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STUDY INFORMATION

Test Substance No. 1

9th Collective Nomenclature: —

Synonyms/Codes: « —

H-24648

Haskell Number: 24648

CAS Registry Number: (| N IR

Known Impurities: _

Physical Characteristics: Colorless liquid

Stability: The test substance appeared to be stable under the
conditions of the study; no evidence of instability was
observed.
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STUDY INFORMATION (CONTINUED)
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SUMMARY

This study evaluated the relative potency of the two test substances, H-24020 and H-24648, to
produce liver enlargement in mice. Groups of 5 male and 5 female mice were exposed for 14
days to control diet (0 ppm) or diet containing H-24020 or H-24648. Dietary concentrations for
the two test substances were 1, 3, 10, 30, 100, or 300 ppm. Body weights, food consumption,
and clinical observations were evaluated weekly. After the 14-day exposure period, all non-
fasted mice were sacrificed and livers were removed and weighed.

Mean overall (test day 0-14) daily intake of H-24020 in male mice exposed to 1, 3, 10, 30, 100,
or 300 ppm was 0.20, 0.57, 1.84, 5.76, 24.1, or 62.4 mg/kg/day, respectively; mean daily intake
in female mice was 0.28, 0.68, 2.52, 7.28, 26.0, or 102 mg/kg/day, respectively. Mean daily
intake of H-24648 in male mice exposed to 1, 3, 10, 30, 100, or 300 ppm was 0.19, 0.57, 1.83,
6.41, 23.8, or 83.0 mg/kg/day, respectively; mean daily intake in female mice was 0.21, 0.66,
2.37, 7.38, 25.6, or 98.8 mg/kg/day, respectively.

No compound-related deaths occurred and no clinical observations were considered to be a direct
response to exposure to either test substance.

Overall (test day 0-14) body weight loss was observed in male mice fed 100 or 300 ppm of each
test substance. Body weight losses were also observed in female mice fed 100 or 300 ppm of
H-24648 or 300 ppm of H-24020. This severe toxicity prevents meaningful interpretation of
liver weight effects in these groups. Compound-related reductions (compared to control) in body
weight and body weight gain were also observed in male mice fed 30 ppm H-24648. No
reductions in food consumption were observed in any group, therefore, effects on body weight
gain reflected effects on food efficiency in male and female mice exposed to both test substances.

Both test substances produced compound-related increases in liver weights compared to controls.
No consistent differences in absolute or relative liver weight were observed between the two test
substances.

In male mice, statistically significant increases in both absolute and relative liver weights were
observed in all groups fed diets containing either test substance. With both test substances, a
monotonic dose-response was observed in mice exposed up to 100 ppm. No further increases in
liver weight were observed in either male 300 ppm group. This lack of further increase was
attributed to the body weight loss in these mice.

In female mice, statistically significant increases in both absolute and relative liver weights were
observed in mice fed diets that contained 3 ppm and above, with both test substances. With both
test substances, a monotonic dose-response was observed up to 300 ppm, except for the absolute
liver weight in female mice exposed to H-24020, where a plateau was observed in mice exposed
to the two highest doses.
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Q Dietary exposure to H-24020 and H-24648 produced similar effects on liver weight in mice.
Exposure to H-24648 produced a small, but consistently greater, effect on in-life parameters

compared to H-24020. Under the conditions of this study, the no-observed-effect level (NOEL)
for increased liver weight was less than 1 ppm in male mice (0.20 and 0.19 mg/kg/day for
H-24020 and H-24648, respectively) and 1 ppm in female mice (0.28 and 0.21 mg/kg/day for
H-24020 and H-24648, respectively). No notable differences in the magnitude of liver weight
effect were observed between the two test substances. Males were more sensitive than females
to the in-life and liver weight effects of both test substances; however, the magnitude of effect at
the highest exposure level was similar for males and females exposed to both test substances.
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INTRODUCTION

The test substances, H-24648 and H-24020, are isomeric mixtures o
Pontaim’ng différent amounts of straight and branched chain forms of

e test substance. H-24648 contains only the straight chain form, while H-24020 contains both
straight chain and branched chain forms. The sample of H-24020 tested in this study contained
approximately 75% straight chain and 25% branched chain forms. In a previous study," the
isomeric mixture contained in H-24020 produced elevated liver weights in male and female mice

following dietary exposures of 3 ppm or greater for either 14 or 21 days. No increase was
observed with dietary exposures of 1 ppm or less."” No data are available to assess the potential

for the isomeric mixture contained in H-24648.

The objective of this study was to compare the 2 isomers for their relative potential to produce
liver-enlargement in male and female mice. The oral route of administration was selected
because it was the route of exposure previously used to demonstrate liver enlargement with
H-24020."

MATERIALS AND METHODS

A. Test Guidelines

None were applicable.

B. Test Substance

The following substances were tested:

* H-24648 (10% solution in water of active ingredient)
* H-24020 (white solid)

H-24648 was supplied by Daikin Industries, Ltd. H-24020 was supplied by DuPont Chemical
Solutions Enterprise. The test substance appeared to be stable under the conditions of the study.

- No evidence of instability, such as a change in color or physical state, was observed.

C. Test Species

On 26-0ct-2000, 71 male and 71 female Crl:CD-1®(ICR)BR mice, with an assigned birth date of
18-Sep-2000, were received from Charles River Laboratories, Inc., Raleigh, North Carolina.

The Crl:CD-1®(ICR)BR strain was chosen because the Crl:CD-1® mouse was the strain and
species used previously to evaluate liver responses to H-24020."’ Furthermore, extensive
background information is available from the literature, the supplier and previous studies at

10 .
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Haskell Laboratory. This species/strain also is considered suitable relative to longevity,
hardiness, sensitivity to the test substance, and low incidence of spontaneous diseases.

D. Animal Husbandry
L. Housing and Environmental Conditions

All mice were housed in stainless steel, wire-mesh cages suspended above cage boards. Mice
were housed 3 per cage, sexes separate, prior to assignment to groups and individually after
assignment to groups. Cage racks were relocated within the animal room each week. Animal
rooms were maintained on a 12-hour light/dark cycle (fluorescent light) and at a temperature of
22 £ 3°C and a relative humidity of 50 + 20%.

2. Feed and Water

Tap water was provided ad libitum. All mice were fed PMI Nutrition International, Inc. Certified
Rodent LabDiet® 5002 ad libitum. During the test (exposure) period, test substance was
incorporated into the food at concentrations specified by study design.

3, Identification

Prior to assignment to groups, each mouse was temporarily identified by either the presence or
absence of a colored tail mark and cage identification. The information on the cage labels
included the unique 6-digit Haskell animal number and the individual identification number
assigned to each mouse. After assignment to groups, the last 3-4 digits of the individual
identification number were marked on the tail of each mouse.

4. 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
specified heavy metals, aflatoxin, chlorinated hydrocarbons, and organophosphates. The
presence of these contaminants below the maximum concentration stated by the manufacturer
would not be expected to impact the integrity of the study.

11
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g The animal health and environmental monitoring program is administered by the attending
laboratory animal veterinarian. Data are maintained separately from study records and are not
included in the final report. Evaluation of these data did not indicate any conditions that affected
the validity of the study.

E. Quarantine and Pretest Period

Upon arrival at Haskell Laboratory, the mice were quarantined for 6 days of the 11 day pretest
period. The mice were observed daily for any clinically apparent signs of disease or injury and
were weighed 3 times.

On the bases of acceptable body weight gains and clinical observations, all mice were released
from quarantine on test day -5 by the laboratory animal veterinarian designee.

F. Study Design

Group
Male Female No./Group Dietary Conc. (ppm)*®  Test Substance
I il 5 0 ppm Control
m v 5 1 ppm H-24020
\% VI 5 3 ppm H-24020
v \Z11 5 10 ppm H-24020
X X 5 30 ppm H-24020
XI- X1 5 100 ppm H-24020
X1 X1V 5 300 ppm H-24020
XV XVI 5 1 ppm H-24648
Xvo Xvil 5 3 ppm H-24648
XIX XX 5 "~ 10 ppm H-24648
XX1 XXn 5 30 ppm H-24648
XX  XX1v 5 100 ppm H-24648
XXV XXVI 5 300 ppm H-24648

® Weight/weight concentration of test substance (adjusted for purity).

- G. Assignment to Groups and Study Start

Mice were selected for study use on the bases of adequate body weight gain, freedom from any
clinical signs of disease or injury, and a body weight within £ 20% of the mean within a sex. The
selected mice were distributed by computerized, stratified randomization so that there were no
statistically significant differences among group body weight means within a sex.

12
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Dietary administration of H-24648 and H-24020 began on test day 0 when the mice were
approximately 42 days of age.

H. Diet Preparation and Administration

H-24648 was received from the sponsor as a 10% solution in water. H-24020 was dissolved in
deionized water, to the same concentration of active ingredient as H-24648, prior to mixing with
diet. The same vehicle, deionized water, was added to control diets at the same volume as that
used in the high concentration diets. H-24020 and H-24648 were added to PMI Nutrition
International, Inc. Certified Rodent LabDiet® 5002 and thoroughly mixed for 3 minutes. Control
diets were mixed for the same period of time. Diets were prepared once, prior to the first day of
dietary exposure, and refrigerated until used.

I. Body Weights

All mice were weighed once per week.

J. Food Consumption, Food Efﬁciency; and Intake of H-24648 and H-24020

The amount of food consumed by each mouse over each weighing interval was determined
throughout the study. From these determinations and body weight data, mean daily food
consumption, mean food efficiency, and mean daily intake of H-24648 and H-24020 were
calculated.

K. Clinical Observations and Mortality

Cage-site examinations to detect moribund or dead mice and abnormal behavior and appearance
among mice were conducted at least once daily throughout the study. At every weighing, each
mouse was individually handled and examined for abnormal behavior and appearance.

Animal 124579 in Group IV was found dead on test day 1 and discarded without pathological
evaluation.

L. Liver Weights

Surviving, non-fasted mice were sacrificed following the 14-day exposure period (test day 14).

" Mice were euthanatized by carbon dioxide anesthesia and exsanguination. The order of sacrifice

was random among all treatment groups within a sex.

The liver from one mouse in group XXIII (male; 100 ppm H-24648) was inadvertently not
weighed. The livers from all other mice sacrificed by design were removed and weighed.
Relative liver weights (percent of final body weight) were calculated, using final body weights
determined just prior to necropsy.

13
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M. Statistical Analyses

Significance was judged at p <0.05. The following statistical methods were used to compare
data from the test groups to data from the control group.

Method of Statistical Analysis
If preliminary test is | If preliminary test is
Parameter Preliminary Test not significant significant
Sequential
Body Weight Test g))r lack of application® of thg Prc?lin}inary tests_ for
Body Weight Gain trend J onckheeae;—Terpstra pairwise comparison
Food Consumption trend test 3
Food Efficiency Levene’s test for o
Liver Weight homogeneity™ and One-way analysis of | Kruskal-Wallis test®
Shapiro-Wilk test® va.n'ancem followeg) follg;aved with Dunn's
for normali t}}’ with Dunnett's test test
Incidence of Clinical | None Cochran-Armitage test for trend”*
Observations

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.

¢ Ifthe incidence was not significant, but a significant lack of fit occurred, then Fisher’s exact test!'” with a
Bonferroni correction was used.

Absolute and relative (to body weight) liver weights were also compared between mice exposed
to the two test substances using 2-way analysis of variance, followed by linear contrasts.?’

RECORDS AND SAMPLE STORAGE

All data and records for analytical characterizations conducted by the sponsor will be archived by
the sponsor.

Raw data and the final report will be retained at _Haskell Laboratory, Newark, Delaware; or at
* Iron Mountain Records Management, Wilmington, Delaware

Company Sanitized. Does not contain TSCA CB}
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RESULTS AND DISCUSSION

A. Mean Body Weights and Body Weight Gain
(Tables 1-4, Appendix B)

In mice exposed to H-24020, exposure to 100 ppm (males only) or 300 ppm (males and females)
produced reductions (compared to control) in mean final body weight and overall body weight
gain (variable statistical significance). In males, mean final body weight in the 100 and 300 ppm
groups was 84% and 72% of control, respectively. Both groups lost weight over the 14-day
exposure period. Males exposed to 100 and 300 ppm H-24020 lost 8% and 23%, respectively, of
initial body weight. Mean body weight and body weight gain in male groups exposed to 30 ppm
or below were comparable to control. In females, mean final body weight in the 300 ppm group
was 78% of control and this group lost 13% of initial body weight over the 14-day exposure
period. The female groups exposed to 30 and 100 ppm had mean body weight loss over the first
week of exposure (3% and 1% of initial body weight, respectively), but body weight gain over
the second week exceeded that of control, resulting in overall (test day 0-14) body weight gain
that was comparable to control. Some of this increased weight gain over the second week of
exposure represents increased liver weight (observed at necropsy).

In mice exposed to H-24648, exposure to 30 ppm and above (males) and to 100 or 300 ppm
(females) produced reductions (compared to control) in mean final body weight and overall body
weight gain (variable statistical significance). Exposure to 100 or 300 ppm produced mean
overall (test day 0-14) body weight loss in both sexes. Mean final body weight in males exposed
to 100 and 300 ppm were 81% and 70% of control, respectively. Males exposed to 100 and

300 ppm of H-24648 lost 12% and 22%, respectively, of initial body weight. Mean final body
weight in females exposed to 100 and 300 ppm were 89% and 76% of control, respectively.
Females exposed to 100 and 300 ppm of H-24648 lost 2% and 18%, respectively, of initial body
weight. In males exposed to 30 ppm, mean overall body weight gain was 53% of control (not
statistically significant), due to body weight loss over the second week of exposure. Mean final
body weight in this group was 93% of control. These differences were all considered
biologically significant due to the magnitude of effect, although not all were statistically
significant.

Males were more sensitive than females to the body weight effects of exposure to both
compounds. Exposure to H-24648 produced effects on body weight and body weight gain that

were generally of greater magnitude than those produced by exposure to H-24020.

B. Mean Food Consumption, Food Efficiency, and Intake of H-24648 and H-24020
(Tables 5-10, Appendix C)

No compound-related effects on food consumption were produced by exposure to H-24020 in
male or female mice or by exposure to H-24648 in male mice. Statistically significant increases
in mean food consumption over test days 0-7 and 0-14 were observed in female mice exposed to

15 .
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Q 300 ppm H-24648. Food consumption in female mice exposed to 100 ppm and below of
H-24648 was comparable to control.

In mice exposed to H-24020, exposure to 100 ppm (males only) or 300 ppm (males and females)
produced reductions in overall food efficiency, compared to controls. In mice exposed to
H-24648, exposure to 30 ppm and above in males and 100 ppm and 300 ppm in females
produced reductions in overall food efficiency, compared to controls. Food efficiency reflected
body weight gain effects in all groups. The gender- and compound-related patterns observed
with body weight gain were also observed with food efficiency

Mean overall (test day 0-14) daily intake of H-24020 in male mice exposed to 1, 3, 10, 30, 100,
or 300 ppm was 0.20, 0.57, 1.84, 5.76, 24.1, or 62.4 mg/kg/day, respectively. Mean daily intake
of H-24020 in female mice exposed to 1, 3, 10, 30, 100, or 300 ppm was 0.28, 0.68, 2.52, 7.28,
26.0, or 102 mg/kg/day, respectively. Mean daily intake of H-24648 in male mice exposed to 1,
3, 10, 30, 100, or 300 ppm was 0.19, 0.57, 1.83, 6.41, 23.8, and 83.0 mg/kg/day, respectively.
Mean daily intake of H-24648 in female mice exposed to 1, 3, 10, 30, 100, or 300 ppm was 0.21,
0.66, 2.37, 7.38, 25.6, or 98.8 mg/kg/day, respectively.

Overall (test day 0-14) intake of H-24648 by male mice in the 300 ppm group was 33% higher
than intake by the 300 ppm males exposed to H-24020. However, in general, mean daily intake
of the 2 test substances was similar between groups of the same gender exposed to the same
dietary concentration. Therefore, responses were compared in mice exposed to the same
approximate administered dose, as well as the same dietary concentration.

C. Clinical Observations and Mortality
(Tables 11-12, Appendix D)

One female mouse exposed to 1 ppm of H-24020 was found dead on test day 1. The cause of
death was not determined but it was not considered to be compound related as there were no
deaths in mice exposed to higher concentrations of H-24020. No other early deaths and no
compound-related clinical observations occurred in mice exposed to H-24020.

No early deaths occurred in mice exposed to H-24648. Enophthalmus was observed in 2 male
and 1 female mouse exposed to 300 ppm H-24648 (not statistically significant). This effect is
not considered to be a direct compound-related effect, but may have been secondary to the severe
body weight effect observed in this group. No other clinical signs were observed that were
attributed to exposure to H-24648.

D. Liver Weights
(Tables 11-12, Appendix E)

Exposure to H-24020 and H-24648 produced statistically significant increases in absolute and

relative (liver weight/final body weight) liver weights in all treated male groups. Exposure to

H-24020 and H-24648 produced statistically significant increases in absolute and relative liver
weights in female groups exposed to 3 ppm and above.

16 . ras
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In male mice exposed to H-24020, the increase in absolute and relative liver weights
demonstrated a dose-response up to the 100 ppm concentration. Absolute and relative liver
weights were also increased in the 300 ppm group (compared to control) but the magnitude of the
effect was less than that of the 100 ppm group. Mean absolute liver weights in the 1-100 ppm
groups ranged from 117%-275% of control; mean absolute liver weight in the 300 ppm group
was 229% of control. Mean relative liver weights in the 1-100 ppm groups ranged from 116%-
329% of control; mean relative liver weight in the 300 ppm group was 319% of control.

In male mice exposed to H-24648, the increase in absolute and relative liver weights
demonstrated a dose-response up to the 100 ppm concentration. Absolute and relative liver
weights were also increased in the 300 ppm group (compared to control) but the magnitude of the
effect was less than that of the 100 ppm group. Mean absolute liver weights in the 1-100 ppm
groups ranged from 131%-279% of control; mean absolute liver weight in the 300 ppm group
was 213% of control. Mean relative liver weights in the 1-100 ppm groups ranged from 124%-
344% of control; mean relative liver weight in the 300 ppm group was 305% of control.
Therefore, exposure to H-24020 and H-24648 produced the same effect on liver weight, relative
to control, in male mice.

In female mice exposed to H-24020, the increase in absolute and relative liver weights
demonstrated a dose-response in mice exposed to 3-300 ppm. Mean absolute liver weights in the
3-300 ppm groups ranged from 108%-254% of control. Mean relative liver weights in the 3-300
ppm groups ranged from 114%-314% of control. Mean absolute and relative liver weights in the
1 ppm group were comparable to control (101% and 104% of control, respectively).

In female mice exposed to H-24648, the increase in absolute and relative liver weights
demonstrated a dose-response in mice exposed to 3-300 ppm. Mean absolute liver weights in the
3-300 ppm groups ranged from 123%-275% of control. Mean relative liver weights in the 3-

300 ppm groups ranged from 125%-358% of control. Mean absolute and relative liver weights
in the 1 ppm group were higher than in control (106% and 111% of control, respectively). These
differences were not statistically significant from control nor from each other and there was
overlap between the ranges of the 2 groups. Therefore, the small increase in liver weight in the

1 ppm groups was not considered biologically significant, but was probably close to the threshold
for liver weight effects. Thus, exposure to H-24020 and H-24648 produced the same effect on
liver weight, relative to control, in female mice.

Similar general trends in liver weight responses were observed with both test substances,
although males demonstrated greater sensitivity than females to the liver effects of both test
substances. Males demonstrated enlarged livers in all exposed groups. Liver enlargement was
not observed in females exposed to 1 ppm of H-24020. Small increases in liver weight were
observed in females exposed to 1 ppm of H-24648 but the differences were not considered
biologically significant. The magnitude of the liver weight effect reached a plateau and/or
decreased at the highest concentration in males, while the effect increased or demonstrated a
plateau up to the highest concentration tested in females. This was attributed to the body weight
loss observed in these mice. The magnitude of the peak effect was similar in males and females.
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In a previous study, ") increased liver weights were not observed in male mice fed 1 ppm of the
isomeric mixture contained in H-24020. The mean daily intake of the test substance was not
reported for that study; therefore, the reason for the difference in the no-observed-effect level
cannot be determined.

There was no biologically significant difference observed in the liver response to the two test
substances. Both demonstrated the same approximate NOEL, the same sex difference in
sensitivity, and the same plateau and/or decrease in response at the highest concentration in
males. At a given dietary concentration and for a given gender, the magnitude of response to
H-24648 was almost always higher than that of the response to H-24020, when compared to
control. When the absolute and relative liver weights were compared statistically between mice
exposed to the 2 test substances, a few statistically significant differences were observed.
However, they occurred sporadically (only at one or two doses per sex). There was no consistent
pattern to the differences, and the magnitude of differences was small. Therefore, they were not
considered to be biologically significant.

CONCLUSIONS

Under the conditions of this study, there was no biologically significant difference in the liver
response of mice fed the two test substances.

There was no NOEL for liver weight gain in male mice exposed to H-24020 or H-24648, as
increases in absolute and relative (liver weight/final body weight) liver weights were observed in
all treated male groups. The NOEL for liver weight effects in female mice exposed to H-24020
and H-24648 was 1 ppm, as statistically significant increases in absolute and relative liver
weights were observed in female groups exposed to 3 ppm and above. Exposure to H-24648
produced a small but consistently greater effect on in-life parameters than H-24020.
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APPENDICES
ﬁ Company Sanitized. Does not contaln Tans ray

35



H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

APPENDIX A

INDIVIDUAL BODY WEIGHTS
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

% Individual Body Weights (g) of Control Mice

Day 0 Day 7 Day 14

Male, I Control

124503 31.9 33.2 35.3
124504 28.0 29.0 30.7
124505 27.8 28.8 30.4
124506 30.3 32.6 34.5
124507 28.4 29.6 30.6
Female, II Control

124574 24.1 24.7 26.1
124575 24.1 23.3 26.1
124576 24.8 26.7 27.8
124577 22.7 23.3 26.4
124578 25.2 26.8 27.5
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Body Weights (g) of Mice Fed Diet Containing H-24020

Day 0 Day 7 Day‘l4

Male, III 1 ppm H-24020

124508 30.4 32.7 34.7
124509 27.1 30.2 31.4
124510 27.6 29.2 30.2
124511 31.8 33.4 34.8
124512 29.3 31.2 32.8
Male, V 3 ppm H-24020

124513 29.9 31.4 32.7
124514 29.5 30.6 32.0
124515 25.7 26.9 28.0
124516 29.0 30.9 32.4
124517 32.9 35.0 37.4
Male, VII 10 ppm H-24020

124518 29.4 31.8 33.1
124519 26.8 28.1 29.5
124520 28.2 30.0 31.9
124521 30.9 32.2 33.4
124522 32.3 33.7 36.1
Male, IX 30 ppm H-24020

124523 32.1 » 34.0 34.4
124524 30.3 32.6 33.5
124525 28.5 31.1 32.3
124526 27.8 29.7 31.3
124527 28.7 31.7 33.4
Male, XI 100 ppm H-24020

124528 30.5 30.9 27.2
124529 27.7 28.6 26.9
124530 30.2 30.2 29.0
124531 28.6 28.9 25.6
124532 29.7 28.0 26.2
Male, XIII 300 ppm H-24020

124533 30.3 24.4 23.8
124534 29.2 24.4 21.5
124535 32.4 25.4 23.1
124536 27.7 25.0 24.2
124537 30.7 26.6 23.8
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H-24648 and H-24020: Repeated-Dose Oral Toxicity

14-Day Feeding Study in Mice DuPont-5206
% Individual Body Weights (g) of Mice Fed Diet Containing H-24020
Day 0 Day 7 Day 14

Female, IV 1 ppm H-24020

124579 23.0
124580 24.2 24 .4 25.8
124582 23.1 24.7 25.4
124583 24.3 25.1 25.8
124640 23.8 24.1 25.9
Female, VI 3 ppm H-24020
124584 22.9 25.6 26.8
124585 23.3 24.1 24 .7
124586 23.3 24.2 24.2
124587 23.3 24.9 25.1
124588 24.7 25.4 25.8
Female, VIII 10 ppm H-24020
124589 22.4 23.1 23.7
124590 23.8 26.2 27.0
124591 21.9 23.6 25.3
124592 23.9 27.7 28.4
i 124593 25.5 26.4 28.3
Female, X 30 ppm H-24020
124594 23.8 23.3 26.0
124596 22.1 22.0 25.4
124597 23.7 24.5 26.9
124598 24.8 23.4 26.4
124641 25.7 23.7 27.8
Female, XII 100 ppm H-24020
124599 23.2 23.0 22.4
124600 24.9 25.1 28.2
124601 22.2 21.5 24.4
124602 24.1 24.2 27.0
124603 25.2 24.4 28.6
Female, XIV 300 ppm H-24020
124604 23.5 21.3 20.2
124605 23.9 21.9 21.2
124606 22.8 21.8 22.2
124607 23.5 21.1 20.4
124608 26.1 20.5 21.1
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Body Weights (g) of Mice Fed Diet Containing H-24648

\&

Day 0 Day 7 Day 14°

Male, XV 1 ppm H-24648

124538 30.6 33.4 34.9
124539 30.9 33.6 35.2
124540 28.0 30.5 32.0
124541 31.3 34.3 36.1
124542 29.2 31.5 32.4
Male, XVII 3 ppm H-24648
124543 28.5 30.0 32.8
124544 28.1 29.2 31.4
124545 31.8 33.0 35.6
124546 30.7 33.9 35.7
124547 29.6 31.8 33.7
Male, XIX 10 ppm H-24648
124548 30.5 31.8 34.7
124549 26.5 29.1 31.5
124550 26.8 29.6 31.8
124552 29.2 31.1 33.5
ﬁ" 124569 26.8 28.6 29.4
Male, XXI 30 ppm H-24648
124553 29.9 30.4 32.5
124554 27.7 30.4 29.2
124555 25.9 27.2 25.9
124556 28.3 30.9 32.3
124557 30.1 32.6 30.0
Male, XXIII 100 ppm H-2468
124558 29.4 27.7 26.6
124559 27.6 23.4 24.3
124560 26.8 28.8 27.3
124561 34.6 29.0 26.8
124562 30.2 28.6 26.0
Male, XXV 300 ppm H-24648
124563 30.6 22.7 22.9
124564 28.2 27.0 23.9
124566 28.7 23.9 23.3
124567 30.2 25.1 22.7
124570 ©27.6 21.2 20.6
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Body Weights (g) of Mice Fed Diet Containing H-24648

Day 0 Day 7 Day 14

Female, XVI 1 ppm H-24648

124609 23.4 23.6 24.3
124610 24.6 25.9 27.4
124611 22.4 23.1 24.1
124612 22.5 23.8 24.5
124613 25.7 26.4 27.5
Female, XVIII 3 ppm H-24648

124614 25.5 27.1 27.7
124615 23.8 24.2 24.9
124616 22.5 24.0 26.1
124617 23.6 24.8 25.5
124618 24.8 26.3 27.6
Female, XX 10 ppm H-24648

124619 22.5 22.6 24.1
124620 24.4 25.5 26.2
124621 21.7 22.2 24.6
124622 23.1 23.9 24.6
124623 26.1 26.6 30.4
Female, XXII 30 ppm H-24648

124624 21.6 23.1 24.9
124625 23.3 24.8 26.6
124626 22.3 24.7 26.3
124627 23.5 24.7 26.7
124628 25.0 25.4 27.9
Female, XXIV 100 ppm H-24648

124629 23.0 22.1 21.8
124630 24,7 24.7 24 .4
124632 24 .4 24 .4 22.1
124633 27.2 25.2 24.3
124639 22.5 25.7 26.3
Female, XXVI 300 ppm H-24648

124634 25.0 23.1 21.2
124635 23.8 19.5 20.2
124636 24.1 20.6 19.2
124637 24.8 20.3 19.6
124638 27.2 22.8 22.2
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Food Consumption (g/day) by Control Mice

Day 7 Day 14

Male, I Control

124503 6.3 7.3
124504 5.1 5.0
124505 5.7 5.9
124506 6.9 6.4
124507 5.6 5.8

Female, II Control

124574 6.3 6.6
124575 4.9 5.2
124576 7.7 8.3
124577 5.3 5.9
124578 5.2 5.3

Company Sanltized, Does not contain TSCA CBi
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Food Consumption (g/day) by Mice Fed Diet Containing H-24020

Day 7 Day 14

Male, III 1 ppm H-24020

124508 7.4 6.8
124509 5.8 6.3
124510 - 5.7 6.3
124511 6.6 6.7
124512 5.5 5.5

Male, V 3 ppm H-24020

124513 5.1 6.6
124514 5.8 5.8
124515 5.7 5.6
124516 5.7 6.8
124517 5.9 6.9

Male, VII 10 ppm H-24020

124518 5.9 6.0
124519 5.4 5.5
124520 6.2 5.8
124521 5.8 6.2

6.1 6.0

& 124522

Male, IX 30 ppm H-24020

124523 5.3 5.4
124524 5.2 5.8
124525 5.6 6.3
124526 6.2 7.2
124527 6.2 9.0

Male, XI 100 ppm H-24020

124528 5.7 6.9
124529 5.3 6.5
124530 6.4 8.4
124531 6.0 9.2
124532 4.7 8.1

Male, XIII 300 ppm H-24020

124533 5.3 4.2
124534 4.8 5.0
124535 3.9 3.7
124536 6.4 7.8
124537 4.7 4.6

'c Y -
ompany Sanitized, Does not contain TSCA CBI
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Food Consumption (g/day) by Mice Fed Diet Containing H-24020

Day 7 Day 14

Female, IV 1 ppm H-24020

124580 5.3 7.3
124582 4.8 5.17
124583 8.0 7.6
124640 10.5 7.5

Female, VI 3 ppm H-24020

124584 5.1 7.8
124585 5.7 6.1
124586 4.7 5.5
124587 4.6 5.9
124588 5.4 6.2

Female, VIII 10 ppm H-24020

124589 6.9 9.1
124590 6.3 6.4
124591 5.4 7.4
124592 4.9 5.3
124593 6.4 6.6

Female, X 30 ppm H-24020

124594 5.7 6.0
124596 5.2 6.0 -
124597 5.4 6.0
124598 6.5 5.6
124641 6.0 8.0

Female, XII 100 ppm H-24020

124599 6.4 6.4
124600 7.4 6.7
124601 5.9 7.1
124602 4.8 5.1
124603 5.4 9.4

Female, XIV 300 ppm H-24020

124604

8.9 8.4
124605 4.9 6.5
124606 7.4. 8.9
124607 5.8 5.1
124608 8.0 8.2
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice

DuPont-5206

Individual Food Consumption (g/day) by Mice Fed Diet Containing H-24648

Male,

124538
124539
124540
124541
124542

Male, XVII 3 ppm H-24648

124543
124544
124545
124546
124547

Male, XIX 10 ppm H-24648

124548
124549
124550
124552
124569

Male, XXI 30 ppm H-24648

124553
124554
124555
124556
124557

Male,

124558
124559
124560
124561
124562

Male, XXV 300 ppm H-24648

124563
124564
124566
124567
124570

v au

XXIII 100

SoyJ o

AU oo (o)W e W e ) I« A o))

O U I~

aovnuunw,m

~ bk 0o wu

Day 7

XV 1 ppm H-24648

O WoPRr

NO OV

= UWN oy

ppm H-2468

0ONONnN

[o=JRE 2NN I o) W 6y

[0 = ) T B¢ ) O~ 1O Lok WU AT ooy [SrRN e W W o))
NOOI Ny o
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Day 14
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Food Consumption (g/day) by Mice Fed Diet Containing H-24648

Day 7 Day 14

Female, XVI 1 ppm H-24648

1246009 5.6 5.3
124610 5.8 5.1
124611 5.4 4.9
124612 6.0 5.4
124613 4.6 4.8

Female, XVIII 3 ppm H-24648

124614 5.8 5.4
124615 5.6 7.4
124616 4.7 4.7
124617 5.6 5.7
124618 5.9 5.8

Female, XX 10 ppm H-24648

124619 6.5 6.1
124620 5.2 4.8
124621 4.8 5.2
124622 5.5 5.9

8.6 6.8

@ 124623

Female, XXII 30 ppm H-24648

124624 5.5 6.7
124625 5.0 4.8
124626 5.5 5.6
124627 7.1 9.6
124628 5.6 7.4

Female, XXIV 100 ppm H-24648

124629 6.4 5.2
124630 5.8 5.7
124632 6.4 6.9
124633 6.9 6.1
124639 6.4 5.4

Female, XXVI 300 ppm H-24648

124634 5.9 5.1
124635 10.1 6.4
124636 8.5 5.4
124637 7.8 5.4
124638 7.5 6.2

Company Sanitized. Does not contain TSCA CBI
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

APPENDIX C

INDIVIDUAL CLINICAL OBSERVATIONS AND MORTALITY
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

APPENDIX D

INDIVIDUAL FINAL BODY AND LIVER WEIGHTS
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice

DuPont-5206

INDIVIDUAL FINAL BODY (FBW) AND LIVER WEIGHTS OF CONTROL MICE

124503
124504
124505
124506
124507

124574
124575
124576
124577
124578

Sex
FBW LIVER
(Gms) | (Gms) $FBW
35.30 2.044 5.7904
30.70 1.501 4.8893
30.40 1.753 5.7664
34.50 1.695 4.9130
30.60 1.608 5.2549
I 0 ppm Control Sex
FBW LIVER
(Gms) (Gms) $FBW
26.10 1.294 4.9579
26.10 1.487 5.6973
27.80 1.375 4.9460
26.40 1.674 6.3409
27.50 1.385 5.0364

Company Sanitized. Does not contain TSCA CBI
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24020

124508 34.70 2.097 6
124509 31.40 2.076 6.
124510 30.20 1.827 6.0497
124511 34.80 2.018 5
124512 32.80 2.088 6

124513 32.70 2.244 6
124514 32.00 2.206 6.
124515 28.00 1.975 7.0536
124516 32.40 2.248 6
124517 37.40 2.432 6

Group : VII 10 ppm H-24020 Sex : MALES

124518 33.10 2 8
124519 29.50 2, 7.
124520 31.90 2.722 8.5329
124521 33.40 2 8
124522 36.10 3 8

124523 34.40 4

124524 33.50 3 .
124525 | 32.30 4.195 12.988
124526 31.30 4

124527 33.40 3

Company Sanltized. Does not contain TSCA CBI
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed.Diet Containing H-24020

Group : XI 100 ppm H-24020 Sex : MALES

124528 27.20 4
124529 26.90 4
124530 29.00 5.392 18.593
124531 25.60 4
124532 26.20 4

Group : XIII 300 ppm H-24020 Sex : MALES

124533 23.80 3

124534 21.50 3.

124535 23.10 4.239 18.351
124536 24.20 4

124537 23.80 3

Company Saniized, Does not conta’ln TSCA €2
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24020

124579 -2 - -
124580 25.80 1 5
124582 25.40 1.487 5.8543
124583 25.80 1 5
124640 25.90 1 5

ANIMAL FBW LIVER
(Gms) | (Gms) $FBW
124584 26.80 1.654 6.1716
124585 24.70 1.611 6.5223
124586 24 .20 1.519 6.2769
124587 25.10 1.496 5.9602
124588 25.80 1.512 5.8605
4@% Group : VIII 10 ppm H-24020 Sex : FEMALES

ANIMAL FBW LIVER

124589 23.70 2 8
124590 27.00 2 8.
124591 25.30 2.102 8.3083
124592 28.40 1 6
124593 28.30 2 8

124594 26.00 2

124596 25.40 2. .
124597 | 26.90 3.141 11.677
124598 26.40 2

124641 27.80 3

: Company Sanitized. Does not contain TSCA "
 Mouse was found dead on test day 1.
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24020

Group : XII 100 ppm H-24020 Sex : FEMALES

124599 22.40 3

124600 28.20 3 .
124601 24.40 3.123 12.799
124602 27.00 3

124603 28.60 4

Group : XIV 300 ppm H-24020 Sex : FEMALES

124604 20.20 3

124605 21.20 3. .
124606 22.20 3.998 18.008
124607 | 20.40 3

124608 21.10 3

Company Sanitized. Does not contain TSCA ¢35
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24648

Group : XV 1 ppm H-24648 Sex : MALES

124538 34.90 2 6
124539 35.20 2 6
124540 32.00 2.123 6.6344
124541 36.10 2 6
124542 32.40 2 6

Group : XVII 3 ppm H-24648 Sex : MALES

124543 32.80 2 7
124544 31.40 2. 7.
124545 35.60 2.669 7.4972
124546 35.70 3 8

2 6

124547 33.70 329 9110
m Group : XIX 10 ppm H-24648 Sex : MALES
‘ ANIMAL FBW LIVER

124548 34.70 3 9
124549 31.50 2 8.
124550 31.80 3.014 9.4780
124552 33.50 3 9
124569 29.40 2 9

124553 32.50 3

124554 29.20 4. .
124555 25.90 3.481 13.440
124556 32.30 4

124557 30.00 4

Company Sanitized. Does not contaln TSCACBI
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24648

Group : XXIII 100 ppm H-24648 Sex : MALES

124558 26.60 5.084 19.113
124559 24.30 4.806 19.778
124560 27.30 5.075 18.590
124561 26.80 4.214 15.724
124562 26.00 -2 -

124563 22.90 3

124564 23.90 3. .
124566 23.30 3.538 15.185
124567 22.70 4

124570 20.60 3

Company Sanitized. Does not contain TSCA CB}
* Due to error, the liver was not weighed.
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed. Diet Containing H-24648

Group : XVI 1 ppm H-24648 Sex : FEMALES

124609 24.30 1 6
124610 27.40 1. 5.
124611 24.10 1.547 6.4191
124612 24.50 1 5
124613 27.50 1 5

Group : XVIII 3 ppm H-24648 Sex : FEMALES

ANIMAL FBW LIVER
(Gms) | (Gms) $FBW
124614 27.70 1.742 6.2888
124615 24.90 1.605 6.4458
124616 26.10 1.828 7.0038
124617 25.50 1.644 6.4471
124618 27.60 2.091 7.5761
% Group XX 10 ppm H-24648 Sex FEMALES
0 ANIMAL FBW LIVER

124619 24.10 2 8
124620 26.20 2 9.
124621 24.60 2.196 8.9268
124622 24.60 2 9

2 9

124623 30.40 .942 6776
Mean 25.98 2.383 9.1436
S.D. 2.59 0.338 0.3814

124624 24.90 2

124625 26.60 3. .
124626 26.30 3.050 11.597
124627 26.70 3

124628 27.90 3

Company Sanitized. Does not contain TSCA 61!
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H-24648 and H-24020: Repeated-Dose Oral Toxicity
14-Day Feeding Study in Mice . DuPont-5206

Individual Final Body (FBW) and Liver Weights of Mice
Fed Diet Containing H-24648

Group : XXIV 100 ppm H-24648 Sex : FEMALES

124629 21.80 3

124630 24.40 3. .
124632 22.10 3.421 15.480
124633 24.30 4

124639 26.30 4

124634 21.20 4

124635 20.20 4. .
124636 19.20 3.246 16.906
124637 19.60 3

124638 22.20 4

§ ‘ Company Sanitized. Does not contain TSCA CBI
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