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SUMMARY

Four groupsofyoung adult male and female Crl:CD¥(SD)IGS BR rats were administered
H-24516 by gavage at dosagesof0, 25, 100, and 250 mg/kg/day. Selected animals from cach
dosage group were designated for subchronic toxicity of reproductive evaluations.

In the subchronic study, body weights, food consumption, and clinicalsigns were evaluated
weekly. Clinical pathology endpoints were evaluated on weeks 7, 13, and near the endofthe
one-month recovery period. Neurobehavioral assessments were also performed prior to dosing,
during week 13, and near the endofthe one-month recovery period. Biochemical evaluations
(hepatic f-oxidation) were performed on animals after 10 and approximately 90 daysof dosing
and following one- and three-month recovery periods. After approximately 90 daysofdosing,
10 rats/scx/dose were sacrificed and given a gross and microscopic pathological examination.
Approximately one month after the 90-day dosing period, 10 animals/sex in the control and high
dose group were examined for recoveryof toxic effects. An additional five animals/sex/dose
were evaluatedfor recovery approximately 3 months following the end of the dosing period.

“The range of mean daily dose volumesofH-24516 administered to male rats was 2.5 10 4.6 ml.
The range administered to female rats was 1.9.0 2.8 mi.

In-Life Toxicology Parameters: No test substance-related mortality occurred in the study. A test
—~ substance-related, toxicologically significant increase in the incidence of broken (males) and

absent teeth (males and females) was observed in the 250 mg/kg/day dose group. Test substance-
related, toxicologically significant decrements in body weight, body weight gain, and food
efficiency occurred in males dosed with 100 and 250 mg/kg/day H-24516. Statistically
significant decrements in mean body weight parameters and food consumption occurred for the
female groups dosed with 100or 250 mg/kg/day. The mean body weight and body weight gain
decrements observed for the 100 and 250 mg/kg/day female groups, however, were of small
magnitude. They were associated with decreased food consumption, but not with any alterations
in food efficiency, and, therefore, were not considered to be toxicologically significant.
Furthermore, the decrements in body weight parameters observed for both males and females
appear to be related in part o test substance-induced toxicity to the tecth and subsequent
decreased abilityof the animals to eat the pelleted chow.

Neurotoxicology Parameters: No adverse changes in neurobchavioral parameters were observed
in male or female rats in any dose group.

Biochemical Toxicology: The rateof hepatic B-oxidation, a measureofperoxisome proliferation,
was increased in a dose-dependent manner with statistical significance occurring in males and
females administered 100 or 250 mg/kg/day H-24516. Following a one- or three-month recovery
period, the rate of hepatic B-oxidation was still significantly increased in males and females
administered 250 mg/kg/day.
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~ Clinical Pathology: Samples were collected at mid-study, at the end of treatment, and after one
monthofrecovery for hematology, clinical chemistry, urinalysis, coagulation (endofstudy only),
and plasma and urine fluoride (endofstudy and endofone- and three-month recovery)

Males and females dosed with 250 mg/kg/day had decreased red cell mass parameters, along with
correlative changes in other hematology parameters and in red cell morphology. After one month
ofrecovery, mean red cell mass of female rats was similar to the control group, although some
changes were sill present in other hematologic parameters. Male rats still had decreased red cell
mass effects, and associated alterations in other hematologic parameters.

Other changes in clinical pathology parameters, during treatment or after a one- or three-month
recovery, were considered treatment-related but non-adverse because the magnitudeof change
was small, transient, and/or in a direction not associated with toxicity. The serum parameters
thus affected included serum aspartate aminotransferase, alanine aminotransferase, alkaline
phosphatase, cholesterol, triglycerides, total protein and albumin, calcium, phosphorus, sodium,
chloride, and potassium. Affected plasma parameters were activated partial thromboplastin time
and plasma fluoride. Affected urinalysis parameters were urine volume, osmolality, specific
gravity, and fluoride.

Anatomical Pathology (Subchronic Toxicity): Test substance related, toxicologically significant
degeneration/disorganizationof enamel organ ameloblast cells occurred in male and female rats
administered 100or 250 mg/kg/day H-24516. Test substance related, potentially adverse

- increases in thyroid hypertrophy were observed in the 100 and 250 mg/kg/day male and
250 mekg/day female dose groups. In addition, alterations in thyroid colloid were observed in
male and female rats at all dose levels, but were not considered 10 be toxicologically significant

Test-substance related and statistically significant increases in liver weight parameters were
present in males and females administered 25, 100, or 250 mg/kg/day for approximately 90 days.
The increased liver weights correlated with microscopic centrilobular hepatocellular hypertrophy
inthe100 and 250 mg/kg/day male and 250 mg/kg/day female groups. Test-substance related
and statistically significant increases in kidney weight parameters also occurred in males and
fomales administered 25, 100, or 250 mg/kg/day. The increased kidney weights correlated with
microscopic renal tubular hypertrophy in the 100 (1 of 10 rats) and 250 mg/kg/day male groups
only. The liver and kidney alterations, however, were considered to be a pharmacologically
adaptive response by these organs to the test-substance and therefore, not considered
toxicologically significant.

After one monthofrecovery, rats dosed with 250 mg/kg/day showed reversibilityofsome
effects. The ameloblastic degeneration/disorganization persisted with decreased incidence and
severity in the 250 mg/kg/day male and female groups. Thyroid hypertrophy was no longer
observed. Alterations in thyroid colloid persisted in both male and female rats. Increased liver
weight parameters persisted in the 250 mg/kg/day male and female groups, although their
‘magnitude was decreased relative to that observed at the end of the 90 day exposure period.
Hepatocellular hypertrophy was no longer observe in female rats bu persisted with decreased

— severity in male rats. Renal tubular hypertrophy persisted with decreased incidence and severity
in males, while some kidney weight parameters remained increased in both male and female rats.
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- ‘After the three-month recovery period, ameloblastic degeneration/disorganization was still
present in the 100 mg/kg/day male and 250 mg/kg/day male and female dose groups but at a
lower incidence and severity relative to the one-month-recovery animals. Alterations in thyroid
colloid persisted in both males and females. Liver weight parameters remained increased in both
the 250 mg/kg/day male and female groups, although their magnitude was decreased relative to
that observed after the 90-day period. Hepatocellular hypertrophy was observed only in the
250 mg/kg/day male group (1 of5 rats). Alterations in Kidney weight parameters or renal tubular
hypertrophy were not observed at any dose level.

Reproduction: Twenty male and female rats from cach dose group were designated for
reproductive evaluations. Parental rats (P; generation) were dosed daily for 74 days prior to
cohabitation, during the cohabitation period (mating), during gestation, and during lactation, until
the weaningofthe F, offspring. The following parameters were conducted on Py rats: body
weights, food consumption, clinical signs, gross pathology. sperm parameters, estrous cyclicity
and reproductive performance. The Fy offspring were evaluated during the lactation period for
growth and survival and given a gross pathological examination at weaning. A subset ofF, rats
(Fy generation) were retained at weaning, and the following parameters evaluated for 6 weeks:
body weights, food consumption, clinical signs, and age at onsetof vaginal opening and preputial
separation. After 6 weeks, the F generation rats were given a gross pathological examination,
selected reproductive organs and target organsoftoxicity were weighed.

There were no toxicologically significant pathology findings in the P, or F, generation rats. No
—- test substunce-related mortality occurred in the study. There was statistically significant

reduction in body weight in Py male rats during and afer the cohabitation period. Although this
finding was test substance-related, it was not considered toxicologically significant.

There was a statistically significant increase in testicular spermatid numbers in Py male rats
administered 100 or 250 mg/kg/day. This finding was not considered test substance-related.

Implantation efficiency was significantly reduced at 100 and 250 mg/kg/day and reflects a
reduction in the number of pups born,

There were statistically significant reductions in the number of pups born, the numberof pups
bom alive and the numberofpups alive on day4 of lactation in the 250 mg/kg/day group.
Reductionsofsimilar magnitude as in the 250 mg/kg/day group were also observed for the
‘numberof pups born and born alive in the 100 mg/kg/day group. Although not statistically
significant, these changes were considered test substance-related and toxicologically significant,
as was the significant reduction in the numberof pups alive on day 4 of lactation in the
100 mg/kg/day group. There were statistically significant reductions in pup weights on lactation
days 4,7, 14 and 21 in the 250 mg/kg/day group.

On the dayofweaning, mean body weights were significantly lower than control in both F,
males and females in the 250 mg/kg/day group. However, mean body weights in these groups
progressively returned to control values during the post-weaning period. These findings were not

_ considered toxicologically significant.
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- NOELfor Subchronic Toxicity: The no-observed-effect level (NOEL) for males was
25 mg/kg/day H-24516 based on adverse decrements in body weight parameters and food
efficiency, increased hepatic peroxisomal B-oxidation, and the degeneration and/or
disorganizationofenamel organ ameloblast cells in males administered 100 mg/kg/day. The
NOEL for females was 25 mg/kg/day H-24516 based on increased hepatic peroxisomal B-
oxidation and the degeneration and/or disorganization of enamel organ ameloblast cells in
females administered 100 mg/kg/day.

NOELfor Reproductive Evaluations: The NOEL for the reproductive toxicity parameters
evaluated under the conditionsofthis study was 25 mg/kg/day based on decreases in the number
of pups born, born alive, and the number of pups alive on day 4 of lactation at the 100 mg/kg/day
dose level,

* The NOEL for this study is defined as the highest dose at which txicologiclly important cffects atributable 10_ he test substance were no detected. Thus for this study, the NOEL is cauivalent the NOEL as defined bythe United States Environmental Protection Agency (1985) and 0 the no-observed-adverse-effec evel
(NOAEL) as defined by the European Union (1994).
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- INTRODUCTION

The test substance, H-24516. is
25,100, and 250 mg/kg/day dose levels for this study were selected based on the toxicity ndpharmacokinetic analysis of plasma fluorine concenirations from a range-finding study withH-24516. In ras exposed to 200 mg/kg/day H-24516 for 35 days, toxicity (i.c., body weighteffects or clinical observations) was not observed. Plasma fluorine levels approached levelspreviously found when animals were exposed to dosages that induced lethality. The high-doselevelof 250 mg/kg/day for this 90-day study was expected to produce toxicity without excessivemortality. ‘The low doseof25 mg/kg/day was expected to be the no-observed-effect level, while

the 100 mg/kg/day dose was expected to induce minimal or no toxicity.

OBJECTIVE

The objectiveofthis study was to evaluate the potential subchronic and reproductive toxicity ofH-24516 when administered by gavage to male and female rats. Recovery evaluations were
included to investigate the reversibilityof any observed toxicological effects. The oral route ofadministration was selected as the most efficient way to deliver an accurate dosage.

- MATERIALS AND METHODS

A. Test Guidelines
The subchronic toxicity study design complies with the United States Environmental Protection
Agency (EPA), Office of Prevention, Pesticides, and Toxic Substances (OPTS) Health EffectsTest Guidelines, OPPTS 870.3100 90-Day Oral Toxicity in Rodents (AUG-1998). The one-‘generation reproduction study includes many endpoints of reproductive function but does not
comply witha specific guidelinc.

B. Test Substance
Samplesofthe H-24516 were supplied near the beginning and end of the study for stabilityanalysis and analyzed by the DuPont Regional Analytical Services (RAS), Jackson Laboratories,Deepwater, NJ. Methods and results for the stability analysis ofthe test substance are
documented in study records.

C. Test Species
On November 16, 2000, 176 male and 176 female Crl:CD(SD)IGS BR rats, with an assignedbirth dateofOctober 25, 2000, were received from Charles River Laboratories, Inc., Raleigh,North Carolina for use on this study.
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- ‘The rat was selected because it is the species recommended in the subchronic toxicity guidelines
and is extensively used in reproduction studies. The Crl:CD¥(SD)IGS BR strain was chosen
because extensive background information is available from the literature, the suppl, and
previous studies at Haskell Laboratory. This species/strain also is considered suitable relative to
longevity, hardiness, and low incidenceof spontaneous diseases.

D. Animal Husbandry

I. Housing
With the exceptionofsome portionsofthe reproductive study, all rats were housed onepercage,
sexes separate, in stainless steel, wire-mesh cages suspended above cage boards. 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%. Occasional excursions outside the accepted
ranges were minor and did not affect the study.

Rats designated for reproductive toxicity evaluations were housed as breeding pairs during the
cohabitation period. During the gestation period, female rats designated for reproductive toxicity
evaluations were housed individually until gestation day 20. Beginning on gestation day 20 for
mated females, or at the end of the cohabitation period for females without evidence of
copulation, female rats were housed individually in polycarbonate pans with bedding. During the
lactation period, adult female rats were housed with their liters in polycarbonate pans.

Cage racks were relocated within the animal room each weck and cages were repositioned on the
racks every 2 weeks
«for animals designated for the 90-day exposure period and one- and three-month recovery

periods.
«during the 74-day premating period for animals designated for reproductive assessment, and
«the 40-day post-weaning period for F, generation rats

2 Feed and Water
“Tap water was provided ad libitum. All rats were fed PMI Nutrition Intemational, Inc. Certified
Rodent LabDiet™ 5002 ad libitum. nitially, all rats were fed pelleted chow, however, beginning
on test day 57, animals exhibiting effects to the teeth were placed on ground chow. On test
day 74, all rats in the 250 mg/kg/day dose group that were designated for reproductive toxicity
evaluations were placed on ground chow. On test day 77, all other rats in the 250 mg/kg/day
dose group were placed on ground chow.

3 Identification
Prior to assignment to groups, each rat was temporarily identified by cither the presence or
absence ofa colored tail mark and cage identification. Afier assignment to groups, an individual

~ identification number was tattooed on the tail of each rat. The information on the cage labels
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~ included the unique 6-digit Haskell animal number and the individual identification number
assigned to each rat

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 integrityof the study:

+ Water samples are analyzed for total bacterial counts, and the presenceofcoliforms, 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 concentrationsofkey contaminants, including
specified heavy metals, aflatoxin, chlorinated hydrocarbons, and organophosphate. The
presenceof these contaminants below the maximum concentration stated by the manufacturer
would not be expected to impact the integrity ofthe study.

= ‘The animal health and environmental monitoring program is administered by the attending
laboratory animal veterinarian. Evaluationof these data did not indicate any conditions that
affected the validityofthe study.

E. Quarantine and Pretest Period
Upon arrival at Haskell Laboratory, the rats were quarantined for 11 daysofthe 26-day pretest
period. The rats were observe daily for any clinically apparent signsofdiscase or injury,
weighed 4 times, and examined bya veterinary ophthalmologist to identifyanimals with
preexisting ocular lesions.

Prior to grouping, one male rat animal no. 643168) was accidentally killed and discarded
without necropsy. One male rat (animal no.643186) and 2 female rats (animal nos. 643355 and
643469) were found dead and necropsied to check for the presence of disease. No discase was
found.

On the basisofacceptable body weight gains and clinical observations, all surviving rats were
released from quarantine on test day -15 by the laboratory animal veterinarian designe.
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F. Study Design
Groups. No Group Dietary Dosaged

Male Female Male Female (mg/kg/day)
1 nas as 0 (Control)
m wv 35 35 25
Vv vi 35 35 100
viv as ds 250

BiochemicalEvaluationsatthel0-dayTimePoint
I-A I-A 5 5 0 (Control)
I-A IV-A 5 5 25
V-A VI-A 5 5 100
VILA VILA Ss s 250

a Weightoftest substance (adjusted fof tive ingredient)kganimal body weight ]
‘The first ten rats in each group were designated for the 90-day exposure evaluation. The next
five rats in each group were initially designated as a satellite subset for serial blood collection in
the event findings warranted analytical evaluations. Due to findings after the one-month
recovery period, these rats were designated for evaluationofselected tissues following a three-
month recovery period; these rats are reported as the three-month recovery animals. The next 20

- animals in each group were designated for reproductive evaluations. The last 10 male and female
rats in the control and high dose groups were designated for recovery evaluations and are
reported as the one-month recovery animals. An additional $ rats/sex/dose were received as a
separate shipment 65 days after study start for the biochemical evaluations (hepatic B-oxidation)
following a 10-day exposure.

Male and female rats designated for the 90-day exposure evaluation were dosedfor 90 and 92
days, and necropsied on test days 91 and 93, respectively. Male and female rats designated for
the one- and three-month recovery evaluations were dosed for 90 days and necropsied 36 days
and 92 days postdosing, respectively.

Neurobehavioral evaluations were conducted on male and female animals designated for the 90-
day exposure evaluation (predose and week 13) and on control and high dose animalsdesignated
for the one-month recovery (predose, week 13, one-month post dose). Biochemical evaluations
(hepatic B-oxidation) were performed on animals afier 10 and approximately 90 daysof dosing.
and following one- and three-month recovery periods. Clinical pathology evaluations were
conducted on animals designated for the 90-day exposure evaluation on weeks 7 and 13 and on
animals designated for the one-month recovery evaluation immediately prior to necropsy.
Reproductive evaluations began on test day 74 when designated male and female rats were
cohoused.
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- G. Assignment to Groups and Study Start

1. Rats Designated for the 90-Day Exposure, One-Month Recovery, and Three-Month
Recovery Evaluations and Reproductive Evaluations.

Rats were selected for study use on the basisofadequate body weight gain, freedom from any
ophthalmological abnormalities or clinical signsofdisease or injury. and a body weight within
20%of the mean within a sex. The selected rats were distributed by computerized, stratified

randomization so that there were no statistically significant differences among group body weight
means within a sex.

‘Oral administration of H-24516 began on test day0. The rats were approximately 49 days of age
on test day 0. Prior to the start of the test substance administration, rats with body weights that
were not within 20%of the mean within a sex, were replaced and discarded without gross or
‘microscopic evaluations. Replacement rats were selected on the basisoffrecdom from any
clinical signsof disease or injury and a body weight = 20% of the mean within a sex.

On test day 0, two male rats had clinical signs of hair loss (animal numbers 643232 (control) and
643315 (250 mglkg/day)). Inclusionof these animals on the study does not impact the outcome
ofthe study.

2. Rats Designated for 10-Day Biochemical Analysis
- The rats designated for the 10-day biochemical analysis arrived separately, 65 days after study

start. They were handled the same as the other rats during the quarantine and pretest periods,
except they did not receive an ophthalmological examination. They were distributed by
‘computerized, stratified randomization into study groups (S/sex/dose), so that there were no
statistically significant differences among group body weight means within a sex when this
subset of rats is compared among themselves. Oral administrationof H-24768 began on test
day 76.

H. Dose Suspension Preparation
Dose suspensionsof0, 2.5, 10, or 25 me test substance/mL were prepared with
0.5% methylcellulose. Methylcellulose was selected as the vehicle because it is the vehicle of
choice for reproductive studies. Dose suspensions were prepared daily prior to dosing from test
day 0 through test day 37 with a dose volume of 10 mUkg. However, in order to administera
dose volume under $ mL. to comply with laboratory procedure, the dosing volume for male and
female rats was decreased from 10 mL/kg t0 7.5 mL/kg on test day 38, and the suspension
concentrations were increased to 0, 3.33, 13.33, and 33.33 mg/mL. Starting on test day 42 until
the endofthe dosing period, these dose suspensions were prepared twice a week.

The test material was melted down to approximately 90°C, mixed for approximately 30 minutes,
aliquoted, then mixed with methylcellulose for one minute to make the dose suspensions. When
the dose suspension was prepared twice a week, the suspension was refrigerated until used. Each

- day the suspensions were then homogenized for one minute and then stirred for 30 minutes
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=~ before the day's aliquots were removed. Remaining dose suspensions were returned to the
refrigerator. The dose suspensions were stirred prior to and during dosing.

I. Test Substance Administration and Sampling
Animals designated for the 90-day exposure period and one- and three-month recovery periods
were dosed for up to 92 days. Animals designated for reproductive evaluations, were dosed for
the 74-day premating period and during the mating period. Py male rats continued to be dosed
until sacrifice. Pregnant female rats were dosed during the gestation period. Lactating females
and females with no evidenceof copulation were dosed until pups were weaned on day 21

“The test substance was administered daily to the study animals by oral gavage to achieve dosage
levels of25, 100,or 250 mg active ingredientkg body weightday, based on the most recently
recorded body weight. All male and female control animals were treated with 0.5% aqueous
methylcellulose at the same dose volume as that used for the high dose group. On test day 3, five
male rats in the 25 mg/kg/day group were dosed with vehicle only. On test day 18, all male rats
and the first 11 female rats in the 25 mg/kg/day groups received 37-39 mg/kg/day. There were
individual rats across dose groups that were misdosed; these rats are documented in study
records and reported in Appendix B. The incidences of misdosing described above arc
considered not to have affected the outcomeofthe study.

Al Py animals in the reproduction study with the exception of pregnant females in the process or
-~ showing signsof delivery were dosed daily until sacrifice.

At the initiationofthe study (est day 0), samplesofthe dosing suspensions containing
H-24516 at the concentrationsof0, 25, 10, and, 25 mg/mL were collected. On test day 6, to
verify that the 10.0 mg/m. level was mixed homogencously, samplesof the dosing suspensions
containing H-24516 at the concentrations of0 and 10 mg/mL were collected. These samples.
were analyzed to verify homogeneity/concentrationofthe test substance in the vehicle and 5-
hour room temperature stability to verify the test substance stability while the animals were being
dosed.

Prior to the initiation ofa change in frequencyofdosing preparation. a long term refrigerated
stability (4 days) analysis was required. Also, 2 need to change dose volume:
(10 mg to 7.5 mlkg) was identified and a subsequent change in the concentrations of the.
suspensions was necessary. Therefore, an additional mixing and stability study was performed.
“The samples collected during this additional study were not administered to the animals but
addressed the mixing, rangeof concentrations and the stability parameters that would be needed
after the frequencyof mixing and dose volume changes were made in the study. In this separate
study, samplesofdosing suspensions containing H-24516 at the concentrationsof 0, 5, 20, and,
50 mg/mL (based on a 5 mLkg dose volume) were collected. These samples were analyzed to
verify homogeneity, concentration and S-hour room temperature stability. On subsequent days 2,
3..and 4 afte this preparation, samples from the same preparation were collected and analyzed to
Verify concentration after re-dispersion of the test substance and refrigerated stability (4 days)

~ along with 5-hour room temperature stability (day4 samples, only). Later in the 90-day gavage
study, to satisfy the dose volume change of5 ml/kg to 7.5 mL/kg, samplesof the dosing
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- suspensions containing H-24516 at the concentrations of0 and 3.33 mg/mL were collected and
analyzed to verify homogeneity, concentration and 5-hour room temperature stability. Four days
later, samples from the same preparation were collected and analyzed to verify concentration
after re-dispersionofthe test substance and refrigerated stability (4 days) along with 5-hour room
temperature stability.

On test day 38, after the mixing and stability was established for the storage conditions and the
concentration range, the mixing frequency and dose volume change (10 mL/kg to 7.5 mLke) was
initiated in the study. Therefore on test day 49, samples of the dosing suspensions containing H-
24516 at the concentrations of 0, 3.33, 13.33, and 33.33 mg/mL were collected and analyzed to
Verify homogeneity and concentration. On test day 91, samplesof the dosing suspensions
containing H-24516 at the same concentrations were collected. The 3.33 mg/mL samples were
analyzed to verify homogeneity and concentration while the remaining levels were analyzed for
concentration verification.

All dosing suspension samples were collected on the same day the suspensions were prepared or
at the prescribed protocol time for analysis. They were analyzed when received or were frozen
until analyzed.

J. Analytical Methods

- 1. Dosing Suspension Treatment
Each dosing sample was diluted to 100 mL with methanol and sonicated to dissolve the
H-24516 in the suspension. The dosing samples were further diluted with the 0 mg/mL sample
initial dilution) to an expected concentrationof approximately 0.05, 0.06, 0.075 or 0.09 mg/mL
(@.) prior to analysis. An internal standard (refer to Calibration and Quaniitation Section) at an
equivalent amount was added 10 cach sample before the final analysis dilution.

Samples submitted for analysis were analyzed the day the suspensions were received or stored
frozen until analyzed by the testing group.
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3. Calibration and Quantitation

A separate sample of H-24516 (-3) was obtained to use as the analytical reference standardLCiivs preparesmn Teston cots
"assure that all material was in solution. Before analysis, appropriate aliquotsof the stock were
diluted with methanol to make calibration standards, which bracketed the target concentration ofthe diluted dosing samples. A stock solutionofthe internal sore- — prepared in methanol and added tc ch aration stn
test sample to give an equivalent inal concentration in all dilutions. The rato of the peak heightsfor intemal standard and H-24516 at three retention times (3.5, 4.17, and 4.77 minutes) fromreplicate GC analysisofthese suspensions were used to construct calibration curves by leastsquares regression (see Appendix A, Figure la, Ib, and lc fora representative curves). Measured
concentrations for the dosing samples were determined by applying the peak height ratios from
replicate injectionsofcach sample to the respective calibration curve.

Test substance homogeneity in the dosing suspensions was evaluated by calculating the
coefficientofvariation (C.V. = standard deviation/mean x 100)ofthe measured concentrations
in samples obtained from the top, middle, and bottom (T, M, and B) ofthe dosing preparation orthe meanofduplicate samples for each concentration. A coefficientofvariation of less than 10%
is the standard criterion at Haskell Laboratory for acceptable distributionofthe test substance
throughout the dosing suspension. The mean result of the top, middle, and bottom homogeneity
samples or duplicate concentration verification samples for each dosing level was used to
determine the concentrationofthe test substance for the respective dosing levels.

Stability was evaluated by using the mean of the top, middle, and bottom homogeneity samples orduplicate concentration verification samples (0-day room temperature) as the baseline for
«comparing the corresponding room temperature and refrigerated results.
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-~ K. Body Weights
All rats were weighed once per week during the 90-day exposure phaseofthe study. In addition,
the rats designated for neurobehavioral evaluations, undergoing functional observational battery
and motor activity assessments, were weighed on the daysofthose observations. During the
reproduction substudy, male rats were weighed on a weekly schedule and female rats were
weighed during gestation on days 0, 7, 14, 18, and 21, and lactation days 0, 7, 14, and 21.
Pi female rats with no evidenceof copulation or that did not deliver a litter continued to be
weighed weekly. Weaned F; ras were weighed weekly until postnatal day 56 (test day 36).

L. Food Consumption and Food Efficiency
‘The amount of food consumed by each rat over each weighing interval was determined
throughout the study. Each feeder was weighed at the beginning and endofthe interval and the
final weightof the feeder and the amountof spillage from the feeder during the interval was
subtracted from the inital feeder weight. From these measurements, mean daily food
consumption over the interval was determined. From the food consumption and body weight
data, the mean daily food efficiency was calculated.

Mean daily food consumption was determined for al animals designated for subchronic toxicity
evaluations during the 90-day exposure period. Food consumption was also determined for
animals designated for one- and three-month recovery evaluations. The only exception is that

- food constmption was not determined for animals designated for three-month recovery during
the urine and feces collection period on test days 83-89.

During the reproductive assessment, food consumption was determined for rats designated for
reproductive assessment as follows:

+ Premating Dosing period individual food consumption was determined weekly, ending test
day 74

+ Cohabitation period, beginning test day 74 food consumption was not determine.
+ Following the endof cohabitation period food consumption was not determined for males.
+ Gestation period- individual food consumption was determined on gestation days 0, 7, 14,

and 21
+ Lactation period ~ food consumption was ot determined.
+ Postweaning F, rats ~ individual food consumption was inadvertently not collected or

spillage not recorded during the postweaning period formany animals. As a result, available
food consumption data are not presented in the report but are included in the stud records.

M. Detailed Clinical Observations and Mortality
During the test period, cage-site examinations to detect moribund or dead rats and abnormal
behavior and/or appearance among rats were conducted at least twice daily throughout the study.
Atevery weighing, cach rat was individually handled and examined for abnormal behavior and

—- appearance. Detailed clinical observations ina standardized arena were also evaluated on rats
designated for the 90-day exposure and one-month recovery periods. The detailed clinical
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- obscrvations included (but were not limited to) evaluation of fur, skin, eyes, mucous membranes,
occurrenceofsecretions and excretions, autonomic nervous system activity (lacrimation,
pilocrcetion, and unusual respiratory patter), changes in gait, posture, response to handling,
presenceof clonic, tonic, stereotypical, or bizarre behavior.

N. Ophthalmological Evaluations
Three ophthalmological examinations were conducted by a veterinary ophthalmologist. Both
eyes were examined by focal illumination and indirect ophthalmoscopy. The examinations were
conducted under subdued lighting after mydriasis had been produced with a 1% tropicamide
solution.

On test day -11, the initial examination was performed on all rats received for the study, prior to
selection and grouping. On test day 80, all surviving rats designated for the 90-day exposure and
one-month recovery were examined again. On test day 122, all surviving rats designated for the
one-month recovery evaluation were given a final examination.

0. Neurotoxicity Evaluations

1. Sensory Function Evaluation
Priorto test substance administration (test days ~6 and 7), during week 13 (test days 86 and 87)

- oftest substance administration, and following an approximately one-month recovery period (test
day 120), assessmentsofresponses to approachitouch, sharp auditory stimulus, and tail pinch
were made while the animal was in a standard arena. These assessments were conducted on
10:animals per group for the baseline and week 13 evaluations. The recovery evaluation was
conducted on the 10 animals per group designated for the one-month recovery (control and high-
dose groups only). Forc- and hindlimb grip strength were measured by a strain gauge device
(Chatillon” Digital Force gauge). Pupillary constriction was measured immediately prior to
removing the rats from the motor activity chambers because the darkened room in which the
apparatus was located facilitated observing the response. Duc to the technical difficulty of
evaluating pupil size in albino rats under ambient light conditions. pupil size was evaluated by
assessment of pupillary response. The presence or absence of pupillary constriction was assessed
after a beam of light was directed into each eye. For all these assessments, the experimenter was
unawareofthe group designationofthe animal.

2. Motor Activity
Following the evaluation of grip strength and sensory function during week 13, assessment of
‘motor activity was conducted. Rats were individually tested in | of 30 nominally identical,
automated activity monitors (Coulbourn® Infrared Motor Activity System). Group and gender
were counterbalanced across the monitors and timeofday to the fullest extent possible. The
infrared monitoring device enables measurement of 2 dependent variables: durationof movement
and number of movements. A continuous movement was counted as | movement regardless of

- duration. Each test session was 60 minutes in duration, and the results were expressed for the
total session as well as for 6 successive 10-minute blocks.

‘Sompany Sanilzed. Does not contain TSCA CBI
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- Presenceofdefecation and urination on the cageboards below the motor activity monitor were
also recorded following each motor activity session.

3. TestFacility Positive Control Data
Data on the effects of acrylamide, carbaryl, d-amphetamine, and trimethyltin are described in
four separate reports. *** These positive control studies are the basisoftraining certification
for the individuals making judgments in the neurobehavioral and neuropathology tests. The data
also document that the equipment and procedures are capableofdetecting effects that may be
seen in neurotoxicity studies of this type.

P. Clinical Pathology
A clinical pathology evaluation was conducted on the first 10 male and 10 female rats per group
on test days 44 and 91 (males) or test days 45 and 93 (females). The rats were fasted overnight
(approximately 16 hours) and urine was collected during this interval. Blood samples for
hematology and clinical chemistry measurements were collected from the orbital sinusof each
fasted rat while the rat was under light carbon dioxide anesthesia. Blood samples for coagulation
parameters and plasma fluoride were collected from the abdominal vena cava while the rat was
under carbon dioxide anesthesia, immediately prior to sacrifice (days 91 and 93 in males and
females, respectively). All blood samples were examinedvisually and observations recorded. A
clinical pathology evaluation (hematology, clinical chemistry, and urinalysis only) was also

- conducted on all one-month recovery rats from blood and urine collected on the day of necropsy
(test day 125). In addition, urine samples were collected from three-month recovery ras for
urine fluoride analysis only.

1. Hematology/Coagulation
Complete blood counts (including reticulocytes) were determined on a Bayer” Advia 120
hematology analyzer and determined from microscopic evaluationofthe blood smear. Wright-
stained blood smears from all rats were examined microscopically for confirmation of automated
results and evaluationofcellular morphology. Coagulation times were determined on a BCS.
Behring Coagulation Analyzer. New methylene blue-stained blood smears were prepared from
cach rat undergoing hematology evaluation but were not needed for evaluation.
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- “The following hematology and coagulation parameters were determined:
Erythrocyte count (RBC) Red cell distribution width (RDW)
Hemoglobin concentration (HGB) Absolute reticulocyte counts (ARET)
Hematocrit (HCT) “Total leukocyte count (WBC)
Mean corpuscular volume (MCV) Differential leukocyte count
‘Mean corpuscular hemoglobin (MCH) Platelet count (PLT)
Mean corpuscular hemoglobin concentration Microscopic blood smear examination
MCHO)

Prothrombin time (PT)
Activated partial thromboplastin time (APTT)

2. Clinical Chemistry
Clinical chemistry parameters were measured or calculated on a Roche Diagnostics
(BMC)Hitachi®917 clinical chemistry analyzer. Plasma fluoride concentration was determined
using aphi/I 2pH meter witha fluoride-selective electrode. Plasma fluorides were determined at
the endof treatment and at the end ofa one-month recovery period.

The following serum chemistry parameters were determined:

Aspartate aminotransferase (AST) Total protein (TP)
~ Alanine aminotransferase (ALT) Albumin (ALB)

Sorbitol dehydrogenase (SDH) Globulin (GLOB)
Alkaline phosphatase (ALKP) Calcium (CALC)
“Total bilirubin (BILI) Inorganicphosphorus (IPHS)
Urea nitrogen (BUN) Sodium (NA)
Creatinine (CREA) Poassium (K)
Cholesterol (CHOL) Chloride (CL)
Triglyceride (TRIG) Plasma fluoride (PLU)
Glucose (GLUC)

3. Urinalysis
“The following urinalysis parameters were determined:

Appearance (quality, clarity, and color) Bilirubin (UBIL)
Volume (VOL) Blood (BLD)
Osmolality (OSMO) Urobilinogen (URO)
Specificgravity (SG) Urinefluoride (UFLU)
pH Protein (UMTP)
Glucose (UGLU) Microscopic urine examination
Ketones (KET)

Urine volume and appearance were measured and evaluated visually, respectively. Urine
- constituents were semi-quantitatively measured on a Bayer Clinitek” Atlas™ Automated Urine

Chemistry analyzer. Urine volume and appearance were measured and evaluated visually,
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i respectively. Urine constituents were semi-quantitatively measured on a Bayer Clinitek® Atlas™
Automated Urine Chemistry analyzer. Urine protein was measured on a Roche Diagnostics
(BMC)Hitachi® 717 clinical chemistry analyzer. Urine osmolality was determined using an
Advanced Osmometer 3900. Sediments from all urine specimens were evaluated
microscopically. Urine fluoride was determined by multiplicationofmeasured urine volume by
urine fluoride concentration (measuredusing a phi/l 2pH meterand a fluoride selective
electrode). Urine fluorides were determined at the end of reatment and at the endofthe one-
‘and three-month recovery periods

Q. Collection of Blood, Urine, and Feces (Three-Month Recovery)
On test day -4 (pre-bleed) and test days 0, 3, 9, 21, 34, 55, 76, and 89 blood (approximately
0.51 mL) was collected from the orbital sinus ofdesignated animals (5 rats/sex/dosc) while the
rat was under light carbon dioxide anesthesia. On the dayofblood collection (except test day —
4), blood was collected from the animals 2 hours (+ 30 minutes) afer dosing. The blood was
collected in plastic tubes containing EDTA while on ice. The blood was then separated into
plasma and RBCs by centrifugation and store frozen. For each bleeding, blood was collected at
approximately the same timeof day. During the last weekof the 90-day exposure period urine
and feces were collected daily at 24-hour intervals from cach animal. The animals were placed in
metabolism cages for collection of feces and urine. The exact time periodof collectionofurine
and feces was documented along with the total volume of urine obtained. Urine and feces were
stored frozen. Blood was also collected for analysis at 3,7, 12, 19, 26, 36, 50, 71, and 92 days

- ‘postdosing for both male and female animals of each dose group and stored frozen. Animals
were sacrificed at the end of the three-month recovery period. The collected blood, urine, and
feces may be evaluated in the future for the test substance and/or possible metabolites. Resulting
data will be reported separately.

R. Anatomic Pathology — Rats Designated for Subchronic Toxicity and Recovery
After approximately 90 daysof exposure 10 the test substance (test days 91 and 93 for males and
females, respectively), groups of 10 male and 10 female rats from the 0, 25, 100, and
250 mg/kg/day groups were sacrificed and necropsied. Additional groups of 10 male and
10 female rats from 0 and 250 mg/kg/day groups were sacrificed and necropsicd approximately
one month afer the last exposure (test day 125). In addition, groups of 5 male and S female rats
from all groups designated for the three-month recovery period were sacrificed and necropsied on
test day [81. In the discussion ofpathology findings, groups sacrificed after approximately 90
days are referred to as the 90-day exposure groups. and groups sacrificed on test days 125 and
181 are referred to as one-month and three-month recovery groups, respectively.

Rats scheduled for sacrifice were fasted overnight on the afternoon before their scheduled
sacrifice. The orderof sacrifice for scheduled deaths were random among all treatment groups.
Rats were euthanatized by carbon dioxide anesthesia and exsanguination. Gross examinations
were performed on all male and female rats
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- ‘The following tissues were collected from 90-day exposure and one-month recovery group rats
sacrificed by design, or rats that were found dead or accidentally killed

Digestive System Cardiovascular System Musculoskeletal System
liver heart skeletal muscle
esophagus aorta femurknee joint*

stomach stemum
duodenum Hematopoietic System mandible®
jejunum spleen

ileum thymus Reproductive System
cecum mandibular lymph node Male

colon ‘mesenteric lymph node testes
rectum bone marrow’ epididymides
salivary glands prostate

pancreas EndocrineSystem seminal vesicles
pituitary gland Female

Urinary System thyroid gland ovaries
Kidneys parathyroid glands uterus
urinary bladder adrenal glands ‘mammary gland

Respiratory System Nervous System Miscellaneous
lungs brain (including cerebrum, skin
trachea cerebellum, medulla/pons) eyes (including optic nerve)nose spinal cord (3 levels: cervical, gross observations- larynx ‘mid-thoracic, lumbar)

pharynx sciatic nerve
a. Bothfemurknee joints wer aken fom 90-day exposure ats. One femurknce joint was frozen and the

other processed as described below:
b. The mandible was aken from 90-day exposure and one-month recovery animals. One-halfofthe

mandible was frozen and the otherhalfprocessed as described below.
. Bone marrow was collcted with the femur and sternum,

“The following tissues were collected from three-month recovery group rats sacrificed by desig
liver, kidneys, thyroid gland, nose, testes, and fat (approximately 1 gram). The testes, fat and
portions of the liver and Kidney were placed in plastic freezer bags and stored frozen; these
tissues may be evaluated in the future for total fluorine levels to study the distribution of the test
substance. Resulting data will be reported separately.
The following tissues were weighed from rats sacrificed by design in the 90-day exposure group.
‘and the one-month recovery groups: liver, kidneys, adrenal glands, brain, spleen, thymus, heart,
ovaries, uterus, cpididymides, and testes. Organ weight/final body weight and organ
weight'brain weight ratios were calculated. The thyroid gland (after fixation) was also weighed
in the Py adults. Liver, kidneys, thyroid gland (afier fixation), and testes from rats sacrificed by
design afer three months recovery were weighed and organ weight/final bod weigh ratios were
calculated. Organ weight'brain weight ratios were not determined for three-month sacrifice rai.

_ Gross lesions which were diagnosed at necropsy and for which microscopic examination was not
appropriate (c.g., fluid accumulation, ruffled fur, missing anatomic parts) were generally not
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= collected. Gross lesions for which a microscopic diagnosis would not be additive
(e.g. osteoarthritis, pododermaitis, chronic dermatitis of the tail, urinary calculi, and deformity
of the teeth, toe, tail, or pina) were saved but were generally nol processed formicroscopic
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$ micrometers, stained with hematoxylin and cosin (H&E), and examined
microscopically.

Al collected tissues from exposure group rats sacrificed on test days 91/93 from control and
250 mg/kg/day rats, and all found dead or accidentally killed rats were processed and received a
full histopathological examination. Liver, kidneys, thyroid gland, nose, and mandible were
processed from 25 and 100 mg/kg/day 90-day exposure group rats and from one-month recovery
rats. Liver, kidneys, thyroid gland, and nose from males and thyroid gland and nose from
females sacrificed after the three-month recovery period were processed from all groups. Tissues
were microscopically examined in descending order of dose until a no-cflect level was reached.

S. Reproductive Assessment

I. Breeding
- Afier approximately 10 weeksof exposure (0 the test substance, on test day 74, cach female was

continually housed on a 1:1 basis witha randomly selected maleofthe same dose concentration
level in the male's cage. On the day copulation was confirmed, the female was transferred back
to individual cage housing. Mating pairs were cohoused until evidenceofcopulation was
observed (designated as day 0 of gestation), or until2 weeks elapsed. The presenceofan
intravaginal or extruded copulation plug was considered evidenceof copulation.

2. Estrous Cycle Evaluation
Vaginal smears were collected from all P, female rats in order to determine the stages of the
estrous cycle. Vaginal smears wer collected daily beginning 3 weeks prior to mating, and
continuing until copulation was confirmed, or the cohabitation period ended.

Vaginal smears were also collected from all Py parental female rats at the time of sacrifice to
determine the stageofestrous cycle. This data is not presented in the report but is included in the
study records.

3. Gestation Procedures
Female rats were transferred to polycarbonate pans (on day 20 of gestation for mated females or
at the endofthe cohabitation period for female rats without evidence of copulation), and were
observed at least twice daily for signsofdelivery and pups.
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- 4. Lactation Procedures
“The day when delivery was complete was designated day 0 postpartum. At cach examination
period, pups were individually handled and examined for abnormal behavior and appearance; any
dead, missing, or abnormal pups were recorded.

a DayO Postpartum
Live and dead pups in each litter were counted as soon as possible afer delivery was completed.
Live pups in cach litter were individually weighed.

b. Day Postpartum
Litters were culled randomlyto 8 (4/sex when possible). Extra pups were euthanized (by
decapitation) and discarded without pathological examination. Litters of8 pups or less were not
reduced. Litter counts were recorded prior 0 and afer culling, and individual pup weights were
recorded prior to culling.

c. Days7and 14 Postpartum
Pups in each liter were counted by sex and individually weighed.

4. Day?! Postpartum (Weaning)
- Pups in eachlitter were counted by sex and individually weighed (3of4/sex/litter were then

sacrificed and grossly examined on postnatal day 21). Randomly selected weanlings
(onelsex/lter) were placed in individual cages, monitored for attainmentof developmental
landmarks.

At each examination period, offspring were individually handled and examined for abnormal
behavior and appearance; any dead, missing, or abnormal pups were recorded.

5. Post Weaning and Developmental Landmarks
Developmental landmarks in the F, generation male and female rats (one/senliter) were
monitored on a daily basis until criterion was achieved. Once developmental landmark criterion
was achieved, the animals were weighed. Body weight and food consumption were also
determined weekly until postnatal day S6 (test day 36).

a Vaginal Patency
Female rats were examined beginning on postpartumday 21.

b. Preputial Separation
Male rats were examined beginning on postpartum day 35.
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T. Anatomical Pathology - Rats Designated for Reproductive Evaluations
LP Adulls

All rats found dead, accidentally killed, or sacrificed in exiremis prior o the cohabitation period
underwenta gross and microscopic evaluation. The tissues collected are the same as those for
ats designated for the 90-day exposure period.
ALP, parental rats were sacrificed by carbon dioxide asphyxiation and exsanguination, and
subjected to gross pathological examination, including the females that ied and those for which
mating did not result in a productionof offspring. The uteriofall cohabited females were
examined for the presence and number of implantation sites
Sperm parameters for the first 10 out of 20 P; male animals i cach treatment group were
evaluated. The right cauda epididymis was weighed. Sperm was collected from the right cauda
epididymis and percent motility and morphology was determined. The lef epididymis and tests
were frozen in liquid nitrogen and stored between —65 and ~85° C for sperm and spermatid
counts, respectively. The right testis and epididymis from these 10 ats were saved and placed in
fixative,

“The following table lst issues that were collected:
- “Tissues Collected from Py Adults

Male Female Both Sexes

‘Testes/ Testis" Ovaries Thyroid Gland”
Epididymides/Epididymis’ Uterus (with oviducts) Gross Observations®
Prostate Vagina Pituitary Gland
Seminal Vesicles
Coagulating Gland

a TastesTesi and eididymidesiepididymis collected fom male rats were laced in Bowls soation. Allothrtissues (eproducive andnonteproducive)coleted fom male snd fal ats were paced informalin,
b Thyroid lands were weighed fe vation.
Gross sion observed at necropsy for which hisopathlogy was not propriate o would not be adiivewere generally not collected.

2 Offspring
Offspring that were found dead during the lactation period underwenta gross pathological
evaluation.

3 F Weanlings
Three Fy weanlings/senliter (randomly selected), lite size permitting, were sacrificed by

i carbon dioxide asphyxiation and underwenta gross pathological evaluation on postnatal day 21.
Gross lesions were preserved.
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- 4. Fy Adults

All Fy generation rats were sacrificed by carbon dioxide asphyxiation and exsanguination, and
subjected to a gross pathological examination. Selected tissues and gross lesions were preserved.

‘The following table lists tissues that were collectedand/orweighed:

Tissues Collected fromF Adults

Male Female Both Sexes

Testes Ovaries Thyroid Gland
Epididymides Uterus (with oviducts) Gross Observations
Prostate Vagina Pituitary
Seminal Vesicles Liver
Coagulating Gland Kidney
_— New

‘Tissues Weighed from F Adults
Male Female Both Sexes

Testes Uterus (with oviducts and Thyroid Gland (after fixation)
Epididymides cervix) Liver

- Seminal Vesicles (with Brain
coagulating glands) Kidney
Prostate

Processed tissuesforhistopathological examination were embedded in paraffin, cut at a nominal
thickness of5 micrometers, and stained with hematoxylin and eosin (H&E). Histopathological
‘examination of reproductive organs was conducted only for P, males and females with impaired
reproductive performance. Selected gross lesions were evaluated microscopically. Gross lesions
observed at necropsy for which histopathology was not appropriateorwould not be additive were
generally not collected.

U. Biochemical Measurements

Following 10 or approximately 90 daysoftest substance administration, after 36 days on
recovery,orafter 92 days on recovery (control and high-dose only), five rats from cach group
designated for biochemical evaluation were weighed and then sacrificed by CO; anesthesia and
exsanguination. Rats were fasted overnight on the afternoon before their sacrifice. The livers
were removed, weighed, and then homogenized (1 gram tissuc/4 mL buffer). Hepatic
peroxisomes were prepared using differential centrifugation. The resulting peroxisomal pellets
were resuspended in the homogenization buffer, aliquoted, and stored between -65 and -85°C
until analyzed for peroxisomal B-oxidation activity. The peroxisomal suspensions were diluted

_ toa protein concentrationofapproximately 0.25 mg/mL. Peroxisomal B-oxidation activity was
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- determined using ['“C]palmitoyl CoA as the substrate.) The protein content ofthe peroxisomes

‘was determined before and after analysis by the Biorad method.

V. Statistical Analyses

Except for Bartlett's test (p <0.005), significancewas judged at p < 0.05. Separate analyses
were performed on the data for each gender.
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‘The following table lists the indicesof reproductive function that were calculated for the Py and
Fy adult.

Method of Satseal ATIr Trelmnary tests |Wprliminary G0
Parameter Preliminary Test not significant significant

Sein
Body Weight Test for lack of application”ofthe | Preliminary tests for
Body Weight Gain trend® Jonckheere-Terpstra | pairwise comparison
Food Consumption trend test"
Gestation Length
Organ Weight
Implanation Site Numbers
Implantation Efficiency |
Mica NaberofPus Per
Be emis gg | One-way analysis of |Kruskal Wallis st
Prcotal Inirvl Shupro-Wilktent |Votan followed |Pfollowedwith
Estrous Cycle Length for normality” umnetSperm Parmeter.
Vaginal Percy
Preputal Separation

- I One-way analysis ofvariance”
Food Efficiency Nore followed with Dunnett's test”

IncidenceofClinical |
| Observations
| ating Index
| Fertility Index None Cochran-Armitage test for trend
Gestion Index

Viability Index (Lactation Index |

Vian Pup Weighs
(Covariates: er sice, Linearconisor |p
sex ratio) None least squares means” Dans etSox Ratio

+ Pairwise comparons and aocied rmanes were oly conducted 1h st For ackof rend weSirobe ShaiWksa otsigninbutLevene’ st wassigni, oust ion of Donets stod
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~~ For each parameter analyzed with a trend test, the test was applied to the data sequentially. Ifa
significant dose-response was detected, data from the top dose group were excluded and the test
repeated until no significant trend was detected.” For litter parameters, the proportion of
affected fetuses per liter or the litter mean was used as the experimental unit for statistical
evaluation.)

Where the data are tied and the standard large sample versionof Jonckheere's test is not
applicable, exact p values were calculated using permutation methodology.

RECORDS AND SAMPLE STORAGE

Laboratory-specific or site-specific raw data, such as personnel files and equipment records will
be retained by the facility where the work was done.

A sampleofthe test substance was collected for archive purposes and retained at Haskell
Laboratory. Specimens (ifapplicable), raw data, and the final report will be retained at Haskell
Laboratory, Newark, Delaware, or at Iron Mountain Records Management, Wilmington,
Delaware. Clinical pathology slides and raw data will be retained at Haskell Laboratory,
Newark, Delaware. Characterization data will be stored at Regional Analytical Services (RAS),
Jackson Laboratories, Deepwater, New Jersey.

Sompany Sanitized. Docs notcontain TSCA CBI

— ow -—



H.24516: Subehronic Toxicity
90-Day Gavage Study inRatswith One-Generation Reproduction Evalustions DuPont5386

— RESULTS AND DISCUSSION
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- ANALYTICAL EVALUATIONS

A. Test Substance Stability

Analysesofbulk samplesofH-24516 near the beginning and endof the study for stability
indicated that the test substance was stable for the durationofthe study. The average percent of
H-24516 in the sample submitted near the beginningof the study (test day 7) and analyzed (test
day 23) was ‘The average percent of H-2456in the sample submitted at theeng of the
study (fest day90) and analyzed (test day 105) we This work cgn be found i

24516} 'e purity was reported by the sponsor to be ie differencesin valies betwee the sponsor reported purity and the experimental data represent analytical
variability and not instability of the test substance.

B. Chromatography

H-24516 eluted from the GC column as resolved peaks with retention times from 2.9 minutes to
approximately 6.0 minutes. For the purposeof quantitation, resolved peaks at {be retention ti
ofapproximately 3.5, 4.17, and 4.77 minutes were used. The internal stan
EE:as a resolved peak at approximately 3.99

minutes.” RepresentativeUC chromatograms are shown in Appendix A, Figures 2(a-¢). Test
substance was not detected in the 0 mg/mLcontrol,

C. Homogeneity, Concentration Verification and Stability Samples for Initial Mixing Procedures
and Concentrations Based on Dose Volume of 10 mL/kg (Test Day 0 to Test Day 4l)

Analytical results from dosing suspensions collected on test day 0 and test day 6 and analyzed for
homogencity/concentration verification and 5-hour room temperature stability are shown in
Table 1 and Appendix A, TableI.

The following table summarizes the results for homogeneity, concentration verification and
stability analyses.

Preparation Nominal Measured TMB Mean (TMB) CV. Subiliy’Date mL mg/ml. % Nominal 00% Nominal
TeaDay0 0 NDF . - ~

| 25 230247240 956 3 04 |0 897,102140 10 2 889
23 ususBs 1000 7 ses |

| Temas 0 No es || 0 92695892 96 2 ws |
a Viean reals or he analysis of tefo (1), dle (V0 a0 bio (3) samples© Samples held § hours at room temperature.
© Denote none decid.
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- ‘The data for samples collected on test day 0 indicates that the test substance was homogeneously
mixed in the vehicle except for the 10 mg/mL. level (C.V. = 24). The test substance was at the
targeted concentration in the samples (= 11%of nominal) and was stable in the vehicle when
held 5 hours at room temperature. The 10 mg/mL. level samples were collected again on test day
610 show that the mixing and the room temperature stability was acceptable. The data indicated
that the test substance was homogeneously mixed in the vehicle (C.V. = 2%), at the targeted
concentration in the samples (+ 6.4% of nominal) and stable in the vehicle when held 5 hours at
room temperature.

“The lower than expected result for the 2.5 mg/mL (82.4% of nominal) for the S-hour sample was
within the targeted rangeofthe study (& 20%of nominal) and is due to sampling and analytical
variabilityof the method and not stabilityofthe test material in the vehicle. This was concluded
based on the data from the remainderofthe levels in this study, which were stable for the S-hour
room temperature period.

Test substance was not found in the 0 mg/mL samples

D.Mixingand Stability Study for Change in Frequency of Dosing Preparation (2 times/week)
and Dose Volume Change (5 mL/Kg to 7.5 mL/Kg)
“This work was done prior to initiating any mixing or storage condition changes in the study.

~ Analytical results from dosing suspensions collected for the special mixing study and analyzed to
verify homogeneity and/or concentration with stability are shown in Table 1 and Appendix A,
Table Il
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- The following table summarizes the results for homogeneity/concentration verification and
stability analyses.

Dose Volume Nominal Measured Mean cv. subily
Sample Type. gil. gn 4 Nominal ©8)__% Nominal
S0mLig

Homogeneity” 0 Nb: = - ~
500 as425.439 878 3 920
20 199,177,186 935 6 860
so $34,526,540 1066 ' 9%.6

Stability
2-Day Refrigerated’ 50 amaze 954 02 -
3-Day Refrigerated’ 50 474,448 922 4 =
4-Day Refrigerated 50 a 96.1 — 71

2-Day Refigerated 2 187, 180 91.5 3 ~
3-Day Refrigerated” 2 393,19.6° 1470 a —
Day Refrigerated’ 2 106 075 - 82

2-Day Refrigerated” 50 413,484 955 2 - |
3-Day Refrigerated 0 465,469 ons 1 -
4-Day Refrigerated’ 50 9 078 — 057 |

- 2.5 mig
Homogeneity 0 pf > — ”

AB 2825426 sit o 9
Stability

4-Day Refrigerated a 294,288 84 | 83
a Samples hedS hours at room imperaure

Mean results for the analysisofthe top (T), middle (M) and bot (B) samples.
© Denotes none detected.
0 Mean resus ofduplicate concentration verification samples,

Original analysis not reported because ofapparent aliquot error. Mean result ofduplicate re-analysis (12) ofthe original sample reported.
Mean result ofsingle sumple for concentration verification andaingle sample for -hous room temperaturestability.

& Meaneslofduplicate samples fo concentration verification andsingle samplefo S-hour oom temperaturesabily.

‘The data for samples collected initially (5.0 mL/kg dose volume change) indicate that the test
substance was homogeneously mixed in the vehicle, a the targeted concentration (+ 12.2% of
nominal) and was stable in the vehicle when held 4 days refrigerated followed by $ hours at room
temperature. The higher than expected result for the 3-Day refrigerated samples at the
20 mg/mL level (147.0% of nominal, C.V. = 47%) indicates that the test substance was not
properly re-dispersed in the vehicle afer refiigeration and before sampling. This was concluded
because duplicate samples were collected and analyzed with one of the samples having a higher
than expected result (39.3 mg/mL) in the analysis. The sample was reanalyzed and the results

- supported the duplicate reported analysis. This data along with the results from the last sampling
time at this level (4-day refrigerated/97.8%of nominal) supporied this conclusion.
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a “The data for samples collected for the 7.5 mLkg dose volume change indicate thatthe test
subsiance was homogeneously mixed in the vehicle for the 3.33 mg/mL. level
(C.V.=6) and stable in the vehicle when held 5 hours a room temperature. The concentration
was lower than expected (81.1%ofnominal) but was probably duc to initial samplingof the
mixture before adequate mixing. The results from the 4-day refrigerated samples from the same
preparation indicated the material was at the targeted level (2 12.6% of nominal) and stable when
eld 4 days refrigerated followed by $ hours at room temperature.

“The results from this mixing and stability study indicated that the mixing time for preparation of
the suspensions before use with the animals would have to be monitored for both the initial
preparation and the re-dispersionofthe suspensions aftr refrigeration. The test substance was
shown {0 be sable in the vehicle over the concentration range needed for the dose volume change
and under the storage conditions for the change in frequency ofpreparation (3 or4 days twice a
week)of the dosing suspensions.

E. Homogeneity and Concentration Verification Samples for Final Mixing Procedures and
Concentration Change Based on Dose Volumeof7.5 mg/kg (Test Day 42)
Analytical results from dosing suspensions collected on test day 49 and testday 91 and analyzed
for homogencity andor concentration verification are shown in Table 1 and Appendix A,
Table IIL

nn “The following table summarizes the results or homogeneity and concentration verification
analyses.

Preparation Nominal Measured T,MB* Mean (TMB) CV.
Due mpmL mg/ml. % Nominal __(%)

Test Day 49. 0 ND - |
333 271,299.34 913 12
1333 108,127,128 908 9
3033 310,324,334 98 4

TestDayol 0 NDP — —
333 305,300,301 90.7 1
133 28122 98 3
333 327.323 97.5 !

3 Van resusTo he analy ote top (1. middle (9) and tors (8) saris.
b Denotes non deed.

Duplicate samples submited. C.V. forthe duplicate samples used 10 confem uniformityofmire
“The data for samples collected on test day 49 indicates that the test substance was
homogencously mixed in the vehicle except for the 3.33 mg/m level (C.V. = 12). The test
substance was at the targeted concentration in the samples (+ 9.2%ofnominal).

- “The data for samples collected on test day 91 show that the 3.33 mg/m. level was
homogeneously mixed, indicated tht he fst substance was properly mixed in the vehicle
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= (C.V.= 1%) and at the targeted concentration in the samples (9.3%of nominal). The data for
the duplicate concentration verification samples for the remaining levels indicated that the test
substance was at the targeted level (& 6.2%of nominal) and mixed properly (C.V.'s = 3 and 1%,
respectively).

Test substance was not found in the 0 mg/mL samples

F. Analytical Conclusions
Data from the analysisof the samples at the initiationofthe study indicate that the test substance:
inthe vehicle was mixed homogencously, was at the targeted levels and was stable for 5 hours at
room temperature.

Data for the analysis of the samples after the mixing and dose volume changes indicated that the
test substance in the vehicle was mixed homogeneously and at the targeted levels. All stability
conditions were addressed in the additional sability/mixing study and the test substance in the
vehicle had been shown to be stable after 4 daysof refrigeration followed by S hours at room
temperature over the concentration range. The data also indicated that controlled mixing was
necessary for the initial mixing and redispersionof the test substance in the vehicle after
refrigeration

Test substance was not found in the 0 mg/mL samples.

Analysisofthe test substance near the beginning and the end of the study indicates that the
H-24516 was stable during the study.
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SUBCHRONIC TOXICITY EVALUATIONS

IN-LIFE TOXICOLOGY

A. Dosage Data
(Tables 2-3, Appendix B)

Rats were dosed with suspensions of H-24516 in 0.5% aqueous methylcellulose, prepared at
concentrationsof0, 2.5, 10, and 25 mg/ml, designed to deliver the targeted doseoftest substance
ata dosing volume of 10 ml/kg body weight. However, in order to administer a dose volume
under § mL to comply with animal welfare guidelines, the dosing volume for male and female
rats was decreased from 10mL/kg to 7.5 mL/kg and the suspension concentrations were increased
103.33, 13.33, and 33.33 mg/mL on test day 38. The quantityof H-24516 administered to cach
rat was calculated, based on the most recent body weight for cach rat, and subsequently rounded
by a computer program.

‘The rangeofmeandailydose volumes administered to male rats was 2.5-4.6 mL for the control
group, 2.5-4.6 mL for the 25 mg/kg/day group, 2.5-4.6 mL for the 100 mg/kg/day group, and
2.5.4.6 mL for the 250 mg/kg/day group. The rangeof mean daily dose volumes administered to
female rats was 1.9-2.8 mL for the control group, 1.9-2.8 mL for the 25 mg/kg/day group, 1.9-

- 2.6 mL for the 100 mg/kg/day group, and 1.9-2.8 mL for the 250 mg/kg/day group.

B. Mean Body Weights and Body Weight Gains
(Tables 4-7, Figures 1-2, Appendices C-D)

Statistically significant decrements in body weight compared to control were observed in males
inthe 100 mg/kg/day dose group afler day 77 (7-8%) and in the 250 mg/kg/day group after test
day 56 (6-14%). Statistically significant decrements in body weight in females compared to
control were observed in the 100 mg/kg/day dose group after day 77 (67%) and in the
250 mg/kg/day group after test day 56 (6-12%). These weight gain differences appear to be
directly related to test-substance induced adverse effects to the teeth (see Section C and
Anatomic Pathology Report) and subsequent decreases in food consumption in the
100 mg/kg/day female and 250 mg/kg/day male and female groups (see Section C).

‘The 250 mg/kg/day male group had significantly lower mean body weight gains compared to
control over the courseofthe study. Significantly lower mean body weight gains were observed
for the 100 mg/kg/day male group during the 35-42 and 49-56 day intervals. A significantly
Tower mean body weight gain also occurred for the 25 mg/kg/day male group during the 35-42
day interval. The mean body weight gainof the 250 mg/kg/day male group was significantly
higher than the mean weight gainofmale controls during the first weekofthe study and during
the 77-84 and 84-90 day intervals. The increased mean body weight gains observed after test day
77 appear to be associated with an increase in food consumption and food efficiency after both

- the male and female rats in the 250 mg/kg/day dosage group were placed on ground chow
becauseof adverse effects to the teeth. Overall (0-90 day interval), significantly lower mean
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- body weight gains of 13% and 16% compared to control occurred in the 100 and 250 mg/kg/day
‘male groups. This reduction in body weight gain was considered test substance-related and
toxicologically significant.

‘The 250 mg/kg/day female group had significantly lower mean body weight gains compared to
the control group over the courseof the studs. Significantly lower mean body weight gains also
occurred for the 100 mg/kg/day female group during the 28-35 day interval and for both the 25
and 100 mg/kg/day groups during the 42-49 day interval. The mean body weight gain of the
250 ghkg/day group was significantly higher than control during the second weekof the study and
during the 77-84 day interval. As with males, the increased body weight gain occurring after test
day 77 appears to be associated with an increase in food consumption and food efficiency (see
Section B) after the animals were placed on ground chow. Overall (0-91 day interval),
significantly lower mean body weight gains of 12% occurred in both the 100 and 250 mg/kg/day
female groups. The mean body weight and body weight gain decrements observed for the
100 gkg/day and 250 mg/kg/day female groups, however, were of small magnitude and were
associated with decreased food consumption but not with any alterations in food efficiency (see
Section B). Therefore, the statistically significant mean body weight and body weight gain
decrements for the 100 mg/kg/day and 250 mg/kg/day females were considered to be test
substance-related but not toxicologically significant. Furthermore, the decrements in body
weight parameters observed for both males and females appear to be related to test substance-
induced adverse effects t0 the teeth (see Section D and Pathology Section) and subsequent
decreased abilityofthe animals 10 eat the pelleted chow.

Following a one-month recovery period, the mean body weight and body weight gain of both
male and female rats that received 250 mg/kg/day approached control. For the overall one-month
recovery period (90-119 day interval), a statistically significant decrement in mean body weight
gain occurred for the 100 mg/kg/day group. The lower mean body weight gain did not oceur in a
dose-dependent manner and appeared to be due to test substance-induced adverse effects to the
teeth anda subsequent large decrease in food consumption for one male in the 100 mg/kg/day
group. Therefore, this effect was not considered toxicologically significant. Following the three-
month recovery period, the mean body weight (females only) and body weight gain ofboth males
and females exceeded control levels

C. Food Consumption and Food Efficiency
(Tables 8-11, Appendix E)

Male rats in the 250 mg/kg/day group had statistically significant and lower food consumption
‘compared to control over the courseofthe study. Overall (0-90 day interval), a significantly
Tower food consumptionof7% compared to control occurred in the 250 mg/kg/day male group.
Females in the 100 and 250 mg/kg/day had statistically significant and lower food consumption
compared to control over the course of the study. Overall (0-91 day interval), significantly lower
food consumptionof 9% and 8% occurred in the 100 and 250 mg/kg/day female groups.
However, after the rats received ground chow as a resultof tooth toxicity, their food consumption
immediately increased and began to approach or exceed (female 77-84 day interval) control
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-— levels. Test-substance related and statistically significant effects on food consumption were
observed in the 100 mg/kg/day female and 250 mg/kg/day male and female groups.

Male rats in the 250 mg/kg/day group had significantly lower mean food efficiency compared to
control over the courseofthe study except during the first and third week of the study and test
days 77-84 and 84-91 in whichsignificantly higher food efficiencies were observed. The
100 mg/kg/day male group had significantly lower mean food efficiency during test days 35-42
and 49-56. For the entire study interval, significantly lower food efficienciesof 8% and 9%,
respectively, were observed for the 100 and 250 mg/kg/day male groups.

With the exceptionofthe first two weeks of the study and test days 77-84 in which a
significantly higher mean food efficiency occurred, female rats in the 250 mg/kg/day group had
significantly lower mean food efficiency compared to control over the courseofthe study. A
significantly lower mean food efficiency was also observed for the 100 mg/kg/day female group
during test days 28-35, 42-49, and 49-56, while a significant increase occurred during test days
35-42. During test days 42-49, the 25 mg/kg/day female group had significantly lower mean
food efficiency. These differences were not considered to be of toxicological significance as
overall mean food efficiencies for est-substance treated female groups were similar to control.
“The decreased mean food efficiency in the 250 mg/kg/day male group appears to be directly
related to test substance-induced toxicityof the teeth. Following the replacementofpelleted
chow with ground chow on test day 77 for the 250 mg/kg/day male and female groups, a
significantly higher mean food efficiency was observed for the 77-84 and 84-90 (males only) day

- intervals. Nevertheless, based on the parallel reduction in body weight parameters observed in
the 100 and 250 mg/kg/day male groups, this reduction in food efficiency is considered to be
toxicologically significant.

Aftera one-month recovery period, mean food consumption in the 250 mg/kg/day male group
was still significantly lower, while mean food efficiency was the same as that observed in control
rats. For females, lower food consumption was also observed following the one-month recovery
period. For the overall one-month recovery period (90-119 day interval)a statistically
significant decrement in mean food efficiency occurred for the 100 mg/kg/day male and female
groups. The lower mean food efficiency did not occur in a dose-dependant manner and therefore
was not considered to be toxicologically significant. Following three months of recovery, mean
food consumption for males and females was similar to control levels, while mean food
efficiency for the 250 mg/kg/day males exceeded control levels.

D. Clinical Observations, Ophthalmology Evaluations, and Survival
(Tables 12-17, Appendix F)

A test substance-related, toxicologically significant increase in the incidence ofbroken (males)
and absent teeth (males and females) was observed in the 250 mg/kg/day dose group. In
addition, there was an increase in tooth clipping required for both males and females in the
250 gkgday dose group. There was also a statistically significant increase compared to control
in the incidence of stained red perineum and clear discharge from the mouth in the 250 g/ke/day

- male dose group. The increased incidence of stained red perineum and clear discharge from the
‘mouth was considered to be test substance-related.
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~ No test substance-related ophthalmological signs of toxicity or effects on survival were observed.

E. In-Life Toxicology Conclusions
Under the conditionsof this study, the no-observed-effect-level (NOEL) for in-lfe toxicology
parameters (body weight, body weight gain, food consumption, food efficiency, and clinical signs
oftoxicity) was 25 mg/kg/day for males and 100 mg/kg/day for females.

NEUROBEHAVIORAL TOXICOLOGY

A. Sensory Function Evaluations

1. Forelimb Grip Strength
(Table 18-19, Figures 3-4, Appendix G)

There were no test substance-related effects or statistically significant differences on forelimb
grip strength in males or females administered any dosage of H-24516. Females administered
100 or 250 mg/kg/day had slightly lower (12% and 14% lower than the control value,
respectively) forelimb grip strength at week 13, however, a linear dose response-relationship was
not present, and the values were within the range of normal variation for this measurement. In
addition, the forelimb grip strength in the control group during the recovery evaluation was

- similar to the valuesofthe 100 and 250 mg/kg/day female groups during the week 13 evaluation
demonstrating the degreeofvariability in this typeof measurement. Therefore, the slightly lower
forelimb grip strength in 100 and 250 mg/kg/day females was not considered to be test
substance-related.

2. Hindlimb Grip Strength
(Table 18-19, Figures 5-6, Appendix G)

There were no test substance-related effects or statistically significant differences in hindlimb
grip strength for either males or females administered any dosage of H-24516.

3. Sensory Function Observation
(Table 20-21, Appendix H)

‘There were no test substance-related changes in neurobehavioral parameters in males or females
administered any dosageof H-24516.

B. Motor Activity
(Tables 22-25, Figures 7-10, Appendices 1-1)

There were no test substance-related effects on duration of movement or number of movements
for males or females for any dosage tested. Males assigned to the 100 and 250 mg/kg/day group

—- had significantly lower mean durationofmovement during the third 10-minute interval for the
baseline evaluation. In addition, mean duration of movements was significantly lower for 25,
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- 100, and 250 mg/kg/day males comparedtocontrol during the fourth 10-minute interval ofthe
baseline evaluation. However, test substance administration had not been initiated, and
therefore, these statistical differences were not considered to be test substance related.

Females in the 250 mg/kg/day group had significantly lower total duration of movement and
number ofmovements during the recovery evaluation. The total duration of movements for both
the control females and 250 mg/kg/day females was lower relative to the baseline and week 13
evaluations. However, the number of movements for both control and the 250 mg/kg/day
fomales were within the rangeofbaseline values for females in this study. Since there was no
increase or decrease from the rangeofbaseline values with respect to numberofmovements, and
since there were no changes in motor activity observed at week 13 or in any other
neurobehavioral parameter, the statistically significant differences compared to control were not
considered to be test substance related.

C. Neurobehavioral Toxicity Conclusions
Under the conditions ofthe study, the no-observable-effect level (NOEL) for neurobehavioral
parameters was 250 mg/kg/day in males and females, the highest concentration tested.
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CLINICAL PATHOLOGY

A. Hematology/Coagulation
(Tables 26-29, Appendix K)

Rats dosed with 250 mg/kg/day had minimally decreased RBC mass parameters (RBC,
hemoglobin, hematocrit; variable statistical significance) (Clinical Pathology Text Table 1).
These decrements were associated with minimally increased RDW in both sexes, anisocytosis,
‘microcytes, and increased reticulocytes in males, and poikilocytosis in females. Following the
approximately one-month recovery period, male ats previously dosed with 250 mg/kg/day stil
had minimally to mildly decreased red cell mass parameters, and decreased reticulocytes
compared to conirol group rats. Female rats previously dosed with 250 mg/kg/day had red call
mass parameters similar to controls by day 125, although MCV, MCH, RDW and reticulocytes
were decreased. The minimal red cell effects discussed above are not expected to affect red cell
function or the health of the animal. Nevertheless, based on the progressive natureof the effects
during treatment and the persistenceofmany effects into the recovery period, the red cell
changes noted at 250 mg/kg/day were considered toxicologically adverse.

Clinical Pathology Tex! Table |
Red cell mass parameters as a percentofcontrol group mean®

- [MalesTTFemales |
Parameter|Interval25[100[250] |25 [100] 250
CLTT ITT[7

RBC [Day44/43[101%]07%[98%| [05%99%]94%|
pm 96%

[Day12s | T89%| [Tio1%]
ETTIT]] 1

HGB [Day44/45[101% 100%|98%| [96% 98%| 94%
99%|98% [93%] __|98%|97%| 92%

[Dayras1Tool |
EL [TT|

HCT [Day44/45[101%[100%]98%|[96%|97%|94% |
Day 91/93] 97%|97% [93%]|96%[97%]92%|

[oaytasl|Jor | Lom
* Statistica significance indicated by bold alcized ype

Females dosed with 250 mg/kg/day had shortened APTTs at day 93. This change was not
considered to be treatment related because there was no clear dose-related response. Similar
APTTs were present in all treated groups. Additionally, shortened coagulation times are not
considered adverse; prolonged, rather than shortened, coagulation times are toxicologically.
significant. Because there were no treatment-related alterations in coagulation parameters at the
endof dosing, coagulation parameters were not measured at the end of the one-month recovery

- (Day 125).
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= “The following minimal but statistically significant changes in hematology parameters were
considered to be unrelated to treatment because theydid not occur in a dose related manner:

«Decreased hemoglobin and hematocrit in females dosed with 25 mg/kg/day at Day 45
«Increased MCH in males dosed with 100 mg/kg/day, and increased MCHC in males dosed

with 25 mg/kg/day at Day 91
«Increased cosinophils in males dosed with 25 mg/kg/day at Day 44, and decreased

eosinophils in females dosed with 25 mg/kg/day at day 45.

“The following minimal but statistically significant changes in hematology parameters were
considered to be unrelated to treatment because they only occurred after one monthofrecovery:

«Increased neutrophils in females dosed with 100 (day 93) or 250 mg/kg/day (day 125;
recovery)

«Increased cosinophils in females dosed with 250 mg/kg/day (day 125 recovery)

Decreased APTT in males dosed with 25 or 100 mg/kg/day at day 91 was not considered adverse
because decreases in coagulation times are not associated with toxicity.

Red cell counts were statistically deceased at test day 91 in males dosed with 100 mg/kg/day.
“This change was small, was not associated with changes in other red cell mass parameters, and
did not appear to follow a dose response; and thus was considered unrelated to treatment.

B. Clinical Chemistry
(Tables 30-31, Appendix K)

There were no toxicologically significant changes in clinical chemistry parameters in rats dosed
with 25, 100 or 250 mg/kg/day. All statistically significant changes in clinical chemistry
parameters were considered non-adverse (not toxicologically significant) or unrelated to
treatment. These changes are detailed below.

Alkaline phosphatase was minimally increased in male rats dosed with 100 (day 91 only) or
250 mg/kg/day (days44 and 91). Toxicologically important increased ALKP activity generally
occurs as a resultofcholestasis, but may also be due to direct enzyme induction by a
xenobiotic™. In this study, there was no evidenceofcholestasis (bilirubinemia, bilurubinuria,
or histologic evidenceof cholestatsis). There was histologic evidence of enzyme induction (see
Anatomic Pathology report). Therefore, the ALKP changes were most likely due to direct
enzyme induction and therefore were considered non-adverse. After one monthofrecovery,
alkaline phosphatase activity in 250 mg/kg/day males was similar to control values.
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- Clinical Pathology Text Table 2:
Alkaline phosphatase as a percentof control group mean

Males
[TT2 T10 [2%
[Daya| 107%| 116%| 138%

192%
[Dayias]TT95%|
+ Saisie sgnicanc indicated by bod alczad type

Cholesterol and triglycerides were mildly decreased in males dosed with 100 or 250 mg/kg/day at
days 44 and 91 (variable statistical significance). In females dosed with 100 or 250 mg/kg/day,
triglycerides only were decreased at days 45 and93 (variable statistical significance). After one
‘monthofrecovery, both cholesterol and triglycerides were still statistically decreased in
250 mg/kg/day males. For females, triglycerides in most rats were still minimally decreased after
one monthofrecovery, although there was much variability among individual rats, and values
from some previously treated rats were higher than any control rat. Therefore, the relevance of
the effect in recovery females is equivocal. The changes in cholesterol and triglycerides were
treatment-related and indicate altered lipid metabolism, but were not considered adverse because
mild decreases in cholesterol and triglycerides do not have any known adverse effects.

Males and females dosed with 100 or 250 mg/kg/day had alterations in serum proteins. The
_ primary change was mildly increased total protein in rats dosed with 100 (females only) or

250 mg/kg/day (variable statistical significance). The increased total protein was generally due
to increased albumin; increased albumin also occurred in males dosed with 100 mg/kg/day (day
91), but this change did not affect total protein concentration. Globulin changes were minimal

and variable between sexes; at day 91, 250 mg/kg/day males had decreased globulins, while

250 mg/kg/day females had increased globulins. After one monthofrecovery, protein
concentrations in ats previously dosed with 250 mg/kg/day were similar to control values. The
increases in serum protein noted above were primarily due to increased serum albumin. Mildly
increased serum albumin is not known to have any adverse consequences, so these protein

changes were considered non-adverse.

Increased serum albumin in females dosed with 100 or 250 mg/kg/day caused secondary
hypercalcemia. Calcium exists in serum in two forms, either bound to albumin or unbound
(“ionized” calcium). Ionized calcium is the physiologically active form, and is tightly regulated.
Increases in albumin are necessarily associated with physiologically appropriate increased bound
calcium, with resultant increased total calcium. However, ionized calcium is unaffected. Thus,

increased calcium in association with increased albumin is considered physiologically

appropriate and thus non-adverse. Afier one month of recovery, calcium concentrations in
250 mglkgday females were similar to control values.
Inorganic phosphorus was minimally and statistically increased in females dosed with 100 or

250 mg/kg/day at day 93 only. After one monthof recovery, inorganic phosphorus values in
250 mg/kg/day females were similar to control values. Increased inorganic phosphorus was not

~ associated with other changes that would indicate toxicity (such as increased urea nitrogen or
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-~ creatinine, or histologic changes indicativeofrenal damage). In addition, rats with the highest
inorganic phosphorus concentration were those dosed with 100 rather than 250 mg/kg/day.
Therefore, this minimal change, although possibly related to treatment, was not considered
adverse.

Sodium and chloride were minimally decreased in males dosed with 250 mg/kg/day at day 91
‘The magnitudeofchange in these parameters was very small, and in individual rats there was no
consistent relationship between sodium and chloride concentrations. Therefore, these changes,
although possibly related totreatment, were considered non-adverse.

Potassium was minimally increased in females dosed with 250 mg/kg/day at days 45 and 93. The
‘magnitudeofchange was small compared to the normal variability of the parameter, and was not
associated with changes that might indicate toxicity. Therefore, this change was considered non-
adverse. At day 125 (one-month recovery), potassium in 250 mg/kg/day females was similar to
control group values.

‘The following minimal but statistically significant changes in clinical chemistry parameters were
considered to be unrelated to treatment because they did not occur in a dose-related manner.

« Transiently increased phosphorus in males dosed with 100 mg/kg/day at Day 44
«Decreased creatinine in females dosed with 25 or 100 mg/kg/day at Day 45 (in addition,

decreases in creatinine are not toxicologically significant)
- «Increased glucose in females dosed with 25 mg/kg/day at Day 45

«Decreased sodium in males dosed with 250 mg/kg/day

‘The following minimal but statistically significant changes in clinical chemistry parameters were
considered to be unrelated to treatment because they only occurred afler one monthofrecovery

«Decreased SDH in males dosed with 250 mg/kg/day (in addition, decreases in SDH are not
toxicologically significant)

«Increased urea nitrogen in males dosed with 250 mg/kg/day
«Decreased calcium in males dosed with 250 mg/kg/day
«Decreased sodium in females dosed with 250 mg/kg/day

Decreased AST and ALT in females dosed with 250 mg/kg/day at day 45 were considered to be
‘non-adverse because decreases in transaminase activity are not considered toxicologically
adverse.

C. Urinalysis
(Tables 32-33, Appendix K)

Urine volume was increased in males and females dosed with 250 mg/kg/day at days 44 (males
equivocal) and 91 (variable statistical significance). Urine osmolality and specific gravity were
correspondingly decreased at these same time-points with statistical significance occurring only

- for males at 91 days. In addition, in males dosed with 250 mg/kg/day, urine total protein was
decreased at day 91. Increased urine volume and decreased urine concentration can oceur duc to
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~ decreased renal function or secondary to increased water consumption. Effects on urine volume
and concentration in the 250 mg/kg/day groups were not associated with changes in other clinical
pathology parameters (creatinine, BUN, phosphorus) indicative of primary renal toxicity.
Furthermore, although renal tubular hypertrophy and increased renal weights were present in
male rats, there was no evidenceofcytotoxic effects in the kidney. Therefore, these urinalysis
changes were considered non-adverse.

At day 125 (one-month recovery), urine volumeofmales previously dosed with 250 mg/kg/day
was decreased, compared to control and end-of-study results. Urine concentration (measured by
osmolality and specific gravity) was correspondingly increased at this time-point. These changes
were not considered adverse because production of low levelsof concentrated urine is considered
normal for ats. The urine volume and concentration of female ras after recovery were similar to
controls.

D. Plasma and Urine Fluoride Measurements
(Tables 30-33, Appendix K)

Plasma fluoride was mildly increased in males and females dosed with 100 or 250 mg/kg/day at
day 91/93. At day 125 (one-month recovery), plasma fluoride in 250 mg/kg/day rats was similar
to control group values.

At the end ofthe exposure phaseofthe study, urine fluoride (as determined by total fluoride
- excreted over the collection period) was increased in a dose-related manner in males and females

dosed with 25, 100, or 250 mg/kg/day (Clinical Pathology Text Table 3)

At day 125 (one-month recovery), daily urine fluoride excretion was increased in males and
females previously treated with 250 mg/kg/day, although levels were markedly reduced relative
0 those present at the endofexposure. Thus increased urine fluoride showed evidence of
reversibility, albeit incomplete, following the one-month recovery period.

‘Additional urine was collected from males and females designated for three months of recovery,
to determine whether or not further recovery had occurred. For rats previously dosed with
250 mg/kg/day, urine samples collected at day 181 still contained significant amounts of fluoride,
although the total fluoride was less than at day 125. In addition, urine fluoride at Day 181 was
still increased over control group values for males and females previously dosed with
100 mg/kg/day (males statistically significant). Urine fluoride was also probably increased in
males and possibly females dosed with 25 mg/kg/day; but the change in females was equivocal
due to the low numbersof values and the variability of the data. Increases in plasma and urine
fluoride were considered to be secondary to the administrationof a mixture containing
fluorinated compounds and/or free fluoride. The presence of fluoride in urine three months after
exposure suggests that fluoride containing compounds are slowly being released from tissue
sites

Company Sanitized. Dos ct contain TSCA CBI

=



1.20516: Subsonic Toxicity
90-Day Gavage Study in Rats ith One-Generaton Reproduction Evaluations DuPon5386

— Clinical Pathology Text Table 3: Daily urine fluoride (ng)*

[Mae [| |IT|
[1 payor 202]2130]662.7 1473.6] | 1054%|3281%|725%]
[|Dayi2s| 142] ND ND|#4 | ND[ NDI6I5%
[Toayisies 121]228]307]600] | 188% 323%] 571%)
eb
[TTT 1
[Fema[||
Fm]iq_ad sei]sien | Spdarsedse

NDI ND|509%]
{ Day 180+] 88 159] 200] 20.3] | iBi%]227%]333%)
ND Group not sunpleda thi ime poi.
+ Dota presented as absolutvalues (1c) and as percent of control group mean (igh.

Bold alicized fon indictes ha hechangewassatistcally significant
++ Data collected from at designatedfo biochemical analysis

E. ClinicalPathology Conclusions

Under the conditionsofthis study, the NOEL for males and females was 100 mg/kg/day. These
were based on the findings ofminimal decreased red cell mass parameters in males and females

-— dosed with 250 mg/kg/day. After one monthofrecovery,red cell mass parameters were still

decreased in males previously dosed with 250 mg/kg/day, and some hematologic parameters
‘were still altered in femalespreviously dosed with 250 mg/kg/day. There were no adverse
findings for coagulation, clinical chemistry, or urinalysis parameters at any dos.
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ANATOMICAL PATHOLOGY

A. Subchronic Toxicity and Recovery

1. Organ Weight Data
(Tables 36-37, Appendix L)

Test substance-related and/or statistically significant increases, compared to controls, in liver
weight parameters were present in 25, 100, and 250 mg/kg/day males and females sacrificed at
the endofthe approximately 90-day exposure period. At the 250 mg/kg/day dose level, liver
weight parameters remained increased in the one- and three-month recovery group males and
females, although the magnitudeof these effects was decreased relative to that observed in the
250 mg/kg/day exposure group. Nostatisticallysignificant liver weight effects were present in
the three-month recovery groups previously dosed with 25 or 100 mg/kg/day (organ weights were
not evaluated in these groups at one-month recovery). In 100and 250 mg/kg/day exposure group.
male rats and 250 mg/kg/day one- and three-month recovery male rats and in 250 mg/kg/day
‘exposure group females, increased liver weights correlated with microscopic hepatocellular
hypertrophy (see discussion under Microscopic Findings).

Test substance-related and/orstatisticallysignificant increases, compared to controls, in one or
more kidney weight parameters occurred in male and female rats at all exposure concentrations.

- Some kidney weight parameters remained increased in males and females in the 250 mg/kg/day
‘one-month recovery groups. However, there were no statistically significant kidney weight
changes in any dosed group following three monthsof recovery. In male rats, increased kidney
weights correlated with microscopic tubular hypertrophy in the 100 and 250 mg/kg/day groups
sacrificed at the end of the exposure period and in the 250 mg/kg/day group sacrificed following,
2 one-month recovery period (sec discussion under Microscopic Findings). There were no
microscopic correlates to kidney weight changes in females.

‘There were no other test substance-related organ weight effects. All otherstatisticallysignificant
organ weight changes in exposure and recovery groups were secondaryto decreases in body
weight. In 100 and 250 mg/kg/day male rats sacrificed at the endofthe exposure period, organ
weight changes included: decreases in absolute organ weight and/or organ weight relative to
brain weight for heart and epididymides and increased brain weights relative to body weight.
‘There were no weight changes in heart and epididymides when adjusted to final body weight. In
250 mekg/day males sacrificed at the endof the exposure period, testes weight relative to body
weight was increased, however, absolute testes weight was notstatistically different from control
testes weight. In addition, no test substance-related microscopic changes were present. In female
‘one-month recovery rats brain and adrenal gland weights relative to body weight were increased
a1 250 mg/kg/day. There were no correlative effects in other weight paramelers or microscopic
changes in these organs. Weights for these latter organs are generally maintained despite body
weight loss, and thus this patternoforgan weight change is also consistent with effets occurring
secondary to decrements in body weight.
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= 2. Gross Observations
(Tables 38-39, Appendix M)

Gross observations noted were sporadic across groups and were not test substance-related.

3. Microscopic Findings
(Tables 40-45, Appendix M)

Test substance-related microscopic findings were present in teeth, thyroid gland, and liver from
male and female rats and in kidneys from male rats.

Incidences and Average Lesion Gradesof Test Substance-Related Microscopic Findings
In Male and Female Rats

oem 0 3 iw am
Males: Exposure

Teeth:
Degeneration, ameloblasts (nose) 010° 00 01000) S005 1111Q0)
Degeneration, ameloblasts (mandible) 10000) 01000) 19ED) 1010018)
Thyroid gland:
Hypertrophy, follicular 01000) 01000 21003 1011015)
Aleation, colloid 911009) 9004 MEH IEE

— Liver:
Hypertrophy, hepatocyte, centrilobular 01000) 000 91009) 1A)
Kidneys:
Hypertrophy,tubular 01000) 01000 1000 man

Males: One-Month Recovery
Teeth:
Degeneration, ameloblasts (nose) 01000) Na NA 910013)
Thyroid gland:
Aleation, colloid 1010012) NA Na 101027)
Liver:
Hypertrophy, hepatocyte, centrilobular 01000) Na Na 1010016)
Kidneys:
tiypertrophy, tubular 01000) NA Na 21002)

Males: Three Month Recovery
Teeth:
Degeneration, ameloblasts (nose) 0500) 0500) USE) 2506)
Thyroid gland:
Altraton, colloid 5506 5506) ss@o) $502)
Liver:

_iypertrophy, hepatocyte, centrilobular oso) NE 0500) 1502
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Dose mghgday 0 3 io 30

Females: Exposure
Teeth:
Degeneration, ameloblasts (nose) 010000) 0100.0) 61006 1110
Degeneration,ameloblasts (mandible) 010000) 0900) 01000 7809
Thyrotd gland:
Hypertrophy, follicular 010000) 01000) 0000 61105)
Aleation, colloid 010000) 610006) En MEH
Liver:
Hypertrophy,hepatocyte centrilobular 01000) 01000). 01000) nia

Females: One-Month Recovery.
Teeth:

Degeneration,ameloblasts (nose) 01000) Na Na 7100.1)
Thyroid gland:
Aleation, colloid 1003) Na NA ono.

Females: Three-Month Recovery
Teeth:
Degeneration, ameloblasts (nose) 0500) NE 0500) 2504)
Thyroid gland:

- Alteration, coloid 550.2 405) 50.0 52
* Numerator indicates incidence ofras with microscopic lesion. Denominator indicates umber of rats in group.
> Number in parentheses indicates group average severity of lesion.
NA Tissuenotavailabe
NE Tissue not examined.

‘Test substance-related tooth lesions in male and female rats administered 100 or 250 mg/kg/day
consistedofdegeneration and/or disorganization of enamel organ ameloblast cells. This lesion
was most evident in the upper incisors of the level I (anterior) nose section.A similar lesion was
present in cross sectionsofmandibular teeth, however, the frequencyof occurrence and severity
were generally less than the ameloblastic degeneration/disorganization observed in the nose
sections. Followinga one-month recovery, ameloblastic degeneration/disorganization was still
present in male and female ras previously dosed with 250 mg/kg/day; following three months of
recovery this lesion was present in males previously dosed with 100 and 250 mg/kg/day and in
females previously dosed with 250 mg/kg/day. This tooth lesion is consistent with fluoride
toxicosis and is considered adverse.

Thyroid follicular hypertrophy was present in males administered 100 and 250 mg/kg/day and
females administered 250 mg/kg/day. Follicular hypertrophy was characterized by low columnar
follicular epithelium witha finely granular or vacuolated cytoplasm. Hypertrophy was reversible
in both male and female rats, as this change was not present in dosed rats following the one- and
three-month recovery periods. Thyroid hypertrophy was minimal and unassociated with

- proliferative thyroid lesions. However, this hypertrophy indicates possible disruptionof thyroid
homeostasis and thus was considered potentially adverse.

” Y Company Sanitized. Docs not contain TSCA CBI

-



H.24516: Subchvonic Toxicity
90-Day Gavage Study in Rts withOne. Generation Reproduction Evalustions DuPont5386

- Inthe thyroid gland, the relative degree (and in females, the incidence)ofaltered colloid was
increased in males and females in al dosed groups a the end of the exposure period. Following
the one- and/or three-month recovery periods, severity grades for colloid clumping were
increased in males at all dose levels and in females al the 250 mg/kg/day level only. The
diagnosisof “alteration, colloid” was used for colloid changes characterized by stippled,
‘granular, clumped, and/or diffusely basophilic colloid. A 4-level grading scheme was applied
based on an estimate of the percentageoffollicles that contained altered colloid. A grade of 1
was applied when 1 follicle to about 25%ofthe follicles were involved, with grades 2, 3, and 4
applied for each 25% increase in follicular involvement. The size, density, o staining intensity
ofstipples, granules, clumps, or diffuse basophilia within individual follicles did not impact the
grading. There was no consistent association between the presence or absence ofaltered colloid
and the presenceof hypertrophyof thyroid follicular cell.

lier colloid described as clumped or granular has been reported to occur spontaneously in
Sprague-Dawley rats with increasing incidence correlating to increasing age.*” Because altered
colloid occurs spontaneously in healthy Sprague-Dawley rats, and since increases in its grading
score did not consistently correlate with other morphologic alterations in the thyroid gland,
altered colloid was interpreted as not biologically meaningful and not adverse.

Hypertrophyofcentrilobular hepatocytes was present in 100 and 250 mg/kg/day males and
250 mekg/day females sacrificed at the end of the exposure period. In male rats previously
dosed with 250 mg/kg/day, hepatocellular hypertrophy was present, but was less severe, after a

- one-month recovery period and was present in only one of $rats sacrificed after a three-month
recovery period. Microscopic hepatocellular hypertrophy was not observed in male rats in the
100 mg/kg/day three-month recovery group or in any female rat recovery group. Taken together,
these findings suggest that microscopic hepatocellular hypertrophy was mostly reversible in
males following three-month recovery and in females within one monthofrecovery.
Microscopically, hepatocellular hypertrophy was characterized by an increased amountoffinely
‘granular eosinophilic cytoplasm within hepatocytes. There was no histomorphologic evidence of
hepatocellular damage, and hepatic enzyme levels were not elevated (see clinical pathology
section). Thus, hepatocellular hypertrophy (and the associated increase in liver weights) was
considered a test substance-related physiologic response to metabolism ofa xenobiotic and not
toxicologically adverse. %27%)

Renal tubular hypertrophy was present in 250 mg/kg/day male rats sacrificed at the end ofthe
exposure period. In addition, hypertrophy was seen in oneoften ras in the 100 mg/kg/day male
exposure group. Following the one-month recovery period, minimal hyperlrophy was present in
20F 10 male ats, but ths change was not observed in rats sacrificed afler the three-month
recovery period. Thus, hypertrophy decreased in incidence and severity after one-month
recovery and appeared to be reversible by three-months recovery. Microscopically, tubular
hypertrophy was characterized by increased eosinophilic stainingofcortical tubule epithelium
and a slight increase in cell height. Cortical tubule epithelial cells appeared to contain more
granular cytoplasmic material then cortical tubulesof control ats. Tubular lumina of
hypertrophied tbules were slightly smaller then those in control rat kidneys. There was no

—- histomorphologic evidenceofrenal damage, and renal clinical pathology parameters were not
indicativeofadverse effects (see clinical pathology section). Thus, the renal tubular hypertrophy
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- (and the associated increase in kidney weights) was considered a test substance-related
physiologic response to a xenobiotic and not toxicologically adverse.”” Renal tubular
hypertrophy was no observed in female rats at any dose level.

All other microscopic observations noted are known to occur spontaneously in rats of his strain
and age and were not present in a dose response fashion in either incidence or severity:

4 CauseofDeath
There were no test substance-related deaths. One 25 mg/kg/day female rat (Animal No. 643411)
was accidentally killedduringblood collection. One male rat in the 100 mg/kg/day group
(Animal No. 643175) and one male rat and one female rat in the 250 mg/kg/day groups (Animal
Nos. 643309 and 643368, respectively) died from dosing injuries. Two female rat in the control
(Animal No. 643336) and 25 mg/kg/day (Animal No. 643321) groups died from urogenital
inflammation/obstruction/calculi complications. A causeof death was not determined fora
250 mg/kg/day female subchronic toxicity rat (Animal No. 643340) that was found dead on test
day 69.

5. Anatomical Pathology Conclusions for Subchronic Toxicity Evaluation
Exposure to 100 or 250 mg/kg/dayofthe test substance for approximately 90 days produced
degeneration/disorganizationof enamel organ ameloblast cell in male and female rats.

— Ameloblastic degeneration/disorganization was not reversible afer three-month recovery in
100 mg/kg/day males and in 250 mg/kg/day males and females. Thyroid gland hypertrophy
observed in 100 and 250 mg/kg/day males and in 250 mg/kg/day females was reversible at one
‘month and was considered to be potentially adverse. The severityofaltered colloid in thyroid
glands increased beyond control level a the dose increased, however, it was not consistently
associated with any other morphologic alteration and was not considered biologically adverse.
Increased liver weights were present in males and females at 25, 100, and 250 mg/kg/day. The
increased liver weights correlated with microscopic centrilobular hepatocellular hypertrophy in
males at 100 and 250 mg/kg/day and in females at 250 mg/kg/day groups. Hepatocellular
hypertrophy was mostly reversible in males following three-month recovery and in females
within one monthof ecovery. Increased kidney weights were present in 25, 100 and
250 mg/kg/day males and females. In mals, these kidney weight changes correlated with
microscopic renal tubular hypertrophy. The increased kidney weights and male renal twbular
hypertrophy appeared to be reversible by three months of recovery. These liver and kidney
changes were considered to represent physiologic responses to administration ofa xenobiotic and
thus were not considered to be toxicologically significant. Under the conditions ofthis study, the
NOEL for pathology for male and female rats was 25 mg/kg/day based on tooth lesions at the
100 and 250 mg/kg/day dose levels.
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REPRODUCTIVE TOXICOLOGY EVALUATIONS

REPRODUCTIVE FUNCTION

A. Py Generation

1. Mean Body Weights and Body Weight Gains
(Table 44-46, Appendices O-T)

“There was a statistically significant reduction (89-91%ofcontrol mean) in body weight in P;
male rats at 250 mg/kg/day during and after the cohabitation period. Although this finding was
test substance-related, it was not considered toxicologically significant sinc there was no
concomitant reduction in body weight gain in Py males during that period. There were no test
substance-related effects on body weight or body weight gain in P, female rats during gestion
or lactation.

2. Food Consumption and Food Efficiency During Gestation
(Table 47, Appendix U)

There were no test substance-related effects on food consumption and food efficiency in Py
= female rats during gestation.

3. Clinical Observations
(Tables 48, Appendices V-X)

There were no toxicologically significant clinical observations in male and female rats at any
dose level. There was an increase in tooth clipping required in male rats administered
250 mg/kg/day. Two females in the 250 mg/kg/day dose group also required teeth clipping.
(Animal No. 643429 on Day 0G and 643417 on Lactation Day 7). One P, female rat (Animal
No. 643429) in the 250 mg/kg/day group and her 16 pups were found dead on Lactation Day0,
Prior to death this animal exhibited weakness, diarrhea, wet underbody, facial staining on
Gestation Day 21; this animal also had teeth clipped on Gestation Day 0. The causeofdeath was
determined to be dystocia and was not considered test substance-related due to the single
occurrenceof this finding and the occasional occurrenceofthis condition in control animals of
the strain of rat used in this study. One Py female rat (Animal No. 643454) in the 100 mg/kg/day
group died on gestation day 22. The causeofdeath was undetermined but was not considered
test substance-related due to the absenceofsignsoftoxicity or gross lesions in this animal.

4. Reproductive Indices
(Tables 49-51, Appendices Y-EE)

“There were no test substance-related effects on estrous cycle parameters, sperm morphology,
motility, or epididymal sperm counts in the Py generation. At 100 and 250 mg/kg/day, there was

- a statistically significant increase in testicular spermatid numbers (123% and 113%of control,
respectively) in Py male rats. This finding was not considered test substance-related since the.
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- means for these groups were within the historical control range for previous studies and the
increase appeared to be duc to a slightly lower than usual mean in the control group.

There were no test substance-related effects on mating or fertility indices, gestation length or
number of implantation sites. Implantation efficiency (number of pups bom + uterine
implantation sites x 100) was significantly reduced at 100 and 250 mg/kg/day (83.4% and 84.5%,
respectively, compared to 96.6% in the control group), and reflects the reduction in the number
of pups born (see section B.1.).

B. Offspring Data

I. Liter Size, and Pup Weights, Clinical Observations, and Survival
(Table 52-54; Appendix FF-HH)

At 250 mg/kg/day, there were statistically significant reductions in the number of pups born, the
number of pups born alive and the number of pups alive on day 4 of lactation (85%, 83% and
81%of control mean, respectively). At 100 mg/kg/day, reductionsof similar magnitude as in the
250 meke/day group were observe for the numberofpups born and born alive (84% and 77%
of control, respectively). Although not statistically significant these changes were considered test
substance-related, as was the significant reduction in the numberof pups alive on Day 4 of
lactation (68%of control) at 100 mg/kg/day.

- “There were no significant reductions in gestation index, mean % born alive, 0-4 day viability,
lactation index or liter survival.

At 250 me/kg/day, there were statistically significant reductions in pup weights on lactation days
4,7, 14, and 21 (89%, 85%, 78%, and 75%of control mean, respectively).

‘There were no test substance-related clinical signs in pups during lactation at any dose level.

C. Fy Generation
Mean Body Weights and Body Weight Gains
(Table 55-56, Appendices 11-1)

On the dayofweaning (Lactation Day 21 = test day 1) mean body weights were significantly
lower than control (74%-78%of control mean) in both Fy males and females at 250 mg/kg/day.
Subsequently, weekly mean body weights in F: males were significantly lower than control
throughout the post-weaning period (81%-93%of control) in this group. For F\ females weekly
mean body weights were significantly lower than control for test days 8 and 15 (85%-92% of
control) and were similar to control thereafter. Thus mean body weights in these groups
progressively retuned to control values during the post-weaning period. Because the lower body
weights in the F generation at 250 mg/kg/day appeared to be due to a test substance-related
effect on pup weight during the lactation period (see section B.1.) and there was no concomitant

- reduction in body weight gain in F; males or females during the post-weaning period these
findings were not considered toxicologically significant
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- I. Clinical Observations
(Tables 57, Appendices LL)

“There were no test substance-related clinical signs during the post-weaning period.

2. Developmental Landmarks
(Tables 58, Appendices LL)

The age at onsetofvaginal opening in F, female rats was similar across groups. The age at onset
ofpreputial separation in F\ male rats was similar across groups.

D. Reproductive Function Conclusions
For the reproductive toxicity parameters evaluated under the condition of this study, the NOEL
was 25 mg/kg/day.
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REPRODUCTIVE TOXICOLOGY EVALUATIONS

ANATOMICAL PATHOLOGY

A. Organ Weight Data
Parental Py Adults and Fy Adults
(Tables 59-62; Appendix MM)

‘There was astatistically significant increase in thyroid gland weight relative to body weight in Py
males at 250 mg/kg/day, however, thyroid absolute weight was not significantly different from
thyroid control weights. The increased thyroid weight was secondary to decreased final body
weight in the 250 mg/kg/day Py males.

In F; males at 250 mg/kg/day there were statistically significant decreases in liver and testes
absolute weights and in epididymide absolute and relative to brain weights. There were no
weight changes in these organs when adjusted to final body weight. These statistically
significant organ weight changes were secondary to decreased final body weight in the
250 mg/kg/day Fi males.

In F, females there were statistically significant increases in liver weight relative to final body
_ weight and relative to brain weight at 250 mg/kg/day and in kidney weight relative to brain

weight at 100 and 250 mg/kg/day dose levels. Neither liver nor kidney absolute weights were
statistically different from control weights. The kidney to brain weight changes were not dose
dependent.

Noneofthe organ weight changes were considered to be toxicologically or biologically adverse.

B. Gross Observations.
Parental P; Adults (Tables 63-64, Appendix NN)
Fy Adults and Weanlings (Tables 65-71, Appendix 00-QQ)

‘There were no test substance-related gross observations. Observations occurred in low.
incidences and were randomly distributed across control and treatment groups.

C. Microscopic Observations
Parental P; Adults (Tables 72-73, Appendix NN)

There were no test substance-related microscopic findings. Lesions occurred in low incidences
without a relevant dose-response relationship and were considered incidental occurrences of
spontaneous lesions in ratsofthis strain and age.
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- D. Mortality
Parental Py Adults and Fy Adults
(Appendices NN and QQ)

‘There were no test substance-related effects on mortality. Two P female rats were found dead.
Causeofdeath appeared to be dystocia for rat Animal No. 643429 (250 mg/kg/day) and was
undetermined for rat Animal No. 643454 (100 mg/kg/day). One 250 mg/kg/day P: female rat
(Animal No. 643346) was sacrificed in extremis afler sustaining an injury in its cage; the fate of
this animal is reported as accidentally killed.

E. Anatomical Pathology Conclusions for Reproductive Toxicity
For pathology, the NOEL was 250 mg/kg/day (the highest dose level) for both male and female
as.
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BIOCHEMICAL MEASUREMENTS

A. Biochemical Measurements
(Table 34-35, Appendix L)

The rateofhepatic -oxidation, a measure ofperoxisome proliferation, was determined in a
subchronic oral toxicity study with H-24516 in rats following 10 or 90 (males) and 92 (females)
daysoftest substance administration or following a one- or three-month recovery period.

Dose-dependent increases in the rate of hepatic -oxidation were observed at the 10-day time
point with statistical significance occurring for rats administered 100 or 250 mg/kg/day (223 and
349%of control, respectively, in the males and 170 and 260%ofcontrol, respectively. in the
females). Dose-dependent increases in the rateof hepatic B-oxidation were also observed at the
90-day time point with statistical significance occurring for rats administered 100 or
250 mg/kg/day (398 and 856%of control, respectively, in the males and 345 and 381% of
control, respectively, in the females). At both time points, the increases in hepatic B-oxidation
activity were accompanied by increases in liver weights.

Following a one-month recovery period, statistically significant increases in the rateofhepatic
Broxidation persisted in rats administered 250mg/kg/day (353 and 207%ofcontrol, respectively,
in males and females). Statistically significant increases in the rate of hepatic B-oxidation also

- persisted after the three-month recovery period for the 250 mg/kg/day dose group (302 and 172%
ofcontrol, respectively, in males and females). At the one-month recovery time point, the
increase in hepatic B-oxidation activity was accompanied by increased liver weights in the males,
but not the females.

B. Biochemical Measurements Conclusions
Under the conditionsofthis study, H-24516 is an inducer of hepatic peroxisomal B-oxidation.
At dosages of 100 mg/kg/day and greater, changes in the rateofhepatic peroxisome proliferation
were considered to be biologically significant effects. After three monthsofrecovery, the rate of
hepatic peroxisome proliferation was stil increased in rats administered 250 mg/kg/day.
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CONCLUSIONS

No test substance-related mortality or alterations in neurobehavioral parameters were observed in
male or female rats. Test substance-related and toxicologically significant decrements in mean
body weight, body weight gain, and food efficiency were observed in male rats administered
100 and 250 mg/kg/day compared to controls. Food consumption was also significantly lower in
male rats administered 250 mg/kg/day. Aftera one- and/or three-month recovery period, these
parameters were similar to or exceeded control. Test substance-related, toxicologically
significant increases in the incidence of broken (males) and absent tecth (males and females)
occurred in the 250 mg/kg/day dose group. Statistically significant decrements in mean body
weight parameters and food consumption occurred for females administered 100 or
250 mg/kg/day. The decrements in female body weight parameters wer not considered to be
toxicologically significant. Furthermore, the decrements in body weight parameters appear tobe
related to test substance-induced adverse effects (0 the teeth and decreased ability of the animals
to cat pelleted chow.

Toxicologically adverse findingsofminimally decreased red cell mass parameters (RBC,
hemoglobin, and hematocrit), along with correlative changes in other hematology parameters and
in red cell morphology were observed after the 90-day exposure period in males and females
administered 250 mg/kg/day H-24516. After a one-month recovery period, the 250 mg/kg/day
male dose group still had minimally to mild decreased red cell mass parameters as well as

- decreased reticulocytes compared to control. Red cell mass parameters for the 250 mg/kg/day
female group returned to contol levels, however, some hematological parameters (MCV. MCH,
RDW, and reticulocytes) were still decreased.

A statistically significant rateofhepatic B-oxidation occurred in males and females administered
100 or 250 mg/kg/day H-24516. The increased rate persisted in the 250 mg/kg/day groups after
one and three months.

Test substance related, toxicologically significant degeneration/disorganization of enamel organ
ameloblasts cells occurred in male and female rats dosed with 100 or 250 mg/kg/day H-24516.
‘This tooth lesion is consistent with fluoride toxicosis. ®® After three months, the
degeneration/disorganizationofameloblasts persisted, at a lower incidence and severity.

Test substance related, potentially adverse increases in thyroid hypertrophy were observed in the
100 and 250 mg/kg/day male and 250 mg/kg/day female dose groups after the 90-day exposure
period. Afr the one-month recovery period, thyroid hypertrophy was not observed in any dose
group.

Increased liver weights and/or hepatocellular hypertrophy were observed in male and female rats
atall dose levels. Similarly, increased kidney weights and/or renal tubular hypertrophy ware
observed in male and female rats at all dose levels. These latter changes were considered to be a
pharmacologically adaptive, non-adverse response. Afler the three-month recovery period, liver

_ weights remained increased in the 250 mg/kg/day male and female groups, while hepatocellular
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~ hypertrophy was observed only in the 250 mg/kg/day male group (1of $ rats). Alterations in
Kidneys were not observed at any dose level after the three-month recovery period.

There were no toxicologically significant pathology findings in the Py and Fy generation rats. A
statistically significant increase in testicular spermatid numbers in P, male rats was not
considered test substance-related.

Implantation efficiency wassignificantly reduced at 100 and 250 mg/kg/day and reflects the
reduction in the number of pups born.

‘There were statistically significant reductions in the numberof pups born, the number of pups
born alive and the number of pups alive on day 4 of lactation in the 250 mg/kg/day group.
Reductionsof similar magnitude were also observed for the number of pups bor and born alive
in the 100 mg/kg/day group. Although not statistically significant, these changes were:
considered test substance-related and toxicologically significant, as was the significant reduction
in the number of pups alive on day4oflactation in the 100 mg/kg/day group. There were
statistically significant reductions in pup weights on lactation days 4,7, 14and 21 in the
250 mg/kg/day groups.

On the day of weaning mean body weights were significantly lower than control in both F; males
and females in the 250 mg/kg/day group. Fy generation body weights at 250 mg/kg/day
progressively returned to control values during the post-weaning period indicating that the test

— substance-related effect on pup weight during the lactation period was reversed following
cessationof exposure and therefore, were not considered toxicologically significant.

“The no-observed-effect level NOEL)" for H-24516 for the 90-day exposure period was
25 mg/kg/day based on adverse decrements in body weight parameters and food efficiency,
increased hepatic peroxisomal f-oxidation, and the degeneration andor disorganization of
enamel organ ameloblast cells in males administered 100 mg/kg/day. The NOEL for females
was 25 mg/kg/day H-24516 based on increased hepatic peroxisomal oxidation and the
degeneration and/or disorganization of enamel organ ameloblast cells in females administered
100 mg/kg/day. The NOEL for reproductive evaluations was 25 mg/kg/day based on decreases
in the numberofpups born, bor alive, and the number of pups alive on day4 of lactation at the
100 mg/kg/day dose level

* The NOEL for ths study is defined as the highest dose at which toxicologiclly important effects strbutablto
—~ he est substance were not detected. Thus, for this study, the NOEL is equivalent to the NOEL as defined by

he United States Environmental Protection Agency'™ and othe o-observed-adverse<flct level (NOAEL) as
defined by the European Union
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- TABLES

EXPLANATORY NOTES

Critical Dates

Day 74 Male and female rats designated for reproduction evaluations were co-
housed. Body weights and clinical observations collected during the
cohabitation and post-mating periods are reported in the Reproductive
Toxicology section; Dose volumes administeredduring the cohabitation and
post-mating periods are documented in study records.

Days 83-89. Rats designated for the 3-month recovery period were temporarily housed in
metabolism cages for urine and feces collection. Food consumption data was
not collected for these animalsduring this period.

Day 89 Last day of test substance administration for male and female rats designated
for one-month and 3-month recovery periods.

Day90 * Last dayoftest substance administration for male rats designated for the
90-day exposure period.

«Last day of non-fasted body weight and food consumption data collection
for male rats designated for the 90-day exposure period.

- Day91 * Last day of non-fasted body weight and food consumption data collection
for female rats designated for the 90-day exposure period.

* Male rats designated for the 90-day exposure period were sacrificed.
Day 92 Last day of test substance administration for female rats designated for the

90-day exposure period.
Day 93 Female rats designated for 90-day exposure period were sacrificed.

Day 119. Last dayofnon-fasted body weight and food consumption data collection for
rats designated for the one-month recovery period.

Day 125 Male and female rats designated for the one-month recovery were sacrificed.
Day 175 Last day of non-fasted body weight and food consumption data collection for

rats designated for the 3-month recovery period.
Day 181 Male and fomale rats designated for the 3-month recovery period were

sacrificed.

Note
On test day 18, all male rats and the first 11 female ras in the 25 mg/kg/day group received
38 mgkgiday.
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= TABLES

EXPLANATORY NOTES
ABBREVIATIONS:

Summary of Hematology Values
RBC - redbloodcell count
HGB - hemoglobin
HCT - hematocrit
MCV - mean corpuscular volume
MCH mean corpuscular hemoglobin
MCHC - mean corpuscular hemoglobinconcentration
RDW redcell distribution width
ARET - absolute reticulocyte count
WBC - whitebloodcellcount
ANEU  - absolute neutrophil (all forms)
ANPR absoluteneutrophilprecursor
ALYM - absolute lymphocyte
AMON - absolute monocyte
AEOS - absolute eosinophil
ABAS absolute basophil
ALUC - absolute large unstained cell

~ ABLT - absoluteblastleukocyte
AMSC - absolutemiscellaneous leukocyte
PLT - platelet count

Summary of Coagulation Values
PT - prothrombin time

APTT - activated partial thromboplastin time
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- TABLES

EXPLANATORY NOTES
ABBREVIATIONS:

Summary of Serum and Plasma Chemistry Values
AST - aspartate aminotransferase
ALT - alanine aminotransferase
SDH - sorbitol dehydrogenase
ALKP - alkaline phosphatase
BILI - totalbilirubin
BUN - ureanitrogen
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

UOSM urine osmolality
SG - specificgravity
PH the logarithm of the reciprocalof the hydrogen ion concentration

URO - urobilinogen
UFLU - urine fluoride
UMTP urine protein

Notes for Clinical Pathology data:

When an individual observation was recorded as being less than a certain value, calculations
were performed onhalf 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 |

SUMMARY OF DOSING ANALYSES

Dosing Concenenion of 124516 (mginL)
Nomina: 5 00 30Homogeneity Samples

“est Day 0
Ton 230 597 28

©20° @n 02)
Midd 247 102 2xon) (020) 02)
Bottom 240 150 255060) (#00) 040)

Average Measured Conc." 239 ni 25.0Average Percent Nominal (956) aio a0)
‘Standard Deviation * £0.08 £26 £16

Coefficient of Variation * 3% 24% 1%

Stability Samples
Hour Room Temperature 206 550 20124) 9) G64)
Homogeneity Samples

— Test Day 6
Top ul 9.26 —

©0260)
Middie wr 058 -

059)
Bottom we 023 we

©)
Average Measured Conc." - 9.36 -‘Average Percent Nominal = 036) =

‘Standard Deviation * - £0.19 =Coefcient of Variation = 2 =
Stabily Samples

5 Hour Room Temperature we 503 =
03)

Rbeswe epee praSalis bid onthe gemead conten (pm) oh 0, mle andbooof sch dosing cl.© Somerego fry
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TABLE | (CONTINUED)

SUMMARY OF DOSING ANALYSES
Dosing Concentration of H-24516 (mymL)

Nominal: 3 53 Eke]
Homogeneity Samples

“Test Day 49
Top 271 108 310

19° ®10) ©29)
Middle 209 127 324

08) 053) ©7)
Bottom 342 128 134

(1023) ©63) (1003)
Average Measured Con.” 300 121 323
Average Percent Nominal oy 008) 68)

‘Standard Deviation © £04 £11 212
Coefficient of Variation * 2% 0% %

Test Day 91
Top 3.05 28 327

©L6) ©60) 81)
Middle 300 122 23

- ©) 15) ©66)
Bottom 301 . —

0.4)
Average Measured Cone.” 302 125 32s
Average Percent Nominal 07) 008) ©75)

‘Standard Deviation" £003 204 203
CoefficientofVariation * 1% 3% 1%
Number in parentheses rs te Tspesive erect of rorrna vio
Statistics bad onthe average mest concentration (pm) ofthe op, mide and boronofcach dosing eel for
homogeneity sampleso th average ofduplicate sapie for concentration verification spies (1.33mg.and
3333 mg/ml submitedcstday 9)

© Samplesnot required for sd.
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TABLE | (CONTINUED)

SUMMARY OF DOSING ANALYSES
Dosing Concenratonof H-24516 (mg/mL)__

Nominal: 333° so wo* S00
Homogenciy Samples

Top 238 4s) 199 sa
865)" (90.6) 99.5) (106.8)

Middie 254 425 7 526
6) 50) 53) (0s)

Bottom 267 439 156 540
02) a) 0) (1080)

Average Measured Conc. * 2.70 4.39 18.7 533
Average Percent Nominal (81.1) 78) 035 1066)

‘Standard Deviation* +02 20.14 11 +07
Coefficient of Variation * 6% 3% 6% 1%

Stability Samples
ODay Room Tenperaturet 270 439 187 ss

G1 79) 9) (1068)
Hour Room Temperature 266 460 "2 453

(199) 92.0) (86.0) (96.6)
2-Day Refigerted wt 47 183 419

54) 15) 58)
3-Day Refrigerated 3 461 294 467

© «70 4)
4-Day Refigerted 291 asi 196 aso

fee) 6.1) 18) ©1%
4-Day Refigerated i. 24 ass 176 a9

123) on 82 05.
Seis propelSeov 7S mG dos

® Samplespreparedbased on 5.0 mL/Kg dose volume.
© Numbers m patches arethe respective percentof nominal vals.
4 Suissa on te averagesoncom)fhfo mii nd bot fach dosing eel.© Themean measured losfom ny of homogencty amples (considered Fresh. oom epersrs samples) wre
sd a bssfor compaton ih he especie sabi ae.

* Samplesnotrequired for study.
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TABLE2

MEAN DAILY DOSE VOLUMES (mL) FOR MALE RATS
Group T Group 112 Group v Group vit
© mg/ka/day 25 mg/xa/day 100 ma/kg/day 250 mg/ka/day

oar0 oa6 2.5 25 2.5 2.5
0205) 020s) 0.2035) 0.205)

bay7DAY 13 3.1 3.0 3.1 31
0205) 0.205) 0.2035 ) 0.2085)

DAY 14 DAY20 3.6 36 5.6 3.6
0305) 030s) 01305) 03085)

bay 21 DAY 27 4.0 5.9 a0 a0
0.3045) 0.3035) 013038) 0.305)

DAY 20 DAY 34 4.3 a3 a3 a3olatas ) 0.4035 ) 03035) as)
DAY 35 DAYa1 4.5 a6 a6 a

0laas ) 01405) 03035) olaws )
DAY 42 DAY 48 3.6 5.6 3.6 36

0305) 0305) 0.3035) 0305)
DAY 49 DAY 55 3.8 3.7 3. 3.6

0.3645) 03035) 0.3035) 03045)
DAY 56 -DAY 62 3.9 58 3.8 3.6

olawss ) 0.4035) 030s) 0304s)
DAY 63 DAY 69 4.0 3.9 5.0 3.7

04s) 0.4035) 0.3038) laws)
DAY 70 -DAY 76 4.1 4.0 4.0 36laws) 0.4035 ) 03035) olds)
AY 77 DAY 83 4.2 a1 3.9 3.6

05s) 0.4015) 0304) 0.4026)
DAY 8 DAY 8 4.3 a2 3s 3.8

0.5025 ) 0.415) 0304) 0.425)
DAY 90 as 43 4.0 4.00400) 05010) 020 0.3610 )

Data summarized as: Mean
Standard Deviation (n)
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TABLE3

MEAN DAILY DOSE VOLUMES (mL) FOR FEMALE RATS

Group 11 Group Tv Group vI Group VIII
© mg/kg/day 25 mg/kg/day 100 ma/kg/day 250 mg/kg/day

DAY 0-DAY6 1.9 19 1.9 1.9
0245) 0.2035 ) 0l13s) 0214s)

DAY7 -DAY 13 2.1 2.2 2.1 2.2
020s) 0204) 012035) 021s)

DAY 14 - DAY 20 2.3 2.3 2.3 2.4
020s) 0.204) 02035) 0.2045)

DAY 21-DAY 27 2.5 2.6 2.5 2.5
ol2tas) 2.200) 023s) 02045 )

DAY 28-DAY 34 2.6 2.7 2.6 2.6
0l2eas) 0204) 0l2635) ola)

DAY 35-DAY 41 2.8 2.8 2.7 2.8
0l3us) 0203) 0l2035) i205)

DAY42 -DAY 48 2.1 2.2 2.1 2.1
0208) 0233) 0l2035) 0l205)

DAY49 -DAY 55 2.2 2.2 2.1 2.1
0l2aas) 02033) 0l2035) i205)

DAY56 -DAY62 2.3 2.3 2.2 2.1
0l2tas) 02033) 012035) i200)

DAY 63 DAY 69 2.3 2.3 2.2 2.1
ol2aas) 0203) 012035) 0.204)

AY 70 -DAY76 2.3 2.4 2.2 2.1
0214s) 0203) 2205) 0.2143)

DAY 77 - DAY 83 2.3 2.3 2.2 2.1
033025) 0213) 02s) 02024)

DAY 84 -DAY 90 2.4 2.3 2.2 2.2
03025) 0l2a3) ol2as) 012024)

DAY 50 - DAY 92 2.3 2.4 2.2 2.2
030) 0209) i200) 01209 )

Data surnarized as: Mean
Standard Deviation (n)
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TABLE4

MEAN BODY WEIGHTS (g) OF MALE RATS.

Group T Group 111 Group V Group VIL
0 mg/kg/day 25 mg/ka/day 100 ma/ka/day 250 ma/ka/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations

oY 0 250.1 207.7 250.4 251.6
185045 ) 2000035 ) 180035) 17.205)

AY 7 305.6 304.3 307.8 312.923.2045 ) 241205 ) 2108035) 2202045)
AY 14 356.2 356.6 357.1 360.0292045 ) 28.5035) 2613035 ) 2611045 )
bay 21 398.3 392.8 398.8 404.0

3307085) 32.205) 2813035) 309045 )
Day 28 12 428.1 a1 432.0

38.7005) 3500035) 3008035) 37605 )
AY 35 57.5 456.6 55.1 59.3— atiaus 390405) 38305) 39.5045)
ov 2 83.1 ann 476.2 415.7

432025) 0.605) 3600035 ) 0.9045)
AY 49 so1.5 90.8 493.1 83.0

515035) 432205) 375035) [ERIE
DAY 56 519.0 507.0 508.1 486.68

50.4045) 50.1035 ) 398035) 46.005 )
DAY 63 535.4 523.6 525.3 87.70

5305045 ) 5115035 ) 10505) 8.6045 )
ay 70 551.1 538.6 537.0 473.80

56.7045 ) 5215035 ) 1318035) 582045 )
av 720 558.1 548.3 558.5 479.60608020 ) 531820 ) 39.7020) 9.1019)
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TABLE 4 (CONTINUED)

MEAN BODY WEIGHTS (g) OF MALE RATS

Group 1 Group TIT Group Vv Group VII
0 mg/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity Evaluation (continued)

oay 77 555.5 543.7 513.70 419.20
60.425 ) 5509015 ) 50.7015 ) 57.5025 )

DAY 84 567.5 555.7 523.20 508.88
59.6025 ) 9.2015 ) 38304) 52.2025 )

oY 90 573.5 560.7 531.10 522.18
60.025 ) 621015) 37.4014) 5118025 )

One-Month Recovery Period for Subchronic Toxicity Evaluation
oY 98 578.2 539.6 527.9 526.24

6306015 ) 9305 ) 3901s 58.915 )
AY 105 586.2 549.5 513.54 530.38

738015) 52.905) 66.005 ) 62.7015 )
- av 112 598.5 556.8 525.48 540.64

7017015 ) 5390s) 66.45 ) 67.8015 )
ay 119 597.4 ss2.5 531.7 548.6

735015 ) 60.605 ) 581905 ) 8401s)

Company Sanflized. Doss no! contain TSCACB

- w



H-24516: Subehronic Toxicity
90-Day Gavage Study in Rats with One- Generation Reproduction Evaluations DuPont-5386

TABLE 4 (CONTINUED)

MEAN BODY WEIGHTS (g) OF MALE RATS

Group © Group 111 Group v Group VII
0 mg/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

hree-tonth Recovery Period for Subchronic Toxicity Evaluation

AY 126 567.3 545.3 531.1 530.030405) 50s) 620905 ) 109175 )
Day 133 582.3 s61.1 545.1 sa6.136010) 4530s) sdlors ) 113.305 )
DAY 140 592.6 569.5 560.5 556.6390565) 54305) 58205) 107.9(5 )
DAY 147 598.3 se1.9 575.0 573.6

265) 56.75 ) 60.765) 110.3(5
DAY 150 606.9 586.5 587.1 582.4

isis) 59.705 ) 63.45) 108.6(5 )
DAY 161 614.4 592.1 594.6 593.9slots) S105) 67.505) 106.0(5 )
DAY 168 619.1 602.1 608.0 607.7

asa) ss) 7075) 1134s)
DAY 175 635.5 609.7 618.6 610.6

53805) sais) Bilas) 112805 )
Tata summarized asi Wem

Standard Deviation (n)
# Statistically significant difference at p < 0.05 by Jonckheere-Terpstra

trend test.
a. Rats designated for reproduction evaluation (20 rats/group) were conousedon test day 74; subsequent data are reported as part of the reproductionevaluation

Company Sanitized. Dossnot contain TSCA CBI
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H-24516: Subchronic Toxicity
0-Day Gavage Study in Rats with One- Generation Reproduction Ealuations DuPont5386

TABLE§

MEAN BODY WEIGHTS (g) OF FEMALE RATS

Group 11 Group 1v Group VI Group IID
© mg/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations

DAY 0 191.1 192.4 187.6 190.3
150505 ) 150205) 1405) als)

oy 7 214.3 215.4 211.9 215.5
1902085 ) 190504) 1514035) 1860s)

ov 14 232.5 233.9 231.6 237.5
2015045 ) 19.004) 186035 ) 2013045 )

oa 21 249.2 250.8 207.8 251.9
2118045) 221106) 1911035 ) 2216045 )

Day 28 262.6 267.6 260.0 264.1
2615045) 2314034) 2219035) 2311s)

DAY 35 276.0 280.5 268.7 274.9
2613045 ) 2217033) 2317035) 23.4045)

- DAY 42 283.0 290.7 2719.0 283.6
270805) 2617033) 2411035) 23.0045)

DAY 49 203.0 207.7 286.0 287.0
2819045 ) 2813033) 22.0035 ) 286045 )

ay 56 300.5 301.9 288.6 283.70
2900045 ) 205033) 2017035) 3203044)

oY 63 308.3 307.8 202.7 281.50
2008045 ) 2119033) 21205) 29.2044

oa 70 310.4 313.8 298.2 280.08
301315) 27.9033) 198035 ) 32.6003)

ay 740 309.2 318.2 302.8 282.20
301220 ) 315020) 1622020 ) 37.309)

Company Sanitized. Doesnotcontain TSCA CBI
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H-24516: Subehronic Toxicity
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont 5386

TABLE 5 (CONTINUED)

MEAN BODY WEIGHTS (g) OF FEMALE RATS

Group 1 Group Tv Group VI Group VIII
© mg/kg/day 25 mg/kg/day 100 malka/day 250 mg/kg/day

Dosing Period for SubchronicToxicity Bvaluation (continued)

oy 77 11s 305.7 202.20 274.50
319025) 25.4013) 218015) 26.7024)

DAY 84 317.1 309.4 293.60 296.58
3309025) 255013) 206015) 25.7024 )

DAY 91 38.1 310.4 295.88 299.4800025 ) 200503) 2213015) 289024)

One-onth Recovery Period for Subchronic Toxicity Evaluation

oAY 98 332.1 305.6 266.6 308.8
a2laas) 1850) 20805) 20.4015)

DAY 105 337.1 307.7 291.6 310.4
—- sl001s) 200800) 18305) 332015)

DAY 212 347.8 317.1 268.4 38.6
81304) 2100) 390205) 3a8015)

bay 119 308.3 320.7 262.2 322.5
5015014 ) 2020 46.905) ass)

Company Sanitized. Does notcontainTSCACBY



1.24516: Subchronic Toricity
90-Day Gavage Study in Rats with One-Genertion Reproduction Evaluations Dupont 5386

TABLE § (CONTINUED)

MEAN BODY WEIGHTS (g) OF FEMALE RATS

Group 11 Grow Iv Grow VI Group VIII
0 'wa/ka/day 25 ma/kg/day 100 ma/ka/dey 250 ma/ka/day

Three-Honth Recovery Period for Subchronic Toxicity Svalustion

DAY 126 292.6 517.7 203.2 325.0
Ds mia Seas 0 sis

DAY 133 308.4 321.4 301.4 33.91770) 250064) 2756) S200
DAY 140 307.8 333.5 303.1 338.0

16a 290504) was) sss)
oar 147 315.3 338.7 310.9 309.4

15i80s 290306 326) 5005
oa 154 316.3 346.3 316.1 356.7

2055 0 23070) 080s Silas
Day 161 322.9 344.3 319.8 362.1

3s 0 29090) ses S626 )
oay 168 329.6 34.6 322.0 359.2

210s ae) S220 $1.20)
oay 175 328.1 ss 326.5 361.7Zs 0 aie) 350665) Salas)
Tata sumeTEed as Weam

Standard Deviation (n)
4 Statistically significant differences at p < 0.05 by Jonckheere-Terpstra
trend test.
a. Rats designated for reproduction evaluation (20 rats/group) were ohoused

on tes: day 74; subsequent data are reported as pare of the reproduction

Company Sanitized. Does notcontainTSCACB
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24516; Sbehronic Tox
90.Day Govage Stay in Ras with OneGeneon Reproduction Ealions Duron 386

TABLE6

MEAN BODY WEIGHT GAINS (g) OF MALE RATS

Grow 1 croup 111 Grow Group vizoalasny 5 m/karday Soo ma/ka/day 350 malkg/day
Dosing period for subchronic Toxicity and Reproduction Evaluations
Davo - oar 7 sss se. 5.0 oaThasy hous) (RI Tis)
owas sos 52.3 0.2 EYSous) 30s) Sos) sles
ow ie maean a2: 36.2 aa casehs) HH as ales
ow a oars 330 3.3 52.3 29.01sy has Ties) Giles)
one ae or 3s 263 30.5 2.0 25.3Sous) sons) Sos) ous)
oa ss ora ass 10.50 aie 16.0Thus) ibs) Sis, 15h

- DAY 42 - DAY 49 18.4 13.7 16.9 7.8%Shas) Toes) 33s) absus)
owas oar ss 119 163 15.00 saWu) Bes) kes) asus)
arse owe iso 16.5 1.2 saeThus) T9Zes) Thasy albus)
ont es ov 0 is 15.0 1 “is.Sous) Sees) desms) sets)
oh 70 <p er 36 os 23 isSeor eae Shuey seas)
SRS TER TE som. 300.5 301.9 225.00ico) Heo) Baer She

(Company Sanitized. Does not containTSCA CB
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1.26516: Subchronic Toss90-Day vag Sty in Rt ith OneGeneration Reproduction Evssins Duron

“TABLE 6 (CONTINUED)

MEAN BODY WEIGHT GAINS (g) OF MALE RATS

Grow 1 Grow 11 Grow V row vir0 FoNartny 25moxardny 100 0/kasany 356 23/¥a/day
Dosing Period for subchronic Toxicity Evaluation (continued)

owe 70 - owe 71 2: os 2 os
wises) recs) maas)  ases)

one 77 - ony 8 12.0 12.0 12 2.60
Taes) esas) leas) aos)

oar 84 - nv 90 60 sa 7.9 nas
670s) 1205) ace) tes)

SRE 0 To 5D 222.7 aa.0 mie ama
Wises) seas) awiae)  4nz0s)

One-Month Recovery Period forSubchronicToxicityEvaluation

on 90 - ony 98 5.2 102 an 12.
00s) ess 0 mas) seas)

oar 99 - ony 10s i) 10.2 ca 60
wins) sos) seas) aes)

oar tos cow 12a 7.0 ns 6sTsusy  w6 res) aus)
oy uz owns 1a wa = aoWas) gales was) aus)

oar 90 - oar 119 0. na oe 25.1
waus) was) alse) trees)

CompanySanilzed, DossnotconnTSCACE!
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H-24516: SubchronicToxicity
‘90-Day Gavage Study in Rats withOneGeneration Reproduction Evaluations DuPont-5386

TABLE 6 (CONTINUED)

MEAN BODY WEIGHT GAINS (g) OF MALE RATS

Group T Group III Group V Group VII
© mgrkg/day 25 ma/kg/day 100 mg/kg/day 250 mg/kg/day

Three-Month Recovery Period for Subchronic Toxicity Evaluation

DAY 119 - DAY 126 0.6 1.2 0.6 7.9
14.205 0) 10705) 26.405 7.065

DAY 126 - DAY 133 15.0 15.8 14.0 16.1
6.005 ) 15.205 1) 18.765 ) 6.205 )

DAY 133 - DAY 140 10.2 8.8 15.4 10.5
0.745) 10.85 ) 9.305) 5.805)

DAY 140 - DAY 147 5. 12.1 1.4 17.0
18.405) 3.60) 3.5(5 ) 7.305)

DAY 147 - DAY 154 6.6 as 12.1 8.7
—- 2.905 ) 7.005) 1.305) 5.605 )

DAY 154 - DAY 161 7.5 5.6 7.5 11.5
7.005 ) 1.96 7.05) 6.705

DAY 161 - DAY 168 4.7 10.0 13.4 13.9
8.3(s ) 3.605) 10.7(5 9.005

DAY 168 - DAY 175 16.4 7.6 10.7 2.9%
6.05) 6.9(5 ) 6.205 7.205 1)

DAY 115- DAY 175 68.7 57.2 85.9 88.68
37.465) 13.365) 29.105) 14.9(5 )

Tota summarized asi Wean
Standard Deviation (n)

# Statistically significant difference at p < 0.05 by Jonckheere-Terpstra
trend test.

* Statistically significant difference at p < 0.05 by Dunnett's test.
a. Rats designated for reproduction evaluation (20 rats/group) were cohoused

on test day 74; subsequent data are reported as part of the reproduction
evaluation.

Company Sanitized. Does not contain TSCA CBI
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H-24516: Subchronic Toxicity
0-Day Gavage Study in Rats withOne Generation Reproduction Evaluations DuPont:5386

TABLE7

MEAN BODY WEIGHT GAINS (g) OF FEMALE RATS

Group 11 Group IV Group VI Group VIIT
0 mg/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations

DAY 0 - DAY 7 23.3 22.5 26.3 25.3
8.6045) 7.504) 6.1035) 6.5045)

DAY 7 - DAY 14 18.0 18.4 19.7 22.08
7.1045) 8.104) 6.905) 5.8045)

DAY 14 - DAY 21 16.8 21.0 16.2 14.48
6.9045) 6.0034) 6.4035) 6.7045)

DAY 21 - DAY 28 13.4 12.7 12.2 12.2
7.305) 7.6036) 10.9035 ) 6.7045)

—_ DAY 28 - DAY 35 1.4 12.0 8.78 10.8%
7.205) 6.2033) 9.2035) 6.1065)

DAY 35 - DAY a2 7.1 10.2 10.3 8.7
6.3045) 6.603) 8.305) 5.705)

DAY 42 - DAY 49 19.0 7.08 7.00 3.0
5.6045 ) 7.8031 10.8035) 14.1045)

DAY 49 - DAY 56 7.4 ar 2.78 4.5%
7.8045) 11.6033) 5.6035) 14.5044)

DAY 56 - DAY 63 3.8 6.0 a0 -2.2¢
7.2045) 9.7033) 6.505) 22.2044)

DAY 63 - DAY 70 6.1 5.9 5.5 1.7%
6.1045) 6.4033) 7.305) 22.4043)

DAY 70 - DAY 74° 1.0 1.7 1.7 4.4
4.220) 11.2020) 10.0020) 31.9019)

AY 0- DAY 74° 115.5 120.3 ms 85.98
20.120) 21.520) 15.2(20) 32.1019)

Company Sanitized. Does not contain TSCA CBI
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H-24516: Subchronic Toxicity
90-Day Gavage Sudy in Ras withOne Generation Reproduction Evaluations Dupont5386

- TABLE 7 (CONTINUED)

MEAN BODY WEIGHT GAINS (g) OF FEMALE RATS

Grow IT Group Iv Group v1 Group VIII0 mg/kg/day 25 na/ka/day 100 mg/ka/day 250 wa/ka/day
Dosing Period for Subchronic Toxicity Evaluation (continued)

DAY 70 - DAY 77 13 14 2.2 7.28
450s) e203) saus) 16.3024)

DAY 77 - DAY 84 5. 3.6 1a 22.00
5.605) 3.903) 6.0us) 12.9028)

DAY 84 -DAY 91 1.0 10 2.2 2.8
Be@s) 5303) was) 87024)

DAY 0- DAY 91 129.1 125.1 13.10 1a.
2.5025) 200803) esas) 20.2024)

One-tonth RecoveryPeriod for subchronic Toxicity Evaluation

- DAY 91 - DAY 98 10.8 7.9 0.3 5.4
BsEs) 7) sles 0 10205)

DAY 98 - DAY 105 5.0 2.0 5.0 5.5
70s) 62) 4065) 5.905)

DAY 105 - DAY 112 10.0 9.4 32 8.2
mse) ew) 2.006) 6205)

DAY 112 - DAY 119 0.5 5.6 6.2 5.9
Tea) 3200 2836) 580s)

DAY 91 DAY 119 21.6 2.9 a1 2.2
Baca) S06) 2am) 19.105)

ZompanySanfized. Does not containTSCACB
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H-24516: Subchronic Toxicity
90-Day Gavage Study inRatswith One Generation Reproduction Evaluations DuPont-5386

TABLE 7 (CONTINUED)

MEAN BODY WEIGHT GAINS (g) OF FEMALE RATS

Group 11 Group Iv Group vI Group VIL
0 na/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

Three-Month Recovery Period for Subchronic Toxicity Evaluation

DAY 115 - DAY 126 5.9 -3.0 11.08 3.28
7.965) 2.04) 18.905) 5.365 )

DAY 126 - DAY 133 15.8 9.7 8.2 8.9
3505) 2.84) 12.105) sas)

DAY 133 - DAY 140 0.6 6.1 17 aa
4905 0 70) 7.205) 8.805 )

DAY 130 - DAY 147 7.5 5.2 7.8 11.4
2.85 1) 7.806) 5.105) 4205)

DAY 147 - DAY 156 1.0 5.5 5.2 7.3
— 10.005 ) 7.608) 8.905) as)

DAY 154 - DAY 161 6.6 0.1 3.7 5.4
7.65 0 7.006) 7.005) 465)

DAY 161 - DAY 168 5.7 a3 2.28 2.98
7.605 1 2.266) 0.905 1 1.465 )

DAY 168 - DAY 175 15 2.3 a5 2.5
3.265 ) a6 5.305) 4205)

DAY 119- DAY 175 29.6 30.3 a2 39.9
16.505 ) 8.364) 18.905 1) 15.15 )

Tata summarized mer Weas
Standard Deviation (n)

# Statistically significant difference at p < 0.05 by Jonckheere-Terpsira
trend test

a. Rats designated for reproduction evaluation (20 rats/group) were cohoused
on test day 74; subsequent data are reported as part of the reproduction
evaluation.

Company Sanitized. Does not contain TSCA CB!
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H-24516: Subchronic Toxicity
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont5386

TABLE§

MEAN DAILY FOOD CONSUMPTION (g) OF MALE RATS

Group 1 Group TIT Group Group VIT
© mg/kg/day 25 mg/kg/day 100 mg/ka/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations
DAY 0 - DAY 7 25.8 25.8 26.1 26.5

2.205) 2.5035) 2.2035) 2.805)

DAY 7 - DAY 14 27.4 27.7 28.1 28.58
2.905 ) 2.8035 ) 2.7035) 2.405)

DAY 14 - DAY 21 26.3 28.1 28.1 28.2
2.6085 ) 3.205) 2.305) 2.6045 )

DAY 21 - DAY 28 28.2 28.2 28.9 28.6
2.805) 3.205) 2.605) 3.70)

DAY 28 - DAY 35 28.5 29.2 30.0 29.2
~ 2.705 ) 3.408) 5.6035) 2.905)

DAY 35 - DAY 42 28.7 28.8 29.1 20.5
2.705 ) 3.108) 2.605) 3.605)

DAY 42 - DAY 49 29.2 27.6 28.6 26.26
2.6045) 4.005) 3.605) 3.305)

DAY 49 - DAY 56 29.2 29.1 29.4 26.08
3.005) 4.1035) 2.505) 4.805)

DAY 56 - DAY 63 28.9 28.9 29.5 24.50
4.2025) 3.405) 2.9035 ) sas)

DAY 63 - DAY 70 28.9 28.8 28.8 21.80
3.3085) 3.405) 4.5035) 7.905 )

DAY 70 - DAY 74% na 30.1 28.8 25.20
4.1020) 3.2020) 3.7020 ) 7.5019 )

DAY 0 - DAY 74° 28.4 28.4 20.5 27.
2.5020) 3.2020) 2.0020 Los)

Company Sanitized. Doesnot contain TSCACB
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H-24516: Subchronic Toxicty
90-Day Gavage Study in Rats withOne Generation Reproduction Evaluations DuPont 5386

TABLE 8 (CONTINUED)

MEAN DAILY FOOD CONSUMPTION (g) BY MALE RATS.

Group T Group TI Group v Group VII
© na/ka/day 25 na/ka/day 100 mg/kg/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity Evaluation (continued)

DAY 70 - DAY 77 28.2 27.4 25.7 2.20
3.5025) 3505) 5.8015) 5.9025 )

DAY 77 - DAY 84 20.0 27.9 25.0 26.8
3.6025) 310s) 3.504) 3.505)

DAY 84 - DAY 90 21.0 26.3 20.7 25.3
2.9025 ) 3.5015) 2.9014) 3.705)

DAY 0 - DAY 90 28.2 27.9 27.1 26.20
2.4025) 2.605) 2.004) 2.4025)

— One-onth Recovery Period for Subchronic Toxicity Evaluation

DAY 90 - DAY 98 28.4 26.8 25.08 25.48
2.708) 2.405 ) 3.605) 2.9015)

DAY 98 - DAY 105 28.0 27.7 22.4 25.60
5.0015 ) 2.605 ) 12.305 ) 3.505)

DAY 105 - DAY 112 28.7 27.7 25.0 20.70
2.8015 ) 2.265 ) 5.505 ) 3.805)

DAY 112 - DAY 119 26.2 25.9 25.5 25.4
5.0015 ) 4.25) 440s) 3.305)

DAY 90 - DAY 119 27.8 27.0 2.6 25.38
310s) 2.405) 416) 3.1018)

Company Sanitized. Does not contain TSCA CBI
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H-24516: Subehronic Toxicity
90-Dey Gavage Study in Rats with One Generation Reproduction Evaluations DuPont-5386

TABLE 8 (CONTINUED)

MEAN DAILY FOOD CONSUMPTION (g) BY MALE RATS

Group © Group 111 Group v Group II
© mg/kg/day 25 mg/kg/day 100 mg/ka/day 250 ma/ka/day

Three-Month Recovery Period for Subchronic Toxicity Evaluation

DAY 119 - DAY 126 27.3 26.2 25.5 25.1
0.565 ) 0.965 ) 6.365 ) FRTE

DAY 126 - DAY 133 27.5 26.5 27.3 25.8
1706) 6.205) 1.965) PRTC

DAY 133 - DAY 140 27.9 26.7 26.5 26.9
4305) 2.705) 7.805) 2.505 )

DAY 140 - DAY 247 26.0 29.5 37 20.8
7.005) 2.365) 3.005 ) 2.865 )

DAY 147 - DAY 154 30.4 30.6 sz 29.5
- 2.265) 18s) 3.205 2.965 )

DAY 154 - DAY 161 32.4 25.8 30.9 30.7
2.405 ) 1.805) 3.605) 3.96)

DAY 161 - DAY 168 29.5 29.2 3.6 30.9
11s) 1.905 5.205) 3.365

DAY 168 - DAY 175 30.8 29.0 30.7 28.9 5
2.905 ) 2.005 ) 4.205) 3.45)

DAY 119 - DAY 175 29.0 28.6 29.5 28.3
2.265 ) 170s) 2.805 ) 3.205)

Data suarized asi Wean
Standard Deviation (n)

# Statistically significant difference at p < 0.05 by Jonckheere-Terpstra
trend test.

a. Rats designated for reproduction evaluation (20 rats/group) were cohoused
on test day 74; food consumption data were not collected during the
cohabitation and postmating periods.

Company Sanitized. Docs not contain TSCA BY
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H-24516: Subchronic Toriciy
90Day Gavage Study in Rats with OneGeneration Reproduction Evaluations DuPont 5386

TABLE9

MEAN DAILY FOOD CONSUMPTION (g) BY FEMALE RATS

Group 1 Srowp Iv Group vI Group vir0malkg/day 25 ma/kg/day 100 mg/kg/day 250 mg/kg/day
Dosing Period for SubchronicToxicity and Reproduction Evaluations

bar o-Dav7 18.7 18.9 17.9 1.00
Tos) lod) 150s) sas)

DAY 7-DAY 10 20.1 19.9 18.50 19.48
2205) 4004) Tiss) 164s )

DAY 14 - DAY 21 19.9 20.9 19.9 20.8
2020s) 30a) 160s) 230s)

DAY 21 - DAY 28 19.7 20.6 19.8 20.0
2030s) 4004) 28035) 2000s )

DAY 26 - DAY 35 21.0 2.3 19.3 20.6
2030s) 3503) 2405) 2l20s )

DAY 35 - DAY 42 20.4 21s 18.48 19.60— 20205) 30) 280s ) 2020s )
DAY 42 - DAY 49 20.8 21.0 20.0 19.00las) W303) 240s) Slats)
DAY 69 - Dav 56 21.1 2s 20.5 9.302s) loess) 170s) 2a
DAY 56 - DAY 63 21.1 20.9 19.50 17.982l0ws Ts03) 2105) 45044)
AY 63 - DAY 70 20.9 20.3 19.00 16.782020s) 25303) 119035 ) 52043)
DAY 70 - Dav Tat 21.9 21.3 20.2 20.302000) 37020) 2000) 1140s)

DAY 0-DAY 76 20.5 21 20.0 19.811920 ) 3500) 10a) 20009)

Company Sanitized. Docs not contain TSCA CBI
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H-24516: Subehronic Toxicity
0-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont 5386

TABLE 9 (CONTINUED)

MEAN DAILY FOOD CONSUMPTION (g) BY FEMALE RATS

Group 11 Group Tv Group vI Group VIII
0 mg/kg/day 25 mg/kg/day 100 mg/kg/day 250 mg/kg/day

Dosing Period for Subchronic Toxicity Evaluation (continued)

DAY 70 - DAY 77 21.1 20.9 19.28 16.60206025) 20703) FRYE 41304)
DAY 77 -DAY84 21.4 20.8 18.98 22.636025) 31a) 180s) 30a)
DAY 84 - DAY 91 19.1 19.0 17.3 18.830s) 23303) 2000s) 32a)

DAY 0 - DAY 81 20.4 20.1 8.60 16.80
170s) 13) Tiss) laa)

One-Month Recovery Period for Subchronic Toxicity Evaluation

DAY 91 - DAY 98 20.4 15.0 17.1 19.73205) 7a 176s) lacs)
DAY 98 - DAY 105 21.1 20.0 18.3 20.3130s) 1) 1a) 3l6us)
DAY 105 - DAY 112 21.6 20.7 17.9 19.18

2ls04) 150) alas) 20505)
DAY 112 - DAY 119 21.4 20.4 16.9 9.3

35304) La) sas 3s)

DAY 91 - DAY 119 21.2 20.0 1m. 19.620504) 130) 2l965 ) 2l801s)

Company Sanilized. Does notcontalnTSCACB
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H-24516: Subchronic Toxicity
90-Day Gavage Study in Rats with One Generation Reproduction Evaluations DuPont 5386

TABLE 9 (CONTINUED)

MEAN DAILY FOOD CONSUMPTION (g) BY FEMALE RATS

Group IT Group Iv Group I Group VIII
0 mg/kg/day 25 ma/ka/day 100 mg/ka/day 250 ma/ka/day

Three-Month Recovery Period for Subchronic Toxicity Evaluation

DAY 119 - DAY 126 19.4 20.6 20.6 18.5
20265) 1a) 2.865 ) 20665 )

DAY 126 - DAY 133 21.2 20.4 20.3 18.48
1a) 1a) 2016s 20205)

DAY 133 - DAY 140 20.1 22.0 22.8 20.4
21265) Taw) as) 3205)

DAY 140 - DAY 147 21.9 22.3 24.5 22.3
17s) 1304) las 2046s

DAY 147 - DAY 156 23.2 23.1 21.3 22.9
3k) 120) 2016s) 2076s

DAY 154 - DAY 161 24.2 2.3 22.6 22.5
2006s ie 20565) 20665

DAY 161 - DAY 168 22.5 21.7 21.3 22.2
3506) Taw 2la5 18s)

DAY 168 - DAY 175 20.9 211 21.0 20.6
165) 206 3s) 20265)

DAY 119 - DAY 175 21.7 2.6 21.8 21.0
2.165) 1s) 200s) 1965)

Tata summarized asi Wea
Standard Deviation (n)

# Statistically significant difference at p < 0.05 by Jonckheere-Terpstra
trend test.

4 Statistically significant difference at p < 0.05 by Dunn's test.

a Rats designated for reproduction evaluation (20 rats/group) were cohoused
on test day 74; ata were not collected during the cohabitation and
postrating periods.

Sompany Sanitized. Does not contain TSCA CBI
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H-24516: Subchronic Toxiclty
0-Day Gavage Study in Rats withOneGeneration Reproduction Evaluations DuPont 5386

TABLE 10

MEAN DAILY FOOD EFFICIENCY OF MALE RATS
(g body weight gain/g food consumed)

Group © Group III Grow v sroup vit
0 ro/ka/day 25 ma/ka/day 100 ma/ka/day 250 ma/ka/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations

DAY 0 - DAY 7 0.307 0.314 0.310 0.3318
0.026045) 0.03235) 0.03335) 0.032045)

DAY 7 - DAY 14 0.262 0.270 0.209 0.2358
0.027(45 )  0.028(35) 0.025035)  0.024(45 )

DAY 14 - DAY 21 0.211 0.184 0.213 0.225%
0.028(45)  0.025(35)  0.028(35) 0.022045)

AY 21 - DAY 28 0.166 0.178 0.159 0.135%
0.028(85) 0.028035) 0.032035) 0.129045)

DAY 28 - DAY 35 0.131 0.148 0.115 0.124
0029(45 1 0.031(35) 0.029035)  0.026(45 )

- DAY 35 - DAY 42 0.127 0.0918 0.1034 0.0720
0025(45 )  0.026(35)  ©.026(35) 0.126045 )

DAY 42 - DAY 49 0.089 0.068 0.078 0.0384
003845) 0.036(35) 0.09535) 0.067045 )

DAY 49 - DAY 56 0.086 0.072 0.0728 -0.0198
0.050(45)  0l0B1(35) 0.035035) 0.246(45 )

DAY 56 - DAY 63 0.075 0.081 0.083 -0.0108
0.048(45) 01050035) 0.03335)  0.136(45)

DAY 63 - DAY 70 0.076 0.07 0.031 -0.3680
0l026(as)  0l0271035) 0121735) 0.919(45 )

DAY 70 - DAY 78% 0.028 0.053 0.017 0.073
0.043(20 )  0.061(20)  ©0l04220)  0.476(19 )

DAY 0 - DAY 74 0.146 0.143 0.141 0.1148
0011(20)  0.011(20) 0.00920) 0.01519 )

‘Company Sanitzed. Doesnotcontain TSCA CBI
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1.24516: Subchronic Toxicity
90:Day Gavage Study in Rts with One-Generaton Reproduction Evaluations Dupont 5386

TABLE 10 (CONTINUED)

MEAN DAILY FOOD EFFICIENCY OF MALE RATS
(g body weight gain/g food consumed)

Grow I Group II Group v Group viz0 mg/kg/day 25 ma/ka/day 100 mg/ko/day 250 ma/ka/day
Dosing Period for subchronic Toxicity Evaluation (continued)

DAY 70 - DAY 77 0.029 0.085 -0.048 -0.027007s) olosis) 03205) 0.333(25)
DAY 77 - DAY 84 0.063 0.059 -0.008 0.1568olods(zs ) los) 018914) 0.71035)
DAY 84 - DAY 90 0.035 0.028 0.050 0.0826008525) 0l074(15) 0.08914) 0.064035 1

DAY 0 - DAY 90 0.126 0.124 0.1160 0.1158001225) olol2as)  0009(14) 0.61025)
One-onth Recovery Periodfor Subchronic Toxicity Evaluation

DAY 90 - DAY 98 0.088 0.066 0.0190 0.0624- 0042015) 00205 )  0.083(s )  0.043(15 )
DAY 98 - Dav 105 0.024 0.051 2.355 0.041013s) 0023s) 5.392(5 ) 0.045015 )
DAY 105 - DAY 112 0.081 0.036 0.075 0.0310037015) 0lo7a(s 1) 0l1za(s 1 0.070015)
DAY 12 - DAY 119 0.021 -0.033 0.028 0.04480112015) 0l080(5 1 0llas(s 1 0.043(1s)
DAY 90 - DAY 119 0.047 0.03 0.009 0.047001715) 0030s )  0l027(s )  0.633(15 )

‘Company Sanilized. Does not contain TSCA cay
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124316: SubchronicToxicity
90-Day Gavage Study in Rats with One-Generaton Reproduction Evaluations Dupont5386

TABLE 10 (CONTINUED)

MEAN DAILY FOOD EFFICIENCY OF MALE RATS
(8 body weight gain/g food consumed)

Group I Group III Group V Group viz
0'ng/ig/day 25 ma/kg/day 100 ma/ka/day 350 me/ka/day

Three-Month Recovery Period for Subchronic Toxicity valuation

oaY 119 - DY 126 0.002 0.039 “0.081 0.046
00725) 0l096(s 1) 0.205(5 )  0.038(5 )

oAY 126 - DAY 133 0.078 0.070 0.0m 0.089
0031s) 0loB8(s 1 0.09(s )  0.031(5 )

DAY 133 - DAY 140 0.049 0.040 0.092 0.058
oloass 1 0l0ss )  0lovis 1 0.63415

DAY 140 - DAY 147 -0.000 0.058 0.066 0.083
ol1se(s )  olowé(s ) oli 1 0.0(s )

DAY 147 - DAY 154 0.041 0.01 0.056 0.003
ololas )  olok2s ) ols 1 0.0375

oaY 154 - Dav 161 0.031 0.028 0.033 0.055- oozes) olooR(s 1 0loas(s 1 0.0305
av 161 - OAY 168 0.021 0.089 0.056 2.062

oloasts 1 olowis )  oloaacs 1 0.0305
Day 168 - DAY 175 0.075 0.037 2.048 0.0150

0021s) 003s) 0l023(s )  0.035(5 )

DAY 115 - Dav 175 0.041 0.036 0.052 0.056
002005 1 0lo7(s )  ololas 1 0.605(5 )

EE—
Standazd Deviation (n)

+ Statistically significant difference at p < 0.05 by Jonckheere-Terpstra
Trend teat

+ Statistically significant difference at p < 0.05 by Dunnett's test
4 Rats designated for reproduction evaluation (20 rats/group) were cohousedon test day 74; data were not collected during the Conapiiation and

Postrating periods

mpany Sanitized. Does notcontainTSCA CE
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H-24516:Subchronic Toxicity
90-Day Gavage Study in Rats with One-Generaton Reproduction Evaluations DuPont-5386

TABLE11

MEAN DAILY FOOD EFFICIENCY OF FEMALE RATS
(g bodyweight gain/g food consumed)

Grow 11 Group Iv Group vI Group vIIz
0 mo/kg/day 25 ma/ka/day 100 mg/ka/day 250 ma/ke/day

Dosing Period for Subchronic Toxicity and Reproduction Evaluations

DAY 0 - DAY 7 0.176 0.170 0.193 0.199%
0.060(45) 0.04834) 0.04335)  0.037(45)

DAY 7 - DAY 14 0.128 0.134 0.150 0.1620
0.048(45) 0.057034)  0.047(35) 0.04245)

DAY 14 - DAY 21 0.120 0.146 0.117 0.0988
0.045045) 0103934) 0.046(35)  0.044(d5 )

DAY 21 - DAY 28 0.095 0.088 0.070 0.087
0loa8(ss ) 005034) 0.156(35) 0.04545 )

DAY 26 - DAY 35 0.089 0.081 0.0618 0.0748
01043(45) 01036033) 0.069(35) 0.038145 )

~ DAY 35 - DAY 42 0.008 0.067 0.0728 0.063
oloa2(45)  0l045(33)  0l076(35) 0.040045 )

DAY 42 - DAY 49 0.067 0.0408 0.0468 ~0.0008
0.034(45)  0.087(33)  0.080(35)  0.191(a5)

DAY 49 - DAY 56 0.068 0.020 0.0188 -0.1208
0.053(45)  0.096(33) 0.039035)  0.532(44)

DAY 56 - DAY 63 0.023 0.002 0.028 -0.0648
0.043045) 01073033) 0048(35)  0.357(44)

DAY 63 - DAY 70 0.041 0.041 0.038 ~0.2208
0.038(45) 0.043033) 0.050035) 0.529043)

DAY 70 - DAY 74 -0.014 -0.062 -0.088 _o.188
0.050(20 )  0.269(20)  0.234(20) 0.733019)

DAY 0 - DAY 740 0.076 0.078 0.076 0.0588
0100720)  0.013(20) 0.01020) 0.020019 )

Jompany Sanilized. Does nct contain TSCA CBI
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1.24516: Subchronic Toxicity
90Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPon5386

TABLE 11 (CONTINUED)

MEAN DAILY FOOD EFFICIENCY OF FEMALE RATS
(g body weight gain/g food consumed)

Group IT Group Iv Group v1 Group VIIT
0 ma/ka/day 25 ma/kg/day 100 mg/kg/day 250 ma/ka/day

Dosing Period for Subchronic Toxicity Evaluation (continued)

DAY 70 - DAY 77 0.001 -0.002 0.001 -0.0114
00025) 0lo0l(s 1) 0.004(s )  0.009(5 )

DAY 77 - DAY 84 0.034 0.023 0.009 0.1360
0.036(25) 01026013)  0.045(15) 0.07924)

DAY 84 - DAY 91 -0.020 0.008 0.017 0.015
020825) 0.042013) 01039015)  0.067(24)

DAY 0 - DAY 91 0.069 0.068 0.067 0.066
001325) 0.007013)  0.005(25)  0.008(24 )

One-tonth Recovery Period for Subchronic Toxicity Evaluation

~ DAY 91 - DAY 98 0.077 0.057 0.001 0.03
oils) oledne 007s) 0.674015 )

DAY 98 - DAY 105 0.018 0.014 0.040 0.037010515) 0.046(4 1 0.033(s ) 0.039015)
DAY 105 - DAY 112 0.064 0.064 -0.083 0.059

olosiiie) 000234 1 0.279(s ) 0.042015 )
DAY 112 - DAY 119 -0.000 0.024 0.159 0.026

oloeo(ia)  0l021(s ) olds ) 0.039015)

DAY 91 - DAY 119 0.044 0.040 -0.015+ 0.039
0l040(4 )  0l014t4 1 0.055(5 ) 0.029015)

ompany Sanitized. Does not containTSCACBU
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1.24516: Subchronic Toxicity
90-Day Gavage Study in Rats with One-Genertion Reproduction Evaluations DuPont5386

TABLE 11 (CONTINUED)

MEAN DAILY FOOD EFFICIENCY OF FEMALE RATS
(body weight gain/g food consumed)

Growp 11 Group Iv. Group v1 Group VIII0 mg/kg/day 25 wa/ka/day 100 mg/kg/day 250 mg/kg/day
Three-tonth Recovery Period for Subchronic Toxicity Evaluation

DAY 119 - DAY 126 0.048 -0.022 0.0698 0.0234
0l088(5 ) 0.01714) 0.115(s )  0.042(5 )

DAY 126 - DAY 133 0.107 0.068 0.060 9.0670l028(s )  0l01B4 1 0.084(s )  0.063(5 )
DAY 133 - DAY 140 -0.007 0.038 0.010 0.023

003s) 0loaTs ) 0.0885) 0.058(5 )
DAY 140 - DAY 147 0.050 0.052 0.086 0.0740019(s 1) i034 )  0.028(5 )  0.627(5 )
DAY 147 - DAY 154 0.001 0.035 0.034 0.0450.0615 )  0los6w4 1 0l058(s )  0.032(5 )
DAY 156 - DAY 161 0.041 -0.001 0.019 0.033- 0l047(s )  0l0a6(4 1 0.0435 )  0.027(s )
DAY 161 - DAY 168 0.040 0.028 0.0158 -0.019800063(5 ) 0101264 1 0.005(5 )  0.073(5 )
DAY 168 - DAY 175 0.009 0.014 0.028 0.0160l021(s ) 010344 J 0.029(5 )  0.030(5 )

DAY 119 - DAY 175 0.026 0.025 0.036 0.034olola(s )  0l005(4 1 Oils ) 0.01205 )
EE—

Standard Deviation (n)
# statistically significant difference at p < 0.05 by Jonckheere-Terpstratrend test
+ Statistically significant difference at p < 0.05 by Dunnett's test.@ Statistically significant differance at p < 0.05 by Dunn's Lest.
a Rats designated for reproduction evaluation (20 rats/group) were cohousedon test day 74; data were not collected during the conabitation andpostmating periods.

CompanySanitized. Dossnot contain TSCA CBI
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H2516: Subchronic Toxicity
90Day Gavage Study in Rats withOneGeneration Reproduction Evaluations Dupont 5386

TABLE 16

PERCENT SURVIVAL OF MALE RATS
Treatment Group 1 1x v vir
Dose. (na/xa/day) ° 25 100 250
Animal Count at Study Start as 5 3 is

Days on TEST
0 100 100 100 100
7 100 100 100 100
1 100 100 100 100
2 100 100 100 100
2 100 100 100 100
3s 100 100 100 100
a 100 100 100 100
as 100 100 100 100
56 100 100 100 100
& 100 100 100 100
7 100 100 100 100
”e 100 100 100 100°
8 100 100 100° 100

- sree 100 100 100 100
9 100 100 100 200

105 100 100 100 100
12 100 100 100 100
19 100 100 100 100

Number at study start as 35 35 1s
Accidentally Killed o o 1 1
Removed fron study * 20 20 20 fn
Sacrificed by design ¢ io 10 5 10
Alive on test day 119 15 5 5 is

‘PercentSurvival=(Numberofratsalive/Numberofratsatrisk):100
Number of rats ac risk = Number at study start - nusber Of rats reroved

from study - nunber sacrificed by design - accidentally killed.
a. Rats designated for reproduction evaluation were removed fron study

(cohoused) on test day 7d.
b. One rat was accidentally killed during the previous week.
©. Recovery peziod began on Lest day 50
al Rats designated for the 30-day exposure period were sacrificed on

test day 51.

“here were no statistically significant decreases in survival at p < 0.05 byCochran-Armitage trend test.

‘Company Senilzed. Dossnotcontain TSCA CB
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H-24516: Subchronic Toxicity
0-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont 5386

TABLE 17

PERCENT SURVIVAL OF FEMALE RATS.
Treatment Group Fe wv v1 virDose (ng/kgday) o 25 100 250Number Animals at Study Start 5 35 35 is

DAYS on TST!
° 100 100° 100 100
7 100 100 100 100
1 100 100 100 100
21 100 100 100 100
28 100 100 100 100
35 100 97° 200 100
a 100 97 100 100
a9 100 97 100 100
56 100 9 100 100
6 100 9 100 100
7 100 9 100 98
77° 100 03 100 6
84 100 93 100 9%

- 910 100 9 00 9%
98 100 80 100 9%

105 100 80 100 9%
12 93° 80 100 9%
119 9 0 100 %

Number at study start a5 3 35 5
Accidentally killed o 1 0 1
Found dead o o o 1
sacrificed in extremis 1 1 o 0
Removed from study © 20 20 20 1
Sacrificed by design * 10 s 10 5
Alive on test day 119 10 < 5 1s
Percent Survival = (Namber of rats alive/Number of rats at risk) +100

Number of rats at risk = Nusber at study start - number of rats removed
fxon study - nunber sacrificed by design - accidentally killed.

a. One rat was accidentally killed on test day 0 and replaced day 0.
bl Ore rat was accidentally killed during the previous week.
©. One rat was sacrificed in extremis during the previous week.a One rat was found dead during the previous week.©! Rats designated for reproduction evaluation were removed from study(cohoused) on test day 7d
£. Recovery period begar on test day 90
6. Rats designated for the 90-day exposure period were sacrificed ontest day 93.

- There were no statistically significant decreases in survival at p < 0.05 byCochran-Arnitage trend test.
‘Company Senifized. Does not confain TSCA CB
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1.24516: Subhronic Toxicity
0-Day Govage Study in Rats with One Generation Reproduction Elustions Dupont538620-DayGavageStudyinRasvithOne GenerationReproductionEvaluations DuPont-5386.

TABLE 18

MEAN FORELIMB AND HINDLIMB GRIP STRENGTH FOR MALE RATS
(MEAN OF THREE TRIALS)

Assessment Dosage Forelimb Hindlimb
Period Group (mg/kg/day) Grip Strength (kg) Grip Strength (kg)

Baseline
1 0 0.51 (0.08) 0.40 (0.06)
m 25 0.52(0.10) 0.38 (0.07)
v 100 0.54 (0.08) 0.36 (0.03)
vi 250 0.54 (0.09) 0.40 (0.06)

Week 13
1 0 1.38 (0.34) 0.84(0.15)

ju] 25 135029) 0500.07)
v 100 1380.32) 0500.13)
vi 250 1.31 (0.23) 0.73 (0.11)

Recovery
1 0 127(0.31) 0.74(0.14)
vi 250 1.03 (0.32) 0.75 (0.09)

Dua arranged as Mean (Standard Deviation)
Satisical Methods, Bart's est for homogeneity followed by analysisof variance and Duets est
“There were nostatisticallysignificantdifferences from control at p<0.05

‘Company Sanitized. Does not contain TSCA CBI
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124516: Subchronic Toxicity
90-Day Gavage Study in Rats withOneGeneration Reproduction Evaluations DuPont5386

TABLE 19

MEAN FORELIMB AND HINDLIMB GRIP STRENGTH FOR FEMALE RATS
(MEAN OF THREE TRIALS)

Assessment Dosage Forelimb Hindlimb
Period Group _(mghglday) Grip Strength (kg Grip Strength (kg)

Baseline
n 0 0.58 (0.08) 0.37 (0.04)
wv 25 054(0.12) 0.39 (0.06)
vi 100 054(0.12) 0360.05)
vin 250 0590.14) 0.36 0.04)

Week 13
n 0 1.18025) 0730.10)
wv 25 122021) 0720.12)
vi 100 1.04021) 065 (0.10)
vin 250 1.01022) 0.64(0.14)

Recovery
0 1.07027) 0.69 (0.09)

vin 250 1.13035) 0.66 (0.11)
Data arranged as : Mean (Standard Deviation)
Statistical Methods: Bart's test for homogeneity followed by analysis of variance and Dumnet’s es.
“Therewere no stistically significant differences from control at p<0.05

Sompany Sanitized. Does <i contain TSCA CBI
— = —



H-24516: Subchronic Tosiciy
90-Day Gage Study in Rats with One- Generation Reproduction Evaluations DuPont5386

TABLE 20

SUMMARY OF FUNCTIONAL OBSERVATION BATTERY FINDINGS
FOR MALE RATS

Baseline Wek Recovery
Group: | 11 Vv vii Cmov owe vi

Dosage (mgkg/day: 0 25 100 250 0 25 10 250 0 250
Number Examined: 10 10 10 10 10 10 9 10 10 10

APPROACH & TOUCH:
no reaction 0 0 0 0 0 0 1 0 0 0
normal 10 10 10 9 0 x 10 1 10
increased reaction Gumps away oratiacks) 0 0 0 0 1 0 0 0 0 0

AUDITORY STIMULUS:
no reaction 0 0 0 0 0 0 0 0 0 0
normal reaction (rat finchesorflicks ear) 10 10 10 10 10 10 9 10 10 10
exaggerated reaction (rat jumps, Nips) 0 0 0 0 0 0 0 0 0 0

TAIL PINCH:
no response 0 1 0 0 0 0 0 0 0 0

—- normal (tums toward sic) 9 9 9 10 10 9 9 ow 9 ow
exaggerated response Loo 0 0 to 0 10

IN MOTOR ACTIVITY MONITOR:
DEFECATION

present 70 8 8 3 6 0s 1 8 6
absent 3002 2 7 4 4 3 2 a
diarhea © 0 0 0 0 0 0 0 0 0

URINATION:
present 78 7 4 47 3 7 7s
absent 3203 6 6 3 6 3 3s

PUPILLARY RESPONSE
present 0010 10 10 0 10 9 0 10 10
absent © 0 0 0 0 0 0 0 0 0

Sempany Saniized. Does rn: sontain TSCA CBI
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H-24516: Subehronic Toxicity
90-Day Gavage Study in Rats with One-GenerationReproduction Evaluations DuPon-5386

TABLE 20 (CONTINUED)

SUMMARY OF FUNCTIONAL OBSERVATION BATTERY FINDINGS
FOR MALE RATS

Baseline Week 13 Recovery
Group: | WV VII Cm vow vi

Dosage (mg/kgiday): 0 25 100 250 0 25 100 250 0 250
Number Examined: 10 10 10 10 10 10 5 10 10 10

ADDITIONAL OBSERVATIONS NOTED

Sore, right axilla
Present 0 0 0 0 0 0 1 0 0 0

Absent 0010 10 0 10 10 8 0 10 10

Puosis
present 0 0 0 0 0 0 0 0 0 1

absent W100 10 10 10 9 010 9
“There were no statistically significant differences by Cochran-Armitage tet for trend atp < 0.05.

Company Sanitized. Doss nol contain TSCA CBI
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H-24516: SubchronicToricity
90-Day Gavage Study in Rats withOneGeneration Reproduction Evaluations DuPont-5386

TABLE 21

SUMMARY OF FUNCTIONAL OBSERVATION BATTERY FINDINGS
FOR FEMALE RATS

Baseline Week 13 Recovery
Groups II IV VIVO 1 WV vivian vil

Dosage (mg/kg/day): 0 25 100 250 0 25 100 250 0 250
Number Examined: 10 10 10 10 10 9 10 10 9 10

APPROACH & TOUCH:
no reaction 0 0 0 0 0 0 0 0 0 0
normal 000 10 109 0 10 9 10
increasedreaction (jumps away oratack) 0 0 0 0 0 0 0 0 0 0

AUDITORY STIMULUS:
po reaction 0 0 0 0 0 0 1 0 0 0
normal reaction (at finchesor flicks a) ~~ 10 10 10 10 10 9 9 10 9 10
exaggerated reaction (rat jumps, Nips) © 0 0 0 0 0 0 0 0 0

TAIL PINCH:
no response 0 0 0 0 0 0 0 0 0 0—- pormal (tums toward site) 00 9 10 0 9 0 9 9 a0
exaggerated response 0 0 1 0 0 0 0 1 0 0

IN MOTOR ACTIVITY MONITOR:
DEFECATION

present 2 4 2 6 0a 3
absent x 6 8 a 7 9 6 5s 6 9
diarthes © 0 0 0 0 0 0 0 0 0

URINATION:
present 76 0s 9 2 2 3 a 6 3
absent 3a so x17 6 37

PUPILLARY RESPONSE
present 010 10 0 0 9 10 0 9 10absent 0 0 0 0 0 0 0 0 0 0

‘Company Sanitized. Does not contain TSCA CBI
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H-24516: Subehronic Toxicity
90-Day Gavage Study in Rats with One. Generation Reproduction Evaluations DuPont-5386

TABLE 21 (CONTINUED)

SUMMARY OF FUNCTIONAL OBSERVATION BATTERY FINDINGS
FOR FEMALE RATS

Baseline Week 13 Recovery
Group: II IV VI VIL WIV viv avin

Dosage (mghkgidayy: 0 25 100 250 0 25 100 250 0 250
Number Examined: 10 10 10 10 10 9 10 10 9 10

ADDITIONAL OBSERVATIONS NOTED

Prosis
present 0 0 0 0 0 0 0 1 0 1
absent 000 09 0 9 9 9

Scratch, right comer ofeye
present 0 0 0 0 0 0 0 0 0 2
absent 010 10 0 9 10 0 9

Chromodacryorthea
present 0 0 0 0 0 0 0 0 0 1
absent 010 10 110 9 10 109 9

- “There were no satistically significant differences by Cochran-Armitage test for trend a p< 0.05

Company Sanitized. Doss not contain TSCA
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24516: Subelronic Toxicity Revised Page90-Duy Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont 538620DayGovageStudy in RatswithOneGeneration ReproductionEvaluations DuPont-3386.

TABLE 26

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS
TEST/ Group 1 Group Ill Group V Group VII
PERIOD Omgkg 25 mg 100 mg/kg 250 mg/kg

RBC (x10°/uL)
DAY 44 822 834 796 806

0.4110) 0.23(10) 036(10) 0.3210)
DAY 91 888 8.57 827 7.99

0.569) 0.3809) 03509) 0.43(10)
DAY 125 893 : : 797

0.3810) 031010)
HGB (g/dL)
DAY 44 15.1 153 151 148

0.510) 0.4(10) 0.6(10) 0.410)
DAY91 153 151 150 143+

0.709) 059) 0509) 0.10)
DAY 125 156 : : 143+

0.5010) 0.8(10)- HCT (%)
DAY 44 460 466 458 42

1.710) 1.5(10) 2.110) 1.410)DAY91 489 474 472 45.4
279) 2909) 2109) 2.5(10)DAY 125 483 : : 39
18(10) 27010)Mev (fi)

DAY44 560 559 57.6 56.1
1.8010) 1.5010) 1410) 1.3(10)

DAY 91 552 553 57.0 568
2509) 1.709) 120) 2.1010)DAY 125 542 * 550
1.810) 21010)

MCH (pg)
DAY 44 184 184 190 183

0.6010) 0.4(10) 0510) 0.510)
DAY91 173 17.7 18.1 178

0.69) 0.49) 0.49) 0.5(10)DAY 125 175 : z 179
0.610) 0.7(10)

Company Sanitized. Does not contain TSCA CBI
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H-24516: Subchvonic Toriciy Revised Page90-Day Gavage Study in Rts withOne-Generation Reproduction Evaluations DuPont5386

TABLE 26 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS
TEST/ Group 1 Group il Group V Group VilPERIOD 0mgkg 25 kg 100 mg/kg 250 mg/kg
MCHC (gL)

DAY 44 329 329 29 326
0.510) 0.710) 0.5(10) 0.5010)DAY 91 313 319 317 314
0.609) 0.409) 0.609) 0.4(10)DAY 125 22 # : 326
0.510) 0.4(10)RDW (%)

DAY 44 122 12.1 19 126
0.510) 0.510) 0.6(10) 04(10)DAY91 132 129 135 1si@
0.79) 0.39) 0.59) 1.3(10)DAY 125 136 : * 127

0.810) 13010)- ARET (x1071L)
DAY 44 200 185 179 17

40(10) 32(10) 21(10) 25(10)DAY91 181 179 196 218
4909) 239) 3609) 46(10)DAY 125 188 : : 150
31010) 200)WBC (x10%L)

DAY 44 17.36 1634 17.97 1929
217(10) 4.10010) 383(10) 3.11010)DAY 91 1437 1215 14.04 15.25
2089) 3.1409) 3.059) 3.14010)DAY 125 B10 : : 1323
383(10) 345010)ANEU (x10)

DAY 44 232 231 250 248
10110) 0.76(10) 0.7510) 0.9700)DAY91 214 1.92 1.75 234
0.4709) 0.479) 0.759) 0.66(10)DAY 125 1.79 . : 1.94
0.9710) 0.74(10)

Company Santized. Doos not contain TscA cor
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1.24516: Subchronic Toxicity Revised Page
0-Day Gavage Study in Rats with One-Generation Reproduction Evaluations Duont5386

‘TABLE 26 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

TEST/ Group | Group Ill Group V Group Vil
PERIOD 0 mg/kg 25 mg/kg 100 mg 250 mg/kg

ALYM (x10%uL)
DAY 44 14.19 13.03 1465 1586

191(10) 40700) 3.82010) 255(10)
DAY91 1154 9.57 1156 1212

1.599) 3.1609) 3239) 2.80010)
DAY 125 1060 : : 10.62

336(10) 298(10)
AMON (x10%uL)

DAY 44 034 040 039 044
0.10010) 0.10010) 0.1710) 0.13(10)

DAY 91 045 038 037 040
0.200) 02109) 0219) 0.16(10)

DAY 125 034 : : 028
0.19(10) 0.11310)

- AEOS (+10)
DAY 44 0.16 023+ 01s 0s

0.04(10) 0.05(10) 0.05(10) 0.07(10)
DAY91 01s 020 017 021

0.079) 0.159) 0.1009) 0.13010)
DAY 125 014 : ; 013

0.08(10) 0.13(10)
ABAS (x01)
DAY44 on 0.10 oll 0.10

0.03(10) 0.0410) 0.0710) 0.0510)
DAY 91 003 0.03 0.04 004

0.049) 0.039) 0.049) 0.0410)
DAY 125 007 = 2 0.08

0.03(10) 00510)

2ampany Saniized. Dossnot contain TSCA CBI
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H-24516: Subelronic Toxicity Revised Page
90-Day Gavage Study in Rats with One Generation Reproduction Evaluations DuPont-5386

TABLE 26 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

TEST/ Group | Group lll Group V Group VII
PERIOD 0 mgkg 25 mgkg 100 mg/kg 250 mg/kg

ALUC (x10uL)
DAY 44 024 027 0.18 026

0.06010) 0.1910) 0.10010) 0.14(10)
DAY91 007 007 0.15 013

0.099) 0.079) 0.1709) 0.1310)
DAY 125 017 # > 018

0.12010) 0.06(10)
PLT (x10%L)
DAY 44 141 1077 1069 1008

1039) 92(9) 225(8) 102(8)
DAY91 ns 1055 1092 Hi

153(7) 12209) 155(8) 90(7)
DAY 125 1059 : . 1081

126(7) 789)

Duta arranged as: Mean
Standard deviation (Numberof values included i calulaton)

Group not sampleda ths timeport.

+ Sutisiclly significant difference from conrlat p< 0.03 by parametic test (Dunne Tashan. Dunnct),@ Sutisically significant difference from control atp< 0.05 by nonparametric tet (Dunn's),

Company Sanitized. Does not contain TSCA CBI
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H.24516: Subehronic Toxicity Revised Page
90:Day Gavage Study inRaswith One-Generaton Reproduction Evaluations DuPont 5386

TABLE27

SUMMARY OF HEMATOLOGY VALUES FOR FEMALE RATS

TEST! Group It Group IV Group VI Group Vill
PERIOD 0mgkg 25 mgkg 100 mg 250 mg/kg

RBC (x10%4L)
DAY 45 826 7.85 814 775%

0.17(10) 03009) 0.45010) 0.4510)
DAY 93 8.41 808 817 782+

027(10) 0.289) 0.62(10) 0.3209)
DAY 125 795 = : £00

0.389) 0.5009)
HGB (g/dL)
DAY 45 154 148+ 151 145%

0.5010) 0.39) 0.4(10) 0.710)
DAY 93 155 152 15.1 142%

0.5(10) 0.69) 05(10) 059)
DAY 125 15.1 : : 148

0.79) 089)
- HCT (%)

DAY 45 469 4490 456 443+
11310) 189) 1.7010) 2.1(10)

DAY 93 476 457 462 440"
1.9010) 2009) 2.410) 1.59)

DAY 125 4.7 : ¥ 443
2009) 230)

Mev (1)
DAY45 568 572 560 57.1

1.2(10) 179) 1.6(10) 1200)
DAY 93 56.6 566 568 563

15010) 190) 39010) 119)
DAY 125 575 < : 555%

159) 2109)
MCH (pg)

DAY 45 187 189 185 18.7
0.5(10) 0.69) 0.6(10) 0.710)

DAY 93 185 188 185 182
0.4(10) 079) 0810) 0.509)

DAY 125 19.1 : : 18.5%
030) 0.709)

Company Sanilized. Does rotcontain TSCA CBY
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H-24516: Subehronic Toxicity Revised Page
90-Day Gavage Study in Rts withOne Generation Reproduction Evaluations DuPont5386

TABLE 27 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0mgkg 25 mg/kg 100 mg/kg 250 mg/kg

MCHC (g/dL)
DAY 45 29 30 31 27

0.8(10) 0.99) 0.510) 05(10)
DAY 93 27 32 326 23

0.5(10) 1.409) 12010) 0.49)
DAY 125 32 ‘ 3 34

089) 050)
RDW (%)
DAY45 ny 19 nr 122

0.510) 0.59) 0.7010) 0.4(10)
DAY93 13 ns 123 123@

0.510) 0.49) 25(10) 1009)
DAY 125 124 : 3 ni@

0.79) 0309)
- ARET (x10%L)

DAY 45 208 216 201 210
25(10) 3509) 37010) 39010)

DAY93 151 157 219 2
35(10) 0.0369) 181010) 289)

DAY 125 71 : : 145@
249) 3909)

WBC (x10%L)
DAY 45 13.67 12.83 13.42 13.59

3.13(10) 2.999) 3.12(10) 1.93(10)
DAY 93 9.96 9.86 1036 10.50

1.6(10) 1.769) 227010) 1.98(9)
DAY 125 798 : ® 8.12

17609) 1.4709)
ANEU (x10%L)
DAY 45 177 1.62 1.69 181

0.70(10) 0.489) 0.54(10) 0.67010)
DAY 93 Lis 1.46 231@ 1.65

032010) 0.4909) 0.94(10) 0.789)
DAY 125 L13 : 1.58%

0279) 0.54(9)

‘Company Sanitized. Does nc: contain TSCA CB
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1.24516: Subchronic Tosicity Revised Page
90-Day Gavage Study in Rats with OneGeneration Reproduction Evaluations Dupont 5386

TABLE 27 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR FEMALE RATS

TEST/ Group It Group IV Group VI Group VIII
PERIOD 0 mg/kg 25 mg/kg 100 mg 250 mg/kg

ALYM (xI0/uL)
DAY45 11.10 10.52 1091 1099

243(10) 28709) 257010) 1.67(10)
DAY 93 82 783 739 819

1.50010) 1.700) 229010) 1.669)
DAY 125 641 # * 594

1779) 1519)
AMON (x1074L)

DAY 45 030 025 031 029
0.09(10) 0.089) 0.08(10) 0.10(10)

DAY 93 021 024 026 029
0.07(10) 0.1009) 0.08010) 0.1709)

DAY 125 021 * * 029
0.0709) 0.1409)

- AEOS (x107uL)
DAY45 0.19 0.10 018 0.18

0.07(10) 0.059) 0.09(10) 0.04(10)
DAY 93 0.18 014 022 0.18

0.0910) 0.069) 0.09(10) 0.0609)
DAY 125 0.10 * : 0.15

0.0409) 0.039)
ABAS (x107uL)

DAY45 0.10 009 on 0.10
007(10) 0.059) 0.05(10) 0.03(10)

DAY 93 0.08 007 0.07 005
0.02(10) 0.049) 0.03(10) 0.039)

DAY 125 004 : : 0.04
0.039) 0.029)

Company Saniized. Does ot contain sca cp
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H.24516: Subchvonie Toxicity Revised Page
90-Day Gavage Study in Rats with OneGeneration Reproduction Evaluations DuPont 5386

TABLE 27 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group VIII
PERIOD 0mg/kg 25 mg 100 mg/kg 250 mg/kg

ALUC (x107pL)
DAY 45 021 024 02 022

0.08(10) 0.189) 0.0910) 0.0610)
DAY93 0.12 012 012 014

00510) 0.089) 0.06(10) 0.079)
DAY 125 0.09 : * oll

} 0.039) 0.0409)
PLT (x10/4L)

DAY 45 186 1081 1084 1068
1106) 202(9) 108(8) 1069)

DAY 93 1025 1004 is 1029
144(10) 102(8) 105(6) 1436)

DAY 125 1043 : : un
2179) 159(5)

Dus arranged as: Mean
Standarddeviation (Numberofvalues included in calculation)

a Group not sampled at this tmepoint.

= Statistically significant diffrence from control at p< 0.05 by parametric est (Dunner TamhaneDunne).
@ Statistically significant difference rom contol at p-< 0.05 by nonparametric est (Dunn's).

‘Company Sanitized. Doss not contain TSCA CBI
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1.24516: Subchronic Toxicity Revised Page
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont$386

TABLE 28

SUMMARY OF COAGULATION VALUES FOR MALE RATS

TEST/ Group 1 Group ill Group V Group VII
PERIOD 0 mgkg 25 mg 100 mg/kg 250 mg/kg

PT (seconds)
DAY91 152 147 152 155

0.810) 0.410) 0.909) 0.7010)
APTT (seconds)
DAY91 187 163% 158 168

25010) 22010) 2109) 0.8(10)

Dawamanged as: Mean
Standard deviation (Numberofvalues included in calculation)

+ Suusically significant difference fiom control at  <0.05 by parametric est (Dunne Tabane: Dunne).

TABLE 29

- SUMMARY OF COAGULATION VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0 mgkg 25 mykg 100 mg/kg 250 mg/kg

PT (seconds)
DAY 93 145 144 1s 14.1

050) 0.309) 05010) 050)
APTT (seconds)

DAY 93 17.1 158 154 15.00
1.49) 149) 17010) 1.59)

Duta arranged as: Mean
Standard devinion (Numberof values included in calculation)

+ Statistically significant difference from control tp < 0.05 by parametric test (DunnettTamhane-Dunne).

‘Company Sanitized. Does not contain TSCA CBI
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24516: Subchronie Toricity Revised Page
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont.5386

TABLE 30

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group | Group Ill Group V Group Vii
PERIOD 0 mgkg 25 mg/kg 100 mg/kg 250 mg/kg

AST (UL)
DAY 44 3 84 6 82

10010) 13(10) 78) 149)
DAY 91 9 87 80 9%

29(10) 18010) 159) 30010)
DAY 125 7 * = 7

010) 1010)
ALT (UL)

DAY 44 30 3 3 3
4(10) 5(10) 68) 30)

DAY 91 36 36 » 43
810) 8(10) 50) 22(10)

DAY 125 3 : : 36
7010) 14(10)

- SDH (U/L)
DAY 44 188 179 182 174

4.2(10) 4.6(10) 26(10) 6.3(10)
DAY 91 286 233 24 2538

8.1(10) 62(10) 580) 9.110)
DAY 125 215 * 2 14.0%

6.510) 3.4010)
ALKP (UL)

DAY 44 134 144 156 185
3110) 35(10) 2168) 3009)

DAY 91 97 95 139 186+
2210) 20010) 200) 32010)

DAY 125 81 : : ”
1810) 14(10)

BILI (mg/dL)
DAY44 009 0.09 0.08 0.06

0.0310) 0.04(10) 0.04(8) 0.029)
DAY 91 007 0.06 0.05 005

0.03(10) 0.02(10) 0.009) 0.00(10)
DAY 125 0.06 : - 005

0.02010) 0.00(10)

‘Company Sanitized. Docs rot contain TSCA CBI
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H-24516: Subchronic Toxicity Revised Page
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPon-5386

TABLE 30 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group1 Group lil Group V Group VII
PERIOD Omgkg 25 mg/kg 100 mgkg. 250 mg/kg

BUN (mg/dL)
DAY 44 14 14 15 14

2010) 210) 210) 2(10)
DAY 91 1s is 16 15

2010) 200) 29) 110)
DAY 125 15 ¥ : 18

1010) 200)
CREA (mg/dL)
DAY44 034 031 030 034

0.05(10) 0.05(10) 0.04(10) 0.07010)
DAY 91 0.42 0.40 039 0.45

0.0710) 0.09(10) 0.059) 0.0610)
DAY 125 0.40 : * 0.40

0.06(10) 0.06(10)
- CHOL (mg/dL)

DAY 44 84 65 56+ sar
22(10) 1010) 16(10) 1810)

DAY 91 78 65 48a 1@
27010) 13010) 1609) 15(10)

DAY 125 7s 2 : 56+
1310) 10010)

TRIG (mg/dL)
DAY 44 97 90 75 53

5810) 30010) 388) 399)
DAY 91 127 98 49 39

5110) 3910) 2409) 2710)
DAY 125 95 ‘ : ss@

37(10) 3710)
GLUC (mg/dL)
DAY 44 110 104 108 m2

1700) 1200) 1310) 16(10)
DAY91 125 102 02 16

38010) 14010) 2709) 30010)
DAY 125 127 : : 106

37310) 16(10)

Company Sanitized. Does rc: contain TSCA CBI
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1.24516: Subchronic Toricity Revised Page
90-Day Gavage Study in Rais with OneGeneraion Reproduction Evaluations DuPont5386

‘TABLE 30 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group | Group Ill Group V Group VII
PERIOD 0 mgkg 25 make 100 mgkg 250 mg/kg

TP (g/dL)
DAY 44 66 66 61 73

0310) 0310) 038) 0409)
DAY 91 69 68 7.1 7.7%

0:4(10) 03310) 040) 04(10)
DAY 125 70 : ® 67

0310) 0.3(10)
ALB (g/dL)

DAY 44 al 42 43 50@
0.210) 0.210) 0.5(8) 0.39)

DAY91 43 44 a sar
02010) 02(10) 0209) 03010)

DAY 125 44 > 43
0200) 0.3(10)

- GLOB (dL)
DAY 44 24 24 25 23

02(10) 02(10) 04(8) 029)
DAY 91 26 24 24 23

0.2010) 0.2(10) 0309) 0.1010)
DAY 125 26 * € 24

03010) 0.210)
CALC (mg/dL)
DAY44 108 109 108 n2

0.4(10) 0.4(10) 0.5(10) 0310)
DAY 91 no 10.6 10.5 109

0.710) 0.410) 0.59) 0.510)
DAY 125 10.6 * : 102°

0310) 0310)
IPHS (mg/dL)

DAY 44 86 91 9.5% 9.4
0.7(10) 0.510) 08(8) 0909)

DAY 91 92 87 89 9.1
22(10) 1.510) 1.009) 1.4(10)

DAY 125 81 : 3 78
1.510) 0.8010)

‘Company Sanitized. Does r=: contain TSCA cat
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90-Day Gavage Study in Rats withOneGeneration Reproduction Evaluations DuPont$386

TABLE 30 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR MALE RATS

TEST/ Group| Group Ill Group V Group Vil
PERIOD 0 mgkg 25 mgkg 100 mg/kg 250 mg/kg

NA (mmol/L)
DAY 44 1445 1435 1444 1439

1.910) 1.0(10) 0.9(10) 1.200)
DAY 91 1472 145.9 146.1 1452

22(10) L4(10) 1509) 20010)
DAY 125 146.4 & “ 1466

0.810) 1.510)
K (mmol/L)

DAY 44 602 605 624 598
0.40(10) 0.23(10) 0.408) 04709)

DAY 91 633 607 624 625
0.60(10) 0.42(10) 0399) 0.56(10)

DAY 125 641 b . 6.05
0.63010) 0.41010)

- CL (mmol/L)
DAY44 1005 99.4 99.5 99.3

15010) 2.110) 23(10) 1.610)
DAY 91 100.7 100.1 100.5 9B"

1.7(10) 1.8(10) 139) 1.3010)
DAY 125 103.4 * # 103.4

09(10) 1.6(10)
PFLU (pg/mL)

DAY 44 : * : *
DAY 91 0.1 02 04@ 07@

0.0(10) 0.000) 0.1) 0.110)
DAY 125 ol : : 01

0.0(10) 0.19)

Data armanged as: Mean
Standard deviation (Number ofvalues included in calculation)

a Group not sampled at his imepoint.

+ Statistically significant difference from contol at p< 0.05 by parametric est (Dunner Taran Dunner).
@ Satisically significant diffrence fom conte tp < 0.05 by nonparametric test (Dunn's),

Company Sanitized. Does --: contain TSCA CB
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90Day Gavage Study in Ras with One-Generation Reproduction Evaluations DuPont $386

TABLE 31

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0mgkg 25 mg/kg 100mgkg 250 mg/kg

AST (UL)
DAY 45 87 76 7 69"

1410) 1509) 17(10) 8(10)
DAY 93 90 79 89 87

27(10) 160) 10010) 1909)
DAY 125 124 : ” 152

619) 198(10)
ALT UL)

DAY 45 37 31 3 20+
6(10) 7) 5(10) 8010)

DAY 93 3 3 3 38
8(10) 79) 410) 169)

DAY 125 65 : ¥ 6
409) 72010)

- SDH (U/L)
DAY 45 182 183 163 158

5.4(10) 4.69) 3.810) 4.610)
DAY93 189 164 183 172

7.510) 380) 4.2(10) 5.00)
DAY 125 258 3 250

12.009) 27.600)
ALKP (UIL)

DAY 45 66 7 3 81
1810) 229) 18(10) 18010)

DAY 93 a2 a 55 52
1010) 179) 15(10) 1509)

DAY 125 33 : 38
1309) 1410)

BILI (mg/dL)
DAY 45 013 ol 01 0.09

0.04(10) 0.059) 0.04(10) 0.04(10)
DAY 93 0.13 0.10 0.10 0.11

0.0610) 0.049) 0.05(10) 0.049)
DAY 125 0.10 : > 0.09

0.049) 0.0610)

Company Sanitized. Doss not contain TSZA Cal
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1.24516: Subchronic Toxicty Revised Page
90-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPon: 5386

TABLE 31 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group VIII
PERIOD 0 mglke 25 mg/kg 100 mg 250 mg/kg

BUN (mg/dL)
DAY 45 16 15 16 16

2010) 29) 210) 2010)
DAY 93 17 16 16 16

210) 29) 3310) 19)
DAY 125 16 * $ 16

39) 2010)
CREA (mg/dL)

DAY 45 040 035+ 035° 037
0.04(10) 0.039) 0.05(10) 0.0710)

DAY 93 047 044 051 0.50
0.05(10) 0.049) 0.0810) 0.069)

DAY 125 048 = + 0.48
0.0609) 0.04(10)

- CHOL (mg/dL)
DAY 45 83 89 82 2

12(10) 199) 13(10) 15(10)
DAY 93 I 90 76 95

14010) 199) 13010) 2009)
DAY 125 106 - : 98

3609) 51010)
TRIG (mg/dL)

DAY 45 6 8 a 2
26(10) 419) 18010) 1300)

DAY 93 160 87 5@ 54@
136(10) 4509) 24(10) 209)

DAY 125 136 + = 102
720) 96(10)

GLUC (mg/dL)
DAY 45 97 109 9% 101

910) 1309) 5(10) 710)
DAY 93 92 97 100 9

810) 50) 17010) 59)
DAY 125 107 : £ 104

200) 14010)

‘Company Sanitized. Does fet contain TSCA CBI
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24516: Subchronic Toricity Revised Page
50:Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont5386

TABLE 31 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0 mgkg 25 mg/kg 100 mg/kg 250 mg/kg

TP (g/dL)
DAY 45 73 74 77 82

0.510) 0.409) 03010) 0.4(10)
DAY 93 75 78 83+ 86%

0.5010) 0.409) 0.4010) 0.49)
DAY 125 82 $ * 82

050) 0.5010)
ALB (g/dL)

DAY 45 50 50 54 57
0.510) 049) 0.2010) 0310)

DAY 93 52 54 6.0 6.0
0.510) 0.409) 0.3010) 030)

DAY 125 57 * : 5.8
039) 03010)

- GLOB (dL)
DAY 45 23 24 23 24

02(10) 029) 02(10) 0.210)
DAY 93 23 24 24 26

0210) 0.109) 0210) 0.209)
DAY 125 25 * : 27

039) 03010)
CALC (mg/dL)
DAY 45 10 na n2 nr

0.4(10) 0.49) 0.3(10) 0.4(10)
DAY 93 108 10 13% 1s

0.3010) 0.5(9) 0.4(10) 0309)
DAY 125 ni : = 109

0.59) 0.3(10)
IPHS (mg/dL)

DAY 45 75 76 79 78
0.7010) 120) 0.6010) 0.510)

DAY 93 56 60 61 6.6%
0.710) 0.509) 1.310) 0.79)

DAY 125 57 : * 64
0.99) 09(10)

Company Sanitized. Does noi contain TSCACBI
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1.24516: Subchronc Toxicly Revised Page
90-Day Gavage Study in Rats with One-Generation Reproduction Evahations Dupont 5386

TABLE 31 (Continued)

SUMMARY OF SERUM AND PLASMA CHEMISTRY VALUES FOR FEMALE RATS

TEST/ Group II Group IV Group VI Group VIII
PERIOD 0mgkg 25 mg/kg 100mg/kg 250 mg/kg

NA (mmol/L)
DAY45 1435 143.5 1425 1433

2.4(10) 2709) 1.610) 13010)
DAY 93 1437 1428 144.1 1432

16(10) 1.69) 22(10) 139)
DAY 125 1455 : » 1439+

130) 15010)
K (mmol/L)

DAY45 566 573 588 632
021(10) 0.4009) 028(10) 032(10)

DAY 93 529 529 562 6.05
036(10) 0.269) 0.40(10) 0.4009)

DAY 125 531 > 4 5.45
0.440) 0.48(10)

- CL (mmol/L)
DAY 45 1008 9.9 99.7 9.5

09(10) 1.6(9) 1.210) 1.0(10)
DAY 93 99.2 989 993 979

22(10) 239) 2100) 149)
DAY 125 1026 3 : 103.2

14) 18010)
PLU (ng/ml)

DAY 45 2 = : :
DAY 93 ol 02 04@ 03@

0.1(10) 0109) 0.110) 0209)
DAY 125 ol : i 01

0.009) 0.010)

Dats amnged us: Mean
Standard deviation (Numberof values included in calculation)

a Group not sampled at this timepaint.
+ Sutistically significant diffrence from control at p< 0.05 by parametric test (Dunne Tashan. Duct).
@ Sutisically significant diffrence from control at p< 0.05 by nonparametric est (Dunn's).

Company Sanitized. Docs :1 contain TSCA CBU
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90:Day Gavage Study in Rats withOne.Generation Reproduction Evaluations DuPont5386

TABLE 32

SUMMARY OF URINALYSIS VALUES FOR MALE RATS

TEST Group Group Il Group V Group VII
PERIOD 0 mg/kg 25 mg/kg 100 mg/kg 250 mg/kg

VOL (mL)
DAY 44 8.6 10.0 8.0 17.1

5.6(10) 5.3(10) 5.6(10) 16.7(10)
DAY91 71 100 100 154@

5.4610) 689) 9.009) 70010)
DAY 125 120 : i 12@

5.4(10) 6.110)
UOSM (mOsm)

DAY 44 183 1019 1333 938
346(10) 474(10) 59209) 68510)

DAY 91 1330 1158 1315 793
474(7) 473(10) 556(9) 297(10)

DAY 125 952 : : 1759*
364(10) 932(10)

— SG
DAY 44 1.037 1.032 1.045 1.029

0.01110) 0.01410) 0.01910) 0.019(10)
DAY 91 1.048 1.036 1.040 1027+

0.017(9) 0.013(10) 0.016(9) 0.009(10)
DAY 125 1.031 . : 10s1*

001110) 0.023(10)
pH

DAY 44 72 73 70 75
0.6(10) 0.8(10) 0.6(10) 0.710)

DAY 91 67 69 71 66
0.4(10) 0.7(10) 0.8(9) 0.5(10)

DAY 125 68 : : 6.6
0.5(10) 0.5(10)

URO (EU/L)
DAY 44 02 03 02 02

0.0010) 03(10) 00010) 0.0(10)
DAY 91 02 03 02 02

0.010) 0.3(10) 0.009) 0.0(10)
DAY 125 02 . . 02

0.0(10) 0.0(10)

‘Company Sanitized. Doss not contain TSCA CBI
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H-24516: Subchronic Tosicity Revised Page
50:Day Govage Study in Rats with One-Generaion Reproduction Evaluations DuPont5386

TABLE 32 (Continued)

SUMMARY OF URINALYSIS VALUES FOR MALE RATS

TEST/ Group | Group lll Group V Group VII
PERIOD 0 mgkg 25 mkg 100 mg 250 mg/kg

UFLU (ug)
DAY 44 : : : :
DAY 91 202 2130 602.70 1473.6@

53(7) 3680) 188.59) 313.0010)
DAY 125 142 3 d 87.4%

29(10) 228010)
DAY 181 121 28 30.10 6.

4805) 3.265) 1.55) 6.6(5)
UMTP (mg/dL)

DAY 44 7 6 103 66
37010) 47010) 5310) 60(10)

DAY 91 119 7% ol 00
7110) 64(10) 5009) 20010)

DAY 125 66 : : 121
- 49010) 7310)

Du amanged as: Mean
Standard deviation (Numberofvalues included in calculation)

a Group not sampledat this imepoint.
+ Sutisically significant diffrence from control at p< 0.08 by parametric test (Dunne Taare.Dunc).
@ Statistically significant ifernce from contol tp< 0.05 by nonparametric test (Duns)

Company Sanitzed. Doss rc: containscac
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24516: Subehronc Toxicity Revised Page
90:Day Govage Study in Rats with One-Generaion Reproduction Evaluations Dupont5386

TABLE 33

SUMMARY OF URINALYSIS VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0mgkg 25 mg/kg 100 mgkg 250 mg/kg

VOL (ml)
DAY 45 58 69 82 126°

420) 369) 36(10) 4.6(10)
DAY 93 31 49 40 107@

3.107) 2668) 3.0010) 780)
DAY 125 52 : * 62

479) 3.107)
UOSM (mOsm)

DAY 45 1271 m7 786 589
960(8) 7119) 249(10) 197(10)

DAY 93 ns 1204 1541 764
464(3) 37207) 62209) 269(9)

DAY 125 976 = * 983
3807) 1207)- SG

DAY 45 1.035 1.033 1.024 1018
0.0218) 0.01709) 0.00710) 0.006(10)

DAY 93 1.044 1.042 1.048 1.024
0.0214) 0.019(8) 0.017010) 0.0089)

DAY 125 1.040 * : 1.031
0.0219) 0.0147)

pH
DAY 45 7.1 69 72 77

0.89) 039) 0.610) 0.4(10)
DAY 93 65 64 62 62

09) 078) 04(10) 030)
DAY 125 57 : 3 58

0.409) 057)
URO (EUAIL)

DAY 45 02 02 02 02
0.009) 0.009) 0.0010) 0.0010)

DAY 93 02 02 02 02
0.0) 0.068) 0.0(10) 009)

DAY 125 02 : : 02
0.09) 0.07)

Company Sanitized. Docs roicontain TSCACB
wm



1.24516: Subchroric Toxicity Revised Page
90-Day Gavage Study in Rts with One-Generation Reproduction Evaluations Dupont 5386

TABLE 33 (Continued)

SUMMARY OF URINALYSIS VALUES FOR FEMALE RATS

TEST/ Group Il Group IV Group VI Group Vill
PERIOD 0 mg/kg 25 mg/kg 100 mgkg. 250 mgkg

UFLU (ug)
DAY 45 4 . : :
DAY 93 167 992 4603 9147@

382) 32166) 127.004) 618.19)
DAY 125 86 = d 33@

517) 14.907)
DAY181 88 159 200 203+

38(5) 693) 5.6(5) 13.164)
UMTP (mg/dL)

DAY 45 a 2 18 21
3409) 220) 5010) 11310)

DAY 93 84 49 57 54
56(6) 4) 31010) 2609)

DAY 125 109 * ¥ 2)
—- 13009) 767)

Datwornged as: Mean
Standard deviation (Numberof values included in calelaton)

a Group not sampledattistimepoint.

+ Sutistcally significant difference from controlatp< 0.08 by parametric test (DunnetTambane-Duet).
@ Statistically significant difference rom control tp < 0.05 by nonparametric est(Dunn's).

‘Company Sanitized. Docs ict contain TSCA CBI
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H-24516: Subehvonic Toricity Revised Page
: 90.Day Gavage Study in Raswith One-GenerationReproduction Evaluations DuPon5386

TABLE 36

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(90-DAY EXPOSURE EVALUATION)

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)
croup 1 Grow tir growv Group vi:Caran Skala S08 Talrany 556 Raskarday

Laven 5.61000 16.0710 momen assurEREHITE I  HH GH)
waoers 3.8m 4.16070 omen 4.26000Tan Somaer oem 0sssesco
nee 1000 1710 sma stonyClan Siemun chee elim
seve 0.02300 0.12400 0.73031 0.00Clean ShSeuor odes olomesao
- 2.1100 2.16000 2.0m 2.09800Todao Salen oda alomiean
os 0.44000 0mm om 0.35967Thao Somenn  olmmor seme
Jone cus 0.05560 0.05020 0.05161 0.05450Coorao Costco oom oloomeco
nesnes 2.c20m0 2.2060 2.5526 3.56010- CSorao  amecn oda olemeco

enoronioes + 0370 1500 Lavoe coreriSRao  oluean doesn olermio

FC SOD gg ga00 seman: suesssser  sos.aunocsGlico Caiman Laem asso
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H-24516: Subchronic Tosiciy Revised Page
90-Day Gavage Study in Ras withOneGeneration Reproduction Evaluations DuPont 5386

‘TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(90-DAY EXPOSURE EVALUATION)

NEAN RELATIVE ORGAN WEIGHTS (3 of body weight)
Grow 1 Group 1 Grow v Group uxCully 3 Siaerier 00 ora 358 Saoscay

Fivesony + 100 2.72702 3.02900 pro) 5 0amSabSieo  oMGaeno  S2enti  olemssan

Fnov 100 0.6mm 0.707 o.0taear 0.910000Combine Soderne odin essestio

Ra soon + 00 030mm 230962 0.9m 0.29751Tdlbisan  OSdace  Selsem  olewan

Fas som + 200 0.10509 0. 0.5512 0.1050Calta Coisan  oaem oldman

Fimoor + 100 0.166 am 0 soe 0.0mSIBan  Camban Somers oldmeto
- Ther + 100 0.07 2.065 0.037 0.075:Chance oSlue 00am ela

Foor +l 0.0mm a.010m 0.0100 0.0mmCoan Stan Samer sedan

Finsor + 100 0.68020 ost oom o.gomenan CHGS Cale SEB

Fito CA 0.2706 ome 0.02 .Callan SGBtan Cheam selbe

Company Saniized. Docs not contain TscA car
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TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
- (90-DAY EXPOSURE EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS (8 organ to brain weight ratio)
Group © row 11 Growy crow vi:ody Saeko 20mg

Bain+ 200 5.70333 0.17520 01052860 121.70060m San ae HERG S000
MATa mee ames asi assesSansa BR NL RIEL

Mm mam mao asi osmCaan iaan  TERe ENE
BRAIN+ 100 38.93490 33.9403 38.5639 6.01722hen Shae CLEBe CHEE
BA 0 21.0066 17.2080 8.00086 17.1300Sota Lian Ue Tie
WEE san 2.7mm po 233mFen dames SEENe  E3ae
Bam 100 Lien s6.0670 2.02308 69.0001:Lia Be THER. 2a
srrotomoss/ATE mom ee ese was— Cian Tee THEI ERe

‘Company Sanitized.DaesnotcontainTscAcI
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H-24516: Subehronic Toxicity Revised Page
90-Day Gavage Study in Rats with One- Generation Reproduction Evaluations DuPont5386

TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)
Group © Group VII
0'mg/kg/day 250 mg/kg/day

LIVER 15.30650 18.995808
2106770010) 2.41383(10)

KIDNEYS 3.92180 4.526008
0la335910)  0.45123(10)

HEART 1.78690 1.70310
0122877(10)  0.09352(10)

sevgen 0.79060 0.82750
0115057(10)  0.12262(10)

BRAT 2.15100 2.14830
0l10458(10)  0.06237(10)

Tvs 0.30370 0.29500
- 0120010020) 0.08028(10)

ADRENAL GLANDS 0.05500 0.05390
0100939(20)  0100763(10)

TESTES 3.40390 3.35360
0l4sEsS (10) 0.56712(10)

EPIDIDYMIDES 1.51050 1.89860
0121531010) 1.25596(10)

FINAL BODY WEIGHT
590.65000 537.98000
8253324(10) 37055428(10)

‘Company Sanitized. Does not contain TSCACBI
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H:24516: Subchronic Toxicity RevisedPage
90-DayGavage Study inRatswith One.Generation Reproduction Evaluations DuPont5386

TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS (3 of body weight)
Group Group viz
O'marka/day 250 ma/ko/day

Livers
FINAL BODY + 100 2.59628 3.522780

ollasas(i0)  0l28354010)
KioNEvS/
FINAL BODY + 100 0.67037 0.840844

0107651010) 0.05450(10)
sere
FINAL B0DY + 100 0.30689 0.31726

olos2ssi0) 0.071610)
seus
FINAL B0DY + 100 0.13384 0.15447

001870010) 0.02480(10)
sRAIN/

- PINAL BODY + 100 0.37046 0.401048
olos3sacio) 002098010)

mas
FINAL BODY * 100 0.05128 0.0549

ololeso)  0lotsolco
ADRENAL GLANDS/
FINAL BODY + 100 0.00943 0.01005

olo0ie7(10) 0 0014510)
esas,
FINAL BooY + 100 0.56528 0.62490

olfzicor ols)
eporoMIDES/
FINAL BODY + 100 0.25949 0.35028

olos3r10) 022128010)

‘Company Sanilized. Doo not contain TSCACB1
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‘TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS (3 organ to brain weight ratio)
Group 1 Group VII
© mg/kg/day 250 mg/kg/day

Liver
BRAIN * 100 711.34075 884.911714

88.59504(10)  116.18812(10)
KIDNEYS/
BRAIN * 100 162.34225 210.726288

18.44672(10) 20.63654(10)
HeRT/ 83.23074 79.38841
BRAIN * 100 1173675010) 5176903 (10)
seuEEN/
BRAIN * 100 36.81368 38.5650

711480210) 5.91613(10)
Tvs,
BRAIN * 100 14.01786 13.7281— 42376020) 3173258020)
ADRENAL GLANDS/
BRAIN * 100 2.54745 2.51160

0135256(10)  0.37062(10)
ESTES)
BRAIN * 100 158.19880 155.9893

9la2657(10) 25095332010)
EPIDIDYHIDES/
BRAIN * 100 0.20005 88.26783

9134995(10) 5820703(10)

Company Sanitized. Doo- olc=atainTSCACBI
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90-Day Gavage Study in Rais with One Generation Reproduction Evaluations DuPont-5386

TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(THREE-MONTH RECOVERY EVALUATION)

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)

Grons © Grow Tri crow v Group vizOrakaiday 25 sajxardey 100 ma/kasday 250 me/ka/day
Laven 16.06360 10920 17.2006 1853760Te TEs TEE dese
p— 1.22020 czsm0 4.20200 4.42080Shes Shows oleae ose
wrRom GLb 0.02660 0.0m20 0.02680 0.0360Olooamsisy  oltissisy alba) 0.0036
ress 1m0 3.71800 2.76060 3.70680lisse olasders  dlssisy oes)

FEN SOUT gg 2000 sesoone  sevaenoo  ses.onooBasse) elaeecs)  eomasis)  Liaioossis:

‘Company Sanitized. Dec: not contain TSCACBI
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TABLE 36 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR MALE RATS
(THREE-MONTH RECOVERY EVALUATION)

HEA RELATIVE ORR WELGHTS (4 of hy weigh)
Ey BERET EE

- Data summarized as: Mean
Standard Deviation (n)

Seti Neti Tscs GoresTee)Saycm rcs 005

‘Company Sanilized. Does notcontain TSCA CB
0Tw
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TABLE 37

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(90-DAY EXPOSURE EVALUATION)

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)

Onarkaldar 2malady 100m/karday 250rrkaday
Lave a.a2890 9.20989 10.296108 1250110Sidoun Leone Soames sows

° GENan  Odtean  oamwsan oem

Sian omens estan oles
sna 0.50800 0.50611 0.00710 0.52567Slian ose olitisoam 0.0100
a sss 19m 19120 sarOlena oleae olmszenn 0.098
ns 0.29780 0.312 2.28500 0.28808Sian ose laesian oslo
AomEAL GLaDs 0.06490 0.06567 0.06550 0.0689Soloeae 00ers: olabesenn)  0.00isw

- ownes 0.11550 0.12211 0.12070 0.1112Seman 00mm Saisisun  o.iism
wens 0.5720 0.6122 0.58070 0.6886Sosman omens ouoman  0lseso

I again aveese  ase.alono  am.aeessSeibenn Case 2amoan anda

‘CompanySanitized. DoesnotcontainTSCACBI
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H-24516: Subehronic Toxicity Revised Page90-Day Gavage Study in Rats with One-Generaton Reproduction Evaluations DuPont-$386

TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(90-DAY EXPOSURE EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS (% of body weight)
Group 12 Grasp 1 croup vt Group varsOroika/ey 25 maikalday 106 so/day 290 mo/koraay

FOALsony + 100 2.84006 2.0608 2.50300 s.aas060SNe Nem aise ose
Coy + 100 0.60736 omnes osm 0.2685SSMsan Gos bowecor olism

Fina wor + 00 o.aaan 0.374 0.35290 0.3675Satnee Somme oebman Seem

FIsoo + 100 0.16380 0.3631 0.13678 0.10508SoETan  Sotwmm oan Sos
Fimoor + 100 0.64099 0.65 0.67035 0.6925Chan Commm  oosman oe
onesFIN hoo + 100 0.09m¢e 0.10282 0.0598 0.09983—_ TSmeno Gone oloasicor obser
I hoy 00 0.021a 0.02170 0.0130: 0.0S%aan  GComsr  oloiescor  olbsiiaie
ovePIAL Boor + 100 0.02097 0.0042 0.0m 0.0094Oman 00s  Someruo olor

Patsor + 100 0.19700 0.21900 0.20335 0.2380Bien Comm camcoder

CompanySanitized. Does notcontainTSCACBI
— Tor ~
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TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(90-DAY EXPOSURE EVALUATION)

i Ed Ele SET

BRAT + 100 109.9013 117.94230 21675618 133.952474

BRAIN - 100 26.8370: as.51771 6.45901 27.051

Fim, Ue Ue HHS.

Company Sanitized. Does rot contain TSCA CBI
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TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN FINAL BODY AND ABSOLUTE ORGAN WEIGHTS (grams)

Group 11 Group viz
Ovg/kg/day 250 ma/ka/day

LIver 10.09844 9.99330
116720609) 1.38877(10)

KIDNEYS 2.43678 2.50730
0.2a189(9) 0.40643 (20)

HEART 1.17433 1.08270
0.10505 (9) 0.08698(10)

spreen 0.56733 0.53740
0.08403(9) 0113757(10)

BRAN 1.92800 1.91180
olon21319) 0.095:0(10)

- mvs 0.26833 0.22790
00781909) 0.02946(10)

ADRENAL GLANDS 0.06656 0.07440
olo1321(9) 0.01056(10)

ovaries 0.11544 0.11770
0.02939(9) 0.01938 (10)

ureRUS 0.69278 0.68910
0.15294(9) 0.20245(10)

FINAL BODY WEIGHT
353.1111 308580008
78324409) 32.73340(10)

CompanySanitized. Does ret contain TSCA CBY
_—_—m



H-24516: Subchronic Toxicity RevisedPage
90-Day Gavage Study in Rats with One Generation Reproduction Evaluations DuPont-5386

TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS ( of body weight)

Group 11 Group vITT© mg/kg/day 250 mg/kg/day
Laver)
FINAL BODY * 100 2.85512 3.24730

0.29184 (9) 0.39525(10)
KIDNEYS/
FINAL BODY * 100 0.69394 0.815948

0.06941 (9) 0.12449(10)
HEART,
FINAL BODY + 100 0.33509 0.35335

0l0a017(9) 0.03687(20)
sprean/
FINAL BODY + 100 0.16188 0.17524

ol0z643(9) 0.04700(10)
—- BRAIN/

FINAL BODY * 100 0.55117 0.625278
0.05678(9) 0.06535(10)

THYMUS)
FINAL BODY * 100 0.07543 0.07430

0.01729(9) 0l01715110)
ADRENAL GLANDS/
FINAL 30DY * 100 0.01885 0.024454

0.00301 (9) 0.00468 (10)
urERUS/
FINAL BODY * 100 0.19783 0.22259

00472209) 0.05160(20)
ovarzss/
FINAL BODY * 200 0.03278 0.03839

0.00845(9) 0.00689 (10)

.mpany Sanitized. DoesnotcostainTSCACBI
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H-24516: Subchronic Tonicity Revised Page
0-Day Gavage Study in Rats with One-Generation Reproduction Evaluations DuPont5386

TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(ONE-MONTH RECOVERY EVALUATION)

MEAN RELATIVE ORGAN WEIGHTS (§ of organ to brain weight ratio)
Group 11 Group VIII
© mg/kg/day 250 mg/ka/day

Laver)
BRAIN * 100 524.83765 521.86193

90.51244(9) 59.7821 (10)
KIDNEYS)
BRAIN + 100 126.46850 130.75642

120507579) 16.47766(10)
HEART,
BRAIN * 100 61.0687 56.66965

6.791491) 4122303(10)
sprsen/
BRAIN + 100 29.51530 28.0537)

4.82384(9) 6.80548 (10)
TavMUS/
BRAIN + 100 13.96338 1.88806

3115109(9) 239151(10)
ADRENAL GLANDS/
BRAIN + 100 3.44923 3.8955)

016582309) 0.55037 (10)
ovaRIzs/
BRAIN + 100 5.95250 6.15011

137403(9) 0.98456(10)
urERUS/
BRAIN + 100 35.89360 36.14787

714420809) 0.89853(10)

CompanySanitized. Doesnot containTSCACBU
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TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS(THREE MONTH RECOVERY EVALUATION)

SIRE WT Te Be

ne Ee SEI

FIN BODY WIGHT 2 e200 334.42501 315.18001 347.5600

Company Santa Doe contin TSCACDI



1.24516: Subchronc Toxicity Revised Page90-Duy Gavage Study in Rats with One-Generation Reproduction Ealutions DuPont5386

TABLE 37 (CONTINUED)

MEAN FINAL BODY AND ORGAN WEIGHTS FOR FEMALE RATS
(THREE-MONTH RECOVERY EVALUATION)

VERY RECATIVE GROAN WESGTS (4 of body weight)
Group 1 Grasp v Grou v1 Goup vitCroley 2S makanday 06 so/masdny 2% e/a

Firat sony + 100 2.30780 2.6178 1csion 20sisle Sie ome oie
Fer i 0am 0.70 0.18637 0.823Soke Sowsen  olamms classes)
Tha oor loo 0.00332 0.00556 0.00620 0.00574Tos Clachew olen oie

Data summarized as: Mean
Standard Deviation (n)

Statistical Methods: Trend tet (Jonckhere- Terps).
# Satstically significant difference at p = 0.05.

‘Company Sanit .'0any Sanitized. Doss contin Tsca cay
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