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SUMMARY

Four groups of 15 male rats each were exposed to concentrations of H-24678 aerosol targeted to
0.2, 2, or 20 mg/m? (actual mean concentrations were 0.22, 1.9, and 20 mg/m?). The mass
median aerodynamic equivalent diameter of the aerosols ranged from 0.90 to 2.1 pm. All rats
were exposed nose-only for 6 hours per day for a total of 9 exposures over a two-week period. A
similarly comprised control group of 15 male rats was simultaneously exposed to air only.

The first 10 rats per group were designated for standard toxicity testing. The remaining 5 rats
were designated for blood fluoride analysis sampling. On the day of the last exposure, collection
of an overnight urine specimen was initiated for each standard toxicity rat. On the day following
the last exposure, blood samples were collected for clinical analyses from each standard toxicity
rat, and 5 rats per group were sacrificed for anatomic pathology examination. All remaining rats
were allowed to recover for a 15-day period. At the end of the recovery period, blood and urine
samples were collected for clinical analyses from each standard toxicity rat, and all surviving rats
were sacrificed. Only the standard toxicity rats were given an anatomic pathology examination.

No deleterious effects were observed in clinical observations during the exposure or recovery
periods, and body weights were similar in test and control rats. Clinical pathology evaluations,
including fluoride measurements, showed no effects in urine, hematology, or blood chemistry
parameters as a result of exposure to H-24678.

Small amounts of fluorine (approximately 2 ppm), slightly above background, were detected in
the blood of rats in the 20 mg/m? group on test days 0, 3, and 9 (compared to test day 9 control
data) indicating the presence of the test compound or its metabolites. No above-background
fluorine was detected in rats exposed at this concentration after the 2-week recovery period (test
day 24) compared to the test day 24 control group. No fluorine was detected above background
levels in the 0.2 and the 2 mg/m? groups on test day 9 (the last day of the exposure period).

Weight analysis of the major organs showed no effects attributable to the test substance.
Histological findings were confined to the respiratory tract. There were no adverse effects in any
other evaluated organs. Compound-related microscopic observations were present in the lungs
and larynx of test day 10 sacrifice rats at concentrations of 2 and 20 mg/m?. Inflammation in the
lungs, characterized by mixed inflammatory cells within scattered alveolar lumina was observed
at 2 mg/m?®in 1 of 5 rats and at 20 mg/m? in 3 of 5 rats. In addition, minimal to mild squamous
metaplasia of the mucosa lining the ventral floor of the larynx was observed at 2 mg/m?3 in 4 of

5 rats and at 20 mg/m?® in 5 of 5 rats.

There were no compound-related microscopic lesions observed in test day 24 sacrifice rats,
indicating the reversibility of compound-related lesions in the lung and larynx.

The no-observed-effect level (NOEL) for this study is defined as the highest concentration at
which no toxicologically important effects attributable to the test substance were detected. Thus
for this study, the NOEL is equivalent to the NOEL as defined by the United States

-11-
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Environmental Protection Agency (1985) and to the no-observed-adverse-effect level (NOAEL)

as defined by the European Union ( 1994).

Based on the above findings in the respiratory tract of rats ex
NOEL for repeated inhalation €xposure was 0.2 mg/m3.

posed to H-24678 for 2 weeks, the

-12.
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INTRODUCTION

The purpose of this 2-week inhalation study was to investigate the effects of repeated inhalation
exposure in rats to airborne concentrations of H-24678 aerosol. Inhalation is an expected route
of human exposure. The data will be used to provide information for safe handling of the test
substance. In a previous study at this laboratory with the same compound, the 4-hour
approximate lethal concentration (ALC) in nose-only exposed rats was 57 mg/m3; no rats died
after exposure to 23 mg/m3.%V Immediately prior to the present study, a rangefinding experiment
was conducted in groups of rats exposed nose-only for approximately 5 Y5-to-6 hours/day for

6 days, within an 8-day period, to a mean concentration of approximately 18 mg/m? of the test
compound. No significant clinical signs of toxicity were observed. Following a 3-day period
without exposure, the same rats were exposed for 5 hours to a mean concentration of
approximately 44 mg/m? followed by a final 4 hour and 20 minute exposure to a mean
concentration of 69 mg/m? of H-24678. Five of 6 rats died within 2 days of the last exposure.
Clinical signs of toxicity observed immediately following the last exposure included: red nasal
discharge, irregular respiration, and lethargy. The day following the last exposure lung noise and
severe weight loss were also observed.

- Based on the above information, exposure concentrations of 0.2, 2, and 20 mg/m? were chosen

for the 2-week inhalation study described in this report.

STUDY DESIGN

Four groups of 15 male rats each were exposed to concentrations of H-24678 targeted to 0, 0.2,
2, or 20 mg/m3. All rats were exposed nose-only for 6 hours per day for a total of 9 exposures.

The first 10 rats per group were designated for standard toxicity testing. Immediately following
the last exposure, collection of an overnight urine specimen was initiated for each rat. On the
day following the last exposure, blood samples were collected for clinical analyses from each
standard toxicity rat, and 5 rats per group were sacrificed for anatomic pathology examination.
All remaining rats were allowed to recover for a 15-day period. At the end of the recovery
period, standard toxicity rats were fasted overnight, blood and urine samples were collected for
clinical analyses from each rat, and all surviving standard toxicity rats were sacrificed for
anatomic pathology examination.

The remaining 5 rats per group were designated for total fluorine analysis sampling. Blood for
total fluorine analysis was collected from each rat during the exposure phase on test days 0, 3,
and 9, and during the recovery period on test days 14 and 24. Selected blood samples were
subsequently analyzed for fluorine, and the remaining samples were saved for possible future
analysis. At the end of the recovery period, all rats were sacrificed without further examination.

All rats were weighed and individually observed for clinical signs of toxicity throughout the
exposure period. Group clinical signs were observed during each exposure. In addition, the

- 13-
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alerting response to an auditory stimulus was checked before and during each exposure. After
each exposure, rats were checked for the alerting response to an auditory stimulus prior to
removal from restrainers and were observed for clinical signs immediately after they were
returned to their cages. - Surviving rats were wei ghed and individually observed for clinical signs

. of toxicity throughout the recovery period.

MATERIALS AND METHODS

A. Test Substance

The test substance, H-24678, was supplied by the sponsor a
The test substance was expected

no evidence of instability was observed.

to be stable throughout the exposure phase of the study;

B. Animals

A total of 63 male CrI:CD®(SD)IGS BR rats was received from Charles River Laboratories, Inc.,
Raleigh, North Carolina. The rats were approximately 6 weeks old on the day of arrival.

Rats have historically been used in safety evaluation studies for inhalation toxicity testing. The
CrI:CD®(SD)IGS BR rat was selected based on consistently acceptable health status and on
extensive experience with the strain at Haskell Laboratory. '

C. Animal Hasbandry
1. Temporary Animal Identification and Quarantine

Upon arrival, each rat was assi gned a temporary, 1- to 2-digit identification number. Rats were
quarantined for 7 days prior to test initiation. During the quarantine period rats were wei ghed
and observed 3 times for clinical signs of disease.

2. Housing
Rats were housed singly in stainless steel, wire-mesh cages suspended above cage boards.
3. Animal Room Environment

Animal rooms were maintained on a timer-controlled, 12-hour light/12-hour dark cycle.
Environmental conditions of the rooms were targeted to be within a temperature range of

23 +1°C and a relative humidity range of 50 + 10%. Excursions outside of these ranges were of
insufficient magnitude and/or duration to have adversely affected the validity of the study.

-14-
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4. Animal Selection and Permanent Identification

Prior to the end of the quarantine period, rats were assigned to 4 groups of 15 male rats each.
Rats were divided into groups with the aid of a computerized, stratified, randomization program,
so that mean body weights for each group were similar. Rats were approximately 8 weeks old
and weighed between 231 and 276 grams at the start of the exposures.

Upon grouping, each rat was assj gned a unique 6-digit animal number. Following grouping, a
3-digit identification number was tattooed onto the tail of each rat.

Rats that were not assi gned to a test group were sacrificed by carbon dioxide asphyxiation and
discarded without anatomic pathology evaluation.

5. Feed and Water

Except during exposure, tap water was available ad libitum. PMI® Nutrition International, LLC
Certified Rodent LabDiet® 5002 was available ad Iibitum except during exposure and fasting
periods prior to necropsy.

6. Health Monitoring Program

As specified in the Haskell Laboratory animal health and environmental monitoring program, the
following procedures are performed periodically to ensure that contaminant levels are below
those that would be expected to impact the scientific integrity of the study:

* Water samples are analyzed for total bacterial counts, and the presence of coliforms, lead,
and other contaminants.

* Feed samples are analyzed for total bacterial, spore, and fungal counts.

* Samples from freshly washed cages and cage racks are analyzed to ensure adequate sanitation
by the cagewashers.

Certified animal feed is used, guaranteed by the manufacturer to meet specified nutritional

requirements and not to exceed stated maximum concentrations of key contaminants, including

-15-
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D. Inhalation Exposure System
(Figure 1)

1. Atmosphere Generation

Chamber atmospheres were generated by nebulization of the test substance in air with a Spraying
Systems Nebulizer. The test substance was metered into the nebulizer with a Harvard Apparatus
model 22 Syringe Infusion Pump. Fiitered, high-pressure air, metered into the nebulizer by a
Brooks model 5878 Mass Flow Controllers, atomized the test substance and carried the resulting
atmosphere through a cyclone, through a glass flow-splitter, and into the exposure chamber. The
flow splitter diverted aerosol to the hood exhaust to reduce the amount of test material reaching
the exposure chamber. Dilution air, metered into the chamber by a Brooks model 5878 Mass
Flow Controller, helped to evenly distribute the test substance throughout the exposure chamber.
The infusion pump and mass flow controllers were controlled and monitored by the Camile
Inhalation Toxicology Automated Data System (CITADS). Fine control of the chamber
concentration was accomplished by varying the test substance feed rate to the nebulizer.

Test atmospheres were exhausted through an MSA filter cartridge prior to discharge into the
fume hood.

2. Chamber Construction and Design

All exposure chambers were constructed of stainless steel and glass (NYU style) with a nominal
internal volume of 150 L. A polycarbonate baffle at the chamber inlet promoted uniform
chamber distribution of the test atmosphere.

3. Exposure Mode

During exposure, animals were individually restrained in perforated stainless steel cylinders with
conical nose pieces. The restrainers were inserted into a polymethylmethacrylate faceplate which
was attached to the exposure chamber so that the nose of each animal protruded into the exposure
chamber. Before the start of the exposure phase, animals were placed in restrainers on 2 separate -
days for approximately 15 minutes each day to acclimate the animals to the restrainers.

E. Characterization of Chamber Atmosphere
1. Test Substance Sampling and Analysis

The atmospheric concentration of H-24678 was determined by gravimetric analysis at

approximately 60-minute intervals during each exposure. The control chamber was sampled

. once during the study. Known volumes of chamber atmosphere were drawn from the breathing
zone of the animals through a 25 mm filter cassette that contained a pre-weighed Gelman glass

fiber (Type A/E) filter. The filters were wei ghed on a Cahn model C-30 or C-31 Microbalance®.

The filter weights were automatically transferred to CITADS, which calculated the chamber

concentrations based on the difference in pre- and post-sampling filter weights divided by the

- 16-
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volume of chamber atmosphere sampled. Gravimetric sample start- and stop-times for each
sample were controlled and recorded by CITADS.

2. Particle Size Determination

Samples to determine the aerosol particle size distribution (mass median aerodynamic diameter
and geometric standard deviation) were taken once per week in the 2 and 20 mg/m? chambers
with a Sierra® Series 210 Cyclone Preseparator/Cascade Impactor and Sierra® Series 110
Constant Flow Air Sampler.” On the last exposure day of the study, the aerosol particle size in
all 3 chambers was measured in duplicate with a QCM Impactor.”> The QCM uses piezo-crystal
sensors and allows measurement of a small mass of aerosol. The QCM sensitivity was needed to
measure the particle size in the 0.2 mg/m3 test chamber.

3. Environmental Monitoring

Chamber airflows were set at the beginning of each exposure to achieve at least 12 air changes
per hour and were monitored continually with a calibrated Brooks model 5878 Mass Flow
Controller. Chamber temperature was targeted at 23 + 2°C and was measured with an Omega
type J Thermocouple Thermometer. Chamber relative humidity was targeted at 50 + 10% and
was measured with Jumo model PT100 wet-bulb/dry-bulb resistance temperature detectors.
Airflow, temperature, and relative humidity were monitored continually with the CITADS and
recorded at 15-minute intervals during each exposure. On 3 occasions, the relative humidity was
not measured in one or more chambers over periods of 15 minutes to approximately 2 hours due
to sensor problems. Based on the overall stability of the relative humidity measurements over the
duration of the study, the inability to measure humidity over these 3 periods was considered not
to have an effect on the study outcome. Chamber oxygen concentration was targeted to be at
least 19%. Chamber oxygen concentration was measured with a Biosystems model 3100R
Oxygen Analyzer and was recorded 3 times during each exposure.

F. Body Weights and Clinical Observations

During the exposure phase of the study, all rats were weighed on exposure days and individually
observed for clinical signs of toxicity before and after each exposure. Group clinical
observations were made during exposures. In addition, rats were checked for an alerting
response to an auditory stimulus prior to each exposure, approximately every 2 hours during each
exposure, and after each exposure. During the recovery period, all remaining rats were weighed
and individually observed twice per week.

G. Blood Fluorine Analysis

Blood for total fluorine analyses was collected (0.5 to 1 mlL) from 5 rats per group on the
afternoons of test days 0, 3 and 9. Blood was also taken during the recovery period on test
days 14 and 24. The blood samples were frozen for total fluorine analysis as needed. Whole
blood was analyzed for fluorine in rats exposed to 20 mg/m? of H-24678 and sampled
immediately after exposure on test days 0, 3, and 9, and after a 15-day recovery period (test
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day 24). Whole blood from the remaining groups was analyzed on test day 9, the last day of
exposure. Unanalyzed samples were stored for possible future fluorine analysis.

The total fluorine content of the blood samples was determined using a Wickbold torch
combustion method followed by analysis with a fluoride ion selective electrode. ¥ The liquid
whole blood was decomposed or volatilized in the presence of wet oxygen and swept through an
oxy-hydrogen flame in a closed quartz apparatus. The combustion products were collected in an
aqueous absorbing solution and analyzed using a fluoride ion selective electrode.

H. Clinical Pathology Evaluation

A clinical pathology evaluation was conducted on all rats designated for standard toxicity testing
approximately 10 days after initiation of the study. The day before collection of samples for the
clinical pathology evaluation, the animals were placed in metabolism cages. These animals were
fasted overnight (approximately 16 hours) and urine was collected from each animal. Blood
samples for hematology and clinical chemistry measurements were collected from the orbital
sinus of each animal while the animal was under light carbon dioxide anesthesia. Blood samples
for fluoride analysis were collected at sacrifice from the abdominal vena cava of each animal
while the animal was under carbon dioxide anesthesia. Additional blood collected from the
vena cava was placed in a serum tube, processed to serum, and frozen at -80°C. Serum was
discarded without analysis because further tests were not required to support experimental
findings. Bone marrow smears were prepared at sacrifice from all surviving animals. Bone
marrow smears were stained with Wright’s stain and coverslipped, but analysis was not
necessary to support experimental findings.

1. Hematology

Blood samples were evaluated for quality by visual examination prior to analysis. Complete
blood counts, including reticulocytes, were determined on a Bayer® Advia 120 hematology
analyzer or determined from microscopic evaluation of the blood smear. Wright-stained blood
smears from all animals were examined microscopically for confirmation of automated results
and evaluation of cellular morphology. Blood smears, stained with new methylene blue, were
prepared from each animal undergoing a hematology evaluation but were not needed for

examination.

The following hematology parameters were determined:

red blood cell count platelet count

hemoglobin white blood cell count

hematocrit differential white blood cell count
mean corpuscular volume microscopic blood smear examination

mean corpuscular hemoglobin

mean corpuscular hemoglobin concentration
red cell distribution width

absolute reticulocyte count
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2. Clinical Chemistry

Serum clinical chemistry parameters were determined on a Roche Diagnostics (BMC)/Hitachi®
717 clinical chemistry analyzer. Plasma fluorides were determined usin g aphil2 pH meter and a
fluoride-selective electrode.

The following clinical chemistry parameters were determined:

aspartate aminotransferase glucose
alanine aminotransferase total protein
sorbitol dehydrogenase albumin
alkaline phosphatase globulin
total bilirubin calcium
urea nitrogen inorganic phosphorus
creatinine sodium
cholesterol potassium
triglycerides chloride
fluoride®

3. Urinalysis

Urine volume was measured. Urine fluorides were determined using a phil2 pH meter and a
fluoride-selective electrode.

The following urinalysis parameters were determined:

volume fluoride®

4, Recovery

Clinical pathology evaluation including hematology, clinical chemistry, and plasma and urine
fluoride were performed at the end of the recovery period (test day 24) according to the methods
detailed above.

L Anatomic Pathology Evaluation

Male rats were exposed to the test substance for 2 weeks (total of 9 exposures for

6 hours/exposures). Ten animals per group were exposed to the following: air only (Control
Group I) and to H-24678 at 0.2 mg/m? (Low Exposure Group III), 2 mg/m3 (Intermediate
Exposure Group V), and 20 mg/m?* (High Exposure Group VII). Five animals per group were
sacrificed and necropsied following the last exposure (test day 10 sacrifice). Another 5 animals

Fluoride determination was analyzed on EDTA plasma.
Fluoride determination was analyzed from urine with EDTA added.
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per group were allowed to recover and were sacrificed and necropsied on the 15™ day of recovery
(test day 24 sacrifice).

Rats were euthanatized by carbon dioxide anesthesia and exsan guination. Gross examinations
were performed on all rats.

The following tissues were collected from the standard toxicity study rats.

Digestive System Respiratory System Nervous System
liver lungs brain (3 cross sections)
esophagus trachea spinal cord (3 cross sections)
stomach nose (4 cross sections)  peripheral nerve (sciatic)
duodenum pharynx/larynx
jejunum Musculoskeletal System
ileum Cardiovascular System  sternum
cecum heart
colon Reproductive System
rectum Hematopoietic System  testes
pancreas spleen epididymides

thymus prostate

Urinary System
kidneys

.., urinary bladder

mesenteric lymph node
bone marrow”

Endocrine System
thyroid gland

seminal vesicles

Miscellaneous
eyes (including optic nerve)
gross observations

parathyroid glands
adrenal glands

a  Bone marrow was collected with the sternum.

The liver, kidneys, lungs, brain, and testes were weighed at necropsy, and organ weight/final
body weight and organ weight/brain weight ratios were calculated. Final body weights
determined just prior to necropsy were used in the assessment of organ weight changes.

Gross lesions which were diagnosed at necropsy and for which microscopic examination was not
appropriate (e.g., fluid accumulation, ruffled fur, missing anatomic parts) were generally not
collected. Gross lesions for which a microscopic diagnosis would not be additive (e.g.,
osteoarthritis, pododermatitis, chronic dermatitis of the tail, urinary calculi, and deformity of the
teeth, toe, tail, or pinna) were saved but were generally not processed for microscopic evaluation.

Testes, epididymides, and eyes were fixed in Bouin's solution. All other tissues were fixed in
10% neutral buffered formalin. Processed tissues were embedded in paraffin, cut at a nominal
thickness of 5 micrometers, stained with hematoxylin and eosin (H&E), and examined
microscopically.
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g All collected tissues from the test day 10 sacrifice rats in the control and hi gh exposure groups
were processed and received a full histopathological examination. Liver, kidneys, lungs,
pharynx/larynx, testes and nose from the test day 10 sacrifice rats in the low and intermediate
exposure groups (Il and V) and from the test day 24 sacrifice standard toxicity rats in the control
and high exposure groups (I and VII) were processed and examined microscopically.

The key to the pathology lesion grading system used in this study can be found within the
pathology tables and appendices.
J. Statistical Analyses
Significance was judged at p < 0.05.
Method of Statistical Analysis
If preliminary test is not If preliminary test is

Parameter Preliminary Test significant significant

Exposure Concentration
Data None Descriptive statistics (e.g., mean, standard deviation)

Environmental Data

Blood Fluorine Analysis None Student’s T-test®

Sequential application” of .
Test for lack of trend® the Jonckheere-Terpstra Pr«_slm_nnary tests‘ for
® pairwise comparison
. trend test

Body Weight oR®

2 Body Weight Gain Levene’s test for

Organ Weight © ) One-way analysis of Kruskal-Wallis test'?

homogeneity"” and . ) . . .
. . (10 variance™” followed with | followed with Dunn's
Shaper*Wllk test for ' an 13
.. b Dunnett's test test
normality :
Incidence of Clinical None Cochran-Armitage test for trend®*
Observations
ig;g‘eeggie:t(gf)o;n d One-way analysis of Kruskal-Wallis test'?
Clinical Pathology® genelty (10) variance® followed with | followed with Dunn's
Shapiro-Wilk test* " for , an a3)
. b Dunnett's test test
normality

a  Pairwise comparisons and associated preliminary tests were only conducted if the test for lack of trend was
significant.

b If the Shapiro-Wilk test was not significant but Levene's test was significant, a robust version of Dunnett's test
was used. If the Shapiro-Wilk test was significant, Kruskal-Wallis test was followed by Dunn’s test.

¢ Ifthe incidence was not significant, but a significant lack of fit occurred, then Fisher’s Exact test® with a
Bonferroni correction was used.

d  When an individual observation was recorded as being less than a certain value, calculations were performed
on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05 was used for any calculations
performed with that bilirubin data.

?‘{m\\
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RESULTS AND DISCUSSION

In-Life Animal Measurements

A. Chamber Atmosphere Concentrations of H-24678 and Chamber Environmental
Conditions
(Tables 1-3, Appendices A-B)

'The mean chamber concentrations of H-24678 and chamber environmental conditions during the
exposures are located in Tables 1 and 2, respectively. The mean, analytically determined, aerosol
concentrations for the 9 exposures were 0.22, 1.9 and 20 mg/m? for target concentrations of 0.2,
2, and 20 mg/m3, respectively. Targeted concentrations are used throughout this report. No
aerosol was detected in the control chamber. The mass median aerodynamic equivalent diameter
of the H-24678 aerosol measured in the test atmospheres ranged from 0.90 to 2.1 pm.

The chamber oxygen concentrations were 21% in all chambers. The daily mean relative
humidities for the chambers ranged from 36 to 67%, and the daily mean temperatures ranged
from 19 to 25°C. Although in some cases the relative humidity and temperature measurements
were slightly out of range, these deviations were minor and were not expected to affect the study
outcome.

B. Body Weights and Clinical Observations
(Tables 4-6, Figure 2, Appendices C-D)

The mean body weights of male and female rats exposed to H-24678 were not statistically
different from those of the control rats during the overall course of the study. There was a
slightly depressed weight gain on test day 7 in the 20 mg/m?3 group but the group body weights
were not statistically different from those of the controls.

Nasal and ocular discharges were observed in many rats, including controls, immediately after
exposure. This is a frequent observation in inhalation studies where rats are exposed in
restrainers, and is not considered to be deleterious.

During the study there were no notable clinical observations that may have been related to the
test treatment.
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Blood Fluorine Analysis

A. Blood Fluorine Analysis
(Table 7, Appendix E)

Small amounts of fluorine (approximately 2 ppm), sli ghtly above background (approximately
1.3 ppm in controls at test day 9), were detected in the blood of rats in the 20 mg/m3 group on
test days 0, 3, and 9 (compared to test day 9 control data) indicating the presence of the test
compound or its metabolites. No above-background fluorine was detected in rats exposed at this
concentration after the 2-week recovery period (test day 24) compared to the test day 24 control
group. No fluorine was detected above background levels in the 0.2 and the 2 mg/m3 groups on
test day 9 (the last day of the exposure period).

Clinical Pathology Evaluation

A. Hematology
(Table 8, Appendix F)

There were no treatment-related or statistically significant changes in hematologic parameters in
rats exposed to H-24678.

B. Clinical Chemistry
(Table 9, Appendix F)

There were no adverse changes in clinical chemistry parameters in male rats exposed to
H-24678. The following statistically significant and/or treatment-related change in mean clinical
chemistry parameters were considered to be non-adverse or not related to exposure to the test
compound:

*  Urea nitrogen was minimally decreased in males exposed to 20 mg/m? after 10 days of
treatment, and at the end of the recovery period (test days 10 and 24). At both time-points,
urea nitrogen concentrations in males exposed to 20 mg/m? were generally within the range
of those in other groups, and similar to historical control values. There were no alterations in
other related clinical pathology parameters (urine volume, creatinine, phosphorus), and no
alterations in renal histopathology. Therefore, this change was unlikely to be related to
treatment. Regardless, minimally decreased urea nitrogen has no toxicologic significance,
and thus was considered non-adverse. :

* Albumin was minimally increased in males exposed to 0.2 mg/m3 on test day 10. There was
no dose-relationship to the response, so this change was considered to be unrelated to
treatment.
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C. Urine Volume
(Table 10, Appendix F)

There were no treatment-related changes in urine volume.

D. Plasma and Urine Fluoride

Exposure to H-24678 did not result in changes in plasma or urine fluoride.

E. Conclusions

In conclusion, exposure of male rats to 20 mg/m? H-24678 did not result in adverse changes in
clinical pathology parameters. Therefore, under the conditions of this study and for the clinical
pathology parameters measured, the no-adverse-effect level for male rats was 20 mg/m3
H-24678, the highest exposure in this study.

Anatomic Pathology Evaluation

A. Mortality
(Tables 15-16)

There were no compound-related deaths in this study.

B. Organ Weights
(Tables 11-12, Appendix G)

There were no compound-related organ weight effects at either sacrifice in animals exposed to
H-24678. There were no statistically significant organ weight changes at the test day 10
sacrifice. Higher mean absolute liver weight than control in high exposure group rats from the
test day 24 sacrifice was attributed to higher final body weight in that group.

C. Gross Observations
(Tables 13-14, Appendix H)

There were no compound-related gross observations in this study. Discoloration of the lung was
observed in 1 high exposure rat from the test day 24 sacrifice. This observation was not
considered to be compound-related because there was no corresponding microscopic lesion in
this rat. Other gross observations occurred in low incidences and were randomly distributed
across control and treatment groups.
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CONCLUSIONS

Four groups of 15 male rats each were exposed to concentrations of H-24678 aerosol targeted to
0.2, 2, or 20 mg/m3 (actual mean concentrations were 0.22, 1.9, and 20 mg/m?3). The mass
median aerodynamic equivalent diameter of the aerosols ranged from 0.90 to 2.1 um. All rats
were exposed nose-only for 6 hours per day for a total of 9 exposures over a 2-week period. A
similarly comprised control group of 15 male rats was simultaneously exposed to air only.

No deleterious effects were observed in clinical observations during the exposure or recovery
periods, and body weights were similar in test and control rats. Clinical pathology evaluations,
including fluoride measurements, showed no effects in urine, hematology, or blood chemistry
parameters as a result of exposure to H-24678.

Small amounts of fluorine (approximately 2 ppm), slightly above background, were detected in
the blood of rats in the 20 mg/m? group on test days 0, 3, and 9 (compared to test day 9 control
data) indicating the presence of the test compound or its metabolites. No above-background
fluorine was detected in rats exposed at this concentration after the 2-week recovery period (test
day 24) compared to the test day 24 control group. No fluorine was detected above background
levels in the 0.2 and the 2 mg/m? groups on test day 9 (the last day of the exposure period).

Weight analysis of the major organs showed no effects attributable to the test substance.
Histological findings were confined to the respiratory tract. There were no adverse effects in any
other evaluated organs. Compound-related microscopic observations were present in the lungs
and larynx of test day 10 sacrifice rats at concentrations of 2 and 20 mg/m3. Inflammation in the
lungs, characterized by mixed inflammatory cells within scattered alveolar lumina was observed
at 2 mg/m?in 1 of 5 rats and at 20 mg/m? in 3 of 5 rats. In addition, minimal to mild squamous
metaplasia of the mucosa lining the ventral floor of the larynx was observed at 2 mg/m3 in 4 of

5 rats and at 20 mg/m3 in 5 of 5 rats.

There were no compound-related microscopic lesions observed in test day 24 sacrifice rats,
indicating the reversibility of compound-related lesions in the lung and larynx.

The no-observed-effect level (NOEL) for this study is defined as the hi ghest concentration at
which no toxicologically important effects attributable to the test substance were detected. Thus
for this study, the NOEL is equivalent to the NOEL as defined by the United States
Environmental Protection Agency (1985) and to the no-observed-adverse-effect level (NOAEL)
as defined by the European Union (1994).

Based on the above findings in the respiratory tract of rats exposed to H-24678 for 2 weeks, the
NOEL for repeated inhalation exposure was 0.2 mg/m3.
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RECORDS AND SAMPLE STORAGE

A sample of the test substance was collected for archive purposes and retained at Haskell
Laboratory, Newark; Delaware. Specimens (if applicable), raw data; and the final report will be
retained at Haskell Laboratory, Newark, Delaware, or at Iron Mountain Records Management,
Wilmington, Delaware (formerly known as the E.I du Pont de Nemours and Company Records

Management Center).
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TABLES
EXPLANATORY NOTES
ABBREVIATIONS:
Chamber Concentrations of H-24678
Chamber Environmental Conditions
S.EM. - standard error of the mean
mg/m3 - milligrams per cubic meter
n - number of samples
Summary of Hematology Values
RBC - red blood cell count
HGB - hemoglobin
HCT - hematocrit
MCV - mean corpuscular volume
MCH - mean corpuscular hemoglobin
MCHC - mean corpuscular hemoglobin concentration
RDW - red cell distribution width
M ARET - absolute reticulocyte count
PLT - platelet count
WBC - white blood cell count
ANEU - absolute neutrophil (all forms)
ALYM - absolute lymphocyte
AMON - absolute monocyte
AEOS - absolute eosinophil
ABAS - absolute basophil
ALUC - absolute large unstained cell
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TABLES

EXPLANATORY NOTES (Continued)

ABBREVIATIONS (Continued):

Summary of Serum and Plasma Chemistry Values

AST - aspartate aminotransferase
ALT - alanine aminotransferase
SDH - sorbitol dehydrogenase
ALKP - alkaline phosphatase
BILI - total bilirubin
BUN - urea nitrogen
CREA - creatinine
CHOL - cholesterol
TRIG - triglycerides
GLUC - glucose
TP - total protein
ALB - albumin
GLOB - globulin
CALC - calcium
IPHS - inorganic phosphorous
NA - sodium
K - potassium
CL - chloride
PFLU - plasma fluoride

Summary of Urinalysis Values
VOL - volume
UFLU - urine fluoride
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TABLES

EXPLANATORY NOTES (Continued)

NOTES:

Chamber Concentrations of H-24678

Particle Size Distribution of H-24678

Chamber Environmental Conditions

Values are reported to 2 significant figures.

Means and standard errors of the mean were calculated prior to rounding values.

Summary of Hematology Values

Summary of Serum and Plasma Chemistry Values

Summary of Urinalysis Values

When an individual observation was recorded as being less than a certain value, calculations
were performed on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05
was used for any calculations performed with that bilirubin data.
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TABLE 1

CHAMBER CONCENTRATIONS OF H-24678

DESIGN MEASURED CONCENTRATION®
CONCENTRATION (mg/m?)
(mg/m3) MEAN S.EM. RANGE n
0 0 b 0 1
0.2 0.22 0.011 0.15-0.26 9
2 1.9 0.13 1.2-26 9
20 | 20 0.38 18-22 9

a  Values represent the mean, standard error of the mean (S.E.M.), and range of the daily mean values obtained
‘from n exposures.
b Value not calculable from sample size.

TABLE 2

PARTICLE SIZE DISTRIBUTION OF H-24678

DESIGN MASS MEDIAN GEOMETRIC| % PARTICLES
CONCENTRATION |EXPOSURE|AERODYNAMIC STANDARD BY MASS

(mg/m?) NUMBER |DIAMETER (um) DEVIATION |<1 ym <3 pm <10 ym

0.2 92 2.1 2.1 16 68 ND°

2 4° 14 2.1 34 8 100

g° 0.90 1.7 58 98 100

9 1.0 1.7 50 98 ND

20 3P 0.90 1.9 52 93 100

7° 1.3 1.6 32 9 100

9 1.1 2.2 48 92 ND

a  Mean of 2 samples determined with QCM Impactor.
b Single sample determined with Sierra Impactor.
¢ ND = not determined.
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TABLE 3

CHAMBER ENVIRONMENTAL CONDITIONS

DESIGN RELATIVE
CONCENTRATION TEMPERATURE HUMIDITY AIRFLOW
(mg/m®)* (C) (%) Lmin) n
0 21-24 36 - 67 35 9
0.2 20-24 51-59 65 9
2 20-25 50 - 56 65 9
20 19 -24 37-50 50 9

a  Values represent the range of the daily mean values obtained from n exposures.
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TABLE 4

MEAN BODY WEIGHTS OF MALE RATS

MEAN BODY WEIGHTS (g)

Group I Group 1T Group V Group VII
DAYS ON TEST 0 mg/m3 0.2 mg/m3 2 mg/m? 20 mg/m?
EXPOSURE

0 255.1 255.1 254.6 256.4
10.3(15) 11.6(15) 9.9(15) 11.9(15)

1 253.2 252.0 254.1 255.0
11.8(15) 10.6(15) 10.1(15) 12.0(15)

2 257.0 257.6 259.0 256.7
11.6(15) 12.4(15) 10.5(15) 12.5(15)

3 260.4 259.8 262.0 259.3
12.5(15) 14.1(15) 10.7(15) 13.1(15)

4 261.3 264.0 264.3 261.6
12.9(15) 14.7(15) 10.9(15) 12.8(15)

6 2674 272.9 274.5 271.3
22.1(15) 16.3(15) 12.3(15) 14.8(15)

7 270.5 275.5 277.5 2734
17.0(15) 17.0(15) 13.4(15) 15.6(15)

8 2754 279.9 281.5 274.3
17.1(15) 18.2(15) 13.0(15) 15.6(15)

9 276.6 280.2 282.6 276.1
21.3(15) . 20.3(15) 13.8(15) 17.2(15)

10° 258.5 258.4 265.0 257.5
24.7(15) 23.6(15) 20.7(15) 16.7(15)
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TABLE 4 (Continued)

MEAN BODY WEIGHTS OF MALE RATS

MEAN BODY WEIGHTS (g)
Group I Group III Group V Group VII
DAYS ON TEST 0 mg/m? 0.2 mg/m3 2 mg/m3 20 mg/m3
RECOVERY
14 297.1 298.2 305.3 296.8
22.5(10) 23.6(10) 18.4(10) 19.5(10)
17 315.0 311.0 323.3 318.1
25.5(10) 30.9(10) 17.8(10) 19.7(10)
21 3384 334.6 343.2 3394
25.5(10) 31.4(10) 20.1(10) 22.2(10)
24 344.1 338.8 347.6 343.1
41.7(10) 41.1(10) 33.1(10) 22.2(10)
Data arranged as: Mean

Standard deviation (Number of values included in calculation)
There were no statistically significant differences from control at p < 0.05.

a  Weight losses due to fasting of rats prior to clinical pathology evaluation.
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TABLE 5

MEAN BODY WEIGHT GAINS OF MALE RATS

MEAN BODY WEIGHT GAINS (g)

Group I Group II Group V Group VII
DAYS ON TEST 0 mg/m3 0.2 mg/m3 2 mg/m3 20 mg/m3
EXPOSURE
0-1 -1.8 -3.1 -0.5 -1.4
4.4(15) 3.5(15) 4.4(15) 3.2(15)
1-2 3.7 5.6 4.9 1.7
3.1(15) 3.6(15) 3.6(15) 2.2(15)
2-3 3.4 22 3.0 2.6
2.1(15) 4.4(15) 3.0(15) 3.2(15)
3-4 1.0 4.2 2.3 23
4.8(15) 4.4(15) 2.5(15) 4.3(15)
4-6 6.0 8.9 10.2 9.7
12.5(15) 3.5(15) 4.9(15) 3.9(15)
6-7 32 2.7 3.1 2.1
8.2(15) 2.3(15) 3.4(15) 3.3(15)
7-8 4.9 4.4 4.0 0.9#
3.6(15) 2.5(15) 2.5(15) - 2.1(15)
8-9 1.2 0.2 1.0 1.8
5.6(15) 4.6(15) 2.3(15) 3.5(15)
9-10° -18.0 -21.8 -17.6 -18.6
13.7(15) 11.7(15) 13.1(15) 13.2(15)
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TABLE 5 (Continued)

MEAN BODY WEIGHT GAINS OF MALE RATS

MEAN BODY WEIGHT GAINS (g)

Group 1 Group III Group V Group VI
DAYS ON TEST 0 mg/m3 0.2 mg/m3 2 mg/m?3 20 mg/m3
RECOVERY
10- 14 35.1 35.8 35.2 33.7
7.3(10) 11.2(10) 8.4(10) 15.1(10)
14-17 17.9 12.8 18.0 21.3
4.3(10) 11.5(10) 3.5(10) 6.2(10)
17-21 234 23.6 19.9 213
2.6(10) 6.0(10) 4.3(10) 6.2(10)
21-24 5.7 4.2 4.4 3.7
18.7(10) 15.6(10) 15.5(10) 16.8(10)
OVERALL
0-10 34 33 10.4 1.1
17.0(15) 16.2(15) 14.5(15) 9.5(15)
10 - 24 82.0 76.3 77.4 80.0
16.0(10) 18.7(10) 14.1(10) 12.3(10)
0-24 874 82.1 91.2 84.6
34.8(10) 34.5(10) 28.2(10) 18.2(10)
Data arranged as: Mean

Standard deviation (Number of values included in calculation)
#  Statistically significant difference from control at p < 0.05 by Jonckheere-Terpstra trend test.

a  Weight losses due to fasting of rats prior to clinical pathology evaluation.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 7

SUMMARY OF BLOOD FLUORINE ANALYSIS

BLOOD FLUORINE (ppm)
Group I Group I Group V Group VI
DAYS ON TEST 0 mg/m3 0.2 mg/m? 2 mg/m? 20 mg/m3
0 ’ : : 1.6
0.05(5)
3 2 : : 2.1%
0.32(5)
9 1.3 1.4 14 2.0*
0.04(5) 0.22(5) 0.15(5) 0.11(5)
24 1.6 1.5
0.23(5) 2 2 0.13(5)

Data arranged as: Mean
Standard deviation (Number of values included in calculation)

*  Statistically sigiiificant difference from test day 9 control at p = 0.05 by Student’s T-test.

a  Samples not evaluated for this timepoint.

-40 -
Company Sanitized. Does not contain TSCA CBI



H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 8

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

TEST/ Group I Group II Group V Group VI
PERIOD 0 mg/m? 0.2 mg/m3 2 mg/m3 20 mg/m?
RBC (x10%puL)
DAY 10 6.98 7.16 7.30 7.18
0.27(10) 0.24(10) 0.31(10) 0.50(10)
DAY 24 7.38 7.32 7.47 7.42
0.19(5) 0.17(5) 0.28(4) 0.33(5)
HGB (g/dL)
DAY 10 14.8 15.1 15.1 15.0
0.4(10) 0.4(10) 0.5(10) 0.7(10)
DAY 24 15.3 15.3 15.0 14.8
0.3(5) 0.3(5) 0.5(4) 0.2(5)
HCT (%)
DAY 10 44.3 453 45.6 45.0
1.3(10) 1.2(10) 1.9(10) 2.4(10)
DAY 24 45.1 447 44.4 43.9
*‘ 0.6(5) 0.6(5) 1.8(4) 1.2(5)
MCYV (fl)
DAY 10 63.6 63.3 62.5 62.8
2.0(10) 2.1(10) 1.2(10) 2.2(10)
DAY 24 61.0 61.1 59.4 59.3
1.0(5) 1.2(5) 1.4(4) 2.9(5)
MCH (pg)
DAY 10 21.3 21.2 20.8 21.0
0.5(10) 0.7(10) 0.5(10) 0.8(10)
DAY 24 20.7 20.9 20.1 20.0
0.6(5) 0.5(5) 0.4(4) 1.1(5)
MCHC (g/dL)
DAY 10 335 334 332 334
0.4(10) 0.3(10) 0.3(10) 0.6(10)
DAY 24 33.9 34.2 34.0 33.7
0.7(5) 0.7(5) 0.4(4) 0.9(5)
RDW (%)
DAY 10 12.2 124 12.4 12.5
0.4(10) 0.5(10) 0.6(10) 0.4(10)
DAY 24 12.0 11.9 11.8 12.2
0.2(5) 0.3(5) 0.6(4) 0.4(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 8 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

TEST/ Group | Group III Group V Group VII
PERIOD 0 mg/m? 0.2 mg/m3 2 mg/m3 20 mg/m3
ARET (x10%uL)
DAY 10 180.5 210.0 207.8 198.0
36.9(10) 48.3(10) 19.9(10) 46.5(10)
DAY 24 234.3 228.3 2134 234.8
28.9(5) 33.8(5) 19.4(4) 26.7(5)
PLT (x10%uL)
DAY 10 1162 1183 1335 1217
173(10) 207(10) 93(10) 224(9)
DAY 24 1122 1189 1368 1319
188(3) 206(2) 58(4) 96(4)
WBC (x10%/uL)
DAY 10 14.89 13.87 13.47 13.51
2.35(10) 4.14(10) 2.34(10) 3.07(10)
DAY 24 10.72 10.48 10.03 10.18
1.44(5) 3.32(5) 1.58(4) 3.48(5)
ANEU (x10%pL)
DAY 10 2.02 1.50 1.64 1.79
0.83(10) 0.45(10) 0.40(10) 0.38(10)
DAY 24 1.92 1.67 1.57 1.88
0.46(5) 0.55(5) 0.51(4) 0.42(5)
ALYM (x10%uL)
DAY 10 12.28 11.75 11.23 11.02
1.62(10) 4.05(10) 2.24(10) 2.82(10)
DAY 24 8.34 8.40 8.09 7.83
1.25(5) 2.64(5) 1.17(4) 2.96(5)
AMON (x10%/pL)
DAY 10 0.27 0.32 0.30 0.30
0.15(10) 0.16(10) 0.13(10) 0.12(10)
DAY 24 0.25 0.21 0.14 0.22
0.11(5) 0.14(5) 0.03(4) 0.08(5)
AEOS (x10%/uL)
DAY 10 0.11 0.09 0.13 0.21
0.05(10) 0.05(10) 0.05(10) 0.19(10)
DAY 24 0.10 0.10 0.09 0.10
0.11(5) 0.05(5) 0.03(4) 0.05(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 8 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

TEST/ Group I Group Il Group V Group VI
PERIOD 0 mg/m3 0.2 mg/m? 2 mg/m3 20 mg/m?3
ABAS (x10%pL)
DAY 10 0.12 0.11 0.10 0.10
0.07(10) 0.04(10) 0.05(10) 0.05(10)
DAY 24 0.05 0.05 0.09 0.07
0.04(5) 0.03(5) 0.04(4) 0.03(5)
ALUC (x10%uL)
DAY 10 0.09 0.10 0.06 0.08
0.05(10) 0.05(10) 0.02(10) 0.03(10)
DAY 24 0.06 . 005 0.06 0.07
0.05(5) 0.02(5) 0.03(4) 0.05(5)
Data arranged as: Mean

Standard deviation (Number of values included in calculation)

There were no statistically significant differences from control at p < 0.05.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

TABLE 9

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group I Group Il Group V Group VI
PERIOD 0 mg/m3 0.2 mg/m? 2 mg/m3 20 mg/m3
AST (U/L)
DAY 10 94 94 94 103
10(10) 12(10) 15(10) 12(10)
DAY 24 100 95 87 90
12(5) 17(5) 11(5) 7(5)
ALT (U/L)
DAY 10 38 39 39 41
8(10) 7(10) 6(10) 5(10)
DAY 24 38 40 48 39
3(5) 5(5) 23(5) 6(5)
SDH (U/L)
DAY 10 12.1 114 12.4 12.5
3.4(10) 2.0(10) 3.8(10) 2.7(10)
DAY 24 12.2 13.1 12.5 15.0
4.7(5) 3.8(5) 2.2(5) 3.8(5)
ALKP (U/L)
DAY 10 227 258 249 261
18(10) 47(10) 57(10) 64(10)
DAY 24 219 213 185 219
30(5) 50(5) 31(5) 47(5)
BILI (mg/dL)
DAY 10 0.11 0.10 0.10 0.10
0.03(10) 0.03(10) 0.03(10) 0.04(10)
DAY 24 0.13 0.09 0.11 0.12
0.03(5) 0.03(5) 0.04(5) 0.05(5)
BUN (mg/dL)
DAY 10 16 16 15 13*
2(10) 2(10) 2(10) 2(10)
DAY 24 16 14 15 13*
2(5) 1(5) 1(5) 1(5)
CREA (mg/dL)
DAY 10 0.24 0.28 0.25 0.27
0.03(10) 0.05(10) 0.03(10) 0.05(10)
DAY 24 0.31 0.29 0.36 0.29
0.04(5) 0.05(5) 0.13(5) 0.03(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 9 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group I Group III Group V Group VI
PERIOD 0 mg/m? 0.2 mg/m3 2 mg/m?3 20 mg/m3
CHOL (mg/dL)
DAY 10 66 62 61 57
12(10) 12(10) 11(10) 12(10)
DAY 24 58 61 60 62
10(5) 6(5) 5(5) 14(5)
TRIG (mg/dL)
DAY 10 41 41 44 46
15(10) 13(10) 8(10) 13(10)
DAY 24 44 53 55 52
17(5) 21(5) 18(5) 26(5)
GLUC (mg/dL)
DAY 10 86 86 82 85
5(10) 6(10) 7(10) 4(10)
DAY 24 91 88 92 94
16(5) 12(5) 7(5) 6(5)
TP (g/dL)
DAY 10 6.1 6.2 6.1 6.1
) 0.2(10) 0.2(10) 0.3(10) 0.2(10)
DAY 24 6.5 6.4 6.3 6.3
0.2(5) 0.3(5) 0.4(5) 0.5(5)
ALB (g/dL)
DAY 10 4.1 4.3% 4.2 4.1
0.2(10) 0.1(10) 0.1(10) 0.2(10)
DAY 24 44 4.4 4.3 4.3
0.2(5) 0.2(5) 0.2(5) 0.2(5)
GLOB (g/dL)
DAY 10 2.1 2.0 2.0 2.0
0.1(10) 0.1(10) 0.2(10) 0.1(10)
DAY 24 2.1 2.0 2.0 2.0
0.1(5) 0.1(5) 0.2(5) 0.3(5)
CALC (mg/dL)
DAY 10 11.6 11.6 11.7 11.6
0.2(10) 0.3(10) 0.4(10) 0.3(10)
DAY 24 11.0 11.0 10.9 11.0
0.2(5) 0.6(5) 0.4(5) 0.4(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 9 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group 1 Group III Group V Group VI
PERIOD 0 mg/m3 0.2 mg/m3 2 mg/m? 20 mg/m3
IPHS (mg/dL)
DAY 10 10.5 10.7 10.9 10.5
0.5(10) 0.5(10) 0.6(10) 0.7(10)
DAY 24 10.2 9.2 9.6 9.7
0.6(5) 0.2(5) 0.9(5) 0.8(5)
NA (mmol/L)
DAY 10 148.5 149.2 149.4 150.0
2.2(10) 2.1(10) 1.9(10) 2.1(10)
DAY 24 147.3 147.1 147.2 148.4
1.3(5) 1.5(5) 1.2(5) 1.1(5)
K (mmol/L)
DAY 10 6.07 6.20 6.14 6.16
0.24(10) 0.39(10) 0.22(10) 0.42(10)
DAY 24 592 6.13 6.09 6.02
0.48(5) 0.46(5) 0.49(5) 0.25(5)
CL (mmol/L)
DAY 10 102.5 102.9 104.1 105.0
2.4(10) 3.8(10) 1.7(10) 2.8(10)
DAY 24 102.4 105.1 104.2 104.8
3.4(5) 2.5(5) 3.0(5) 1.5(5)
PFLU (pg/mL)
DAY 10 0.0 0.0 0.0 0.0
0.0(5) 0.0(5) 0.0(5) 0.0(5)
DAY 24 0.1 0.1 0.1 0.1
0.0(4) 0.04) 0.0(5) 0.0(5)

Data arranged as:

Mean

Standard deviation (Number of values included in calculation)

*  Statistically significant difference from control at p < 0.05 by Dunnett/Tamhane-Dunnett test.

£
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 10

SUMMARY OF URINALYSIS VALUES FOR MALE RATS

TEST/ Group I Group Il Group V Group VII
PERIOD 0 mg/m3 0.2 mg/m?3 2 mg/m? 20 mg/m3
VOL (mL)
DAY 10 7.2 7.9 9.3 9.3
3.6(10) 6.2(10) 3.3(10) 10.6(10)
DAY 24 5.2 8.1 9.3 10.8
3.7(5) 4.4(5) 3.1(5) 6.5(5)
UFLU (ug)
DAY 10 8.3 7.9 8.1 10.5
2.2(10) 2.4(10) 1.2(10) 4.8(10)
DAY 24 10.1 12.5 12.7 14.0
2.6(5) 4.4(5) 2.6(5) 2.8(5)
Data arranged as: Mean

Standard deviation (Number of values included in calculation)

There were no statistically significant differences from control at p<0.05.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685
TABLE 11
MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS
DAY 10 SACRIFICE
Group I Group III Group V Group VII -
0 mg/m3 0.2 mg/m3 2 mg/m3 20 mg/m?3
MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)
LIVER 8.241 7.898 8.145 7.384
1.209(5) 1.292(5) 0.515(5) 1.002(5)
KIDNEYS 2.296 2.315 2.240 2.335
0.179(5) 0.445(5) 0.245(5) 0.376(5)
LUNGS 1.504 1.606 1.554 1.572
0.224(5) 0.262(5) 0.138(5) 0.239(5)
BRAIN 1.890 1.934 1.870 1.912
0.106(5) 0.096(5) 0.100(5) 0.036(5)
TESTES 2.950 2.992 2.862 2.742
0.200(5) 0.213(5) 0.358(5) 0.403(5)
FINAL BODY WEIGHT (grams)
251.440 250.200 254.680 246.280
18.258(5) 18.931(5) 14.201(5) 15.327(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 11 (Continued)

MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS
DAY 10 SACRIFICE

Group I Group III Group V Group VII
0 mg/m3 0.2 mg/m3 2 mg/m3 20 mg/m?

MEAN RELATIVE ORGAN WEIGHTS ( % of body weight)

LIVER/ 3.269 3.146 3.197 2.996
FINAL BODY*100 0.339(5) 0.342(5) 0.046(5) 0.330(5)
KIDNEYS/ 0.913 0.921 0.878 0.947
FINAL BODY*100 0.027(5) 0.124(5) 0.055(5) 0.134(5)
LUNGS/ 0.600 0.642 0.611 0.637
FINAL BODY*100 0.092(5) 0.097(5) 0.057(5) 0.073(5)
BRAIN/ 0.754 0.776 0.735 0.778
FINAL BODY*100 0.060(5) 0.062(5) 0.025(5) 0.038(5)
TESTES/ 1.176 1.198 1.121 1.112
FINAL BODY*100 0.075(5) 0.071(5) 0.087(5) 0.128(5)
- 49 .
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 11 (Continued)

MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS
DAY 10 SACRIFICE

Group I Group I Group V Group VII
0 mg/m? 0.2 mg/m3 2 mg/m? 20 mg/m3

MEAN RELATIVE ORGAN WEIGHTS ( organ to brain weight ratio)

LIVER/BRAIN 435.438 407.488 435.622 386.133
54.098(5) 56.895(5) 12.933(5) 51.265(5)

KIDNEYS/BRAIN 121.614 119.407 119.535 121.908
9.622(5) 20.504(5) 7.755(5) 17.942(5)

LUNGS/BRAIN 79.378 82.699 83.078 82.141
8.140(5) 9.683(5) 5.215(5) 11.772(5)

TESTES/BRAIN 156.562 154.661 152.815 143.359
14.659(5) 7.589(5) 14.167(5) 20.667(5)

Data arranged as: Mean

Standard deviation (Number of values included in calculation)

There were no statistically significant differences from control at p < 0.05.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 12
MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS
DAY 24 SACRIFICE
Group I Group Il Group V Group VII
0 mg/m3 0.2 mg/m3 2 mg/m? 20 mg/m?

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)

LIVER 9.082 9.366 10.376 10.477#
0.961(4) 1.297(4) 0.404(5) 0.975(5)
KIDNEYS 2.644 2.636 2.761 2.855
0.246(4) 0.2044) 0.219(5) 0.243(5)
LUNGS 1.623 1.633 1.840 1.695
0.201(4) 0.204(4) 0.264(5) 0.131(5)
BRAIN 1.991 1.949 1.976 2.023
0.027(4) 0.052(4) 0.072(5) 0.114(5)
TESTES 3.244 2.813* 3.209 3.177
0.177(4) 0.150(4) 0.261(5) 0.258(5)
FINAL BODY WEIGHT (grams)
310.600 316.900 321.560 339.160#
13.849(4) 33.900(4) 11.341(5) 22.606(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 12 (Continued)

MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS

DAY 24 SACRIFICE
Group 1 Group HI Group V Group VII
0 mg/m3 0.2 mg/m? 2 mg/m3 20 mg/m?3

MEAN RELATIVE ORGAN WEIGHTS ( % of body weight)

LIVER/ 2.923 2.952 3.231 3.085
FINAL BODY*100 0.263(4) 0.201(4) 0.186(5) 0.111(5)
KIDNEYS/ 0.851 0.835 0.858 0.844
FINAL BODY*100 0.065(4) 0.067(4) 0.056(5) 0.081(5)
LUNGS/ 0.523 0.517 0.573 0.502
FINAL BODY*100 0.065(4) 0.055(4) 0.087(5) 0.064(5)
BRAIN/ 0.642 0.620 0.616 0.599
FINAL BODY*100 0.036(4) 0.066(4) 0.044(5) 0.056(5)
TESTES/ 1.047 0.893 0.997 0.942
FINAL BODY*100 0.103(4) 0.070(4) 0.064(5) 0.123(5)
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

TABLE 12 (Continued)

MEAN FINAL BODY AND ORGAN WEIGHTS FROM MALE RATS

DAY 24 SACRIFICE
Group I Group III Group V Group VI
0 mg/m3 0.2 mg/m? 2 mg/m3 20 mg/m3

MEAN RELATIVE ORGAN WEIGHTS ( organ to brain weight ratio)

LIVER/BRAIN 456.224 481.160 525.254 519.153
47.919(4) 71.330(4) 19.394(5) 53.128(5)

KIDNEYS/BRAIN 132.855 135.373 139.973 141.244
12.579(4) 12.688(4) 14.129(5) 10.200(5)

LUNGS/BRAIN 81.485 83.779 92.973 83.911
9.862(4) 10.007(4) 11.872(5) 6.893(5)

TESTES/BRAIN 162.866 144.282 162.765 157.389
6.801(4) 5.310(4) 17.763(5) 14.494(5)

Data arranged as: Mean

Standard deviation (Number of values included in calculation)

#  Statistically significant difference from control at p < 0.05 by trend test (Jonckheere-Terpstra).
*  Statistically significant difference from control at p < 0.05 by parametric test (Dunnett/Tamhane-Dunnett).
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

DAILY CHAMBER CONCENTRATIONS

EXPLANATORY NOTES

ABBREVIATIONS:

S.D. - standard deviation
mg/m?® - milligrams per cubic meter
n - number of samples
FOOTNOTES:
a Chamber not sampled on this day.
b Value not calculable from sample size.

NOTES:

Values are reported to 2 significant figures.
Means and standard deviations were calculated prior to rounding values.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

DAILY CHAMBER ENVIRONMENTAL CONDITIONS

EXPLANATORY NOTES

ABBREVIATIONS:

n - number of observations

FOOTNOTES:
a Due to technical error, samples were not taken for approximately the first 2 hours of the

exposure.
b Due to technical error, false readings were omitted.

NOTES:

Values are reported to 2 significant figures.
Means and standard deviations were calculated prior to rounding values.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

INDIVIDUAL BODY WEIGHTS

EXPLANATORY NOTES
FOOTNOTES:

a  Weight losses due to fasting of rats prior to clinical pathology evaluation
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

Body Weight Body Weight Body Weight Body Weight

Individual Body Weights

Body Weight

Body Weight Body Weight

Body Weight Body Weight

g g g g g g g g g

Day 0 Day 1 Day 2 Day 3 Day 4 Day 6 Day 7 Day 8 Day 9
Male, I 0 mg/m3
662482 256.8 261.5 260.5 264.3 263.1 272.9 277.9 280.6 286.5
662483 274.2 271.7 273.9 276.6 278.9 292.8 291.1 295.4 297.1
662484 245.1 244.0 247.8 252.5 251.7 264.0 269.8 271.9 276.8
662485 246.6 251.9 257.6 261.0 261.4 270.3 272.7 276.8 273.5
662486 236.9 232.3 237.0 239.2 243.9 250.6 249.1 251.7 252.0
662487 252.1 242.1 242.9 246.4 249.0 254.9 256.0 262.4 262.5
662488 252.0 252.9 259.0 258.3 265.0 271.1 270.8 279.3 282.3
662489 252.1 249.5 251.2 254.3 258.8 261.6 264.2 262.4 263.9
662490 258.4 261.2 260.2 263.3 263.8 273.3 264.4 270.0 268.6
662491 242.4 236.1 240.3 239.3 242.9 248.2 253.7 255.9 254.5
662492 266.0 267.0 269.3 274 .4 273.4 284.0 283.9 287.7 290.7
662493 264.2 257.3 261.8 266.4 267.7 281.0 284.3 286.5 293.8
662494 264.6 262.7 273.3 277.1 281.1 291.0 293.7 301.5 307.0
662495 249.6 243.9 251.9 257.6 243.4 205.8 235.6 248.1 232.4
662496 265.3 264.5 267.9 274.7 275.8 289.0 290.9 300.8 306.7

Body Weight Body Weight Body Weight Body Weight Body Weight
g g g g g
Day 10 Day 14 Day 17 Day 21 Day 24
Male, I 0 mg/m?
662482 261.3
662483 276.4
662484 248.1
662485 243.0
662486 228.4
662487 233.4 276.6 289.3 309.5 299.4°
662488 253.6 297.0 314.6 338.3 321.7°
662489 238.7 278.3 292.7 318.7 310.2%
662490 243 .4 286.5 306. 330. 319.3°
662491 229.4 263.2 280.6 303.3 291.2°
662492 286.8 311.0 335.0 354.2 377.2
662493 290.7 321.3 340.7 368.0 394.2
662494 297.1 321.3 339.8 361.7 380.6
662495 250.9 286.7 297.6 323.2 342.6
662496 296.5 329.3 353. 376.4 404 .4
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

APPENDIX D

Individual Clinical Observations and Mortality Records
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685
Individual Clinical Observations and Mortality Records

Sex Group Animal Observation Days

M I 662482 General observation, No Abnormality Detected 0-4
Eye Observations, Bled via Orbital for Clin Path, Left 10
Hair Loss, Forelimb, Bilateral 6-10
Hair Loss, Forepaw, Bilateral 6-10
Sacrificed by design 10

M I 662483 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M I 662484 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M I 662485 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M I 662486 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M B 662487 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Accidentally killed 24

M I 662488 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M T 662489 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M I 662490 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Bilateral 24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 24

M I 662491 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M I 662492 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M I 662493 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M I 662494 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M I 662495 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M I 662496 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

-94 .-

Sompany Sanitized. Does not contain TSCA CBI



H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Clinical Observations and Mortality Records

Sex Group Animal Observation Days

M III 662497 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M III 662498 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M ITI 662499 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M III 662500 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M IIT 662501 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10

M III 662502 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Accidentally killed 24

M III 662503 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eyve Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M III 662504 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M IIT 662505 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M I11 662506 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24

M IIT 662507 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M IIT 662508 General observation, No Abnormality Detected 0-14,21-24
Discharge, Nose, Black 17
Sacrificed by design 24

M ITI 662509 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M III 662510 General observation, No Abnormality Detected 0-24
Sacrificed by design 24

M III 662511 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685
Individual Clinical Observations and Mortality Records
Sex Group Animal Observation Days
M v 662512 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M v 662513 General observation, No Abnormality Detected 0-9
Eye Observatiomns, Bled via Orbital for Clin Path, Left 10
Hair Loss, Forepaw, Bilateral 10
Sacrificed by design 10
M v 662514 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M v 662515 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M v 662516 General observation, No Abnormality Detected 0-10
) Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M v 662517 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10,24
Sacrificed by design 24
M \Y 662518 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M v 662519 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M \Y 662520 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M v 662521 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for ClinPath, Right 24
Sacrificed by design 24
M v 662522 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M v 662523 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M \Y 662524 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M \Y 662525 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M v 662526 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685
& B
k Individual Clinical Observations and Mortality Records
Sex Group Animal Observation Days
M VII 662527 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M VII 662528 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M VII 662529 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M VII 662530 General observation, No Abnormality Detected 0-10
Eve Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M VII 662531 General observation, No Abnormality Detected 0-10
Eye Observations, Bled via Orbital for Clin Path, Left 10
Sacrificed by design 10
M VII 662532 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M VII 662533 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M VII 662534 General observation, No Abnormality Detected 0-21
P iaicN Eye Observations, Bled via Orbital for Clin Path, Left 10
: Eye Cbservations, Bled via Orbital for Clin Path, Right 24
Hair Loss, Forepaw, Bilateral 24
Sacrificed by design 24
M VII 662535 General observation, No Abnormality Detected 0-24
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Sacrificed by design 24
M VII 662536 General observation, No Abnormality Detected 0-7
Eye Observations, Bled via Orbital for Clin Path, Left 10
Eye Observations, Bled via Orbital for Clin Path, Right 24
Hair Loss, Forelimb, Bilateral 8-24
Hair Loss, Forepaw, Bilateral 17-24
Sacrificed by design 24
M VII 662537 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M VII 662538 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M VIl 662539 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M VII 662540 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
M VIT 662541 General observation, No Abnormality Detected 0-24
Sacrificed by design 24
S
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

INDIVIDUAL ANIMAL BLOOD FLUORINE

EXPLANATORY NOTES
FOOTNOTES:

a Insufficient sample size for accurate analysis.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Blood Fluorine
Blood Fluorine Blood Fluorine Blood Fluorine Blood Fluorine
Ppm rpm ppm ppm
Day 0 Day 3 Day 9 Day 24

Male, Group I - 0 mg/m?

662492 1.3 1.6
662493 1.3 1.4
662494 1.3 1.8
662495 1.3 1.9
662496 1.4 1.4
Male, Group III - 0.2 mg/m?3
662507 1.3%
662508 1.3
662509 1.8
662510 1.5
662511 1.3

Male, Group V - 2 mg/m3

662522 1.4
662523 1.2
662524 1.5
662525 1.5
662526 1.6°%

Male, Group VII - 20 ng/m?3

662537 1.6 1.9 2.0 1.4
662538 1.5 2.0 2.0 1.4
662539 1.5 2.2 1.9 1.6
662540 1.6 2.6 2.1 1.6
662541 1.6 1.8 1.8 1.7
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

APPENDIX F

Individual Animal Clinical Pathology Data
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES
ABBREVIATIONS:
General:
ADEQ - adequate
CLOT - sample clotted
DECR - decreased
NSR -~ no sample received for testing
NT -~ not taken or not performed
OK - sample condition OR for testing
RNV -~ result not valid
UTD - unable to determine
< ~ less than
Individual Hematology Values:
COND - sample condition
RBC - red blood cell count
HGB - hemoglobin
HCT -~  hematocrit
MCV - mean corpuscular volume
MCH - mean corpuscular hemoglobin
MCHC -~ mean corpuscular hemoglobin concentration
RDW -~ 1red cell distribution width
ARET - absolute reticulocyte count
PLT - platelet count
WBC - white blood cell count
ANEU - absolute neutrophil (all forms)
ALYM -~ absolute lymphocyte
AMON - absolute monocyte
AEOS - absolute eosinophil
ABAS - absolute basophil
ALUC - absolute large unstained cell
Individual Red Blood Cell Morphology Values:
NORM -~ Normal
ANTS - anisocytosis
MIC - microcytes
MAC - macrocytes
POLY - polychromasia
HYPO - Thypochromasia
ECHI -~ echinocytes
ACAN - acanthocytes
TARG - Target cells
RX - rouleaux
H3B -~ Howell-Jolly body

- - not observed or not examined; see whole blood sample condition

Individual White Blood Cell / Platelet Morphology Values:

NORM -~ Normal

SM - Smudge white blood cells
TOX - toxic neutrophils

DB - Dohle bodies

VC -  vacuolated cytoplasm

BC -~ basophilic cytoplasm

PCE -~ platelet clumps / estimate

GP - giant platelets

BP - Dbizarre platelets

- - not observed or not examined; see whole blood sample condition
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)

ABBREVIATIONS: (Continued)
Individual Serum and Plasma Chemistry Values:
SHEM - serum hemolysis
SLIP - serum lipemia
SICT - serum icterus
AST -~ aspartate aminotransferase
ALT - alanine aminotransferase
SDH - sorbitol dehydrogenase
ALKP -~ alkaline phosphatase
BILI - total bilirubin
BUN -~ wurea nitrogen
CREA - creatinine
CHOL - cholesterol
TRIG - triglycerides
GLUC - glucose
TP - total protein
ALB -~ albumin
GLOB - globulin
CALC - calcium
IPHS -~ inorganic phosphorous
NA - sodium
K -~ potassium
CL, - chloride
PHEM - plasma hemolysis from blood sample for fluoride determination
PLIP -~ plasma lipemia from blood sample for fluoride determination
PICT ..~ plasma icterus from blood sample for fluoride determination
PFLU - plasma fluoride
Individual Urinalysis Values:
VOL - volume
UFLU -~ urine fluoride

NOTES:

When individual animal data are not reported, it may be due to one of the following reasons or
other reasons, all of which are explained in the study records:

the sample was clotted (CLOT)

there was insufficient sample for testing (QNS)
a valid result could not be obtained (RNV)

the sample was not suitable for testing

the animal died prior to sample collection

no sample was available for testing (NSR)

When an individual observation was recorded as being less than a certain value, calculations were
performed on half the recorded value. For example, if bilirubin was reported as <0.1, 0.05 was
used for any calculations performed with that bilirubin data.
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685
APPENDIX G
Individual Animal Final Body and Organ Weights
S Does not contain TSCACBI
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

APPENDIX H

Individual Animal Pathology Data
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

INDIVIDUAL ANIMAL PATHOLOGY DATA

KEY TO APPENDIX

LESION GRADING:

Histopathology changes are described according to their morphologic character, distribution and
severity. The distribution (extent of tissue involvement) is indicated, where appropriate, by
modifiers such as focal, multifocal, diffuse, unilateral, bilateral, etc. A severity score, if
appropriate, is also assigned as follows:

MINIMAL: The amount of change present barely exceeds that which is considered to be within
normal limits.

MILD: In general, the lesion is easily identified but of limited severity. The lesion
probably does not produce any functional impairment.

MODERATE : The lesion is prominent but there is significant potential for increased severity.
Limited tissue or organ dysfunction is possible.

SEVERE: The degree of change is either as complete as considered possible or great enough
in intensity or extent to expect significant tissue or organ dysfunction.

COMMENT :

Grades minimal through severe represent progressive involvement/severity along a continuum with
minimal lesions being the least severe and severe lesions being the most severe. While the
grades refer to the morphologic characteristics of lesions, they also indicate their relative
biologic significance.

Gross observations listing multiple masses for a tissue are distinguished with letters {(i.e., A,
b, ¢, d, etc.).
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: I Concentration: 0 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662482 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662483 Terminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, mild.
HEART :
CARDIOMYOPATHY, minimal.
PARATHYROID GLANDS :
MISSING.

No Microscopic Abnormality Observed
KIDNEYS, LUNGS, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, TRACHEA, ESOPHAGUS, PHARYNX/LARYNX,
EYE(S) WITH OPTIC NERVE, PROSTATE, SEMINAL VESICLES,
URINARY BLADDER, TESTES, EPIDIDYMIDES, STERNUM, NOSE

ORGANS NOT EXAMINED:
PARATHYROID GLANDS
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Group I
Animal Ref
662484

Individual Animal Pathology Data

Concentration: 0 mg/m? Sex: Males

Terminal Sacrifice

Killed on Day : 10

Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology

662485

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
FATTY CHANGE, MEDIAN CLEFT, minimal.

KIDNEYS

NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :

LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Terminal Sacrifice

Killed on Day : 10

.Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :

KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group I Concentration: 0 mg/m? Sex Males
Animal Ref Microscopic & Macroscopic Findings
662486 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLCN,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
HEART :
CARDIOMYOPATHY, minimal.
PROSTATE
INFLAMMATION, SUBACUTE/CHRONIC, minimal.

No Microscopic Abnormality Observed :

KIDNEYS, LUNGS, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC

e NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, ' PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
SEMINAL VESICLES, URINARY BLADDER, TESTES, EPIDIDYMIDES,
STERNUM, NOSE

662487 Accidentally Killed
) Duration of dosing-days: 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :

NEPHROPATHY, CHRONIC PROGRESSIVE, mild.
NOSE :

DEGENERATION, TRIGEMINAL NERVE, mild.

No Microscopic Abnormality Observed :
LUNGS, PHARYNX/LARYNX, TESTES
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

662488

662489

Individual Animal Pathology Data

I Concentration: 0 mg/m? Sex: Males

Terminal Sacrifice

Killed on Day : 24

Exposure Group : Recovery

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CCRD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE

Terminal Sacrifice

Killed on Day : 24

Exposure Group : Recovery

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: I Concentration: 0 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662490 Terminal Sacrifice

Killed on Day : 24
Exposure Group : Recovery )
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATTIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.
CYST, minimal.

No Microscopic Abnormality Observed :
LUNGS, PHARYNX/LARYNX, TESTES, NOSE

662491 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group 111 Concentration: 0.2 mg/m? Sex Males
Animal Ref Microscopic & Macroscopic Findings
662497 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCTIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
LUNGS, PHARYNX/LARYNX, TESTES, NOSE

662498 Terminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCTATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

fAM\ B
Individual Animal Pathology Data
Group: III Concentration: 0.2 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662499 Terminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
Histopathology :
LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
662500 Terminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy
f” ™. Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
wSCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :
LIVER :
MISSING.
NOSE :
INFLAMMATION, SUBACUTE/CHRONIC, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES

ORGANS NOT EXAMINED:
LIVER

TIM\
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group 11T Concentration: 0.2 mg/m? Sex Males
Animal Ref Microscopic & Macroscopic Findings
662501 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE

662502 Accidentally Killed
Duration of dosing-days: 24
Exposure Group : Recovery
Animal is signed off from necropsy

Grosd” Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662503 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

Individual Animal Pathology Data

Group: III Concentration: 0.2 mg/m3 Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662504 Terminal Sacrifice

Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662505 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662506 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: V Concentration: 2 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662512 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main )
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

TNFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
NOSE :

INFLAMMATION, SUBACUTE/CHRONIC, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES

662513 Texminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

662514

662515

Individual Animal Pathology Data

v Concentration: 2 mg/m? Sex: Males

Terminal Sacrifice

Killed on Day : 10

Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, TESTES, NOSE

Terminal Sacrifice

Killed on Day : 10

Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :
LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, minimal.

No Microscopic Abnormality Observed :
LUNGS, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group v Concentration: 2 mg/m? Sex Males
Animal Ref Microscopic & Macroscopic Findings
662516 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
LUNGS :
TNFLAMMATION, SUBACUTE/CHRONIC, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, minimal.

No Microscopic Abnormality Observed
KIDNEYS, TESTES, NOSE

662517 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

THYMUS :
DISCOLORATION, DARK, MOTTLED.

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662518 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
aAnimal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Company Sanitized. Does not contain TSCA CB
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: V Concentration: 2 mg/m3 Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662519 Terminal Sacrifice

Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

EPIDIDYMIDES :
DISCOLORATION, TAN, LEFT, TAIL, 3MM DIA..

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
STERNUM, NOSE

662520 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

662521 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCTATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: VII Concentration: 20 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662527 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

MISSING.
KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal .
LUNGS :
INFLAMMATION, SUBACUTE/CHRONIC, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, mild.

No Microscopic Abnormality Observed :
HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH, DUODENUM,
JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM, MESENTERIC
LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC NERVE, THYROID
GLAND, PARATHYROID GLANDS, TRACHEA, ESCPHAGUS, EYE(S) WITH
OPTIC NERVE, PROSTATE, SEMINAL VESICLES, URINARY BLADDER,
TESTES, EPIDIDYMIDES, STERNUM, NOSE

ORGANS NOT EXAMINED:
LIVER
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685
Individual Animal Pathology Data
Group: VII Concentration: 20 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662528 Terminal Sacrifice
Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy
Gross Pathology :
No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE
Histopathology :
LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :
HYDRONEPHROSIS, UNILATERAL, mild.
PHARYNX/LARYNX :
SQUAMOUS METAPLASIA, mild.
EYE(S) WITH OPTIC NERVE :
OPTIC NERVE NOT PRESENT.
No Microscopic Abnormality Observed :
LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, EYE(S) WITH OPTIC NERVE, PROSTATE,
SEMINAL VESICLES, URINARY BLADDER, TESTES, EPIDIDYMIDES,
STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

662529

Individual Animal Pathology Data

Concentration: 20 mg/m3 Sex: Males

Terminal Sacrifice

Killed on Day : 10

Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

LUNGS :

INFLAMMATION, SUBACUTE/CHRONIC, minimal.

PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, minimal.

No Microscopic Abnormality Observed

KIDNEYS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLCN, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, EYE({S) WITH OPTIC NERVE, PROSTATE,

SEMINAL VESICLES, URINARY BLADDER, TESTES, EPIDIDYMIDES,
STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

662530

Individual Animal Pathology Data

Concentration: 20 mg/m? Sex: Males

Terminal Sacrifice

Killed on Day : 10

Exposure Group : Main

Animal is signed off from necropsy

Gross Pathology

LIVER :
DISCOLORATION, TAN, MOTTLED.

No Macroscopic Abnormality Observed . :
KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
HYPERPLASIA, BILE DUCT, minimal.
KIDNEYS :
NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.
LUNGS
INFLAMMATION, SUBACUTE/CHRONIC, minimal.
HEART :
CARDIOMYOPATHY, minimal.
PHARYNX/LARYNX :
SQUAMOUS METAPLASIA, mild.
EYE(S) WITH OPTIC NERVE :
OPTIC NERVE NOT PRESENT.
EPIDIDYMIDES :
OLIGOSPERMIA/GERM CELL DEBRIS, mild.

No Microscopic Abnormality Observed :
SPLEEN, BRAIN, SPINAL CORD, STOMACH, DUODENUM, JEJUNUM,
ILEUM, PANCREAS, CECUM, COLON, RECTUM, MESENTERIC LYMPH
NODE, THYMUS, ADRENAL GLANDS, SCIATIC NERVE, THYROID GLAND,
PARATHYROID GLANDS, TRACHEA, ESOPHAGUS, EYE(S) WITH OPTIC
NERVE, PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
STERNUM, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual Animal Pathology Data

Group: VII Concentration: 20 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662531 Terminal Sacrifice

Killed on Day : 10
Exposure Group : Main
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESCPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
HEART :
CARDIOMYOPATHY, minimal.
PHARYNX/LARYNX :

SQUAMOUS METAPLASIA, mild.
EYE{S) WITH OPTIC NERVE

OPTIC NERVE NOT PRESENT.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, SPLEEN, BRAIN, SPINAL CORD, STOMACH,
DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYRCID GLANDS, TRACHEA,
ESOPHAGUS, EYE(S) WITH OPTIC NERVE, PROSTATE,
SEMINAL VESICLES, URINARY BLADDER, TESTES, EPIDIDYMIDES,
STERNUM, NOSE

662532 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats

DuPont-8685

Tndividual Animal Pathology Data

Group: VII Concentration: 20 mg/m? Sex: Males
Animal Ref Microscopic & Macroscopic Findings
662533 Terminal Sacrifice

Killed on Day : 24

Exposure Group : Recovery

Animal is signed off from necropsy
Gross Pathology :

LUNGS : )
DISCOLORATION, RED, SCATTERED.

No Macroscopic Abnormality Observed :

LIVER, KIDNEYS, HEART, SPLEEN, BRAIN, SPINAL CORD, STOMACH,

DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON, RECTUM,
MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS, SCIATIC
NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.

No Microscopic Abnormality Observed :
KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE

662534 Terminal Sacrifice
Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

No Microscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, PHARYNX/LARYNX, TESTES, NOSE
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H-24678: Two-Week Inhalation Toxicity Study in Male Rats DuPont-8685

Individual animal Pathology Data

VvIT Concentration: 20 mg/m? Sex: Males

Terminal Sacrifice

Killed on Day : 24

Exposure Group : Recovery

Animal is signed off from necropsy

Gross Pathology :

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCTATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :
INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :
CYST, minimal.
NOSE :
DEGENERATION, TRIGEMINAL NERVE, mild.

No Microscopic Abnormality Observed
LUNGS, PHARYNX/LARYNX, TESTES

662536 Terminal Sacrifice

Killed on Day : 24
Exposure Group : Recovery
Animal is signed off from necropsy

Gross Pathology

No Macroscopic Abnormality Observed :
LIVER, KIDNEYS, LUNGS, HEART, SPLEEN, BRAIN, SPINAL CORD,
STOMACH, DUODENUM, JEJUNUM, ILEUM, PANCREAS, CECUM, . COLON,
RECTUM, MESENTERIC LYMPH NODE, THYMUS, ADRENAL GLANDS,
SCIATIC NERVE, THYROID GLAND, PARATHYROID GLANDS, TRACHEA,
ESOPHAGUS, PHARYNX/LARYNX, EYE(S) WITH OPTIC NERVE,
PROSTATE, SEMINAL VESICLES, URINARY BLADDER, TESTES,
EPIDIDYMIDES, STERNUM, NOSE

Histopathology :

LIVER :

INFLAMMATION, SUBACUTE/CHRONIC, FOCAL, minimal.
KIDNEYS :

NEPHROPATHY, CHRONIC PROGRESSIVE, minimal.

No Microscopic Abnormality Observed :
LUNGS, PHARYNX/LARYNX, TESTES, NOSE

-154 - “ —
Company Sanitized. Dogs No

ontain TSCA CBi




