINED 111 $6 0 2 (1]

BRXANIED, UIRENARKABLE sS4 56 - 1 54
DUCDENIN

TOZAL WREER EXANINED 55 49 2 0 49

SXANINED, UMREMARKABLE 4 49 1 - 49

TOO AUTOLYZIED TO EVALUATE 0 7 [} - 6
JEFU

TOTAL WAGER EXAMINED $3 46 1 0 LY}

STANTHED, UNREMARKABLE $3 46 0 - 47

00 AUTOLYZIED 70 RVALUATE 2 10 1] - [}
e .

TOTAL WOMBER EXANINED L1 50 0 0 47

BRANINED, UMREMARKABRLE |11 50 - - 46

T00 AUTOLYZED 70 EVALUATE [+ ] - - ]
[~ -~ ]

TOTAL NRGER EXARINED S4 48 2 [} 47

o dd Rous 54 4 ] - ar

TO0 AUTOLYZED 70 EVALUATR 1 s 0 - | J
coram

TOTAL WMEER EXANINED [ 1] SS 1 0 52

BRAMINED, UNREMARKARLE 54 s$S 0 - 52

TOO AUTOLYZED 70 EVALUATE 0 1 0 - 3
RECTON

TOTAL WMABER EXANINED 55 55 1 1] 54

SXANINED, UNRENARKABLE 54 3s 0 - $2

700 ADTOLYZIED TO DVALUATE 0 1 0 - 1
GROUP LBGEED: 1 is OV (UNTREATED), 2 is OV (VENICLE), 3 is 5.0 08, 4 i3 25.0 %, S is 50.0 %

06/12/98 v3.20
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TRIETHYLERE GLYCOL DIMETHACRYLATE (TREGDMA): CHRONIC DRERMAL

! 2 . \"‘

TABLE 26 (Continued)
BIOASSAY IN CIE/MIMESD MALE MICE

STMMARY OF MEOPLASTIC MICROSCOPIC DINGWOSES

DATA FOR ALL ANIMALS ON STUDY

BERC Raport 92%11663

WALES
GROUP: 1 2 3 4 5
WMBER OF ANIMALS IN DOSE GROUP 7 3 7 70 10
WRGER OF ANIMALS 70 2 70 70 70
PITUTEARY
TOTAL WU SER EXAMINES s5  s6 0 1 3%
EXANINED, UMREMARKABLE 52 48 - 0 2
THYROID GL
TOTAL WOMBER EYAMINED 55 s6 0 o ss
EXAMINED, (NEEMARKABLE 0 25 - - 3
43 POLLICULAR CELL ADENOMA 3 ) - - 3
PARATEYROID GL
TOTAL WREBER EXAMINED 28 23 ) o 19
EXAMINED, UNREMARKABLE 8 23 - - 1
NISSTHG 27 33 - - 36
ADRENAL GL
TOTAL NUMBER EXAMINED 55 56 42 43 S5
EXAMTNED, UNREMARKABLE 1 3 ) 0 2
43 ADEWOMA 0 0 ) 1 )
4% PHEOCKRONOCTTOMA 0 0 0 i 0
SKIN, TREATED
TOTAL WUMBER EXAMINED 55 56 56 S6 55
EXAMTWET, UNREMARKABLE s 18 1o 4 2
44 HEMANGIOSARTYMA 0 1 o 0 0
sKm
TOTAL WMBER EXAMINED S5 S¢ 56 56 S5
EXANTMED, UNREMARKASLE 38 36 23 30 23
VTV A &P
TOTAL WOMEER EXANINED 2 2 2 5 0
908 BREMANG IOSARCOMA 1 ) ) 0 -
EEAD
TOTAL WMBER EXAMINED 1 1 1 1 1
#% ADEWOCARCINOMA ) 0 o 1 9
EARS
TOTAL WUMEER EXAMINED ) 0 1 ) )
M NEMANGIOSARCOMA - - 1 - -
7%
TOTAL WOMBER EXANTEED 0 9 ) ) 2
GROUP LEGEND: 1 iz 0% (UNPREATED), 2 is 0% (VEEICLE), 3 is 5.08, 4 is 25.0 %, 5 is 50.0 &

& = NEOPLASM, B = BENIGN, M = MALIGNANT
None significaatly different from centrol group

06/12/9% v3.30
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. : TARLR 26 (Continued)
) ’ m:n

| IN CIR/NINMSD MALE NICR
ST OF MBOPLASTIC NICROSCOPIC DIAGROSRS

DATA POR ALL ANIMALS OM STUDY
HALES

EXAMIMNED, UMREMARKABLE
T00 AUTOLYIED T0 EVALUATE
NISSING"

LYMPH 3D, REN
TOTAL WRGBIR EXAMINED

LYNPE WD, OTNER
TOTAL NOMBER EXAMINED

TRINIC REGION
TOTAL WRMER EXAMINID
RXANINED, UMRRMARKABLE

BOME/JOINZ
TOTAL NUMBER EIANINED
EXANINED, UMAEMARKABLE

DOME, STERWUM
TOTAL NUMBER EXANIXED
EXAMINED, UMREMARKARLE

BONE, FDUR
TOTAL WRMBER EFXANIMED 55 S6 S
SXANINED, UMREMARRABLY L1 56 55

GROUF LEGRMD: 1 is O% (UNTREATED;, 2 is 08 (VENICLE), 3 is 2.0 %, 4 is 25.0 8, S is 50.0 %

¢ = NKROPLASN, X = MALIGRANT
wora sigrificantly diffarent from coatrol group
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TARLE 28 (Continvad)
TRISTHYLENE GLYCOL DIMETEACRYLATE (TREGCMA): CXRONIC DERMAL
BIOASSAY IN C3N/ENMMST MALE MICE
SUMMARY OF NEOPLASTIC MICROSCOPIC DIAGNOSES

DATA FOR ALL ANIMALS OB 3TUDY
MALES

GROUP:
H

MERVE, SCIATIC
TOTAL NUMBER EXAMINED
TXAMINED, UNREMARKABLE

NERVE, OTHER
TOTAL WUMBER EXAMINED

BYE
BOPAL MIMMED EYAMTNED

200 AUTOLYZED TO EVALUATE

HARDERIAN GL
TOTAL N4MBER EXAI"NED
EXAMINED, UNREMARKABLE
MISSING

43 ADEWOMA

TESTES
TOTAL WUMBZR EXAMINED
EXAMINED, UNREMARKABLE
MISSING

#¢ ERMANGIOSARCOMA
EPIDIDINIDES
TOTAL NUMRER EXAMINED
FXANINED, UNREMARKABLE
HISSING

GROUP LECEMD: 1 is 0% (INYREATEDY, 2 is 0% (VESICLE:, 3 is 5.2 %, 4 is 25.0 N,

¢ = NBOPLASM, B = BNWIGN, & = HALIGNANT
None significantly differsnt Iroe conktrol group
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TABLE 26 (Continued)
TRIETRYLENE GLYCOL DINETHACRILATE (TRRGDMA):
BICASSAY IN CIN/MIMHSD MALE MICE
SRMARY OF MROPLASTIC MICROSCOPIC DIAGHOSES

DATA POR ALL AMIMALS OM STUDY
MALES

GROUP:

LUNGS
TOTAL NMBER EXAMINKD
EXANINED, UMREMARKABLE

45 ADENONA
#M NYELOSARCOMA
M NEPATOMA, METASTATIC

EXANINED
700 AUTOLYZED TO EVALUATE

URINARY BLADDER
TOTAL IKABER EXANINED
SXAMINED, UNREMARKABLE
700 AUTOLYZIED T0 EVALUATE
NISSING
URETMRA
TOTAL WUMBER EXAMNINED [ 9 ]

GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is OV (VEMICLE), 3 is $.08, & is 25.0%8, S is SO.0 %

o-m.n-w:a.n-mxmn
wone significantly different from control group
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mriethvlen2 Slycol Dimethacrylate (TREGDMA;: Chronic Dermal
Biocassay in C3H/HeNisd Male Mice

QUALITY ASSURANCE UNIT INSPECTION SUMMAKY

Date QAU Report Issued To
inspection Inspection Type Study Director Mansgement

10-15-92 PROTOCOL 10-16-92 10-19-92
11-20-92 EVENT-DOSING 11-20-92 03-04-93
12-07-92 EVENT-OSMOTIC PUMP IMPLANTS 12-07-92 03-04-93
12-23-92 PROTOCOL AMENDMENT #1 01-08-93 01-12-93
02-09-93 EVENT-SACRIFICE 02-12-93 03-04-93
INTERIM
04-26-93 PROTOCOL AMENDMENT #2 04-26-93 04-30-93
05-12-93 EVENT~SACRIFICE 05-13-93 09-10-93
§-MONTH SENTINEL
08-16-93 EVENT-CLIPPING 08-17-93 09-10-93
11-09-93 EVENT-SACRIFICE 11-16-93 12-01-93
SATELLITE MICE
11-10-93 PROTOCOL AMENDMENT #3 11-15-93 12-13-93
01-11-94 PROTOCOL AMENDMENT #4 01-11-94 01-17-94
05-12-94 EVENT-SACRIFICE 05-12-94 05-23~94
PINAL
06-09-94 PROTOCOL AMFNDMENT #3 c6-09-94 06-15-94
04-10-95 04-11-95 PROTOCOL AMENDMENT #6 04-11-95 04-17~95
05-09-95 05-18-95 ANALYTICAL CHEMISTRY DATA. REPORT 05-19-95 08-23-95
06-09-95 06-22-95 CLINICAL PATHOLOGY DATA, REPORT 06-22-95 08-23-95
06-22-95 08-06-95 RAW DATA, REPCRT 08-06-935 08-23-95
07-07-95 07-21-95  ANATOMIC PATHOLOGY DATA, REPORT 07-21-95 08-23-95
08-22-95 PROTOCOL AMENDMENT #7 08-22-95 08-22-95
08-22-9% ARCHIVES 08-22-95 08-23-95

. %‘ﬁ -339¢

Jhjes E. Coleman, B.S. Date
Representative, Quality Assurance Unit

ARCH_ DOC\2ZN1 1689241 168.04U
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Triethylene Glycoi Dimethacrylate (TRECDMA): Chroric Dermal
Bicassay in C3H/HeNHsd Male Mice

COMPLIANCE WITH GOOD LABORATORY PRACTICE STANDARDS

The portions of this study conducted by BRRC and the GLP Analytical Skill
Centsr at the UCC South Charleston, WV, Technical Center meet the requirements
of Toxic Substances Control Act (TSCA), Good Laboratory Practice Standards. 40
CFR Part 792 with exceptions. The exceptions were:

1. Due to the volatility of the control substance, reserve samples of acetone
were not retained.

The raw data fog certain observations and measuraments are unlocatable. A
description of the missing raw data has been placed in the raw data file
for this study.

Study Director: W/ M ﬂzy’—?’ﬁ’

Edward H. Fowler, DVM, Dipiomate ACVP Date
Bushy Run Research Center

Submitter/Sponsor:

Marian K. Stanley
Panel Manager






