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September 13, 1995

Dr. Lynn Goldman

Assistant Administrator

Office of Prevention, Pesticides and Toxic Substances TS-710)
Environmental Protection Agency

401 M Street, SW, Room 637, East Tower

Washington, DC 20460
Dear Dr. Goldman:

The Chemical Manufacturers Association makes availabie to the public and
appropriate government agencies final reports of environmental, health and safety
research that it manages. In keeping with this policy, the following recently completed
reports are enclosed:
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Diacrylate (TREGDA)”
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Telathylene Glycol Discrylate (TREGDA): Chronic Dermal

... Painting Study in C3M/HeNNsd Male Mice

T G ORY PRACTICE STANDARDS
The portions of this study conducted by BRRC and the GLP Analytical Skill
Center 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 raetained.

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

Study Director: %‘ﬂ/\d” %v’él/ CP . Zy 75
Edward H. Fowler, DVM, Diplomate ACVP Date
Bushy Run Research Center

Submitter/Sponsor:

Marian K. Stanley
Panel Manager
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Triethylene Glycol Diacrylate (TREGDA): Chronic Dermal
Bioassay in C3B/HeNHsd Male Mice

SUMMARY

Concurrent studie; were conducted to evalu- te the chronic toxicity and
carcinogenic potential of triethylene glycol diacrylate {TREGDA, CAS No.
1680-21-3) and triethylene glycol dimethacrylate {TREGDMA, CAS No. 1069-16-0).
The studies vwere designed to share the same two control groups and, therefore,
all anirals for both studies were housec 1n the same animal room at BRRC. The
results and conclusicns of the TREGDA dosing are presented in this report.

The results and conclusicns of the TREGDMA dosing are included in B2RC Report
92N1168BE.

Thie study consisted of 3 TREGDA treatment :oups 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 S
days/veek for at least 7% weeks at concentrations of 0.05, 0.10, and 0.53%
TREGDA in acetone. One control group was treated with acetone (vehicle
control) ané the other control group was gaintained and handledé the same as
ali of the other groups. but was not treated throughout the s:udy {untreated
control). Epidermal cell proliferation evaluations were performed on 4-5
mice/group after at least 4, 13, 52, and 78 weeks cn study. The remaining
animals vere administered the test substance for 78 weeks and constituted the
core group for the evaluaticn of chronic toxicity/oncogenicity. This study
was being conducted in parailel with the TREGDMA study, and both test
compounds shared the same controi groups. The mortality observed with the
high dose TREGDMA group required that the TREGDMA groups and tho shared
control sroups needed to be sacrificed at 18 months (based on mortality limits
desccibed in the  original protocol) and consaquently the TREGDA dose groups
needed to be sacrificed at the same time. Monitors for toxicity inclvded
clinical signs, including examination for palpable masses; body weight and
weight gain, hematology, clinical chemisiry, organ weights. gross pathology:
and histopathology.

There weie oo woeenA-related changes in survival, hemato.ogy, clinical
chemistry, mezn absolute body weights, body weight cain, Or mean absclute or
relative orga. ‘-eights. clinical signs of irritation, consisting primarily of
exfolia . ion (da: szuff-like scaie), were observed in all dose groups. The time
of cnse.. inci..-1ce, ard geverity of exfoliation were related to dose.

Similar obszrTvzticas at the site of treatment were made at necropsy. soth
spideraal basal cell proliferation ard microscopic diagnoses of th2 treated
skin confirmed the presence of cutaneous irritation in the mid and high dose
groups. Epidermal basal cell proliferation at the site of treatment in the
high dose group was at least 2 fold higher than either of the control groups.
Similar increases in basal cell proliferation were observed in the mid dose
group at soxe measuren=nt periods but the rate of increase, as ccapared to the
coatrel groups, was not as high. Microscopic exanination indicated chronic
cutaneous irritation and epidermal cell necrolysis (suggesting a toxic effect
of TREGDA on the cells of the epidermis) in the hign dose group. As with cell
proliferation measurements, similar microscopic findings of the reated skin
(without epidermal cell necrolysis), but to a lesser degree, were observed in
the mid dose sroup. There were no biologically significant differences in the
rate of epiderral basal cell proliferation or incidence of microscopic iesions

Bage 5 of 710




.. .cosezved in the lov dose group. - Therefore, the biological significance of the
incressed incidence of clinically observed exfoliation was considered to be
equivocal. Under the conditions of thi- study, the No-Observed-Alverse-Effect
Level (WOAEL) for TREGDA was considered to be 0.058. PFurthermore, under the
conditions of this study, there was no ind.cation of systemic toxicity or
.carcinogenicity of TREGDA at any dose level.
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OBJECTIVE

The objective of this study was to evaluate the chroniz toxicity and
carcinogenic potentiai «f triethylene glycol diacrylate (TREGDA) when 2pplied
to the skin of male mice over a period of at least 78 weoks.

B2CRGROUND INTORMATIOR

A biocassay program was designed to evaluate the chron:  toxicity and
carcinogenic potential of tl.e test substances. The overall ticacsay program
and individual study designs were based on the proposed guidelines developed
at and modified by the U.S. Environmental Protection Agency (EPA) Dermal
Biocassay Workshops (April 28-29, 1987 and May 18-12, 1988). “he results aad
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 TREGOMA zt BRRC. In the first study, 5 C3H/HeNHsd
nice/group wece treated topically with acetone solutions at concentrations of
0.5, 1, 2, 5, i0, and 20% of TREGDA or 25, 50, and 200% TREGDMA at a constant
dose voluame of SO pl for 14 consecutive days. In the second study, 5
C3H,/HeXHsd mice/group were treated topically with acetone solutions at
concentrations of 0.5. 1, 2, S, and 10% of TREGDA or 25, 5C and 100% TREGDMA
at a constaut dose volume of 350 pl for 14 consecutive days. In both studies,
ar. additional 5 mice were treated topically with 30 ul of acetcne {(vehicle
control). No mortality, :treaiment-related clinical signs, except findings in
the treat<d skin, or effects of body weight were observed in either study.

Clinical signs observed for the TREGDA-treated animals during the in-life
phase and at necropsy in the f£irst study included exfoliaticn (present ir all
mice), ulceration and eschar formation (present in the majority of mice;,
catanecus edema (present in 1-5 mice receiving 5% or greatsr), color change
(ptesent in 1-5 mice/group in the top 3 dose groups)., ulceration of the skin
of the ears (present in s=veral mice in the 10 and 20% groups), cracking and
erythem: (present ir 1 mouse in the 20% group): and open sore (observed in 1
mouse in the 2% group). Some of the skin findings observed ir. this first 14-
day study were considered to have resulted from scratching and rubbing of the
trsatment area of the mice against the box feeders utilized to measure the
£25d sonnuaption of the individual animale. Baead on the reculte of this
studv, the l4-day study was repeat2d using hanging feeders that minimized the
potential for the mice to scratch ard rub the treatment site.

Ir the reneated l4-day study, the same study design (excluding the 203 TREGDA
concentration) was utilized except for the change from box to hanging feeders.
The clinicul signs noted during the in-life phase and at necropsy for TREGDA-
treated animals were exfoliation in all animals and ulceration, escthar
formation, discoloration, and open sores mainly in the 5 and 10% groups.
Dermititis, intracorneal pustule formaticn, acanthosis, hyperkeratosis, dermal
fibrosis. and epidermal necrosis were the microscopic findings that vere
present for at least some mice at all lsveis. 2 No-Observed-Effect Level
(MEL) was not established for TREGDA since epidermal toxicity occurred at the
lowest leve! applied /7.5%).

A 14-day study of similar 3esign was conducted on TREGDA and TREGDMA by SRI
International (SRI Proiject LSC-2227) to evaluate the effect Of the treatment
regimen on epicdermal cell prol’“eration. As with the BRRC studies, C35,/BeNHsd
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_male mize were treated topically with acetone solutions at concentrations of

© 0.5, 1, 2, S, and 108 of TRAIGDA or 25. 50, and 100% TREGDMA &t a constant dose
voluse of 50 pl for 14 consecutive days. Epidermal cell proliferation was
wgsurad by determining the labeling index (LI) in basal epithalial cells
tsing nuclea: labeling with *E-thymidine adwinistered by a i-day osmotic pump
-implanted-intraperitoneally at the end of the treatmant period. Both TREGDA
and TPSGDMA produced gross and microscopic signs of cutanecus irritation
similar to those observed in the BRRC li-day studies. Both aneants also
produced very significant increases in cell proliferation in basal epitheliunm.
TREGDA produced dose-related iuncreases in the LI that vere up to 19-folad
higher than the acetone control. Hoth compounds were considered to be
extzemely potent inducers of cell proliferatiosn in mouse skin. However, the
dose of TREGDMA required to produce this effect was over two orders of
magnitude greater than that of TREGDA. The correlatiun betweea rell
proliferation, gross irritation, and histopathologic examinatica was .
consistent in all dose groups. In general, nicroscopic lesions were observed
at Anses vhere gross irritation was not readily detected. The induction of
cell proliferation correlates extremely well with acanthosis, and was obsecved
at all doses of THEGDA and TREGDMA. No other microscopic lesions were
obsecved at the lowest dose of cach agent. These results indicated that both
TREGDA and TREGDMA produced significant irritation of mouse skin when applied
topically, and that this irritation results in a very significant increase in
DXA replication in the basal epithelium.

A 90-day dermal dose-finding study (BRRC Report 91R0017) was conducted with
TREGDA and TREGDMA at BRRC. In this study, 10 C3H/HeNHsd nice/group were
treated topical.y with acetone solutions at concentrations of 0.05, 0.10, 0.5,
and 0.75% of TREGDA or 5, 25, 50, and 100% TREGDMA at a cunstant dose volume
of 50 ul for 13 weeks (90 days). An additional 10 mice were treaied topically
with S0 ul of acetone (vehicle control) while arother grcup was maintained,
but not treated throughou: the study (untreatsd control). No mortality
occurred. Doses of 0.10, 0.50, and 0.75% of TREGDA oz 25, 50, or 75% of
TREGDMA resulted in early cutanenus irritation that terded %o decreace in
severity, but did not entirely resolve, by Day 35. Slight
exfoliation/desquamation persistec until the end of the study.
Histopathological findings included dermatitis, acanthosis, and
hyperkeratosis. The persistence of exfoliation/dasquamation 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 maxiwum
tolerate dose (MTD; as definsd by the EPA Dermal Biocassay Workshops) was
achieved for thess groups. The MTD was not exceeded for any of the TREGDA-
treated groups.

Sections cf treated skin obtai.ned from animals of all dose groups of the 90-
day study were sent to SRI International for evaluation of epidarmsl cell
proliferation using the proliferating cell nuclear antigen (PCNA) technique
(SRI Project LS5C-2427). SRI also utilized the PCNA technigque to svaluate cell
proliferation using sections of the skin obtained from the ld4-day study
conducted at that facility. The PCNA technique confirmed the significant
increase in epidermal basal cell proliferation in the l4-cay study. Results
obtainod vsing the skin sections from the 90~day study indicated that an
ircreased rate of cell proliferation continued even atter 90 days of
treatmeut. However, the level of PCRA labeling in controls was much higher
after 90 days than after 14 days. Because of the elevated levals of PCNA
labeling in the controls, the relative increase in the TREGD: and TREGDMA
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groups was modest, approximately 3-fold higher in the top dose groups than in
the controls. These increases were statistically significant only in the 100%
_PREGDMA and ©.5% TREGDA groups.

DOSE SELECTION

The doses vere selected by the Sponsor based upon the results of the 14-day
and 90~day dose-finding studies with the test substances.

MATERIALS AND METHODS

The protocol and any protocol amendments detailiny the design and conduct of
this study are included in Appendix 11. Protocol deviations are also included
in Appendix 1ll.

Test_Substance

A 1l~gz.. on bottle of TRFGDA (CTAS wegistry No. :580-21~3), Lot Fo. 5116-12, was
received on February 2., 1%&°. "zom Polyscience: .uz., Warriagton. PA anJ
assigned BRRC Samvle Number 54~44. The cest substanc. .i: a ¢ oar liguid ™
was stored at room tempersiure. Pliated corgass, “feres. £ the suprlisc
gstated the purity of the test substance to be ooprund e €ly Zihe s e apol A
request by the Sponsor and prior to the start oi the stady, . ¢s9. - «bstance
was stripped of residual benzene. The parent container of ilne u st sibh-iance
was shipped to The Hinkel Corporation, Ambler, PA for the benzene removal
process. Gas chromatographic (GC) analyses of the test substance at BRRC
before and after benzene removal indicated that there was no significant
change in the composition of the test substance other than removal of tne
benzene. Samples of the test substance were also periodically shipped to the
GLP Analytical Skill Center at the UCC South Charleston, WV, Technical Center
for compositional analysis which included analysis of the methyl ether of
hydroquinone (polymerization inhibitor) concentration. Analyses of these
samples by the Skill Center indicated that the concentration of inhibitor or
compos.iion of the test substance (except for benzene removal) did not change
over the course of the study. The report issued by the Technical Center is
inciuded as Attachment 1 Appandiy 1. No corrections for purity wers wmade
in any of the calculations. A reserve sanple was not retained because of the
relative instability of the compound.

Animals and Husbandry

Seven hundred and fourteen male C3H/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 o0ld (the birth date vas recorded as
September 18, 1992) upon arrival.

Animals vere houged in Room 106 from arcival to termination of the study
except for 2 days when the animals were housed in Rooa 101. The animals were
moved to Room 101 due to anticipated noise in Room 106 that was related =0
saintenance activity in an adjacent room.

Within 2 days ot receipt, the animals vere examiaed by a clinical veterinarian
and a pretest health screen for representative animals was initiated. The
health screen included full necropsy. histoiogic examination of selected
tissues, serum viral antibody analyses, ané examinations for fecal parasites.
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Based on the results of these data, the clinical veterinarian indicated that
these animals were in good health and suitable for use.

All animals were assigned unigue numbers and identified by cage tags. Animals
considered available for the study were also identified by a toe-clipping and
ear-notching procedure. .

The animals were housed 2/cage for approximately 6 days in stainless steel,
wire mesh cages (22.5 x 10.0 x 12.5 cm). The purposec of the double Qousing
was to help acclimate the animals to their new surroundings. DACB® (Deotized
Animal Cage Board; Shepherd Specialty Papers, Inc.) 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 12-hour photoperiod (approximately 0500 to 1700 hours for the
light phase). Temperature and relative humidity were recorded (Cole-Parmer
Bygrothermograph® Sc¢ven-Day Continuous Recorder, Model No. 8368-00, Cole-
Parmer Instrument Co., Chicago, IL). Temperature was routinely maintained at
6€5-77°F; relative humidity was routinely maintained at 40-7¢%. Any minor
exceptions to these specified ranges were noted in the raw data.

Tap water (Municipal 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 Laboratories, Inc. at regular intervals. EPA
standards -for maximum levels of contaminants were not exceeded. Pelleted,
certified AGWAY® PROLAB® Animal Diet Rat, Mouse, Hamster 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 signms,
body weight, or body weight gain, were rejected. The fate of rejected animals
and the reasons for rejection were documented in the raw data.

Study Orgarization

FPollowing the second pretest hody 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 body weight. At the time cof
group assignment, only animals with body weight within * 20% of the population
mean were included. The body weight range on the day of first treatment was
22.3 to 28.0 g for TREGDA animals. The following table summarizes the

crganization of the study.
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o , Teat Loasentcal fonl
-Group— - o - Substanse %)

. L~ . —_— w3

Untreated

Control None Mone
Vehicle

Control Aoetonz 1€0.00
Low TREGDA 0.05
nNid ' TREGEA 9.1¢
Righ TREGLA 0.50
Low * TREGI'MA 5.00
nia TREGDMA 25.00
Righ TREGDMA 590.00

1Based on test substances as received.

The first 50 animals/group were designated as core animals. The last 20
animals/group were designated as satellite animals to be utiiized for cell
proliferation evaluations performed at 4, 13, 52, and 78 weeks. An additional
30 animals not selected for use on the study were designated as santinel
animals. PFor 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.

The treatment bagan on November 9, 1992 (Study Day 0). Animals were treated 5
days/week (Monday through Friday) for 78 weeks. Five animals/group were :
sacrificed 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 between May 12, 1994 and May 19, 1994 after
at least 78 vweeks of treatment.

Adninistration of Test Substance
Preparation of Skin

During the week prior to the initial dose administration, the fur was 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-treated animals. Clipping of
treated animals was completed according to test substance (that is, all of the
animals treated with one chemical were clipped befcre any of the animals
treated with the other chemical). The clipping of the treated animals
proceeded in a low to high dose group order. The first treated animals to be
clipped (TREGDA or TREGDMA) genecrally rotated from week to week. Tuc clipper
blades were cleaned with acetone between clipping animals treated with
different chemicals and at the end of each day of clipping.
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D e.ne 3oiuiiop Prenaracicn

Thre C.5% dosing sniution was prepared by adding 0.5 ml of TREGDA to a 100 ml
volumetzi~ £issi, thex dilrting to volume with ucetone. Ths 9.05 and 0.1%
solutions ware prepared by dilvting the 0 S% salution with acetons (v/v).
tazh selut:on was mixed manually by inversion. aAfter mixing, the solutions
wrce traasierred to amber glass dosing bottles equipped with teflon-lined
:i88. The solutions vere stcred refrigerated at approximately 4°C between

[3 .59

Docing

The tes:t sub-cance, dissoivid in acstone, was epplied tcpically to the clipped
interscapular region of the back by an automatic pipette. The pipvette was
calibrated «t’ least once a month throughout the studv. Mice were treated 3
dayz/veek £or at least 78 weeks with » single douse of S0pl/animal/day.

Vehi :le contro: animals were similacly treated with acetcne unly. The
untreated control group was rot treated with either test substance or aceione.
However, an psls from the untreated control group were picked up on esach dose
day and the interscapular region of the back of the animals from this group
was clif ‘ed oa the same schedule as the other animals.

Dosirc Sylucicn Analysis

Bel- ‘¢ initiating‘dosing (the 0.1% solution analysis was conducted
co.crrrently with dosing), the test solutions were prepared to assess the

be o+ wneity and stabiility. BHomogeneity (duplicate sample each from the top,
“iawi > and bottom of the mixing vessel) was detarmined for the 0.05, 0.1, and
U.3% solutions. €Stability was evaluated by determining the tes: substance

.. cgatcation in triplicate samples (6 samples used for Pay 7) from the 0.05
and 4.5% ssieticn concentraticns used for the stability study. Stability of
tae est subszance in the solutions was determined for Day 0 (directly after
pra2garacicr), Day 7, and Day 14 under storage conditions identical to those
wged during L siag.

Desires osiutid Tars
soncentr=tion >f TRAGUA prior o the first day of dosing and at 1, 3, &, 12,
ard 18 wunths afte~ initiaticn of the study.

fra.devds (.. ac eptable accuracy of mixing were: the mean of the analyzed
~2anies wer . witein * 10% of nominal; the difference between duplicate
arviyes: fid ro; pacned 15%: ane. ‘ndividual analyses were within *+ 15% of
rogin: 1.

9959 vations & I Miasursmerts

2 aluetions

Al} & l.e8is werr observed for sortality and overt signs of toxicity twice
dailw pr# onc. each day on ihs wer~kends until December 18, 1993. After that
dets, ~.safvations for mortality ané o'ert signs of toxicity were conducted
rwite & L7, seven days/wsek. Detajled examin tions for clinical signs of
da* 0 - abnori .lity which involve animal handling, were conducted once
wrerly ALl excevmal astructures were examined and each mouse was thoroughly
CLiTetea Lor ex.coinil masses.
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Individuai hod{ weights vere measured weekly for the first 13 weeks of the
- study and every fourth veek thereafter through termination.

- Pive surviving animals/group wars photographed (treated skin) after 2, 4, 6,
13, 26, 52, and 78 weeks of tr went. The photographs were retained in the
rav data. Furthermore, late in the study, photographs of several umice were
taken on a YPriday followed by photographs of the same mice on the following
Monday . :

Clinical Pathology Evaluations

Clinical investigations were conducted on 10 core animzlz/group at 12 (Week
22) and 18 (Week 79) months. Blood was obtainad from 5 znimals/group for
hematology and 5 animals/group for clinical chemistry. All blcod samples were
obtained from methoxyflurane or halothane anesthetized animals via puncture of
the retroorbital sinus.

The following were measured or calculated:

Hematology

hematocrit -mean corpuscular hemoglobin
hemoglobin concentration (MCEC)
erythrocyte count total leukocyte count

mean corpuscular volume (MCV) differential leukocyte countl
mean corpuscular hemoglobin (MCH) platelet count ’

lpifferential leukocyte counts were performed on high dose groups (Groups 5
and 8) and control groups (Groups 1 and 2).

Clinical Chemistry

glucose (nonfasting) chloride

urea nitrogen . aspartate aminotransferase (AST)
creatinine alanine aminotransferase (ALT)
total protein creatine kinase (CK)

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

sodium cholesterol

potassium

Details of the clinical pathology procedures are included in Appendix 3.
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Sentinel Anisal Bvaluations

Sentinel animals were evaluated at various times throughout the course of the
study to check for incurrect infectious disezses. None were found.

An additional sacrifice was performed to evaluate for the PVM viruc on

April 19, 19%4. The results were negative.

#natoaic Pathology Evaluations

Cell Proliferation - Necropsy

Cutanaous cell proliferation evaluations were performed on 4-5 mice/group at 4
evaluation pericds during the study. Alzet® Osmotic Pumps (Model .003D) were
implanted on Monday morning following the completion of 4, 13, S2, and 78
weaks on study for infusion of bromodeoxyur:dine (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 basal cells
in the treated skin. Animals were anesthetized by methoxyflurane or halothane
and killed by severing the brachial vessels to permit exsanguination 24 hours
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 formalin (NBF). Selected urgans were also weighed for
animals sacrificed at Weeks 52 and 78.

Cell Proliferation - Histology

Skins :re processed to blocks vsing xylene substitute and tissue sections
vere cut at 5y, mounted on Fisher Plus Slides (Fisher Scientific, Pittsburgh,
PA), and stained using routine immunchistochemical procedures for nuclear
incorporation of BrdU. Additional tissues for animals sacrificed at Week 78
were processed and evaiuated microscopically as described in the core animal -
histology section.

Cell Proliferation -~ Counting Procedure

Two skir sections/animal were evaluated at 40X magnification. Each section
was arbitrarily assigned as section 1 or section 2. The stainad duodenum
{internal control) and skin sections were scanned (at low magnification) for
proper and 2ven staining.

Only clearly icdentified cells in the plane of section were used in the
evaluation. Necrotic or pyknotic nuclei or cells not in the plane of s2ction
were not counted. To evaluate sections that contained hair follicles, two
imaginary lines were drawn on ei:her side of the base of the follicle and no
cells in between those 2 imaginaiy lines were used in the evaluation.

Begirning at one end of each skin section and moving field by field (to avoid
overlapping and re-counting ceils), labeled and unlabeled cells were
identified until at least 500 cells/skin section were counted. The total
number 0f labeled and unlabeled cells/field were entered into a computer
program designed to calculate the percent of labeled cells/animal.
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'Qg'tgd“iii:éf trentment, all sucviving animals were anesthetized with

'halpthlnnéand'killid by severing the brachial vescels to permit

R uination. On the day of sscrifice, body weights were obtained to allow

expression of relative organ weights. A complete necropsy vas performed on
all animals. The liver, kidnays, brain, testes, and spleen were weighed for
“all sacriticed animals. The following tissues were collected for all znimals
ond retained in 0% aeutral buffered formalin:

gross lesions . aorta
~ lungs skin, treated

brain ' skin, untreated
pituitary esophagus
thysoid/parathyroid stomach
thymic region duodenum
tzachea jejunum
heart ileum
bone, sternum cecun
salivary gland colon
liver rectum
spleen i urinary bladder
kidneys lymph node: mesenteric
adrenal gland lymph node, other
pancreas skeletal muscie
testes nerve, sciatic
epididynis eyes and harde:cian gland
prostate femur
seminal vesicles spinal cord

gall bladder

bone marrovw smear (femur)

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

Rars and toe-clipped feet were saved for identification purpcses.

Core Animals - Histology

Microscopic examinations were performed on t.o abose iisted tissues for all
animals from both control and uigh dose groups. In addition, the lvngs,
liver, kidneys, spleen, treated skin, untrested skin, stomach, and grossiy
lesioned tissues were examined from those animals assigned to the mid and low
dose groups. All tissues to be examined were paraffin-embedded, sectioned a:
approxisately 5 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.

Detalls of the anatomic pathology prccedures are included in Appendix 2.

-
The data for quantitative coatinucus variables and cell proliferation data
were intercompared for the 3 ireatment aroups and the control groups by use of
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Levene's test for equality of variances, analysis of variance (ANOVA), and
t-tests. The t-tests were used when the P value from the ANOVA was
significant. When Levene's test indicated similar variances, and the ANOVA
vas significant, a pooled t-test was used for pairwise comparisons. When
Levene's test indicated neterogeneous variances, all groups were compared by
an ANOVA for unequal variances folliowed, when necessary, by a sepatate
variance t-test for pairwise comparisons.

Nonparametric data were statistically evaluated using the Kruskal-Wallis test
followed by the Mann-Whitney U-test. Incidence data were compared using
Pisher's Exar: Test. Other analyses used included life-table analysis. For
all statistical tests, except life-tzble 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 modals of calculators, computers, and computer programs may have been
used to analyze data for this study. Since various models round or truncate
numbers differently, vaiues in some tables may differ slightly from those in
other tables or from independently calculated data. The integrity 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 TREGDMA will be retained together in the BRRC Archives for at least 19
years. Due to the nature of the iest substance, a reserve sample was rot
retained.

RESULTS AND DISCUSSION

All references of differences in group mean values in the following text refer
to comparisons of statistically significant differences between the treatment
group and the conirol groups uniess otherwise noted. Repeated reference to
the control and the statistical siqnificance will not b2 made in order to
simplify the text.

Analytical Chemistry

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

For the stability anzlyses, the mean measured concentrations of the 0.05 and
0.5% solutions ranged from 100.0 to 102.9 and 105.1 to 107.9% of nominal,
respectively. These results indicated that TREGDA in acetone remained stable
at the specified concentrations for at least 14 days when stored refrigerated.

For the homoceneity analyses, the mean measured concentrations (it SD) of
TREGDA in the 0.05, 0.1, and 0.5% solutions were 102.9 (% 0.9), 101.8 (% 1.0),
and 107.9 (2 0.6)% of nominal, respectively. The ccefficients of variation of
the percent of noainal for the 0.05, 0.1 and ¢.5% solutions were¢ 0.9, 1.0, and
0.6%, respectively. These results show that the solutions were uniformly

prepared.
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~ The mean measured concentrations of the 0.05, 0.1, and 0.5% solutions ranged
from 94.5 to 107.08 of nominal for the 6 periods of anciysis. TREGDA was not
detected in the control dosing solutions.

A summary of mortality is presented in Table 1. A summary of the clinical
observations is presented in Tabie <. Individual animal fate data are
included in Appendix 4. 1Individual animal clinijcal observation data are
included in Appendix 5. Individual palpable mass data are included in

Apponﬁix 6.

There were no biologically significant differences in the survival or
incidence of clinical cbservations between the vehicle or untreated control
groups. The:se was no difference in the survival beiween #ny of the groups
treated with TREGDA and either of the control groups. Tce. ‘ment- -lated
clinical signs of toxicity vere limited to local signs of irritation at the
site of treatment, although statistical analyses were not performed on these
data. BExfoliation (dandruff like scale) was observed in &ll dose groups
including the cont:ois and, therefore, was crnsidered to be at least partially
Telated to the manipulative procedures such as clipping. The slight increase
in incidence of exfoliation between the untreated contrcls (19/70) and vehicle
treated controls (25/70) was not considered to be biologically significant.

aAn increased incidence of exfoliation was observed in all TREGDA-treatment
yroups as compared to both control groups. Exfoliation was first observed on
Day 8 in the high dose group and by Day 22 was observed in all TREGDA-treated
groups (exfoliation was not observed in either control -group until Day 127).
While the summary table suggests that the number of animals observed with
exfoliation was similar in all groups of TRESDA-treated animals, only the high
dose group had a consistently increased incidence of this finding throughout
the study as indicated by the following table of randonly selected study
periods:

Study Davs  Untrested
28-a2

210-215

350-355

440-445

$36-550

One animal from both the low and mid dose groups and 15 animals from the high
dose group were observed with exfoliation of a grade of 1 (cozpaxed to “P* for
present) vhile none cf the con:rol 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 fliking. No apimals in the study were assigned
exfoliation grades of 2 or 3 that weare indicative of large areas of ihe skin
peeling away from the treatment area. Four animals from the high dose group
vere also observed with erythema at the treatment site late in the study.
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Thezre were no other clinical signs of toriiity (including palpable masses)
that ware coasidered to be ralated to treataant.

Body Waights

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 inciuded in Appendix 7.

There trere no biologically sienificanc effects on atsoiute body weigi:ts or

body weight gains observed in the study. Occasional statistically significant
differences in the mean bdody weight or body weight gain values were considered’
to be spurious. .

Clinical Pathology Evaluaiions

Suzsmeries of the hematology measurements are presented in Tables S5 and ¢.
Scmmaries of the clinical chemistry measurements are presented in Tables 7 and
8. 1Individual clinical pathology data are inciuded in Appendix 10. Detailsd
results and discussion of the clinical pathology measurements are included in
Appendix 3.

There were no treatment-related effects on hematology or clinical chemistry
measvrements observed in any groun. Furthermors. there were no biologinally
significart differences in any clinical pathology carameter between the
untreated and vehicle treated control groups.

Cell Proliferation

The summary data ar2 present-d in Table 9. Individual cell proliferation data’
2ze included in Appendix 8.

There were no biologically significant differences .n ti:2 mcan rate of
epidermal basal cell proliferation between the untreated and vehicle treated
control groups. 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 generally been observed in human skin where the
rate ¢f epidermal cell proliferation terids to decreaze with age (Lamminuausta
and Maibach, 1988; Roberts and Marks, 15&0). However, the increased m.an rate
of basal e=1] proliferation observed in this study may have heen ssuonusry to
greater variability in the animals as they aged (the standa:d deviat!-~ns cf
the control groups tended to gradually increase with age). Ther:icre, the
biological significance of the increased rate of epidermal basal cell
proliferation in the older animals from the control groups was ::i: Kknowr.

Unlike the control groups, the mean measured rate of epidermai basal ceil
proliferation of the groups treated with TREGDA did not incrzase as the
animals aged, with the possibl: exception of the mid dose ~roup. The rate of
epidermal basal ceil proliferation was increased, but not consistently, in the
mid dose group as compared vo both control groups. The increased rate of cell
proliferation in the mid dose group ranged from approximately 5 to 59% over
the 4 e¢valuation periods. Epidermal basal cell proliferation in the high dose
group vas consistently increased at least 2 fold over both control groups at
all 4 evaluation periods. There were no biolcgically significant differences
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in the rate of epidersme) basal c¢all proliferation between the control groups
“and the low dos: group af_illcnl-t:entcg nice .

igh

Summary rasults of organ weights, organ weights relative to final body weight,
~and-organ weights relative to brain weight are presented in Tables 10 to 12.
Susmary results of necropsy observations are presented in Tables 13 to 18.
dummary results of microscopic diagnoses are presented in Tables 19 to 24.
Individual anatomic pathology data are included on Appendix 9. Detailed
zesults and discussion of the anatomic pathology results are included in

Appendizx 2.

A significant increase in both the mean absclute and relative liver weights of
the vehicle' treated control.group as compared to the untreated control and mid
and high dose groups was attributed to a few-animals in the vehicle treated
control group with relatively large iver ma.ies. The overall incidence of
tumor masscs and nodules was general.y similar in all groups and, therefore,
the increased liver weight.of this dose group was not considered to be
biologically significant. There were no other differences in mean absolute or
relative organ weights between the control groups and groups trea“ed with
TREGDA .

There were no biologically significant differences in the incidence of
necropsy findings between the untreated and vehicle treated control groups.
As cbserved 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
treated with TREGDA. There were no otier treatment-related necropsy findings
observed in any dose group at either the interim or final sacrifices.
Statistical analyses were not performed on the necropsy data.

Upon microscopic 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
aduinistration. The incidence of myelin sheath swelling in the spinal cord
was increased in the vehicle treated control group. However, these changes
were graded as minir " and, therefore, the biological significance of this
change is equivoca.. PFurthermore, subchronic oral administration of acetone
by other researchers did not produce any neuropathological lesions (Spencer et
al., 1978). The only other microscopic lesion in the vehicle treated control
group that may have been bioclogically significant was an increase in iung
mineralization. The toxicological significance of this lecion was unknown.
Other statistically significant differences in the incidence of microscopic
lesions between the untreated and vehicle treated control groups were not
considered to be related to azetone treatment dus to a similarity of the
untreated control with the TREGDA dose groups or cverall 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 gland duct ectasia of the skin, and increased
splenic extramedullary hematopoiesis.

Comparison of the incidence of microscopic lesions in the high dose group with
both control groups indicated TREGDA-related changes only in the skin.
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Chronic cutaneous irritation/inflammaticrn lesions of the treated skin,
including fibrotic changes, were primarily cenfined to the high dose group.
These changes included acanthosis, hyperkeratosis/parakeratosis, dermatitis,
intracorneal pustule fo.mation, pigmentary incontinence and dermal fibrosis.
Furthermore. epidermal cell necrolysis was prasent in either the superficial
pcrtion, basal portion., cr full thickness of the epidermis suggesting a toxic
effect of the TREGDA on the cells of the epidermis. The mid dose group also
had some changes indicative of chronic cutaneous irritaticn but epidermal <ell
necrolysis was not prasent. In the low dose ¢roup, there were no findings
that were considered to be related to treatment.

CONCLUSICONS

Cutaneou: treatment of C3H/HeNHsd male mice with S50 pl of 0.05, 0.10, or 0.50%
of TREGDA in acetone 5 days/week for at least 78 weeks 2id not result in any
treateert-related ~hanges in survival, hematoiogy, clinical chamistry, mean
absolrte Lody weignts, body weight gain, or mean aksolute or relative organ
weights. All treatment-related findings were related to the local effects of
TREZLA at the site of treatment. Clinical signs of irritation, consisting
primarily of exfoliation (dandruff-like scale), were ohscrved in all dose
groups. The time of onset, incidence, and severity of exfoliation were
reiated to dose. Sianilar observations at the site of treatment were made at
neciopsy. Both epidermal basal cell proliferation and microscopic diagnoses
of the treated skin confirmed the presence 0f cutaneous irritation in the mid
and high dcse groups. Epidermal basal cell proliferation at the site of
treatment indicated a sustained increase in cell turnover in the high dcse
group that was at least 2 fcld higher than either of the coantrol groups.

While similar increases in basal cell proliferation were observed.-in the mid
dose group at some measurement pericds, the rate of increase, as compared to
the control groups, was not as high. Micreoscopic examination indicated
chronic cutanecus irritation and epidermal cell necrolvsis (suggesting a toxic
effect of TREGDA on the cells of the epidermis) in the high dose group. As
with cell proliferation measurements, similar micrcscopic findings of the
treated skin without epidermal cell necrolysis, but to a lesser degrea, were
observed in the mid duse group. Thers were no biclogically significant
differences i~ the rate of epidermal ias~l cell proliferaticn or incidence of
microscopic l»-ions observed in the luv dose group. Therefore, the biclogical

mimadflnanas alfl Lhea laommwanaa A tamalida e A~ AallimlanlTli ~hocowmeead 2wl allioabioam coa=
FDAEHAL L WAIIWT UL AT LA TOQDTY Al AUTIVST Wik whIUAWGALY VNIRLVEWU TALWLLAQL LWL WD
considered to be equivocal. Under :-2 conditions of this study, the No-

Observed-Adverse-Effect Level (NOAEL; for TREGDA was considered to be C.US%.
Furthermore, under the conditions of this study, there was no indication of
systemic toxicity or carcinogenicity of TREGDA at any dose level.
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TARLE 1
TRISTHYLENR GLYCOL DIRCRYLAJE (TREGDA): CHRONIC DERMAL
BIOASSAY IN CINM/MEMMST MALE MICE

STMMARY CF MORTALITY

Tots . Musder of Anisals

musber Sacrificed (Waek &)

mabar Sacrificed (Week 13)
‘Sacrificed (Week 52)
Sacrificed (Week 78) 41
PFound Dead 3 10
Sacrificed Moribund 6 H
Accidental 1 0

Mgan Survival Tiee (Dayss) 538 s31

Statisticai analysis was performed on the zean survival time for all gxoups coobined.
significance vas observed.

luntreated contral group
2yehicie treated contol group

. OD_TOX\TABLES\TTGD_CSM
August 14, 1995

Page 23 of 710




212600

MOC Report

Page 23 of 710

— SIAENY VAAENS

, 30 3TV
~ PSHNSH/HED M1 AVESVOIS TVINNIA JINOYND :(VaOIIL) ALVIANOVII TOOATS INTTAHLINIL
, b NS




BRRC Report 92W1168A

01°1A $6/12/%0

‘pea1esqo sea epuib petjioeds eyi 3o Buyjpuil ¢ Aep 3I8HIV] O3 IS8y TIve jueseides (), sieqwnu TEDjjeyrueaed

+Kpnas ey3 Buranp eouc 3svet 3¢ buipuyj oyl HUTITQTUXS STVUTUER JO Ie8qUNU BY] jueseades siequny
‘@19A88 =.§ ‘@IviepOoM = T ‘DPIIW = 1 ‘jusseid = J isepv1ID

L05°0 ST S ‘S OT°0 BT ¥ ‘N GS0°0 ST € ‘(I1DIHEA) S0 ST ¢ ‘CALVEMINA %0 1 T 'GNIDET ANOMO

(osy) 1

[

0
(osv-tL€E)E
(yte) 1

0 0 0 (cvs-6£6)2 YIXVLV
0 0 0 (vé6y) 1 (Ld31-AGRIK-D3T) SYSXIVEVA

0 0 0 (Zps-L0S)T (HICE-ANIH-D27) B1STYVE

(tvs-66€)e - (tor) 1 (v6y-€Z7 )z (EvS-88E)L @ATLOVO4AH

0 0 0 0 AAILOVHEAAH
BR3/80TAVHE

{(sava) (sava) (sxva) (sxva) aavuo (NOTLYD0T)
v £ 4 1 ONIANId
ZW0ORIVD

SATVH

SNOIIVANASEO 'IVOINIID AC AUVINNS
20IW 'IVW GSHNIH/HED NI AVESVO1@
JYNUEA DINOUMD ¢ (VADZYUL) SINIAYOVIG TOOATO INRWTAHIITYL
T anavil




0t 1A S6/12/20

IR uyou' imliﬁ

‘peAIeSGO sua sprib petzioeds eyy jo Gujpuij w Aep Isearey 03 Iseyrive jueseider (), sisqenu TEI]INYIueIwd
*Apnas sy3 Buyanp eduo 3ISVET IV Hujputl oyl BuTITQIYXe STWETUR JO IeQEnU Sy3 Juesesde: siequny
‘9IBABS = £ ‘OINISPON = 7 ‘PIIS = T ‘Juesead = 4 1OPEID

$0S°C ST S ‘S OT°0 ST » ‘s SO°0 87 € “(QI0IHAA) 8 ST T ‘CELVENIAN 30 S1 T 'OREDET 4NCED

(9ss-112)2 0 o (zor) x (169) 1 (ZHDIU~-TVNINONT )
(eor-vL2)e 0 (ers-zog)z 0 (vev-18€)E (L2377 IVNINDNT )
(95545 )pp  (955-66 JLEe (9S5-8L V9 (955-8 Doy (SSS-8L )oYy ('1va1nm9)

] 0 toLe) v o ] (38340}

(9ss-2y1)6t  (98S-1SE)OY (95S-TOEIOE  (9SS-9rz)sE  (9sS-ZoE)6E (L )
117 0s 1 4] 147 141 NI 11N

(oos-221)6  (ToS-9tT1dL  (eeS-91E)s  (vis-6€T)e  (evs-TL )6 GRANNAZHEG

(970-SET)Z  (195-66€)E  (P1S-ZTS)T  (805-95¢)9 (go€) 1 GREVIOVHE
A008

o
prt
~
L]
(<
w
~
[
S
B

(ces-mydz  (61s-6sEde (ceg) 1 (evsS-LEv)e 0
0 (0SS-9TE)T  (¥SS-vLZ)E  (6PS-EESIT  (SSS-TTENE
(ysr-veT)e (eop) 1 0 (evS-v69)z  (evs-TTENT

{gzxva) (gava) {(gxva) (sxva) savud
[ € 4 B |

SHOLIVANESEO TVOINITO 40 AWnems
SDIN SIVN OSHNEN/NED NI AVESVOIE
TVINEG OINOWKRD $(VaDEML) SIVIZEOVIA ‘I00ATD SHETANIBINI
(penu33u0d) z S16VE




01 1A §6/12/20

SRRC Report S2ML168A

‘pealosqo sea epvib payjroeds ayy jo Bujpuiy v Aep 3Isere] 03 IsBYTIRE jueseider (), siaqunu [woTIOYIUBIVNG
+&pnas eya bujinp eouc Isesy I bufpull &yl BuylIyqruxed STEWIUE JO IPQUNU O] Juesards s18quUNN
“Q10A8S = [ ‘®IVIGPOW = T ‘PTIW = I ‘quaserd = g tsaprIo

L0S'C ST S ‘8 07°0 6T ¢ ‘Y S0°0 87 € ‘(ITOIHAA) 80 ®1 ¢ ' (GELVEHINM) %0 B1 T *GNIDAT 4BCUD

\

(956-992)61 (T9S-SSTIZT (€55-z0c)oT  (8¥S-vLZ)ST  (605-vLR)ET SNIVAS EHIUN

(ste-setdz (021-911)1 (tor) 1 (98e-zoe)z  (S0S-129)¢ IAWEANA
(695-98€)9  (60S-15€)9  (sSS-91€)8  (955-9t1E)z*  (0PS-902)S NOISNBLS1d TVNIROUAY
[ 0 o (oLv-zyy)t  (9sv-8TvdY (YRUV INEALVANL?
(1zr-€6€) T ] o 0 0 (1IvE)

0 0 0 (95y-Zw¥)1. 0

] 0 0 (e€s5-615)t )] {1437-48a1NONS )
(ovs-0Lvde  (6vy-2y9)T  (so0S5-vez)e  (0vG-€9v)Y o (LHO18-3a18)
(505-869)T  {evs-vezle  (OvS-pUp)Z  (926-61S)T  (O¥S-¥6 (L3d1-2018)
(vSS-L2UITT  {£64-TL ITT  (66G-TL )21 (S55-6€2)07 (SSS-EZEIL {s1Nzd)
8 o (e9r-L9.)2 (] 0

0 0 (18z-vLe) 0 (]

(403N}

d
d
d
4
4
d (LHOI¥-WEQA'INOHE )
4
d
d
4
d
d

(SON-SYIYV ATd1LINH)
(QaNNIINOD) DHITIaMS
4008

(sxva) (gxya) (8xva) (8xva) aavud {NOIIVDO0T}
v € 4 1 ONIGNId
EN0ORIVD

SAIVN

SNOTLVANASE0 TVIINITIO 4O AUVHHNS
EOIK ATVV GSHNAH/HED NI AVSSVOId
TYHEEA DINOHHD ¢ (VUOBYL) HIVIAMOVIA ‘1001 ANITAHLEIYL
({penuijuod) 7 31EVE




"BRAC Weport 9ZMILEBA

$6/12/20

‘POAISSqO sea spuib peyjiosds ey3 jo Huypuij v Avp Iserwy o3 Isert1ave jussesdez (), siequnu (RofIeyjuesey

*Apnas oy3 buyanp souo 3ISPeY 3w Bujpuij eyl BugITQrUXe STRE[UE Jo leqenu ay3 ueseides sisqeng
. T@IBAGE z £ ‘O30I0POW = 7 ‘PIIW = | ‘Jussesd : g tsepeid

$05°0 SV S ‘S OT°0 ST ¥ ‘S S0°0 87 £ ‘(F1D4HEA) $0 8] Z ‘(CIIVEHINA) V0 ST T ‘GNEDET ANOMD

(Les-1Ledy

0
:vacmn:“

(sted ¢
(s6v-sLT)6
°

0

() 1
(yrs-six)s
(eLe-vezdz
(Lzs-vezhy

(9TS-6SE)0 0 (99S-€Z 19  (€9vS-v60)¢€ 4 NOIIVHISESN aE¥Oavl
ANIOIFINE-OTAUVD
0 0 (v1S-50S)T  (E95-26S)2 (2004 3W1imE)

(ors-50S)z  (sss-@zv)e  (0¥S-€99)Z  (vev-T20)E . (n=wo0av)
4 € € -] 81400 an1s

{0ss-91¢)2 (9SS-pL2)¢€ (6¥S-€€S)1 (§55-950)¢

(Tvs-covdc (9zs-te€)9 ) (895-20c)9 (LysS-99Z) 1Y
(] 9 (€2 ) 1 0
0 {L92-66 )2 (1v1) 1 (o2t 1
0 0 0 (]

(125-615)2  (v15-T00)2 0 (rss-TiEdy

4113 aven

SBIMIEN VIUV TVIINEDO0NO

(390M) aEz1avMNVEL

284VIONE TVIORN

GIN ‘SONVHISIA IYLINROOWN

UNLE0d ARHOMNK

(1T1v- 5037) WrIve

(1V-8087) SETLIVNMIXE G100
aa08

(1e8-65¢)e 0 (] (v69) 1

B B A& A B s

(ts-66¢)y lece) T (ovS-€£2 )s  (cvs-o0€)e

.

{8xva) (sxva) (8xva) (sava) aaves
v € T T

ST

SNOIIVANESEO IVOINITD 40 ZWVeNS
EIIN STVN OBHNEIH/HED NI AVESVOLE
TVUNBG OINOWHD $(VADBNL) BAVIANNIA I00ATD BREIANIIING
(pemuyivo)) z s1eve

Page 27 of 710




BREC Report STMLLESA

0T° 14 $6/18/20

*peA1eSqo swa epuib pejjioeds ay3 jJo Huipuijl e fep Isejuy 03 ILIjTIve juesexdex ,(), srequnu ~EI[leUIUSING
+Apnas ayy buy: » eouo 3swer 3Iv Bujpuyj oy3 BuriIrqiyxe STETWjuE JO Jequnu ey3 Iusseider . .aqaLN
‘910088 = § ‘S31P18POU = 7 ‘PIIW = [ ‘Jueseid = § ssepwin

2 0S°0 ST S ‘Y 0C°0 ST p ‘Y S0°0 SY € ‘(FTOIHAA) 80 #§ ¢ ‘(GREVEUINN) N0 S| T 'GNEDAT SNOUD

0 (IHOIH-3A%)

(t6v-9s¥)t (Lz21-354)
1 ANSBIL HVINOOIUId NITIOMS

0 (xi014-237)

(EES-E99)T (%3%1-323)
1 JDUVHOS 1A ¥V1ND0

(055-82931 (1HoIH-328)
(0ss-950)¢€ (saa1-8x3}

v ALIDOVED
EEON/BUVE/BE e

oe © oo © o o
o0 © 00 ©o oo o

0
1
0
0
0
0
0
0

(zew) 1 HOTAVHIASSY MO'IS
(s0s) 1 NOLIVYIJASEH GIAVY
0 ONI3sVD

AUVROWINI-0I VD

. (8Ava) (8&va) {sava) (siva) aavuo (N0 LNDOT)
v € T 1 DNIGN1d
ABODEED

SATIVH

BNOILVANNSSO TIVOINITD 30 AUVHNNS
HOIN 'IVH ASKHMANH/HED NI AVSSVOIQ
ITYNYEA DINOUHD $(VaDBYUL) FLVIAMOVIA T0DXTO ANSTAHITINL
{penugauod) g dtave

Page 28 of 710




01° 1A $6/12/20

‘peazesqo swa spwib perjioeds sy3 jJo Buypuij © Awp 158397 O3 ISSITIVG Jueserdas (), SIQEDU TEIFIGYIUSIEY
<Apnas suy butinp SOuo ISEET ¢ GuIPull SYI DUTITQIYXS STRETUR JO 1eqENU 843 Jueseides sIequny
“OI0ASS 3 £ ‘OINIGPOW = T ‘PIIW = T ‘uesead : 4 isepeID

$05°0 5T § ‘S OT°051 9 ‘S S0°0 ST E ‘(NIDIHEA) %0 ST I ‘(URAVESINA) S0 51 T SGNEDST 4NOWD

0 (oLe) 1 0 (oLy) 1 0 (IvaInED)
(§85-62 JET (955-62 )1z (955-Zz vz (9ss-@ )IST (9sSs-zZ det . (:82HD)

(0z1-9€ 1T (ETT-62 )T (TPT-LTTIT  (9L1-06 }T  (pET-9¢ )¢ (nm00uv) .
€1 124 1€ or 1) ¢ vIDNA0TY
(4]

ez )t HOIIVEISNUINS TVEOINEd
0 SEINIEM TVHOINES
TVERG/ Va0

(vér) 1 , (ZMDIN-3A3)

(Lys-969)1 i (L891-348)
4 NBYESOUVHERTE

(Zvs-969)2 (IHO18-218)

3
;
B

(Lys-860)1 (421-353)
€ MOTEVIEANONE BLINI0INEL
S00N/Swn/onis

(=exva) (8ava) (gzva) (siva) aaves (n013v201)

’ € [ 4 1 onlanid
BEODRIND

SNOILVANESE0 IVOINITO 20 RUVIGNS
SOIN WIVM GEHREH/HED NI AVESVOLIE
+{Ya0BNEL) BEVIANOVIG I0011TD SNEIANINING
(ponut3vod) T sreva




01° 1A S6/12/20

BMRRC Report I7H1168A

‘POAIOSQO gvn epeib perjroeds eyy jo Bujpuyj Aup 1se32y 03 Isey1Ive juessider (), SIsquAu TePO1IGYJuUSIRY
*Apnas ey3 Bujinp eouo Isesr 3¢ bujpuyjy ey BurIqiyxe s{vwjuw o Jequnu oyl Jueseidas s1equny
"OIOABT = € ‘03IVIOPON = 7 ‘PTIIW = T ‘jueseid = 4 i188puIS

V0S°0 ST S ‘L OT°0 ST P ‘S 50°0 ST € ‘(TOTHIA) %0 ¥7 7 ‘(QALIVEMIND) %0 $7 1 1GMED3T ANONS

(Y60) 1T (s55-6L€)€ (966) T (955-6LE)Y {TVLTNED)
6 (evs-1€E)E (sg8) 1 0 (183HD)

0 o (9te-g02)1 o 0 (ngitocav)
4 €1 o1 " z1 agxrIooa

(€SS-pET)ST (ovs) t (esv) 1 0 0
€955-9 )89 (955-ST )19 (956-2Z )9¢ (955-LZ1)SZ (SSS-L2Ts61 (VENY ZNAHIVEEL)
(s0S) T (505-860)1

0 (183H2)

(1] 0 .
89 19 9w 114 61 NOILVWVADERA/NOTINTI0AXNA

(5v5-020)y 0 (S§S-00S)T 0 0 VAUV IRIAIVAYL) VWIHLANS
(9S6-8L )L (936-8L )L (956-w9 )L (S55-62 JET (956-8L )ZY (SON-SVIMV F1JIIINN)

0 0 (] (] (26 ) 1 (LHOIU~-IW0I-D9T)

0 0 0 6z ) 1 0 (1431-2903-931)

0 (/] (1L08-LNO¥a-D3T)
(GRANIINOD) VISAS0TV

wres

(sxva) (8xva) (8xava) . {8iva) aavud (NOTAVO0T)
’ € [ SR 1 ONIaNId
KSODREAVD

STIVH

SNOIIVANESEO TVDINITO 40 AUYMHNS
FOIN AIVN ASHNEH/HED NI AVBSVOId
TVHESA DINO¥HD t(VQORUL) SIVIANOVIA TODATO ENSTAHIETML
(ponujauo)) z arave




HRC Report $2WLL68A

0114 G6/12/20

*PoAINEqO sen Speib peyjioeds eyl 30 Sujpuij v Lep Isevy 03 Isejrive Juesesdes ,(), sieqenu TEOYISYIUeIRY
*&pras ey3 Bupanp eouo Aswet v buypuil eyl BujITQIYXS STEWTUR FO JeqEnu 8] Jusserdes sIeqEny
‘OIGAGS = § ‘OIVIGPON = T ‘PIIW = T ‘Juesesd = 4 ssEPUID

S 0S°0 8T S ‘S OT°0 ST ¥ ‘% 50°0 Sy € ‘(FTOIHEA) %0 87 T ‘(GEAVEUINN) $0 S1 T SONZDAT 4NOWD

4 € 2z € (23n) 3w08 N340
(1) v (sez-sstic  (L6T1-SSTIT  (9sS-L6T)E (VauY InaMivEEd)

0 (rer) 1 ] 0 (2.337-83Q1IN0HS )

o (sev-to9)t ()] ° (zuo18-3018)

0 (e9ov-9sp)t w1 0 {(x038)

(ese-102)T (9re-T0E)2 (19Z) T (eve-192)1  (ZLE-60€)Z (1IvaInaD)
T € 9 ’ s S8MO

(ovs-LOv)OT  (9SS-PTPIET  (955-0S )ST (9SS5-05 )Z1 (955-98¢)8 (YSUY ZNBULIVEEd)

0 0 (618) 1 [} ¢ (3437-3018)

0 (svs-€2€)2 (SON-SVEBY ¥14131M)

0 0
(] (6Le) 1 0 0 (ZHOIN-TVNINOME )
(gss) ¢ . [ ] 0 0 (avwan)
(GEONIINGD) GRAVINOOXS

(sxva) (sxva)
4 [ 4

SHOILVANESEO TYOINITD A0 AUViSNS

SDIN NIVH GEMNEN/HED NI AVSSVOIS
TVNSG DINOWID $(VOD3NL) SIVIANOVIG 1700210 SNEIANISIMS
: (penuywod) 2z steva

o
[l
~
“
[+
-4
~
9
4
-]




01°1A $6/12/20

BRC Report 92M1i682

‘POAINSQO BPA 8p¥ib peyjioeds eyl jJo bujpupy v Aep 3693v| O3 I8y TIve jueserder (), sisqunu TeotlIeylusiIvg
*&pnas eyy Bupanp eouo Iswe] IR BujpuTy 9Yd BujlfGIyxe S1FUTUY jO 1equnu oyl jueserdes Jiequny
“@1NABE = f ‘elRIOpOMW = T ‘PTIW = T ‘3upec:i - g tsepein

$05°0 5} S Y 'V S0°0 8y n ‘(3TOIHEA) 20 Sy T ‘(AZIVANINN) %0 €1 T ONSSIT SNONHD

(5$S-0ET)2  (09S-90V)L  (€9¥-99 )y (SSS-vTe)y  (505-00v)9 (TvaINED)
{ss8) ¢ 0 0 [} (IHD1¥-uve)
(1) 1 0 (] 0 (L33 -yva)

(€ss-92$)T  (0vS-950)2  (S0S-18€)2 (215-860) 1€ {LsaHD)

0 0 (955-66 )2 0 (%ove)
L Ly €2 [ £ {a4g) usosn

(ve2) 1 0 {vauv Inanivaus)

0 o (ess) (L437-u39TN0HS )

0 0 (6vy-20¥)1 (] (] (1437-3018)

0 v ) 1 4 0 {0an)

(ozY-€* JT  (20€-067)c  (061-56 )T  (vpe-Z0E)T  (B69-20€)Z (TvaINaD)
(org) 1 0 0 0 (v5S-00S)1 (133HD)

(aaNNIINOD) (ZaM) %v08 NZdO
5138

(8ava) (8xva) (8ava) (gava) aawud (NO1a¥007T)
4 € [4 1 ONIaNIA
AUOORAVD

88T

BNOIIVANESEO TIVIINITO 40 ANVMMNG
FOIN JIVH OSHMIH/HED NI AVBBVOIG
‘TVWHESQ DINGHND 1 (VADAML) SIVIANOVIAQ 100410 ENITAHIZIN:.
(ponuyjuo)) z m1ave




01°1A §6/12/20

62700
870° ING3MME 488 GOWL

‘Peaiesqo ses epwab petzioeds ey3 jo bujpuiz v Awp 180397 O3 38011Ive Juesesdes (), siequnu TYOISYIUGINVY

*Apnas sy3 Burinp souo Isver 3@ 6uTpuT] eyl GUTITQIYXS STEWIUE JO TeqUnu ey3 Juessides [ 3L 1]
TOIOADS x £ ‘OIRISPOW = 2 ‘DI = T ‘Juessad = 4 teepwID

S 05°0 5T S ‘S OT°0 ST 0 ‘% S0°0 81 € ‘i41DIMNBA) 80 87 2 ‘(GRIVE¥INA) 40 S| T ‘ONIDET ANOWD

(169-907)¢
(s6y) 1

]

0

(215-0 )6  (00s-ST )S  (699-€¢ )OT (60S-0 )6 L} (VENV ZMBMIVENL) AUNCNI DNIAAITD
-0

(T15-505)1  (Lev-0LW)T  (@¥s-Liv)z (95s-£99)1 inzs3Na (s3)ssVvM
L
[ (ve9) 1 [} (1231-wsa1n0M8 )

0 0 (s -&» 11 (IvainmD)
[ ] T 1 13804

($05-66 JET (¥SS-901)81 (615-66 IET (615-SST)LT (vsuv Lxsnavees)
0 (16v) 1 0 0 . (3431-83010048)
0 (sev-con)t 0 ] . (z01%-3018)
.(err-zmiv 0 (oLr) 1 (s6r-cov)e {20mm)
0 (9sy-15€)1 0o (vss-926)t (Son-gvawv 3141310M)

(GXAN14N00) (xwa) ¥30In
[ .t J

SNOIIVANESNO TVOINITD 40 AWNeNs
FOIN STVH ABHREN/HED NI AVSSVOLN
TVRISA DINOWD H'(VODNEL) SLVIANOVIQ 100410 MNIANAITES
{ponuiavod) z sreva

Page 33 of 710




g
-

" i [
. "%
PE.- PE

n

" i -
[~
D ) )

o i
.
o
. w

v i =
b
e 'S

u a:
o8
» "

[2] i
.
o
. o

N
WEEK 7

w
.
°

(1]

31.4
1.74
65 64

v
b

a L
©

1.5 31.7
1.76 1.46
65 64

[
.
-
b

n.9 : 31.9
2.01 1.43
65 64

a =
o
e

31.8 32.0
1.99 1.63
65 64

»
o

i I
-
[ 5]

32 3..6
1.76 1.41
(1] 64

i-g
P
[ ]

32.6 32.6
1.83 1.58
60 59

[
.i’E
by

Bone significantly difierent from coatzol group
' yntreated control group
! vehicle treated control jroup
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2.65
L1} L 1]

34.5
2.25 2.66
82 55 s2

3.3 3¢.2
2.2¢ 2.29 1.86
52 54 S1 s3

34.3 3.6 3.4
2.12 1.99 1.9 2.85
50 S2 S0 S2

»
H
[ -]
.

3.0 34.1 3.6 33.4
2.7 2.16. 2.10 2.16
50 Sl S0 $0

33.8 34.7 3.5 33.8
2.64 2.2 2.04 2.3¢
a7 L 4 ”

» !
e ll
[
DS ]

& gignificantly ditferent from the untreatsd coatrol growp (p<.08)

€ giguificantly different from the vehicle treated control group (p<.0S)
@ gigmnificantly different from the vehicle treated coatrol group {(p<.0l)
1 untreated comtrol qroup

* vehicla treated comtrol group
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TAMSE 3 (continued)
TRIETHILENE GIYOOL DIACRYLATE (TREGDA): CHRONIC DERMAL
BIOASCAY IN CIN/NEMNST MALE MICE
SMNARY OF BODY WEIGHNT (GRAMS)

TREGOA MALRS
0.2 0.0 0.05

33.6 34.2 34.0
2.74 2.36 2.27
44 43 45

33.7 4.4 33.8
$.D. 2.42 2.84 2.28
» 38 3s 39

Mome significantly different from control group
* untreated comtrol group
* vehicle treated control greup
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NALE MICE
SEUARY OF BODY WEIGNT GAIM (GRANS)

TREGDA MALES
o.0" 0.0%

1.3 1.6 1.4
0.41 0.39 .78
70 7 70

2.9 2.1 2.79
0.85 0.61 0.62
70 7 7

3.5 3.6 .5
0.62 0.60 0.78
79 70 70

4.5 4.4 4.5
9.62 0.78
‘5 64 (1]

4.9 4.6 4.9
0.83 . 0.69 0.082
(1] 64 (1]

s.S s.4 5.7¢
0.87 0.74 0.99
(1] €4 . 6s

6.0 . 5.9 6.1
.87 1.69
6$ 64 6S

6.2 6.6 6.6
1.35 0.9¢ 1.02
(1] 64 65

.64 6.5 6.9b¢
1.32 0.99 1.05
5 64 6

6.7 6.6 6.8
1.57 0.98 1.12
(1] 64 (1]

G.0 9.5 7.3
1.5 1.27 1.38
65 64 6S

6.9 6.4 7.0
1.26 .11 .2
65 (1] (1]

7.3 7.3 7.4
1.32 1.17 1.64
60 L1 60

7.1 7.0 7.3
1.11 1.30 : 1.34
60 $9 60

2 gignificantly different from the untreated control group (p<.05)
" Signiticantly different from the untreated control group (p<.0l)
C gignificantly different from the vehicle treated control group (p<.0S)
Significantly different from the vehicle treated coatrol group (p<.0l)
! untreated control group
* vehicle t.sated comtrol group
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TABLE 4 (continued)
TRIETHYLEME GLYCOL DIACXYLATE (TREGDA): CHRONIC DERMAL
BIOASSAY IN C3H/ERWHSD MALE NICE
SUMMARY OF BODY WEIGHT GAIM (GRAMS)

TREGDA MALES
0.0 0.0* 0.65

g
3

7.2 7.4 7.4
1.2 1.35 1.36
60 59 60

b
v

P
a

1.7 7.7 7.9
.21 1.38 1.35
60 8 60

[ ]
.i’E

(-3

8.2 8.6 8.2
1.36 1.55 1.33
60 59 60

»
.
°

i.
(%]

8.6 8.5 8.3
1.27 - 1.65 1.72
60 59 60

o

8.6 8.8 8.5
1.45 1.73 1.42
60 59 59

Y
h

o

.

i.
o

8.1 8.3 8.6
1.63 1.84 1.60
60 59 9

[
o

az
(-]

8.4 9.0 8.5
1.58 2.06 1.73
59 59 57

il
o

- 9.2 9.1 9.2
1.54 2.46 1.82
54 55 52 54

S$.D.
N

(-3

‘9.3 9.2 9.2 9.0
1.64 .2.4) 1.7 1.357
52 55 52 54

v
e

E’
(-

9.1 8.9 9.2 €.4
1.71 1.89 1.66 1.96
52 54 51 53

»
v
o

9.2 9.3 8.1 . 8.6
1.51 1.76 1.73 2.27
L] 52 50 52

(]
I:ug

(=]

8.8 8.8 8.3 8.4
1.51 1.88 1.84 1.62
S0 51 S0 50

(]

"
ug
b

o

8.7 9.3 9.3 8.6
1.94 1.98 1.84 i.88
47 48 48 47

[
*
i

EH
©

3.4 8.8 8.8 8.6
2.35 2.18 2.06 1.86
44 42 L] 44

=
e

Significantly different from the untreated contrcl group (p<.0S5)
Significantly different from the vehicle treazed control group (p<.03)
untrezted coatrol group

vehicle treated control group
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, Wone oiplﬂmuy different from control gooup
s uatreated comtrol group
* vebicle treated comtrol group
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| GROWPs §
. ERTHDOCTTES (10%/s1)
: 1.7

MEAN CORPUSCULAR MEMOGLOBIN COMCENTRATION (g/dl)
NEBAN 34. 34.2

8.D. 0.6¢ 0.52

" s s
PLATELETS (103/41)

AN 13. 847.

8.D. 240.7 327.3

P’ s 5
isuzocYTRS (103/41) :

NEAM . 5.9

8.D. 1.56 0.63

" s s
SEGMENTED NEUTROPHILS (103/ul)

MEAN 2.1% 1.96

8.D. 0.962 0.883

" s 5
LIPNOCYTES (103/k1)

WEAN 3.66 3.7

8$.D. 0.824 0.828
n S H

nowocTTEs (103/u1)
MEAN 0.09

8.0. 0.176 0.069
M 5 5

wone significantly different from control g¢roup
! untreated control group :
! vehicle treated control group
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i)t CHROWIC DERMAL
BIOASSAY IN CIN/NEWMSD MALE MICR
SUMMARY OF NEMATOLOGY
WEEK $2

TREGDA MALES
GROUP: ¢ 0.08
BASOPRILS (103/u1)
NBAN

$.D. 3.000
» s

EOSINOPEILS (103/ul)
MEAN 0.17
8.D. 0.075

n H

DANDED NEUTROPEILS (103/u1)
NRAN 0.
s.D. 0.0

P 5

LARGE MONOCYTES (103/41)
NEAR 0.
s.D. 0.0
" .8 .
IIMATURE GRANULOCYTRS (103/41)
MEAR 0.
s.D. 0.0
N 5

NUCLEATED RBCt (cells/100 WBCs)
MEAN 0

8.D. 0.0
] 5

None significantly different from control group
untreated control group
vehicle treated control group

a
2
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. CMOE N - 0.0° .

_ SremocTeRs (10%/p1)
o - 7.42
1.2

3.5
.84
L

MEAN CORPUSCULAR VOLUME (um?)
=™ s3.
8.D. 4.7
B s

MEAR CORPUSCULAR NEMOGLOBIN (pg)

NBAN 17.0
8.D. 0.46
» 5

NEAR 32.6
8.D. 2.20
n S

PLATELETS (103/x1)

03.

s.0. 94.4

[ 5
LEUROCTYTRS (103/41)

NEAN 6.3

8.D. .32

» s
SEGMENTED MEUTROPMILS (103/41)

NEAN 3.82

$.D. 3.427

P 5
LYNPNOCYTRS (103/41)

WRAN 2.1

MONOCYTES (10%/41)
= 0.09
8.D. 0.102
" 5

16.9
1.22
S

1.14
S

831.
248.5
S

5.8
9.39
S

3.02
1.108
]

2.60
0.829
S

0.12
0.212
L

NEAN CORPUSCULAR NEMOGLOBIN w::;xo- (9/41)
.4

NWone significantly differest from control group

* untreated control group
* wehicle treated control group
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TABLE ¢ (cuatinued)

TRINTRYLENE GLICOL DIACRYLATE (TREGDA): CHRGNIC DERMAL
SICASSAY I¥ CIN/NENRSD MALE MICT
SOBIARY 7 EEMATOLOGY
VERE 79

TAEGDA NALRS
GROGP: 0.0* 0.05
WSOIMILS (10%/xl)
MEAN .

8.D. 0.000
» L

EO§ITNOPRILS (103/k1)
NBAR 0.

8.D. 0.040
] H

BANDED NEUTROPNILS (103/u1)
NEAN 0.
$.0. 0.0

» s

LARGE NOWOCYTES (103/u1)
NEAN 0.
8.D. 0.0

» s

DSATURE GRANULOCYTES (103/u1)
EAN 0. .
8.D. 0.0
» 5

WUCLEATED RBCs (cells/100 WBCs)
MEAM 0

s.D. 0.0
» s ) s

Fone significantly different from control ¢ p
! untreated control group
' vehicle treated control group
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CREATININE (2g/1)
NEAK

TOTAL PROTRIN (g/1)
NEAN 58
$.D.

"

ALIONIN (g/1)
NRAM
8.D.
"
TOTAL BILIRUBIM (mg/1)
AN 3

CALCIUM (mg/1)
MEAM .

8.D. 8.0
» s
INORGAMIC PHOSPNORUS (mg/1)
MEAN 72.
8.D. 6.0
| ]
SODIUN {(mmol/l)
MEAN

POTASSIUM (mmol/1)
KEAN

8.D.
»

CHLORIDE (mmo0)/1)
MEAN
$.D.
n

ASPARTATE AMINOTRANSFERASE (IU/1)
NEAN 46

8.D. 4.9

» L]

ALANINE AMINOTRANSFERASE (IU/1)
e s8. n. 46. 73. -
8.D. 25.9 49.1 18.9 38.6
" H S S H

& gignificantly different from the untreated control group (p<.0S)

€ significantly different from the vehicle treated comtrol group (p<.0%)
* untreated coatrol group

' vehicle tzeated control group

08/14/98 v2.11 Page 45 of 710

*




TABLE 7 (comtinued)
TRIETHYLENE GLYCOL DIACRYLATE (TREGDA): CNRONIC DERMAL
BIOASSAY IN CIR/EEMNSD MALE MICE
STAMARY CF cx.nxc:zz CHEMISTRY
WEEK

GROUP: 0.0* 0.0$

Y-GLUTANYL TRAMSFERASE (IU/1)
NErM 3.
s.D. 0.9
|} H
CREATINE KINASE (IU/1)
MRAR s2.
$.D. 15.6
n S

ALKALINE PHOSPEATASE (IU/1)
NEAN S1. °
8.D. 8.5

N H

CHOLESTEROL (g/1)
MEAN 1.99

$.D. 0.064 . 0.466
" s 5

None significantly diffezeat from control group
! untreated control group
! vehicle treated comtrol group
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TOFAL PROTEIN (g9/1)
NEAR 66.
liﬂ. 1.9

ALMIN (g/1)
MRAN .
'.n.
n
TOTAL BILIRUBIN (mg/l)
AN 5.
$.D. 3.0
" - s
CALCION (mg/1)
wan 93.

$.D. . 7.8
n s
INORGANIC PROSPHORUS (mg/1)
MEAR 7.
$.D. 4.4
n
SODIUM (amol/l)
NEAN
$.D.
»
POTASSINM (=mol/))
NRAM

8.D.
n
CHLORIDE (mmol/1)
NEAN

- n
wrwe

]
ASPARTATE AMINOTRANSFERASE (1U/1)
NEBAN 9.

8.D. 22.7
" L
ALANINE ANINOTRAMSFERASE (IU/1)
NEAN 57. 8. S1.
8.D. 3”4 114.5 $0.5
| s H L}

& gignificantly citferent from the untreated comtrol group (p<.0S)
b significantly different from the untreated control group (p<.0l).
* untzeated control group

! vehicle treated control group
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TANLE 8 {coatinued)
TRIETRYLENR GLYCOL DIACRYLATE (TREGDA): CHRONTC DERMAL
SIOASSAY IN CIR/FEW'SD MALE MICE
SUNMARY OF CLIWICAL CNFMISTRY
wERKX 73

TREGDA MALES
GROUP: § 0.0* 3.0%

Y-GLUTAMYL TRANSEERASE (IU/1)
NEAS 4.
$.D. 9.2
n 5

CREATINE RINASE (TU/1)
MNRAN 272. 302.
8.D. 370.3 187.8
» L ]
ALKALINE PHOSPEATASE {IU/1)
NEAS 47. i04.
$.D. 6.3 112.7
» S H

CHOLESTEROL (g/1)
NEAN 2.09 2.48

S.D. 0.456 1.13
n S

¥one significantly different from control group
* yntreated control group
* vehicle treated control group
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mmm(mm CHRONIC DERMNAL
BIOASSAY IN CIN/RENESD WALR MICE
SUNMARY OF SPIDENSIAL CELL FROLIPERATION

(n = S except where noted)

[Ty n? [N 2:100 2.50%
ook 4 22.5 2 2.99 20.6 £ 3.84  25.2210.03 30.2%210.2¢ $9.6 & 10.20b¢
Week 13 A.827.26 1082435  25.4%7.00 22.9%85.02 50.1¢ 12204
Week S2 31.9 2 9.62 30.4£3.273 2072 24.217 30,2 £ 4227 63.1 ¢ 11.63D9

Weex 78 2.2 2 8.09 24.4 £ 4.9 42.9 £ 10.04 38.9 1 11.39%C 83,9 + 7, 95d@

luntreated control group

2vanicle treated coatol group _

=a dae to mortality in these dose groups
Units = § of labelec cells

'ﬁwlﬂmtly different from the untreated control group (» < 0.08)
'ﬁnlﬁmuy Gifferent from the untreated coatrol group (p < 0.901)
“gigniticantly different Zzom the vehicle control group (p < 0.0%)

51igniticantly different from the vehicle Soatrol group ip < 0.01)

GD_TOX\TAKLES\TTGD_CSi
August 13, 1998
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0.10

33,6 34.4 33.3
2.19 2.37 2.26 2.13
35 3¢ 39 36

2.127 2.828% 2.379 2.135¢
0.8339 1.5729 1.1693 2.5128
40 39 44 41

0.840 0.824 0.846 0.817
0.0859 0.0974 0.0991 0.0945
4 39 4“ 41

0.108 0.110 0.101 0.096
6.0873 0.0568 0.C478 0.0369
40 39 43 41

0.466 9.46S 0.468 0.464
0.0213 0.0206 €.0237 0.0220
40 39 44 41

0.073 0.075 0.071 0.069
$.D. 0.0134 0.0235 0.0228 0.0233
N 40 39 44 41

2 significantly different frce the untreated control group {p<.d5)

€ significar-ly different ficz the vehicle treated control group {p<.05)
Significantly different from “he vehicle treated control group (p<.01)

* untreated control group

' vehicle treated comtrol group

Note: Organ weights were obtained for &ll tne animals sacrificed

at Nsek 78. However, final body weights wersa not measured for

the animals implanted with the osmotic pumps (S animals/group).
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0.0*

6.224
2.5623 2.73%7
kL] n 39

2.478 2.506
0.1728 €.2110
35 ) k1) 39

0.327 0.290
0.2700 0.125%
as 39

1.388 1.398
0.0579 0.0994 0.1198
k1 k1] 3

0.216 . 0.216 6.210
0.0623 0.0713 0.0704
35 k1] 39

8 gignificantly different from the untreated control group (p<.05)
€ gignificantly different from the vehicle tzeated control group (p<.0S)
! untreated coatrol group
* wehicle treated concrol greup
Ozgan weights were obtained for all the animals sacrificed
at Week 78. However, final body weights were not measured for
the animals implanted with the ossotic pumps (S animals/group).
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0.0* 0.50

462.219 €10.383% §17.161 464.199°¢ 444.0029
192.8142 346.8361 261.6523 195.3923 135.4853
40 39 “ 41 3¢

180.344 177.262 160.900 176.043 179.247
15.8924 20.1283 20.7945 10.8257 15.9054
49 : 39 44 4 39

23.374 23.729 21.784 20.97¢ 21.386
18.8293 12.0520 11.1277 8.7382 10.4163
40 39 44 133 39

15.696 16.033 15.259 15.014 16.452
S.D. 4.0124 4.7422 4.8805 5.2126 4.7810
| I 40 39 L L] 41 39

Significantly different from the uvatreated control group (p<.05)
Significantly different from the vehicle treated control group (p<.05)
Significartly different from the vehicle ; rgated control group (p<.0l)
untreated control group .
vehicle treated control group

Mote: Ozrgan weights were obtained for all the animals sacrificed

at Week 78. However. ~inal body weights were not measured for

the animals implanted vith the osmotic pumps /5 animals/group).
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DILATED PELVIS ’ 1 [ [} [} 0

GROUP LEGEMD: 1 is O% (UNYRRATED), 2 is O0 (VEMICLE). 3 is 0.058, 4 is 0.108, 5 is 0.50%
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TABLE 14
TRIFTHILENE GLYCOL DIACRYLAYE (TREGDA):

sXIN
ALOPECIA

KIDNEYS .
DILATED PELVIS 2 2 4

GROUP LEGRMD: 1 is O% (UNTREATED), 2 is O% (VEHICLE), 3 is 0.08%, 4 is 0.10%, S is 0.50%
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GROUP LEGEMD: 1 is OV (UNTRERATED), 2 is 0% (VENICLE), 3 is 0.05%, & is 0.108, 5 is 0.50%
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AFIMALS SACRIFPICED AT WEEX 78
MALZS

HRART
SIZE INCREASE __
COLOR CHANGE, $OCAL/MULTIFOCAL
CORSISTENCY CHANGE
DILATATION,/DISTENTION

SALIVARY GL
EDEMA

STOMACH
DIVERTICULUM

LIVER
COLOR CHANGE, FOCAL/MULTIFOCAL
MASS

COLOR CHANGE, DIFFUSE

[

ONOONrVw
HOO0OOo0OOGOGOWN
ONOQOODOOW®

GROUP LEGEMD: 1 is 0% (UNTREATED;, 2 is 0% (VEEICLE), 3 is 0.05%, 4 is 0.10%, S is 0.50%
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© _TABLE 16 _(Cuntinued)
DIACRYLATE

ANINALS SACPIFICED AT WEEX 78
MALERS

GROUP:

1

1
2
1
]
1
4
0
2
0

(3

OrooowVNsO
[-X-N N-F-RA N Y-
OroroOMdOs0
" OOOWWrHrND

0 ] 1 0 0

0% (UNYREATED), 2 is 0% (VENICLE), 3 is 0.05%, 4 is 0.108, S is 0.50%
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TAMLE 16 (Continued)
TRISTHYLENE GLYCOL DIACRYLATE (TREGDA): CHROMIC DERMAL
BIOASSAY IR CIR/MENNSD MALE NICE
SUMMARY OF MECROPSY OBSERVATIONS

ANIMALS SACRIFPICED AT WEEX 78
MALES

" .
SIZE DECREASE

PENIS
SWOLLEN
DARAPHTMOSTS

LUMGS
COLOR CHANGE, POCAL/MULTIFOCAL
COLOR CHANGE, DIFFUSE
NYPERINFLATION
WODULE

M2SS

KIDMEYS
DILATED PELVIS
COMTENTS ABNORMAL
COLOR CHANGE, POCAL/MULTIFOCAL
COLOR CHANGE, DIFFUSE
SIZE INCREASE
SIZE DECREASE
SHAPE/CONTOUR CHANGE
SURFACE CHANGE

WHHOOROWHN
T - -
NOOOONOWKHM
WOOOONOWK K
WODDOOOHOW

CYST
DEPRESSION/INDENTATION

DILATATION/DISTENTION 2 3 3 3 4

GROUP LEGEND: 1 is O8 (UNTREATED), 2 is O (VEHICLE), 3 is 0.05%, 4 is 0.108, S is 0.50%
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GROUP LEGEND: 1 is 0% (UNTREATRD), 2 Sl 0% (VEMICLE), 3 is 0.033. 4 is 0.108, 5 is 0.50%
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TABLE 17
TRIETHYLEME GLYCOL DIACRYLATE (TREGDA): CHRONIC DERMAL
BIOASSAY IN C3N/NEWNSD MALE MICR
SGARY OF NECROPSY OBSERVATIONS

ALL ANINALS FOUND DEAD/SACRIPICED MORIBUMD

MALES
GROUP: b 2 3 4 H
IAGER OF ANIMALS IN DOSE GROUP . 70 70 79 70 70
WRMEBEIR OF ANIMALS FOUND DEAD/SACRIFICED MORIBUND 1$ 17 12 15 17
TOTAL 3ODY
POSTHORTEN CHANGE 2 [ 4 4 7
EMACIATION . H 6 1 H 3
6 3 4 8 S
CLIPPING INJURY 1 0 4] 0 0
2 ] 1 1 ]
PARALYSIS i 3 ] 0 0
ADIPOSE TISSUR
COMSISTENCY CHANGE 0 0 1 [+ 1]
PERITOMEAL CAV
EENORPHAGE 2 2 1] 3 1]
FLUID 1 ] 1 1] [+]
THORACIC CAV
FLUID ] 1 1 1 0
HEENORREAGE 1 0 0 0 0
HEART
SIZT INCREASE 1 4 [ 1 3
COLOR CHANGE, PFOCAL/MULTIFOCAL 1 3 0 1 a
CONSISTENCY '] 2 0 1 0
SALIVARY GL
DB 1 0 ] 1] Q
DILATATION/DISTENTION 1] 1 0 0 1

COLOR CHANGE, FOCAL/MULTIFOCAL
COMTENTS ABNORMAL

CoOO0ro~uN

1]
NASS 0
DILATATION/DISTEWTION 1

GROUP LEGEND: 1 is Ct (UNTREATED), 2 is 0% (VEHICLE), 3 is 0.058, 4 is 0.10%, S is 0.50%
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3 0 0
E] ? 2
] 1 0
3 1 0
0 [ 1
) § 0 ]

LYIOR WD, S~WAR
COLOR CEANGE, DIFFUSR

Lnen ¥, WD
I8 0 b 0 0 0

GROUP LEGRND: 1 is O (UNTREATED). 2 is G4 (VEMICLE), 3 ls 0.05%, 4 1is 0.108, S is 0.50%
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TABLE 17 {(Comtinued)

1 1} e 2

GROUF LEGEMD: ! is 0% (UNTREATED), 2 is 03 {VEHICLZ), 3 13 0.05%, 4 is 0.10%, 3 is 0.S50t

08.14/95 vl.10 Page §2 of Ti0




- g TANLE 17 (Comtinued)
— TRINTHTLENE GLYCOL DIACRYLATE (TREGDA): CHROWIC DERMAL
: ‘STOASSAY 1IN C ) MALE MICE

SUMARY OF NECROPSY OBGERVATIONS

-X-X-J_&-% ']
O000rnw

[

P CWI RN S
COCOrFNNIFMHW
HOOHONWWOWON
CHIIHHWNFNW. &

6
1
i
3
0
4
1
0
G
0
1
0

DILATATION/DISTENTION

crs?r .
DILATATION/DISTENTION
COMPENTS ABWORNAL
THICKER THAN WORMAL

GROUP LECEWD: 1 is 00 (UNTREATED), 2 is OV (VENICLE), 3 is 0.058, 4 is 0.10%, S is 0.50%
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TANLE 13
TRIETEYLENE GLYCUL DIXCRYLATR (TREGDA):
BICASSAY I CIN/REMESD NMALE MICE

JBART
SIIE INCREASE
COLOR CrANG::, FOCAL/MULTIFOCAL
CONSISTESTY CHANCE B
DILATATION/DISTENTION

SALIVARY GL
EDBMA

DILATATION, DISTENTION

-~

FOFMNMONOMNMON

SIZE DECREASE 2 4 1 2

GROUP LEGKND: 1 is C% (UWTREATED), 2 .3 0% (VEEICLE), 3 is 0.05%. 4 is 0.10%, 35 is 0.S50%

36,734,798 vi.18 Page 4 of 710




) : TABLE 18 (Continued)
TRIETAYLAME GLYCOL DIACRYLATE (
I ¢

ADNRSICH
NASS
DILATATION/DISTRNTION

CECUN
ADMESION
DILATATION/DISTENTION
TRICKER THAN WORMAL

DIVERTICULUN
GASEOUS

SKIN
CRUST/SCAB/SCALE 2 3 0 ] 0

GROUP LEGRND: 1 is 0% (UNTREATED), 2 is O% (VEMICLE), 3 is 0.058, 4 is 0.10°, 5 is 0.508
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TARLE 18 (Continued)
TRIETHYLEIME GLYCOL DIACRYLATE (TREGDA): CHROWIC DERMAL
EIOASSAY IN C3N/NENNSD MALE MICE
SIMARY OF RECROPSY OBSERVAZIONS

DATA FOR ALL AMIMALS OM STUDY
MALES

RUMBER OF ANINMALS IN DOSE GROUP
NIAER OF ARIMALS

ﬂﬂ(G.IIM)
ALOPSCIA

EXCORIATION
ABSCESS
NODULE
ULCERATED

HENORRHAGE

COLOR CHANGE, DIFFUSE
PREPUTIAL GLAND, SIZE INCREASE
SWOLLEN

oNDOHOKHO
OHOOHOBNY
COrOOOMWYw
oOroOr~O0NON

SUBCUTIS
MNASS

HEAD
TRAUMATIZED
HEMORRHAGE

SPLEEN
SIZE DECREASE
SIZE INCREASE
SWOLLEN. .
SHAPE, CONTOUR CHANGE
COLOR CHANGE,

LYMPH WD, S-MAN
COLOR CHANGE,

LYMPH MD. MED
SIZE DECREASE

LYMPH WD, MES

OrHWOVWMKH
GONGGWN
cCorF®NS
HOOO®N ™
cowoweaN

£
DIFFUSE

THYMIC REGION
COLOR CHANGE, POCKT/MULTIFOCAL
MASS

BONE/JOINT

WODULE 1 9 0 1 0

GROUP LEGEND: 1 is Ot (UNTREATED). 2 is 0% (VEHICLE), ts 0.0S%, 4 is 0.10%, 5§ is 0.50%
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TABLE 18 (Continued)
nm GLYCOL DIACRYLATE (TREGDA): CHROMIC DERMAL
) JIOASSAY IN CIN/NRNSD MALE MICE
. SREIARY OF MECROPEY OBRSERVATIONS

MALRS

P NIS
SWOLLEYW 1
PARAPKINOSLS 10
ULCERATED 3
CONTENTS ABNORMAL 0

GROUP LEGEND: 1 is OV (UNTREATED), 2 is 0% (VEMICLE), 3 is 0.05% 4 is 0.10%, S is 0.350%

00/14/9% v1.10 Page 67 of 710




SIRC Jeport 92M1168A

TABLE 18 (Continued)
TRIETHYLEME GLYCOL DIACRYLATR (TREGDA): CHROMIC DRRMAL
BICASSAY IN CIN/NEMNSD MALE MICE
SUMMARY OF NECROPSY CBSERVATIONS

DATA FOR ALL ANIMALS ON STUDY
MALES

GROUP :
s

MAGIER OF ANIMALS IN DOSE GROUP
NOMBER OF AMIMALS :

LUNGS
COLOR CHANGE, FOCAL/MULTIFOCAL
COLOR CHANGE, DIFFyss
NYPERINFLATION
MODULE

[

MASS
TRAIMATIZED
CONSISTENCY CHANGE

[~R-R-T JSENY. )
“OrFHEFNMNOAW

KIDNEYS
DILATED PELVIS
NODULE
CONTENTS ABNORMAL
COLOR CEANGE, FOCAL/MULTIFOCAL

[

NOOOOKHMENBNHN
-

WHOOrFONNWOWNMOW
-

»
WOKFHNEFWaFWIWN W

WHNOFOFWUDMODBGNKMN
»n

VINODWINDHFINWD LW

SHAPE/CONTOUR CHANGE
GRANULAR
SURFACE CHANGE

CYS?T
‘ DEPRESSION/INDENTATION

URETER
DILATATION/DISTENTION
CONTENTS ABRORMAL

URINARY BLADDER
CALCULUS
HEMORRHAGE
CYST
DILATATIOR/DISTENTION

GROUP LEGEND: 1 is 08 (UNTREATED), 2 is Ot (VEHICLE), 3 is 0.05%, 4 i3 0.10%, 5 is 0.30%
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NESENTERY /0N TU.
TOTAL WAEER EXANINED

PERIARTIRITIS/ARTERITIS
NINERAL LIATION
PERITOAITIS

TOTAL WABER EXAMINED
PERITONITIS
NEART
TOTAL NUMBER EXAMIMED
EXANINED, UNREMARKABLE
ATRIAL THROMBOSIS
NYOCARDIAL MINERALIZATION
NYOCARDIAL DEGEMERATION/FIBROSIS
63 KEMANGIOSARCOMA
AORTA
TOTAL WOMBER EXANINED
m. UMREMARKABLE
MINERALIZATION

VASCULATURE
TOTAL WUMBER SXAMINED

NINERALIZATION

OOOoOrHFOO OK

40
BXANINED, UNRENARKABLE 40

GROUP LEGENC: 1 is O (UNTREATED), 2 is 0% (VEMICLE), 3 is 0.05¢, & is 0,108, S is 0.508

= NBOPLANNM, s BENIGH, N = MALIGHANT
llgﬂﬂenuy different from CONTROL grzoup 1 (p < .01)
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TABLE 19 (Continved)
TRIETEYLEAE GLYCOL DIACKYLATE (TREGDA):
BIOASSAY IN CIR/MENNED MALE MICE
SMNARY OF MICROSCOPIC DIAGNOGSS

ANIMALS SACRIFPICED AT WREK 7%
MALRS

GROUP:

PELIOSIS/TELANGIECTASIS
PIGNENT GRANULOMA(S)
HEMOSIDEROSIS
WINERALIZATION

MEPATITIS

HEPATIC ABSCESS(ES)
ADHESION(S)

BEPATOCELLULAR KECROSIS
BILIARY CIST(S)
REPATOCELLULAR HYPERPLASIA
#B HEPATOCELLULAR ADENOMA
#B EEPATOCELLULAR ADKNOMA WITH CARCINOMA IN SITU
#M NEPATOCELLULAR CARCINOMA
#¥ NEMANGIOSARCOMA

~

GALLBLADDER
TOTAL WUMBER EXAMINED
EXAMINED, UMREMARKABLE
NISSING

DILATION
CYSTIC GLAMD ECTASIA

PANCREAS
TOTAL WUMBER EXAMINED
EXAMINED, UNREMARKABLE
KEMOSIDEROSIS

DUCDENUN
TOTAL FIMBER EXAMINED

40
40

Sa
0
1
0
0
.2
1]
1
0
2
Q
H
9
1
3
1

w
o 0
N
[- X 3

-

[
OOOMDONOOPDOOOQS

(v
-

39

3%

|l
no

N
HEOWMNMOOOODODHOHOON

-
"'UIO;)GH(-)POQHUDDON

33
39

GROUP :3CEMD: 1 is O¢ (UNTREATED), 2 is 0% (VEEICLE), 3 is 0.0S4,

# = NEOPLASM, B = BENIGN, M = MALIGNANT
4 gignificantly different from CONTROL group L (p < .05)
€ significantly different from CONTROL group 2 (p < .9%8)

4 is 0.10%,

5 is 0.59%
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‘TABLE 19 (Continved)

TOTAL WOMBER EXAMINED 40 39 1 39

BXAMINED, UMRENARKABLE 13 14 0 - 12
TRINIGUOBBAL UUCT Cies 17 Sb 0 - 2b
NIWERALIZATION 0 0 0 - 1
COLLOID NINERALIZATION 2 0 0 - 0
COLLOID CRYSTALITATION ] 10 0 - 6
TUTROIDITIS 1 0 0 - 1
GRANULONATOUS THYROIDITIS 1 0 0 - 0
FOLLICULAR SCTASIA 4 6 1 - 7
FOLLICULAR CELL NYPERPLASIA/HYPERTROPNY 1 1 1 - 18
43 FOLLICULAR CELL ADENOMA 3 6 1 - 7

T0TAL WAMBER EXAMINED 23 15 0 0 18
ERAMINED, UNREMARKABLE 23 1S - - 18
NISSING 17 24 - - 21

GROUP LEGEWD: 1 is OV (UNTARATED), 2 is OV (VEHICLE), 3 is 0.058, 4 is 0.108, S is 0.50%

= SNOPLASM, B = NEMIGM, X = MALIGRANT |
significantly different from CONTROL group 1 (p < .01) |
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TABLE 19 (Coatinued)

STMMARY OF MICROSCOPIC DIAGNOSES
ANIMAIS SACRIFICED AT WEEX 78
MALES

MRS Report S2M1168A

GROUP : 1 2 3 4 H
WMBER OF AMINALS IN DOSE GRCUP 70 70 70 70 70
WUMBER OF ANIMALS SACRIFICED 40 39 44 41 39
ADREMAL GL
TOTAL NUMBER EXANINED 40 39 39 39 39
EXAMINED, UMREMARKABLE 1 [+] 0 0 0
VASCULAR ECTASIA 0 0 0 0 1
HENOSIDEROSIS [} [} 0 1l [}
CORTICAL CYST € H 3 6 2
CORTICAL CEROID DEGENERATION 2¢ 29 30 30 3
CORTICAL CELL HYPERPLASIA [} 1 s [+] i
SPINDLE CELL HYPERPLASIA 39 39 38 39 39
MODULAR CORTICAL CELL HYPERF .ASIA 33 38 35 39 36
#B ADENOMA . (¢} [} 0 1 2
SKIN, TREATED
TOTAL NUMBER EXAMINED 40 39 44 41 3¢
EXAMINED, UNREMARKABLE 27 14 21 4 [+]
EPIDERMAL SPONGIOSIS 0 9 0 1] 2
ACANTHOSIS N 6 9 i4 32bd 39ba
NYPERKERATOSIS/PARAKERATOSIS 2 H 3 l7be  39bd
DERMATITIS H 7 6 2 39bd
INTRACORNEAL PUSTULE PFORMATION 2 1 1 8c 14bd
SUBEPIDERMAL CLEFT/BULLA FORMATION 1 9 g 0 4
PIGMENTARY INCONTINENCE o] 0 0 0 39pd
SUPERFICIAL EPIDERNAL NECROLYSIS 0 o] o] 0 14bd
BASAL ZONE EPIDERMAL NECROLYSIS [¢] 0 0 o] 13bd
FULL THICKNESS EPIDERMAL NECROLYSIS 0 3] 1] 0 1
ULCER/ULCERATION 0 2 2 1 3
MINERALIZATION" [+] b} 0 0 1
ADNEXAL ATROPHY 4 16b 11 23b 42
DERMAL PIBROSIS 1 1 1 2 37bd
SKIN
TOTAL NUMBER EXAMINED 40 39 43 41 39
EXAMIMNED. UNREMARKABLE 30 27 23 25 18
MISSING 0 0 1 0 0
ACANTHOSIS 3 5 6 S 8
VASCULAR ECTASIA i 0 0 [ 0
DERMATITIS 3 4 4 2 ]
ULCER/ULCERATION 1 1l 1 0 3
MINERALIZATION 0 0 1 1 [}
CLITORAL/PREPUTIAL GLARD ABSCESS 0 1 1 3 b
CLITORAL/PREPUTIAL GLAND ADENITIS 6 4 10 6 7
CLITORAL/PREPUTIAL GLAND DUCT ECTASIA o] 8b 7a 5 1]
ADMEXAL ATROPHY 3 2 9 10z 7
SUBCUTIS
TOTAL NUMRER EXAMINED 2 1 2 3 0
GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is 0% {(VEHICLE), 3 is 0.0%%, 4 is 0.10%, 5 is 0.50%
# = NEOPLASM, B = BENIGN
3 significantly different from CONTROL group 1 (p < .05)
Significantly different from CONTRCL group 1 (p < .01)
€ significantly different f£rom CONTROL group 2 (p < .05)
Significantly different from CONTRCL group 2 (p < .01)
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el ‘SABLE 19 (Coatinued)

- TRISTNYLENR GL DIACRYLATE (TREGDA): CHROWIC DERMAL
BIOASSAY IN CIN/MENRED MALE MICE

SAMIARY OF MICROSCOPIC DIAGNOSES

uaLEs

PANNICULITIS ((MDER TREATED S).IN)
% KENANGIOSARCOMA

SPLESS
TUTAL WAGER EXANINED .
SXANINED. UNREMARKABLE

EXTRAMEDULLARY EENATOPOIESIS
SPLENITIS
EENOSIDEROSIS
COWGESTTON
SDRIS0ID ECTASIA
FIBROSIS, CAPSULE
LNONOID NYPERPLASIA
# NYELOSARCOMA
% RENANGIOSARCOMA

LYK WD, S-NAN

TOTAL NUMBER EXANINED

’ NENOSIDEROSIS
SINUS HISTIOCYTOSIS
LYMPHOID NYPERPLASIA
EXTRANEDULLARY MENATOPOIESIS

LN WD, NED
TOTAL NUMBER EXANINED

SINUS ERYTEROCYTOSIS
PICUENT GRANULOMA(S)

[ T
e

ENOOrH O

ww
[CANY )

4
1
1
1

(b

OOWHWHFIINn OO~
(=

OMMFHOOOW O0OD

CYSTIC LYNPHATIC ECTASIA
SINUS ERYTHROCYTOSIS
ERMOSIDEROSIS

SIWUS NISTIOCYTOSIS

PROTEIN DEPOSIT(S)

PIGHENT GRANULOMA(S)
SXTRAMEDULLARY NEMATOPOIRSIS
0 NTYBLCSARCOMA

EYNPE #D, OTEER
TOTAL WUMBER EXAMINED

CONOrHHFIMD

GROUP LEGEMD: 1 is 0% (UWTFREATED), 2 i O¢ (VENICLE), 3 is 0.0%%, 4 is 0.108, 5 is 0.50%

: = NBOPLASN, M * MALIGHANT
Siguificantly different from COWTROL group 1 (p < .05)
€ gignificantly different from CONTROL grovp 2 (p < .0S)
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TABLE 19 (Continued)

SMMARY OF NICROSCOPIC DIAGNOSES
ANINALS SACRIFICED AT WERX 78
MALES

WOMBER OF ANIMALS IN DOSR GROUP
WOMBER OF ANIMALS SACRIFICED
LYMPH ND, OTEER (CONTINUED)
M NYELOSARCONA
44 NEMANGIORARCOMA .
THYINIC REGION
TOTAL WUMBER EXANINED
EXANINED, UMREMARKABLE

THYMIC TISSUR MOT PRESEWT

TOTAL WUMBER EXAMINED
SXAMINED, UNREMARKABLE

CARTILAGE DEGEMERATION
BONE, FEMUR

TOTAL WUMBER EXAMINED
EXANINZD, UNREMARKABLE

SONE MARROW
TOTAL NUMBER EXAMINED
EXANINED, UMREMARKABLE

TOTAL JUMBER EXAMINED 40
EXANINED, UMREMARKABLE 3

KIMERALIZATION 36

39
6

32

OHFHFFOO OW

39
10

27a

GROUP LEGEMD: 1 is Ot (UNTREATED), 2 is O% (VERICLE), 3 is 0.0S%,

: = NEOPLASM, M = MALIGNANT
Significantly differsnt from CONYROL group 1 (p < .05)

4 is 0.10%8,

5 is 0.50%
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000000 wWN
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TOTAL WAGER EXANINED
CYST(8) 0 0

GROUP LBGEMD: 1 is OV (UWTFREATED), 2 is OV (VERICLE), 3 is 0.05%, & is 0.10%, S is 0.50%

' = WEOPLASK, B = UEMIGNH
Significantly differeat from COWIROL group 1 (p < .01)
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TABLE 19 (Coatianved)
TRIETHMYILENE GLYCOL DIACKZLATE (TREGDA): CRROWIC DEBMAL
SICASSAY i CIN/RRMSD NALE MICE
SUMKAKY OF NICROSCOPIC DIAGHOSES

ANIFALS SACRIFICED AT WCEX 78
WALES

WOMETR OF ANIMALS IN DOSE GROUP
WRER OF ANINALS SACRIFICED

TESTES (CONTINUED)
MINERALIZATION
SENINIFEROUS TUBULAR ATROPHY

ORCHIZIS

INTERSTITIAL CSLL HYPERPLASIA

EPIDIDYNIDES
TOTAL NUMRER EXAMINED
EXAKINED, UNRENARKABLE

MIMERALIZATICN
N EBMANGIOSARCOMA

SEMINAL VESICLE
TOTAL WUMBER EXAMINED
EXAMINED, UMREMARKABLE

SCTASIA
SEMINAL VESICULIIIS
MINERALIZATION

NOOMOO O™
o ol ol S N - o (-3
HOOMNMMO OWw

2 9
2 2
[} 0
[+] 2
1 6
[+} 0
0 0
0 1

40 11 39
EXANINED, UNRENARKABLE 18 2 12 H €

CONGESTION 1 18 21 22a 19

GRCUP LEGEMD: 1 is Ot (UNTREATED), 2 is O% (VEHICLE), 3 is 0.05%, 4 is 0.10%, S is 0.50%

"Wc!*!ﬂ?@.!*ﬂhim
& gignificantly different from CONTROL group i (p < .035)
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. eEmLE 19 (Coatimeed)

GLYCOL DIACKTLATS

 BIONSSAT T3 ,,(!llllm mn-m.
mummm

”ﬂﬂlﬂﬁ“ﬂﬂ.lﬂ.ﬂln
.. VALES

[ 24
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~OvOoSwn
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“

-
»

NrFOOOWNOWMOOW
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NAMNOWOOONW
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1
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1
(1]
2
1
S
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{

{

N

IU [ d

Nnoen ocow
1'OMW OOw
CO0Or Ormwn
O00O0w oOoow
HON W

40
33

8
14

GROUP LEGEWD: 1 is Ot (UNTRBATED), 2 is O% (VENICLE)., 3 as 0.05%, 4 is 0.10%, S is 0.50%

‘ WEOPLASN, & = BENICE, X = NALIGRMET
llﬂulaauy differeat from COMMNMOL group 1 (p < .0%5)
llpltleuuy differeat frem CONIROL group 1 (p < .01)
€ gignificantly different from CONTROL group 2 (p < .0%)
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GROUP LEGEMD: 1 is OV (UNTREATED), 2 is O8 (VEBHICLE), 2 is C.05%, 4 is 0.108, 5 is 0.50%
mone significantly different frcm coatrol group
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) i TABLE 20
_TRISTETLENE GLYCOL DIACRYLATE (TREGDA): CNROWIC DRRMAL
) SIOASSAY IN CIN/REMNSD MALE MICE
EUBIART OF NICROSCOPIC DIAGNOSES BY GRADE (SKIN, TREATED)

_ ANIMALS SACRIPICED AT WEBK 78
MALES

-
-
r ]

»

MW B OO W

DERNATITIS
MINIMAL
MILD
MODERATE

INTRACORNEAL PUSTULRE FORMATION
MINIMNAL
NILD
MODERATE

SUBEPIDENNAL CLEFT/BULLA PORCATION

0O O OrO P Wb o DOOWL W OMI O * O ©

2
1
3
0
0
2
0
2
[
1]
L
0
4
1
2
0
2
0
1
0
1

OO © Oro M OBN B OCONKF W OFHFGMM

00 O ono

GROT)' LEGEMD: 1 is OV (UNTREATED), 2 is 0% (VEHICLE), 3 is 0.058, 4 is 0.108, 5 is

b gi.mificantly different from COWIROL group 1 (p < .01)
€ gignificantly different from CONTROL group 2 (p < .05)
q Significantly different from CONTROL group 2 (p < .01)
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TABLZ 20 (Continued)
TRIETEYLENE GLYCOL DIACKYLATE (TREGDA):
BIOASSAY IN C3H/NEMHSD WALE MICR
SUMMARY OF MICROSCOPIC DIAGMOSES BY GRADE (SXIN, TREATED)

ANIMALS SACRIFICED AT WEEZK 78
MALES

GROUP ¢

NUMBER OF ANIMALS IN DOSE GROUP
WAGER OF ANIMALS SACRIFICED
SKIN, TREATED (CONTINUED)
PICENTARY INCONTINENCE
NINIMAL
MILD
MODERATE
SUPERPICIAL FPIDERMAL MECROLYSIS
MINIMAL
MILD
MODERATE
BASAL IOME IPIDERMAL NECROLYSIS

NINIMAL
MILD

o 00 ¥ oo © o000 ©
O 6 000 5 00 O

FULL TRICKMESS EPIDERMAL MECROLYSIS

o 9 o Q0 o © o000 ©

MINIMAL

ULCER/VLCERATIVS

MINIMAL
MILD
MODERATE

-

MINERALIZATION

0
]
0
0
[\
0
0
¢
0
0
Y
]
by
2
5}
0
2
[}
0

o O oOoor

MINIMAL

¥

MTLD

MODERATE
DERMAL PIBROSIS

MINIMAL
KIID
HMODERATE
MARKED

» oWk & O & 000 O O
wvuwuooHHONOO
-
OO

O00O - O ~NW

GO
oo

GROUP LEGEXD: 1 is OV ('INTOEATED), 2 is 0% (VEHICLE}, 3 is 0.05%, 4 is 0.108, § is C.S0%

b Significantly differant {rom CONTROL gzoup 1 (p < .01)
Significantly differsnt from CCONTROL group 2 (p < .01)
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) ) TABLE 21
TRISTHYLENR GLYCOL DIACPYLATE (TREGDA):
BIOASSAY IN CIN/REWMSD MALE MICE
SUNOKZ OF MICROSCOPIC DIAGNOSES BY GRADE (SPINAL SORD)

ANINALS SACRIFICED AT WEEX 78
. MALES

NINIMAL
NILD

©C © OrFr M O ™

GROUP LEGEMD: 1 is OS¢ (UNTREATED), 2 is 0% (VEMICLE), 3 is U.058, 4 is 0.108, S is 0.S0%
b Significantly different from CONIROL group 1 (p < .0l)
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TARLE 22
TRIETNYLENE GLYCOL DIACRYLATE (TRECDA): CHRONIC DERMAL
BIOAESAY IN C3H/HEMNSD MALE MICE
STMMARY OF MICROSCOPIC DIAGMOSTS $Y GRADE (KIDNEYS)

ANIMALS SACRIFICED AT ¥IXX 78
NALES

L J
&
g o W :

= O3 O WO

[} 2
4 1
4 0
o 1
o 0
|} 0
3 L]
2 [
1 0

N W
[

»

-

w o»

=
owm

ke © ©

MILD
MODERATT
MARKED

N 6 OO0 6 O O rHrew
CoOw W HF N O O oM

GROUP LEGEMD: L is 0% (UNTREATED), 2 is 0% (VEEICLE), 3 is 0.05%, 4 is 0.10%, § is 3.50%

& gignificantly different from COMTROL group 1 (p < .0S)
€ gignificantly different from CONTROL group 2 (p < .05)
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290C Beport IMLLENA

" SABLE 22 (Comtinued)

b 0o 0 » » OF W & p
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]

GROUP LEGEND: 1 is 0% (UNTREATED), 2 is OV (VEXICLE), 3 is 0.058, 4 is 0.208, S ia 0.50%

b gignificantly diffcren: from CONTROL group L (p < .01)
€ gignificcntly diffezent from CONTROL grouwp 2 (p < .05)
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SRAC Asport 9IMILEEA

2ABLE 23
TRIFTNYLENE GLYCOL DIACRYLATE (TREGDA): CHRONIZ DERWAL

SIOASSAY IN C3N/NEWMSD MALE MICE

‘ STMUARY OF NICROSCOPIC DIAGROSES

ALL AWINALS FOUMD DEAD/SACRIFICED MORIBUND
MALES

GROUP: 1 2 3 4 s
IMBER OF ANIMALS IN DOSE GROUP 7 70 70 70 20
WAGER OF ANIMALS POUMD DEAD/SACRIFICED MORIBUND 15 17 12 15 17
ADIPOSE TISSUR
TOTAL WNMBER EXAMINED 0 0 1 0 0
HEMORREAGE - - 1 - -
PERITONEUM
TOTAL NUMBER EXANINED 0 0 1 1] 0
PERITOMITIS : - - - 1 - -
HEART
TOTAL WUMBER EXAMINED 15 17 1 1 17
EXANINED, UMREMARKABLE 3 4 0 0 2
ATRIAL THROMPOSIS 3 3 1 1 3
MECROSIS 1 0 ¢ 0 0
MYOCARDIAL MINERALIZATION 3 8 0 1 13
NYOPIBER VACUOLATION 1 -0 ] 0 0
MYOCARDIAL DEGENERATION/FIBROSIS 7 11 ] 1 13
MYOCARDITIS 2 1 ¢ ] 1
EPICARDITIS 1 ] 0 5} 0
ENDOCARDITIS 3 0 e 0 o
) AORTA
. TOTAL NUMBER EXAMIMED 15 17 1] 0 17
EXAMIVED, UMREMARKABLE 15 17 - - 17
VASCULATURE
TOTAL WUMBER EXAMINED 0 1 0 1 ]
MINERALIZATION - 1 - 0 -
INPRAVASCULAR THROMBOSIS - 0 - 1 -
SALIVARY GL
TOTAL WUMBER EXAMINED 15 17 b ! 17
EXAMINED. UMRENARKABLE 15 13 1 - 13
LYMPHOCYTIC INFILTRATES 0 3 0 - 3
SIALOADENITIS ] i ] - o
(] ] 0 - 1

DUCT HYPERPLASIA

TOTAL NUMBER EXAMINED
EXANINED, UMREMARKABLE 15 16 - - 18

DILATION
STOMACH

TOTAL NUMBER EXAMINED 15 17 11 i5 15
EXAMINED, UNREMARKABLE 14 13 9 14 13
TOO AUTOLTIZED TO EVALUATE 0 [} 1 Q 1
NISSING 1} 0 0 0 1

GROUP LEGEMD: 1 is OV (UNTREATED), 2 is O (VEHICLE), 3 is 0.05%, 4 is 0.108, S is 0.50%
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.- PABLE 23 (Comtinued)
GLYCOL DIACRTLATE

k- X-X-T-]
oOoOrROrO

-
-~
-
w
[

PELIOSIS/TRLANGIBCTASIS
MINERALIZATION

NEPATIC ARSCESE(ES)
ADERSION(S)
EEPATOCELLULAR MECROSIS

URPATOCELLULAR HYPERTROPHY

NEPATOCELLULAR NYPERRPLASIA

#3 EEPATOCELLULAR ADBNOMA

#3 NEPATOCELLULAR ADENOMA WITHN CARCINOMA IN SITU
#M EEPATOCRLLULAR CARCINOMA

6 NENANGIOSAFCOMA

[
ONONODONHFOOOOrH &

-
COFrFWOOWOOOO MK ~

[ d
HOOARHFADONNOO MW
-
OCRONNOWHMHMHOOO &

OMONIFODOOOOCOO O~

[

HeWw N
-

oON Nre0o

GALLBLADDER
TOTAL WUXNBER EXAMINED
EXAMIMED, UMRENARKABLE
700 AUTOLYIED TO EVALUATE
NISSING
DILATION

INEPISSATED SECRETION
CHOLECYSTITIS

PANCREAS
TOTAL WADER EXANINED
SXANINED, UMREMARKABLE

DUCDENUM
TOTAL WAGER EXANIWED
EXANINED, UIMREMARKABLE
900 AUTOLYIED TO EVALUATE

ENTERITIS

JRIN
TOTAL WMBER EXANINED
SRANDMED, UMREMARKABLE
TOO AUTOLYITIED TO EVALUATE

e
000 remnwN

([
o

GROUP LEGEMD: 1 is OV (UNTREATED), 2 is 08 (VEHICLE), 3 is 0.058, 4 is 0.10%, 5 is 0.50¢
# = MEOPLASH, 3 = BENICA, N = NALIGRAMT
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TABLE 23 (Comntinued)

CIR/NRSD
SMMARY OF MICROSCOPIC DIAGNOSES
ALL ANINALS FPOUND DEAD/SACRIFICED MORIBUKD
MALES

EXANINED,
TO0 AUTOLYIED TO EVALUATE

CECUM
TOTAL WUMBIR EXANIMED
EXAMINED, UNREMARKABLE
T00 AUTOLYZED TC EVALUATE

TYPHLITIS

COLON
TOTAL WUMBER EXAMIMED
EXAMINED, UNREMARKABLE )
TOO AUTOLY2ED TO EVALUATE
MISSING

COLITIS
MUCOSAL HYPERTROPHY

RECTUM
TOTAL NUMBER EXAMINED
» UNREMARKABLE

EXAMINED
TOO AUTOLYZED TO EVALUATE

PITUITARY
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE
MISSING

CYST(S)

CYSTIC RATHKE'S CLEFT
COMGESTION

HEMORRHAGE

Oroo oow

THYROID GL
TOTAL NUMBER EXAMINED
EXAMIMED, UMREMARKABLE

TEYROGLOSSAL DUCT CYST

COLLOID CRYSTALIZATION

POLLICULAR ECTASIA

FOLLICULAR CELL MYPERPLASIA/HYPERTROPHY
43 POLLICULAR CRLL ADENOMA

PARATEYROID GL
TOTAL NUMBER EXAMINED
RXANINED, UNREMARKABLE
NISSING

GROUP LEGEND: 1 is Ot (UNTREATED), 2 is 0% (VEMICLE}, 3 is 0.05%, 4 is C.10%, is 0.50%
O’W'!*BINIGN.H=KALIM
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BOC Report IIMLLEGA

“QABLE 23 (Continmued)
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GROUP LEGEMD: 1 is 0% (UNTREATED), 2 is OV (VENICLE), 3 is 0.05%, & is 0.108%, S is 0.S0%
# = NEOPLASN, N = MALIGHANT
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BEAC Rapor: SIMIEEA

TARLE 23 (Continued)
TRIETATLENE GLYCOL DIACRYLATE (TREGDA ) : mo-xc DERMAL
BIOASSAY IN CIR/NRMESD MALY
SORRY OF KICROSCOPIC num

ALL ANIMALS POUND DSAD/SACRIFICED MORIBUMD
MALES

PANMICULITIS (UMDER TREATED SKIN)
PAMMICULITIS (UMDER UNTREATED SKIN)

HEEAD
TOTAL WUMBER EXANINED

CONGEST ION

[

>
OoOroMN oNe

-~ -
VOoOrOK Oww

-

[~
RN oNvwnm
»

WOoOWOoOWYw oOonw

HEMORREAGE
SPLEEN
TOTAL WUMBER EXANINED
EXANINED, UNREMARKABLE

W

TO0 AUTOLYZED TO EVALUATE

EXTRAMEDULLARY HEMATOPOIRSIS
SPLENITIS

HEMOSIDEROSIS

CCNGEBSTION

LYMPHOID DEPLETION

[=N-Na-N g ]

LYNPR MD, S-MAN
TOTAL- WUMBER EXAMINED
EXAMINED, UNREMARKABLE
MISSING

SINUS ERYTHROCYTOSIS
EEMOSIDEROSIS

SINUS HISTIOCYTOSIS
PIGNENT GRANULOMA(S)

LYMPH ¥D, NED
TOTAL WRGBER SXAMINED

SIWUS ERYTHROCYTOSIS
EEMOSIDEROSIS
SINUS BISTIOCYTOSIS

[
Y
(o
Oy
o
o

DN e

[

vHHFWW oOouwm
[

-
N~ N Osww

-NnoNE ~rerown

TO00 mox.uxo TO EVALUATE
MISSING

CYSTIC LYMPHATIC ECTASIA
SINUS ERYTHROCYTOSIS
HEMORRHACE

HEMOSIDEROSIS

SINUS HISTIOCYTOSIS

OOKHO OFrOoM
FOoOOrO oOoOoON

wn

GROUP LEGEMD: 1 is O% (UNYREATED), 2 is Ot (VEHICLE), 3 is 0.05%, 4 is 0.10%,
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. ﬂ‘lnl 23 (Oen‘uauod)
¥ooL mﬁ TREGDA ) 2

-

WO OBwW
[

Q00w +Huon

TUINIC TISSUR NOT PRESENT
PICHENT GRANULOMA(S)

INFLANATION,
LMNPRATIC RBCTASIA

0000 Orw

BOME/JOINT
T0TAL NAGER EXANINED
EXANIMED, MRENARKABLE

BOME, STERNUM
TOTAL WRGER EXANINED
RXANINED, MREMARKABLE

BONE, FENUR
TOTAL WAGER EXANINED
BRXANIMNED, UMRENARKABLE

BOKE NARRON
TOTAL WAGER EXANINED 18 17 17
EXANINED, UMREMAREABLE 12 15 - 13

EENOSIDAROSIS 0 1 0
IMPARCTION 1 0 ]

GROUP LBGEMD: 1 is OO (UNTREATED], 2 is O% (VEMICLE), 3 is 0.05%, 4 is 0.108, § is 0.5
¢ = NEOPLASM, N = NALIGMANT

08/14/98 v3.20




TABLE 23 (Continued)
TRIETHYLENE GLYCOL DIACKRYLATE (TREGDA):
BIOASSAY IK C3N/NENNSD MALE MICE
SMGARY OF NICROSCOPIC DIAGMOSES

ALL ANIMALS FOUND DEAD/SACRIFICED MOP.IBUMD
MALES

1 2 3 . s
WAGER OF ANIMALS IN DOSE GROUP 720 720 70 7 70
MAGER OF ANIMALS FOUMD DEAD/SACRIFICED MORIBUND 1 17 12 18 17
BOME MARROW (CONTINUED)
NTRLITIS 1 ° - - 0
MYELOFIRROSIS 1 0 - - 0
EYPERELASTA 2 0 - - 3
GRANULOCYTIC CELL NYPERPLASIA 0 1 - - 1
SEELETAL WUSCLE
TOTAL WUMBER EXAMINED 15 17 1 2 17
EXANINED, UNREMARKABLE 7 13 0 8 15
ABSCESS 1 0 ) : 0
ATROPHY 7 " 1 2 2
BRAIN
TOTAL NIMBER EXANINED 15 17 2 117
EXAMINED, UNREMARXABLE 3 4 0 1 3
SQUANOUS CYST 0 0 1 0 )
BRAIR e 3 0 0 0
NIMERALIZATION 10 11 2 ¢ 13
ENCEPHALOMALACIA 2 3 1 0 3
MENINGITIS 0 0 0 0 1
ENCEPHALITIS 2 8 [s] ] 1
NEUROPIL VACUOLATION 2 0 0 0 1
‘ NEURON LOSS 1 0 0 0 0
) GLIOSIS 0 1 0 0 0
SPINAL CORD
TOTAL NUMBER EXAMINED s 17 0 o 17
EXAMIMED, UTNRRMARKABLE 15 16 - - 16
NEMORREAGE 0 1 - - )
NYELITIS o 0 - 1
NERVE, SCIATIC
TOTAL WUMBER EXANINED 15 17 0 s 17
EXANINED, UMREMARKABLE 13 15 - - 1¢

NYELIN SHEATH SWELLING
MYELIN DEGENERATION

NERVE, OTHER
TOTAL WUMBER EYANINED

VACTGOLATION

EYS
TOTAL WAMBER EXAMINED
TOO AUTOLYZIED TO EVALUATE

OPTIC MRURITIS

[}

GROUP LEGEND: 1 is 0% (UNTREATID),

2 is 08 (VEHICLE),

3 is 0.0S%,

4 is 0.108,

5 is 0.50%

08/14/95 v3.20
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TABLE 23 (Continued)
TRIETHYLEWR GLYCUS DIACRYLATE (TREGDA): CHRONIC DEMMAL
BIOASSAY IX C3M/HENMSD MALE MICE
SUMMARY OF NICROSCOPIC DIAGNOSSS

ALL ANINALS FOUND DEAD/SACRIFICED NORIBUMD
NALES

AGER OF AMINALS IN DOSE GROUP
WREER OF ANINALS FOUND DEAD/SACRIFICED MORIBUND

SIR (CONTINUED)
OPTIC MERVE DEMYRLINATION/MALACIA
CORMERAL MIMERALIZATION
RERATITIS
CATARACT

RETIMAL ATROPHY
PANOPETRALNITIS
ATROPHY, OCULAR MUSCLES

EARDERIAN GL
TOTAL WUNBER EXAMINED
EXAMINRD, UMREMARKABLE

INSPISSATED SECRETION
LIMPHOCITIC IRFPILIRATES
ADENITIS

ECTASIA

PIBROSIS

TESTES
TOTAL NUMBER EXAMINED
RXAMINED, UNREMARKABLE

INPARCTION

MINERALIZATION

SEMINIFEROUS TUBULAR ATROPHTY
ORCHITIS

EFIDIDYNIDES
TOTAL NWUMBER EXAMIVED
EXAMINED, UNREMARKAPLE

EPIDIDYNITIS

SEMIMAL VESICLE
TOTAL NUNBER KXAMINED
EXAMINED, UNREMARKA®LE

Eflﬂm

CDOh -~y

ECTASIA

SEMINAL VESICULITIS
NINERALIZATION
ATROPHY

KYPERPLASIA

COAGULATING GL
TOTAL NUMBER EXANIED

ADENITIS

PROSTATE
TOTAL WUMBER EXANINED
RXAMINED, UMKRMARKABLE
MISSING

DO vW

GROUP LEGEND: 1 is 0% (UNTREATED). 2 is O% (VBHICLE), 3 is 0.058, 4 is 0.10%. S is 0.50%

08/54/98 v3.20 of 710




SARC Report SIWiILENA

TABLE 23 {Continued)
TRIETHYLDE GLYCOL DIACRYLATE (TREGDA): CHRCNIC DERMAL
BICASSAY IN CIH/HENHSD MALE MICE
SUMMARY OF MICROSCOPIC DIAGNOSES

ALL ANIMALS POUND DEAD/SACRIFICED MORIBUND
MALES

GROTP:

WUMBER OF ANIMALS IN DOSE GROUP
WUMBER OF ANINALS MOUAD DEAD/SACRIFICED MORIBUND

PROSTATE {CONTINUED)
MINERALIZATICN
PRCUSTATITIS

PENIS
TOTAL NUMBER EXAMINED
EXAKINED, UNREMARKABLE

PFOLLICULAR CYST(S)
CONGESTION
BALANITIS
POSTHITIS
BALANCPOSTHITIS
ULCER/ULCERATION

-

FPHOMHO o
EPFrWWWO
MHOWHr OO0
=N OoOMON L= 30N}
NOOWLMNO i~ X

TFACHEA
TOTAL NUMBER EXAMINED
BXAMINED, UNREMARKABLE

-
~

LUNGS
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

™
N

P
o~

[

FOOOO0OBHHMMFO
[

-
HPHEFOMFWWOWVE &

CONGESTION

ALVEOLAR PROTZIN DEPOSITS
ALVEOLAR HISTIOCYTOSIS
YASCULAR THROMBOSIS
HEMCRRHAGE
MINERALIZATION

LYMPHOID INFILTRATES
BRONCHOPWEUMONIA
INTERSTITIAL PNEUMONITIS
INTERSTITIAL FIBROSIS

4B ADENOMA

#M HEPATOMA, METASTATIC

—
WOrFWHONBOO K &
T ONOOOAMABNWNGC

[+
[}
4
0
32
3
0
0
1
0
1l
1

KIDNEYS
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

-
-~
-
[
~3

QO uwn
oW
o

CYST(S)

RYDRGNEPHROS IS
BACTERIAL EMBOLIZATION
INZARCTION

PAPILLARY NECROSIS
MINERALIZATION

HEMOS IDEROSIS

PYELITIS
BFYELONEPHRITIS
WEPHRITIS, PURULENY

[

FNHEERNHOOWN
-
CHhOOOHHNRO ON
OVLOOWWN I~
r
OV WO

-
DWOOKHKFMEOODKH

GROU® LYGEMD: 1 is 0% (UNTREATED), 2 is 0% (VEMICLE), 3 is 0.958, 4 is 0.10%, § is 0.50%

# = NaUPLASM, B = BUNIGN, M = MALIGNANT

08/14,/98 v3i.20




BRRC Report 92M1168A

TANLS 23 (Continued)
TRIETHYLENE GLYCUL DIACRYLATE (TRSGDA): CMRONIC DEMMAL
BIOASSAY I C3R/HENMSD MALE MI. .
SUMMARY OF NICROSCOPIC DIAGNOSTS

ALL ANIMALS FOUNMD DEAD/SACRIFICED NORIBUMD
MALES

GROUP:

WOMBER QOF ANINALS IN DOSE GROUP
WMEER OF ANIMALS FOUMD DEAD/SACRIFICED MORIRUND

BIE (COMTINUED)
OPTIC NERVE DEMYBLINATION/MALACIA
CORMEAL MIMERALIZATION
KERATITIS

INSPISSATED SECRETION
LYMPHOCYTIC INFILIRATES
ADENITIS

BCTASIA

FIBROSIS

TESTES
TOTAL NUMBER KXAMINED
+ UNREMARKABLE

INFARCTION

MINERALIZATION

SEMINIFEROQUS TUSULAR ATROPHY
ORCHITIS

ERIDIDYMIDES
TOTAL NUMBAR EXAMIVED
EXANINED, UNREMARKAPLE
EPIDIDYNITIS

SENINAL VESICLE

oNn
Do

OO
NNO NW

GROUP LEGEND: 1 is 0% (UNTREBATED). 2 is O% (VEEBICLE), 3 iy 0.05%, 4 is 0.10%. S i= 0.S50%

08/34/9% v3.20 Page 91 of
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TABLE 23 (Continued)
TRIRTHYLENF GLYCOL DIACRYLATE (TREGDA): CHMRONIC DERMAL
BICASSAY IN C3H/HEMMSD MALE MICR
SYTMMARY OF MICROSCOPIC DIAGNOSES

ALL ANIMALS FPOUND DEAD/SACRIFICED MORIBUND
MALES

GROUP:

WUMBER OF ANIMALS IN DOSE SROUP
WUMBER OF ANTMALS MOUND DEAD/SACRIFICED MORIBUND

PROSTATE {CONTINUED)
MINERALIZZLTION
PRUSTATITIS

PENIS
TOTAL NUMBER EXAMINED
EXANINED, UNREMARKABLE

-

P WWWO e

POLLICULAR CYST(S)
CONGESTION
BALANITIS
POSTHITIS
BALANOPOSTHITIS
ULCER/ULCERATION

HrEOMHD Mon
WVrowk = oo
BbNONMRON O~
NOOWUBLNO oo

TRAM_AEA
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

o
wun
o
~~

LUNGS
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

-
&
™
(=N
-
own

CONGESTION

ALVEOLAR PROTE™N DEPOSITS
ALVEOLAR HISTIOCYTOSIS
VASCULAR THROMBOSIS
HEMORRHAGE
MINERALIZATION

LYMPHOID INFILTRATES
BRONCHOPNEUMONIA
INTERSTITIAL PNEUMONITIS
INTERSTITIAL FIBROSIS
4B ADENOMA

#M HEPATOMA, METASTATIC

HPOHODWLWORDO
WOFrWHONNON B
HODOOOBMHKHKErFO
MONOOOMENWNO
FERPOFFWWOWH S

KIDNEYS
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

o
-
[

O w

CYST(S)

HYDRONZPHROS IS
TACTERIAL EMBOLIZATION
IMPARCTION

PAPILLARY NECROSIS
MINERALIZATIOR
HEMOSIDEROSIS

PIELITIS
PYILONEPHRITIS
NE'HRITIS, PURULENT

—

CULOOWIW N K -3
-
ONHOWWHFOKr

YN FOOWN -~
"
O,POOOHFHFNMO on

-
OCWOOHKFHHO®K

GROUP LECEND: 1 is 0% (UNTREATED), 2 is O% (VEHICLE), 3 is 0.0J%, 4 is 0.10%, £ is 0.50%

# = NE\'UASM, B = BENIGN, M = MALIGNANT
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TAMLE 23 (Continued)
DIACRILATE (TREGDA

BICASSAY IN CIN/KRMNSD MALE MICE
SMMARY OF NICROSCUPIC DIAGMOSES

ALL AMIMALS FOUY ' DEAD/SACRIFICED MORIBUND
MALES

O IADOO
O FWONOrO
WOWNOMOOD W
MR ONOPWOO
WWNNO OO N K

DILATED NYPERPLASTIC TUBULES

TOTAL NUMBER EXAMINED
T00 AUTOLYZED TO RVALUATE

ECTASIA
URETERITIS

EXAMINED, UNREMARKABLE
700 AUTOLYZED TO EVALUATE
NISSING

BCTASIA
DIVERTICULUM
LYMPHOCYTIC INFILTRATE(S)
CYSTITIS .
URETHRA
TOTAL WUNBER EXAMINED

INTRALUMINAL PROTEIN COAGULUM
URETHRITIS

CAUSE OF DEATH
TOTAL WUMBER EXANINED

UNDETRRNINED
TRAUNA
CHROWIC RENAL DISERASE

e

-
MO Hrrown

wWorw ocoowvwn
[

ANOr rooa
OO OoOO0OON
OOK OOrw

[
"
'
~
o
o
[
~

NHOOOWNON M
NN EEN
NEEEEEEER
NOHNFORG AN

—
COrHrOOINNFPF

3 is C.I58, 4 is 0.10%, 5 is 0.50%

08/14/9% v3.20




TABLE 24
TRIFTRYLAME GLYCOL DIACRILATE (TRBGDv.): CARCINOG:NESIS SKIN
PAIFTING STUDY IN CIXN/HENASD MALR MICE
SRS OF MEGPLASTIC KICROSCOPIC DIAGNOSES

DATA FOR ALL ANIMALS ON STUTY
MALES

FUMBER OFf 'TMALS IN LCSE GROUP
WRGRR OF _ _.IMALS

ADIFOSE TISSUR
TOTAL NUNBER RXAMINED

43 LIPOMA

MESENTERY /0N UM
TOTAL KUMBER EXAMINED

PERITONEUM
TOTAL WUMBER EX.MINED

EIZART
TCIAL WUMBER EXAMINED
EXAMINED, UNREMARKABLE

34 HEMANGIOSARCOMA

AORIA
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

VASCULATURE
TUTAL NUMPER EXAMINED

SALIVARY GL
TOTAL NUMBER EXAMINED
ZXAMINED, UNREMARRABLE

ESOFRACUS
TOTAL NURILER EXAMINED
EZANINED, UNREMAKKABLE

STOMACH
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARXASBLE
00 AUTOLYZED TO EVALUATE
uISSING

LIVER
TOTAL NUMBER EXAMINID s S6 56 56 56
EXAMINED, UMREMARRABLE i1 13 24 12 24

98 HIPPTOCELLULAR ADZNOMM 2 21 ‘18 2€ l4a

SROUP LEGEND: 1 is O (UNTREATED), 2 is O% (VEWICLE), & is £.03%, 4 is £0.10%, 5§ is 0.50%

# = NEOPLASM, B = BENIGN., M = MALJGNANT
2 gignificantly different from COGNTROL gzsup 1 fo < .07

06/12/95% v3.20




TARLE 24 (Continued)
TRITINTLEMR GLYCOL DIACRYLATE (TRGDA): CARCIWOGEMESIS SXIN
PAINTING STUDY IN CiN/NENMSD MALE MICE
SREARY OF MBOPLASTIC MICRO P£IC DIAGNOSES

DATA FOR ALL AMIMALS OM STUDY
- MALES

TO0 AUTOLYIED TO SVALUATE

JEJUNR
TOTAL MNGBER EXANINRD
FXANINED, UMREMARKAR:S
TO0 AUTOLIZED TV EVALUAT®

. 0¥ LYMPROSARCOMA
ILEUN
TOTAL MAGER EXAMINED

EXANINED, UNREMARKABLE
200 AUTOLYZIED 70 EVALUATE

FAARINED, UNAEPAFREADLE
T00 AUTOLYIED 70 EVALUATE

coLow
TOTAL NUMBER EXANINED
KIAMIMED, UMREMARKARLE
TO0 AUTOLYZIED 7O BVALUATE
NISSING

RECTUN
TOTAL NUMBER EXAMINED
FXAMINED . UNREMARKABLE
TO0 AUTC .YZED TO RVALUATE

GROUP LEGEND: 1 is 03 (UIMEEATED), 2 is O% (VEMICLE)}, 3 is 0.05%, 4 is 0.10%, S is 0.S0%

:-m.n-:uzm. M = KALYGNANT
significantly differenrt from CONTROL group 1 (p < .J3)
Signiticantly 4ifferent from COMTROL group 2 (P < .G1)

06/12/9% v3.20 Page 95 of 710




TABLE 24 (Continued;
TRIETHILENE GLYCOL DIACRYLATE (TREGOA): CARCINOGEMKSIS SFIN
PAINTING STUDY IN C3H/HEWHSD MALE MICE
SUMMARY OF NECPLASTYC MICRO3COPIC DIACMOSES

DATA FCR ALL ANIMALS ON STUDY
HALZES

BERC Rupost 92M1168A

GROUP:

NUMBER OF ANINALS IN DOSE GROUP
KUMBER OF ANIMALS

RECTUM (CONTINUED}
#M ROUMD CELL CARCIVGHA

PITUITARY
™AL WUMBER EXAMINED
ExANINED, UNREMARIABLE
MISSING

TEYROID GL
TOTAL NUMSER EXAMINFD
SXAMINED, UNREMARKABIE

#2 FOLLICULAR TELL ADZNOMA

PARATHYROID GL
TOTAL NUMBER EXAMINFD
EXAMINED, UNREMARFABLE
MISSING :

ADRFNAL GL '
TOTAL NUMBER EAMINED
EXAMINED, UNREMLRKABLE

4B ADENO#A
#M LYMPHOSARCOMA

SKIK, TRIATED
TOTAL NUMBER ZXAMINED
EXAMINED, UNREMMRKABLE

#M EEMANGIOSARCCMA

SKIN
TOTAL NUMBER EXAMINED
EYAMTMET, EEMARFARTE
MISSING

SUBCUTIS
TOTAL NUMBER EXAMINED
#M HEMANGIOSARCOMA

READ
TOTAL NUMBER EXAMINED

TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE
TOC AUTOLYZED TO EVALUATE

GROUP LEGEVD: 1 is 0A (UNTREATER), 2 is O% (VEHICLE), 3 is 0.05%, 4 is 0.10%,

¢ = NEOPLASM. B -~ BEWIGN, % = MALIGNR¥T
None significantiy diffgzert from control group

S is 0.50%

06 1295 v3.2¢ bage 36 of 714




KT Report $2M1168A

TABLE 24 (Cont:nced)
(TREGDA ) : CARCINOGENESIS SKIN
PADRING STUDY IN CIH/MIDNSD MALE MICE
SUMMARY OF NBOPLASTIC NZICROSCOPIC DIAGNOSRES

DATA FOR ALL ANIMALS OW ) UDY
MALES

WCHBER OF ANINALS IN DOSE SROJP
MAGER OF ANIMALS

SPLEER (CCHTINUED)
M NITLOSARCONA
8 EEMANGIOSARCOXA

LUK WD, NID
TOTAL MNGER EXANINED

LINPE D, KBS
TOTAL WUMBER EXAMINED
SXAMINED, UNREMARKABLE
TOO AUTOLYIFT TO RVALUATE
NISSING

#X LYMPHOSARCOMA
#M MYELOSARCONA

LY WD, AEN
TOTAL NUMBER EXAMINED
LM XD, OTHER
TOTAL NUMBER RYANINED
#M LYMPHOGARCONA
#X WYELOSARCOMA
N NEVANGIOSARCONA

THYNIC REGION

L]
30 45 3s

GROUP LECEMD: 1 ix °% (UNTREATED), 2 is 0% (VEHICI®), 3 .s 0.05%, 4 is 0.10%, S is 0.50%¢

¢ = NEOPLASM, N = NALIGMANT
Wone significantly 4ifferent from control group

06/12/9% v3.29 of 710
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TABLE 24 (> sntinued)
TRIETHYLZME GLYCOL DIACRYLAT™ (TREGDA): CARCINCGPEESIS SKIN
PAINTING STUDY IN C3H/HEMMSD MALE MICE
SUMMARY OF MEOPLASTIC MICROSCOPIC DIAGHISES

DATA FOR ALL ANIMALS ON 3TUDY
MALES

GROUP:

NUMEBER O ANIMALS IN DOSE GROUP
RUMBRR OF ANIMALS

BONE, FEMUR
TOTAL NUMBER XXAMINED

EXAMINED, UNREMARKABLE

SPINAL CORD
TOTAL NUMBER EXAMINED
EXAMINTD, !INREMARKABLE

NERVE, SCIATIC
TOTAL NUMBER EXAMINED
EXAMINED, UNREMARKABLE

NERVE, OTHER
TOTAL MUMBER BXAMINED

EYR
TOTAL NUMBER TXAMINED
TOO AUTOLYZED 0 EViILUATE

HARDERIAN GL .
TOTAL WUMBER EXA<INED
EXAMINED, UNREMARKABLE

43 ADENOMA

TESTES
TOTAL MUMBER EXAMINED
<~(AMINED, UNREMARKABLE

I IDIDYNIDES
%6 56
52 56 54

GROUP LEGEND: 1 is O% (UNTREATED), 2 is O8 (VEMICLE), 2 is 0.05%, 4 is 0.10%, S is 0.50%

3 - WBOPLASM, B = BENIGN, ¥ = MALIGNANT
None significastly different from control group

06/12/9%, v3.20




--rv-' - FaraaVEn
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{ )+ CARCINOGENESIS SKIN
IN/HEMEED MALE NICE

SUNMARY OF MEOPLASTIC MICROSCOPIC DIAGHOSES

DATA FOX ALL ANIMALS OM STUDY
NALES

43 ADENOMA
ncmm
NYELOSARCOMA

PH BEFATORA, RETASTATIC

KIDNRYS
TOTAL NOMBER EXAKINED
EXANINED, UNREMARKABLE

URETER
TOTAL WABIR EXAMINED
EXAMINED, JWREMARKABLE
T00 AUTOLYIED 0 RVALUATE
NISSING

GROUP LEGEND: L is 0% (UWYREATED}, 2 is 0 (VENICIE), 3 is 0.05%, 4 is 0.108, S is 0.50%

S NEOPLASN, B = BENIGN, X = NALIGNANT
!lgniﬁcuuy different from CONTROL group 1 (p < .0S)

96/13/95 v3.20 Page 99 of 7i0
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TABLE 24 (Continued)
TRIZTHYLERE GLYCO™. DIACKRYLATE (TREGDA): CARCINOGEMESIS SKIN
PAINTIN' STUDY IN C3H/LEMMSD MALE MICE
SUMMARY Oi <BOFIASTIC MICROSCOPIC DIAGNOSES

DATA POR ALL ANIMALS OM STUDY
MALES

GROUP :

WUMBER OF AWIMALS IN DOSE GROGP
WOMBER OF ANIMALS

URINARY BLADDER
TUTAL NUMBEZR EXAMINED
EXZMINED, UNREMARIAZILE
T00 AUTOLYZIEL 10O EVALUATE
HISSING

URETHRA
TOTAL NUKBER EXAMINED i 1 1

GROUP LEGEND: . is 0% (INTREATED), 2 is J%¢ (VEHICLE)., 3 is 0.05%, 4 is u.l08, 5 ’s 0.50%

None significantly differ~nt fiom comtzol group

FMOD_R™¢ :MMTDAC.T24,/CM, 361295

06/12,/95 v3.20




ERRC Report 92N1168A

Triethylene Glycol Diacrylate (TREGDA) :

Chronic Dermal

Bioassay in C3H/HeNHsd Male Mice

Zaspection Date(s)

10-15-92
11-20~92
13-07-92
12-23-92
02-09-93

04-26-93
95~-12-93

06-16-93
11-09~-93

11-10-93
01~11-94
05-12-94

06-09-94
G4-10-95 to 04~11-~9%
05~09-95 to 05-18-9%
06-09-95 to 06-22-9%
06-22-95 to 08-06-95
07-07-9S to 07-21-95
08-22-95
08-22-95

ARCH__DOC\O2N1 16802N1 188.QAU

QUALITY ASSURANCE UNIT INSPECTION SUMMARY

Date QAU Report Issyed To

Iospection Tvpe Stu¢  lzector Mpnagement
PROTOCOL 10-16-92 10-19-92
EVENT-DOSING 11-20-92 03-04-93
EVFNL-OSMOTIC FUMP IMPLANTS 12-07-92 03-04--93
PROTOCOL ANENDIRNT #1 01-08-93 01-12-93
R/ENT-SACRIFICE 02-12-93 03-04-¢3
TRIERIM :

PROTOCOL ANENDMENT §2 04-26-93 04-30-93
RVENDT-SACRIFICE 05-13-93 09-10-93
6~MONTH SENTINEL
EVENT-CLIPPING 08-17-93 09-10-93
BVENT-SACRIPICE 11-16-93 12-01-93
SATELLITE MICE
PROTOCOL AMENDMENT $3 ' 11-15-93 12~13-93
PROTOCOL AMENDMENT #4 01-11-94 01-17-94
SVENT-SACRIPICE 05-12-94 05-23-94
FINAL
PROTOCOL ANENDMENT #5 " 06-09~94 06-15-94
PROTOCOL AMENDMERNT #6 04-11-95 04-17-95
ANALYTICAL CHEXISTRY DATA, REPORT 05-19-95 08-23-95
CLINICAL PATHOLOGY DATA, REPORT 06-22-95 08-23-9¢
RAW DATA. REPORT 08-06-95 08-23-9%
ARATOMIC PATHOLOGY DATA, REPORT 67-21-95 08-23-95
PROTOCOL Ah iDdTNT §7 08-22-95 08-22-95
ARCEIV-S 08-22-95 08-23-95
H CIQ/NAM 83795
mes H. Coleman, B.S. Date

Representative, Quality Assurance Unit
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Triethylene Glyccl Diacrylate (TREGDA): Chronic Dermal
Bioassay in C3H/HeNHsd Male Mice
9 . Analytical Chemistry Report
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