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STUDY INFORMATION

Control Fabric

SubstanceTes:(QE
Svnonyms/Codes: {~~

er

Haskell Number: 26136

Known Impurities: (INR

Physical Characteristics: Off-white to bluish-white fabric

~~ Test Fabric #1
Substance Tested:(RR

.

Submiter's Notebook Numberts): (SN

HaskellNumber; 26137

Known Impurities: {JRE

Physical Characteristics: Off-white to bluish-white fabric
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r~ Test Fabric £2
—p——
Svnonyms/Codes: « —_—

+ H26138

Submitters Notebook Number(s): (NN

Haskell Number: 26138

Composition: —

Known Impurities: [Il

PhysicalCharacteristics: Off-white to bluish-vhite[IY

Test Fabric #3
~~ SubstanceTested:IEE

Synonyms/Codes:Hs

- H26139

‘Submitter’s Notebook Number(s): (IlNN

Haskell Number: 26139

aa

Known Impurities: None

Physical Characteristics: OfF-white to buishewhif
StudyInitiated Completed: November 18, 2003 / (see report cover page)

~ In-Life Initated/Completed: November 24, 2003 / December 22, 2003
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SUMMARY

‘The objective ofhis study was to determineifthe effects that occurred in a previously conducted
28-day dermal toxicity study with the active ingredient would be observed when the active
material was incorporated into apolypropylene fabric.Ofspecific interestweredermaland
clinicalchemistryeffects and the levelsI >: plasma. The
fabric samples were identified as H-26137, B-26138, and H-26139. Eachtestfabric was applied
to the shaved,intactskin of10 male Crl:CD®(SD)IGS BR rats for6 hours/day for 28 consecutive
days. A group of 10 male rats wassimilarly treated with the control fabric H-26136. The rats
were observedformortality, clinical igs, dermal effects, and body weighteffectsduring the.
study. Food consumption was determined weekly during the stud. Blood and urine samples
were collected for clinical pathology prior to sacrifice on day 28. Blood samples were collected
at necropsy for analysisof plasm concentrationofperfluorooctanoic acid. All rats underwent
gross necropsy and select issues were weighed and/or collected. No microscopic pathology
evaluations were conducted.

There were no effects on body weight, food consumption, food efficiency, or mortality. No
clinical signs atributable to systemic toxicity occurred. No dermal iritation was observed
during the study.

‘There werenotest substance-relatedoradverse effects on organ weights or gross observations at
—~ necropsy. The clinical chemistry effects seen previously with the active ingredient were not

confirmed in this study. However, rats treated with H-26138 andH-26139had minimally
decreased cholesterol and minimally increased urine flouride; these two effects were ofuncertain
relationship to treatment, but were similar o effects observed during thie previous dermal study
with this compound.

‘Themean levels of@illlBin plasma were 35.7 ppb, 98.3 ppb, and 159.3 ppbforrats exposed to
test fabrics H-26137, H-26138, and H-26139, respectively. The levels olinthe control
‘group H-25136 were below the limitof quantitation (10 ppb). The sourceofthe Sliin the
plasma, whether from direct application or metabolismofchemical in the test material, is
unknown.

Under the conditionsofthis study, application ofthe test fabrics, H-26137, H-26138, and.
H-25139,causedno adverse effects in male ats.

—~
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INTRODUCTION

The objectiveofthis study was to determineif the effects that occurred in a previously conducted
28-day dermal toxicity study with the active ingredient (a fluorotelomer melt additive) would be
observed when the active material was incorporated into a polypropylene fabric. Three fabrics
were tested in this study, F-26137, H-26138, and H-26139. In the previous study, mildly
decreased cholesterol and triglycerides occurred in rats treated at 500 mg/kg/day. Urine fluoride
wasincreasedin atstreatedat50and 500 mg/kg/day and fluorinewaspresentintheday27
blood. ESSER12spresentin the plasmaofrats treated withthemelt additive,
No test substance-related dermal irritation occurred.” Ofspecific interest in conducting the
present study were dermal and clinical chemistry effects and the levels ofEERE
inblood plasma.

STUDY DESIGN

Group Number/Group_ Haskell Laboratory Number
1 10 F-26136 (Control)
m 10 H26137
v 10 H26138

_ vi 10 H26139

Study Parameters Frequency
Body Weight Test day 0 and weekly thereafter
Food Consumption Test day 0 and weekly thereafier
Clinical Observations Daily
Observationsfordermal effects Daily
MortalityMoribundity Checks Twice daily
Clinical Pathology Week 4
Ry00d analysis Week 4

Necropsy Week 4

MATERIALS AND METHODS

A. Test Guidelines

“The study design complies with the following test guidelines except as noted below:

—

-_—
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~ + OfficeofPrevention, Pesticides and Toxic Substances (OPPTS) U.S. Environmental
Protection Agency (EPA) (1998). OPPTS 870.3200 21/28-Day Dermal Toxicity. Health
Effects Test Guidelines.

+ Organisation for Economic Co-Operation and Development (OECD) (1981). 410 Repeated
Dose Dermal Toxicity: 21/28-Day Study. Guidelineor the Testingof Chemicals.

~The wrappingsof some rats became dislodged during the exposure period. Therefore, on
theseoccasionstheymaynot havebeen exposedfora full 6hous.

‘This exception did not affect the objectives or the validityofthe study because, considering that
no significant toxicological effects were observed, it is not likely that an occasional exposure
periodof ess than 6 hours for some animals would have changed the study results.

= Only male rats were treated.

‘This exception did not affect the objectives or validityofthe study because in previous studies
with other fluorotelomers males are more sensitive to the toxicological effects compared to
females. In addition, the comparison 28-day dermal study with the melt additive was conducted
with male rats.

B.  TestSubstances

‘The test substances were supplied by the sponsor as off-white to bluish-white fabrics. H-26136
contained 0.03% melt additive and served as control. The test fabrics, H-26137, H-26138, and
H-26139, contained 0.05%, 0.78%, and 1.46% melt additive, respectively. The sponsor marked
the sideofthe fabric not treated with melt additive to distinguish it from the side to be placed
against the animal.

‘Thetestsubstancesappearedto be stableunderthe conditionsofthe study. No evideace of
instability, such as a change in color, was observed.

C. Test Species

On November 18, 2003, 44 male Crl:CD®(SD)IGS BR rats, with an assigned birth date of
October 6, 2003, were received from Charles River Laboratories, Inc., Raleigh, North Carolina.

‘The Crl:CD®(SD)IGS BR rat was selected based on consistently acceptable health status and on
extensive experience with the strain at Haskell Laboratory.

D. Animal Husbandry

1 Housing

—~ Rats were housed singlyinstainless steel, wire-mesh cages suspended above cage boards.

=
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~~ 2. Environmental Conditions

‘Animal rooms were maintained at a temperature of 19-25°C and a relative humidityof 30-70%.
Animal rooms were artificially illuminated (fluorescent light) on an approximate 12-hour
light/dark cycle. Excursions outsideofthese ranges wereofinsufficient magnitude and/or
duration to have adversely affected the validity ofthe study.

3. Feed and Water

‘Tapwaterwas providedadlibitum. PMI® Nutrition Intemational, LLC Certified Rodent
LabDiet® 5002 meal was availablead libitum except when the rats were fasted.

4 Mdentification

Prior to assignment to groups, each rat wastemporarily identifiedby acage card affixed tothe.
outsideofis cage. After assignment to groups, cach rat wasassignedan animal number which
was tattooed on the talofeach rat. The information on the cage labels included the animal
‘number assigned to each rat.

5. Animal Health and Environmental Monitoring Program

As specified in the Haskell Laboratory animalhealthand environmental monitoring program, the
following procedures are performed periodically to ensure that contaminant levels are below

~~ those that would be expected to impactthescientific integrityof thestudy:

+ Water samples are analyzed for total bacterial counts, and the presenceofcoliforms, lead,
and other contaminants.

+ Feed samplesareanalyzed for total bacterial, spore, and fungal counts.

+ Samples from freshly washedcages and cage racksareanalyzed toensureadequate sanitation
bythe cagewashers

Certified anima feed is used, guaranteed by the manufacturer to meet specified nutritional
requirements and not to exceed stated maximum concentrationsof key contaminants, including
specified heavy metals, aflatoxin, chlorinated hydrocarbons, and organophosphates. The
presenceofthese contaminants below the maximum concentration stated by the manufacturer
‘wouldnotbe expected toimpactthe integrityofthe study.

‘The animal health and environmental monitoring programis administeredbythe attending
laboratory anim veterinarian. Evaluationofthese data did not indicate any conditions that
affected the validityofthe study.

E. Quarantine and Pretest

Upon arrival at Haskell Laboratory, the rats were removed from shipping cartons and quarantined
~ for6days. Theratswereweighed 3times duringthe quarantine period andexamineddailyfor

-_—
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~ any clinically apparent signsof disease or injury. The rats were observed daly for mortality and
signs of illness, injury, or abnormal behavior.

On the basesof acceptable body weight gains and freedom from clinically apparent signs of
diseaseorinjury, the ratswerereleased from quarantineon test day 0 (priorto dosing)bythe
designee ofthe laboratory animal veterinarian.

F.  Assigament to Groups and Study Start

Fortyrats were selectedforstudyuseonthebasesofadequatebody weightgain,freedomfrom
clinical signs of diseaseorinjury, and abodyweight within 20%ofthe mean. The selected

ratswere divided by computerized, stratified randomization into 4 groups of 10 rat, so that there
were no statistically significant differences among group body weight means.

Dosingofthe control and test fabrics began on test day 0 when the rats were approximately
8 weeksofage.

G. Dosing Procedure

On the day prior to the first treatment, the fur ofeach rat was closely shaved to expose the skin
from the back and trunk. On cach dayoftreatment, the rats wore plastic collars during the

~ ‘exposureperiodtopreventoralexposuretothefabrics.Theratswere treatedatapproximately
thesametime cach day.The rats weretreated for28 consecutivedays. Theexposureperiodwas
approximately 6 hours per day. The control and test fabrics were slightly moistened with
deionized water, wrapped aroundthe animal, and secured. The sideofthe fabric treated with
‘melt additive was placed against the skin. The approximate shaved total body surface area
covered was 20%. After the exposure period, the collars and fabrics were removed and the
shavedarea was washedwithwarm tap water. Each ratwasthen gently patteddryandreturned
to the cage.

‘The rats were reshaved as needed during the study. The entire area that was originally shaved
was reshaved. The animals were shaved only after an evaluation.

H. Body Weights

All rats were weighedweeklythroughout the study. Additionally, they were weighedonthe day
of sacrifice (test day 28).

1 Food Consumption and Food Efficiency

‘The amountoffoodconsumedbyeachratwasdeterminedonce perweekthroughout thestudy.
Individual food consumption was determined by weighing the amountofdiet in cach feeder at
the beginning and endoftheweekand subtracting the final weightand the amount ofspillage

~~ from the feeder during the week from the nitial weight. From these measurements, mean daily

-=
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~ food consumption was determined. From the food consumption and body weight data, mean
daily food efficiency was calculated.

J. Observations

‘The rats were observed for clinical signs and dermal effectsaftrremoval ofthe fabrics. The rats
‘were also observed for clinical signs at each weighing. TheDraize Scalewas used tosore skin
imitation.

‘The rats were checked twice daly for mortality and for signs of illness, injury, or abnormal
behavior.

KScv: Evilution

Blood was collectedfromthevenacavaofall ratsatnecropsyinto atubecontaining EDTA.
Plasma was prepared and stored frozen at -80°C to -20°C until analyzed.allia——
IID2sexracted from the plasmabyprotein precipitationinacetonitrile. The compound
"Was quantified by liquid chromatography/tandem mass spectrometry (LC/MS/MS) analysis using
selected reaction monitoring (SRM). Quantification was performed using extracted calibration
standards containing an internal standard. The lower limitof quantitation (LLOQ) for this
method is 10 ppb.

~~
L. Clinical Pathology Evaluation

A clinical pathologyevaluationwas conducted on all animals 28 days after initiationofthe study.
‘The day before collectionofsamples for the clinical pathology evaluation, the animals were
placedinmetabolism cages. These animals were fasted after 3 p.m. (overnight)andurine was
collected from each animal. Blood samples for clinical chemistry measurements were collected
from the ogbltal sinusof each animal while the animal was under carbon dioxide anesthesia.
Blood for ysis was collected from the vena cava. Additional blood collected from the
vena cava was placed in a serum tube, processed to serum, and frozen at -80°C. Samples for
clinical chemistry and for frozen serum were evaluated for quality by visual examination prior to
analysis. Results were maintained in the study records and reported onlyifthe sample was
analyzed.

1. Clinical Chemistry

Serum clinical chemistry parameters were determined on an Olympus AUS40 clinical chemistry
analyzer. The following parameters were determined:

cholesterol
wiglycerides

—_
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~ 2. Urinalysis

Urine volume was measured. Urine fluoride concentrations were determined using a Beckman®
®12 digital pH/ISE meter and a fluoride-selective electrode, and total urine fluorides were
calculated (volume x concentration). The following parameters were determined:

volume
fluoride

M. Anatomic Pathology

‘After 28 daysofexposure to the control and three test fabrics (test day 28), groups of 10 male
ratsfromGroups L,I, V, and VII were sacrificed and nécropsied.
“The rats were fasted overnight on the afternoon before their scheduled sacrifice. On the day of
necropsy,thefurwasshaved fromanuntreatedarea andtheuntreated areawasoutlined. The.
orderofsacifice for scheduled deaths was random among all treatment groups. Rats were
euthanized by carbon dioxide anesthesia and exsanguination. Gross examinations were
‘performed on all ras,

‘The following tissues were collected from al rats

Tver Skin (treated)
~ kidneys skin (untreated)

thyroid gland gross observations

‘The following tissues were weighed from all rats: liver, kidneys, and thyroid gland (after
fixation). Organ weightfinalbodyweight ratios were calculated.

Gross lesions which were diagnosed at necropsy and for which microscopic examination was not
appropriate (e.g, fluid accumulation, ruffled fr, missing anatomic parts) were generally not
collected. Gross lesions for which a microscopic diagnosis would not be additive.
(e.g, osteoarthritis, pododermatiis, chronic dermatitisofthe tal, urinary calculi, and deformity
ofthe teeth, toe, tai, or pina) were saved but were generally not processed for microscopic
evaluation.

All tissues werefixedin 10% neutral buffered formalin. Tissues were not processed to slides
and were not evaluated microscopically.

—_
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N. Statistical Analyses
Significance was judged at p < 0.05.

=Parameter tiny Test significa siftSequential spplcaion
Boy Wem Teme ie pennBody WeightGain Tepes redef ___|Pecompasiscn
Food ConsumptionEE————Food Efficiency evens tor oemsoil — |KrWalls

|OrganWeight homogeneity”and Shapiro-| variance™ followedwith | test®” followedwithWilkesforpormaliy? |Dunese515 |Dunsettiil Faoiony” Teves for One-way sly of Kruskal-WallisSurvival homogeneityand Sapir.| vaisnce®followedwith [1060followed with
IncidenceofClinical Observations| Wilk test®fornormalit |Dunnett's test®*1 |Dunn's test"?

a Pairwisecomparisons and ssocitedpreliminary etsweralyconductedif estfor ack of endwas
significant.

Yb. 1%eShapino-Wilk stwas notsignificantbutLeveestetwas sgifcant, a robustversionofDunes estassd. IteShapiro Wilktest assignicnt Kruskal Wall etvas Tolloed by Dunn's ck.© Whenan dividual observationwsrecorded 3 beingls han canvalue, calculation werepcformed onlfth recordedvale.Forciple,if bilimbi was reported 5 0.1, 0.05 wa sedforsey cxuition
pertomed with that bilibin data.

—
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RESULTS AND DISCUSSION

In-Life Toxicology

A. Mean Body Weights and Body Weight Gains
(Tables 1-2, Figure 1, Appendix A)

Noeffects onbodyweightsorbodyweightgainsoccurredinanygroupofrats.

B. Food Consumption and Food Efficiency
(Tables 3-4, Appendix B)

No effects on food consumption or food efficiency occurred in any groupofrats.

C. Clinical Observations, Dermal Effects, and Mortality
(Tables 5-6, Appendices C-D)

pi. No clinical signs attributable to systemic toxicity occurred. Ocular and nasal discharge were
observedinmostrats treated with the control and test fabrics. These clinical signs are considered
10 be due to the wrapping/collar application procedure. One rat treated with the control fabric,
H-26136, exhibited swollen face. This finding was considered due to the collar being too tight.
One rat treated with test fabric H-26137andthree rats treated with test fabric H-26138 exhibited
swollen forelimbs. This finding was probably a resultofthe wrapping procedure. Hair loss
presentin one rat treated with test fabric H-26137 was considered incidental and not due to the
test fabric. Rats treated with both the controlandtest fabrics exhibited superficial wounds during.
the study. Stainedperineum observedin one rat treated withtestfabricH-26137 was not

considered duetothefabricbecause it wasonly observedinonerat.

No dermal irritation was observed during the study.

No deaths ocurred.

D.  In-Life Conclusions

Under the conditionsofthis study and for the in-life parameters evaluated, there were no adverse:
effects on in-ife parameters for anyofthe test substances.

—~
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~ Clinical Pathology Evaluation

A. Clinical Chemistry
(Table 8, Appendix G)

There were no statistically significant or adverse changes in clinical chemistry parameters in the
male rats.

Cholesterol was minimally lowerin animals treated with H-26138 and H-26139 (means were
80%and 86%ofcontrol group means, respectively). However, these changes were not
statistically significant and were very small compared to the variabilityofthe parameter; thus
they were ofuncertain relationship to treatment.

B. Urinalysis
(Table 9, Appendix G)

‘There were no statistically significant or adverse changes in urinalysis parameters inthemale
ats, Urine volume was mildly increased in four treated rats (two treated with H-26137 and two
treated with H-26138). These changes were consideredto beunrelatedto treatmentduetothe
variability ofurine volumes.

—_
C. Urine Fluoride

(Table 9, Appendix G)

‘There were no statistically significant changes in mean excreted fluoride (urine fluoride) at the
endofthe dosing period. A few individualrats treatedwith H-26138 and H-26139 had
‘minimally higher urine fluoride amounts compared to rats in other groups. However, these
changes were very small andofuncertain relationship to treatment.

D. Clinical Pathology Conclusions

Under the conditionsofthis study and for the clinicalpathologyparameters measured, there were
no adverse effects on clinical pathology parameters for anyofthe test substances.

Anatomic Pathology Evaluation

A. CauseofDeath
(Appendix I)

‘There were no deaths. All 40 rats survived until the scheduled 28-day sacrifice.
~~

-_—-
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~ B. Organ Weights
(Table 11, AppendixH)

‘There were no test substance-related effects on absolute or relative organ weights. All individual
and mean organ weight differences were considered to be spurious and unrelated to test
‘substance administration.

C Gross Observations
(Table 12, Appendix I)

‘There were no test substance-related gross observations. The three gross observations made at
. necropsy were interpreted to be incidental lesions unrelated to test substance exposure.

D. Microscopic Findings

Microscopic examinationoftissues was not performed.

E. Anatomic Pathology Conclusions

Under the conditionsofthis study and for anatomic pathology parameters measured, there were
— 10 test substance-related effects on pathology parameters for anyofthe substances.

assis
(Appendix F, Table 7)

QBspresent in plasmafromrats treated with the test fabrics. The meanIglevels in
plasma collected at terminal sacrifice were 35.7 ppb, 98.3 ppb, and 159.3 ppb for test fabrics
H-26137, H-26138, and H-26139, respectively. The levelsof{iillin the plasma from control
rats were below the limitofquantitation (10 ppb). It was not determinedifthe sourceofthe
JJ inthe bloodcame from a@iMl source inthe test fabricsorresulted from metabolism ofa
chemical ingredient in the test material.

-
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Comparison To Study With The Melt Additive

A 28-day dermal toxicity study was previously conducted with the neat melt additive at dosages
of0, 5, 50, and 500 mg/kg/day.” There were no adverse effects on body weights, clinical
observations, nuitional paremeters, pathology parameters, or hematologic and coagulation
‘parameters.@Evels in plasma were 61.4 ppb, 155.5 ppb, 1315.9 ppb, and 14,176 ppb for
dosagesof 0, 5, 50, and 500 mg/kg/day, respectively. Mildly decreased cholesterol in rats treated
at 500 mg/kg/day was considered treatment.related and potentially adverse. Mildly decreased
triglycerides in rats treated at S00 mg/kg/day was consideredtreatmentrelated but not adverse.

Increasedurine fluoride at 50or 500mg/kg/dayand the presence of fluorine in day 27 blood
indicated exposure to and metabolism ofa fluoride-containing test substance and was considered
treatment-related but not adverse. The no-observed-cffect level was 50 mg/kg/day based on the
‘presenceofdecreased cholesterol at 500 mg/kg/day.

In the present study, cholesterol was minimally lower (although not statistically significant) in
rats treated with test fabrics H-26138 and H-26139 (means were 80 and 86%ofcontrol group
means, respectively). Urine fluorides were increased in a few rats treated with tes fabrics
H-26138 and H-26139. Thesetwo effects wereofuncertain relationship to treatment. There
‘were no effectson triglycerides. Allevelsin plasma were 35.7 ppb, 98.3 ppb, and 159.3 ppb.
fortest fabrics H-26137, H-26138, and H-26139, respectively. Levelsof@lllin the plasma
from control rats were below the limitofquantitation.

_

CONCLUSIONS

No deaths occurred during the study. No test substance-related effects on body weight, food
consumption, food efficiency, clinical signs,ordermal iritation wereseenin male rats that
received 28 applicationsofte test and control fabrics applied daily to the shaved skin. MURS
waspresentin a doseresponse fashioninthe plasm fromratstreated with the test fabrics. There
were no test substance-related or adverse effects on gross pathology, organ weights, or
triglyceride parameters.Inrats treatedwith est fabrics H-26138 and H-26139, minimally
decreased cholesterolandminimally increased urinefluoridein afew rats wereofuncertain
relationship to treatment.

Under the conditionsofthis study, applicationofthe test fabrics, H-26137, H-26138, and
H-25139, caused no adverse effects in male rats.

-
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RECORDS AND SAMPLE STORAGE
All data and records for analytical characterizations conducted by the sponsor will be retained bythe sponsor.

A sampleofeach fabric was collectedforarchivepurposes and retainedat Haskell Laboratory,Newark, Delaware. Specimens (ifapplicable), raw data, and the final report will be retained af
Haskell Laboratory, Newark, Delaware, or at ron Mountain Records Managemen, Wilmington,Delaware,
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TABLES

EXPLANATORY NOTES

ABBREVIATIONS:

SummaryofClinical Chemistry Values
CHOL - cholesterol
TRIG - triglycerides

SummaryofUrinalysis Values
UVOL - volume
UFLU - urine fluoride

NOTES:

‘Summary of Urinalysis Values
Groups with identical values may vary in statistical significance, because tabulated statistics are
rounded to fewer decimal places than the values used for statistical determination.—_
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TABLE 7

MEANNGFLEVELS IN MALE RATS

PLASMASiR (ppb)Fabric MEAN SD. NFabie MEAN SD. ON
H26136 <10 0 10H26137 357 s4 10H26138 9%3 266 10
H-26139 1593 53.1 10NCcmmberofemplesSD. standard deviationa linitofquantitation = 10 py

—
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TABLES

SUMMARY OF CLINICAL CHEMISTRY VALUES FOR MALE RATS
Group 1 Group II Group V Group VII
H-26136 H26137 H-26138 H26139— HI H26157  H2618 Hoel

CHOL (mg/dL)
DAY 28 “ a7 ES 38

910) 1200) 9310) 8010)TRIG (mgldL)
DAY 28 EF 30 28 27

11010) 10010) 1200) 6010)
—_—

Dua arungedas: Mean
Standard deviation (Numberofvalues included in calculation)

‘Therewere no satistialy significant differencesfromcontrol at p< 0.05.

—
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TABLES

SUMMARY OF URINALYSIS VALUES FOR MALE RATS
Group1 Group Il Group V/ Group VIIH-26136 H-26137 H26138 H-26139—————— H2636  H26137  H26138 E6139

UVOL (mL)
DAY 28 89 13.0 12 7947010) 7.1010) 95(10) 28010)UFLU (ug) |DAY 28 101 ns 136 13227010) 19310) 44(10) 41010)-_—
Dutaamingedas: Mean

: Standard devinion(Numberofvalvesinched icaleuon)
‘Therewere no statistically significant differences fromcontolat p < 0.05,

—
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TABLE 10

PERCENT SURVIVAL OF MALE RATS
Group: 1 m v vi
Material: H26136 H26137  H26138  H-26139

‘DaysonTest
0 100 100 100 1007 100 100 100 10014 100 100 100 10021 100 100 100 100— 2% J00 jo jo 00

Numberatstudystart 10 10 10 10Aliveontestday 28 10 10 10 10
Percent Survival = (Numberofats alive/Numberofrats at risk)*100Numberofrasat isk = Numberatstudystart.
‘There were no statistically significant decreases in survival.

PS
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APPENDIX A

~ Individual Body Weights
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APPENDIX B
- Individual Food Consumption

~~

-YY

Company Saniized. Doesnot contain TSCA C81



E6137, 526136, and H.26139: Repatec-DoseDer! Tuicity26:Day Sy in Mle Rats Dupont13882LbuSedyiMeRse 000 owas
— INDIVIDUAL FOOD CONSUMPTION

EXPLANATORY NOTES

Abbreviation

g/anm/day = grams/animallday

=~

~

-
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APPENDIX C

~ Individual Clinical Observations and Mortality Records
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INDIVIDUAL CLINICAL OBSERVATIONS AND MORTALITY RECORDS
EXPLANATORY NOTES

Note

Clinical observations reported in this appendix were recorded during body weight collection.Clinical observations recorded post-dosing are not included.
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APPENDIX D—~
Individual Clinical Observations - Post-Dosing
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INDIVIDUAL CLINICAL OBSERVATIONS- POST-DOSING

EXPLANATORY NOTES

Clinical observations reported in this appendix were recorded daily afier removalofthe
‘material (fabric). Clinical observations recorded during body weight collection are not included.
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HL26137, H26138, and H.26139: Repeated:Dose Dermal Toxicty
26-Day Study in Male Rats DuPont.13852

INDIVIDUAL EDEMA AND ERYTHEMA SCORES

EXPLANATORY NOTES

DRAIZE* SCALE FOR SCORING SKIN IRRITATION

Evaluation of Skin Reactions Score

Erythema and eschar formation:

EE 1
‘Well-defined erythema. A ——————————. 2
MOGCTBE10 SEVTE EYEE rrr 3
Severe erythema(beetredness)to slight eschar formation (injuries in depth)........ 4

Edema formation:

Veryslight edema (barely PErcepible) .........ourvevrvmonmsmrssesrns 1
~ Slight edema (edges ofareawell definedbydefinite raising)... 2

Moderate edema (rised approXimately 1.0 MID) evo 3
Severe edema (raisedmorethan 1.0mm extendingbeyondtheareaofexposure). 4

a Dias, .H, “Dermal Toxicity.” The
Editorial Commiteeofthe Association ofFood and Drog Officials ofthe United Stats, Aus, Texas, 1959, pp.
4659.
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INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES

Individual Chinioal Chemistry Values:
TG 1 Crisiveerides

Individonl Drinatysis Valves:

the sumple was cloteed (€10T)there was nputficient simple for testing (5)& valid Tesiit could not be cbiained. (RV
fhe EL MLSE Eee Slleen"simple vas available for Sescing (NR)
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H26137, 126138, ad H26135: RepestedDoseDermalTosicty2-Day SudyinMile Rats Dupont13852— - Dew3Date: 3-rzm-otIndividual Anima) ListingShowing anizal daca for incividus] animalsSTUY: GE (+ AePRoVED FRorocos ©)Dose Groth: 1 #-26136 Treatment: © dex: Males
Animal Rat Macroscopic Findings nly
01 Terminal SacriiceKilled on bay. + 58Animal {3 signed off from necropsy

Ho Maczoscopic Abnormality observedLIVER, KIDNEYS, THIRGID GLAND, SKIN, TRERED, SKI,inTRekTED
102 Terminal SecrificeKilled on bay : 18Animal 3 signed of from necropsy

No Macroscopic Abnormality Gbserved :Lives, KIDNEYS, THYROID GLab, SKIN, TREATED, Ska,nmRhED
103 Terminal SacriticeKilled on Day : 58Ansaal {3 signed oft fron necropey

Mo Macroscopic Abmormaity ObservedLIven, KIGNEYS, THYROID GLAND, SKIN, TREATED, SKI,vmazked
104 Terminal sacrifice~ Killed on Day : 38Aim {2 signed off from necropsy

No Macxoscopic Abnormality Observed :LIVER, KIDNEYS, THRGID GLAND, SKIN, TREATED, skiv,UNTREATED
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2Date: 3-E-of. Individual Animal Listing. Showing anizal data for ndividus! animalsSTUDY: NMEA(- A5PROVED EROTOCDL )Dose Group : I H-2€136 Treatment: 3 Sex: vales
Animal Ret Macroscopic Findings only

ios Terminal Sacrifice :Killed on Day : 36Animal £5 signed oft from necropsy
No Macroscopic Abnormality Observed :LIVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, skin,TREATED

108 Terminal saceificeKilled on Day : 36Anizal {3 signed off fram necropsy
No Maczoscopic Abnormality ObservedLIVER, KINEYS, THYROID GLAND, SKIN, TREMTED, Kv,OwEREATED

07 Terminal sacrificeKilled on bay 1 36Aninal is signed ot from necropsy
No Macroscopic Abnormality CbservedLIVER, KIDNEYS, THYROID GLAND, SKIN, TRENTED, skrx,ONTREATED

~ 108 Terminal sacrificeKilled on Day 1 56Aninal is signed off from necropsy
No Maczoscopic Abnormality Observed :LIVER, KINDY, THYROID GLAND, SKIN, TREATED, skin,ONTREATED
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3Date: 3-rma-ofIndividual Animal ListingShowing aninal data for individust animalsstor QE (+ AFRRovED Shotaes SfDose Group ; 1 #26136 Treatments  § Sex: Males
Animal Ret Macroscopie Findings only
165 Terminal SacrificeKilled on bay: 36Animal £5 signed of¢ from necropsy

Ho Maczoscopic Abnormality Observed :LEVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, skiv,OuIREATED. ;
10 Terminal SecxiticeKilled 'on Day: 26Aninel £3 signed oft from necropsy

Yo Macroscopic Abnorsality Observed :LEVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, skix,ONTREATED.
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5Date: 3-rzm-0fIndividual Animal ListingShowing aninal data for incividust animalsSTUDY: GEE (+ APRROVED RoroceL ofDose Group i III H-26137 Treatment: TY Sex: Males
Animal Raf Macroscopic Findings only
or Terminal SacrificeKilled on Day : 38Animal 53 signed of from necropsy

Ho Maczoscopic Abnormality ObservedLIVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, ski,UNTREATED .302 Terminal sacrificeKilled on Day : 76Animal {a signed of¢ from necropsy
Ho Maczoscopic Abnormality Observed :LIVER, KIDIGYS, THYROID GLAND, SKIN, TREATED, sKiv,OwrREATED

303 Terminal SacriiceKilled on Day + 26Anime) is signed oft from necropsy
No Maczoscopic Abnormality GhssrvedLIVER, KIDNDYS, THYROID GLAND, SKIN, TREATED, skin,TREATED

~ 04 Terminal secriiceKilled on bay + 56Animal 35 signed off from necropsy
No Maczoscopic Abnormality Observed :LEVER, KIDNEYS, THYROID GLAD, SKIN, TREATED, skin,ONTAZATED.
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5Date: 3-rE-0iIndividual Animal ListingShowing aninal data for individest animalssmooy (2 AeRROVED PROTOCOL. 3)Dose Group : III B-26137 Treatmants Ti Sex: Males
Animal Ret Macroscopic Findings only
305 Terminal SacrificeKilled on Day: 38Animal 53 signed off from necropsy

No Maczoscopic Abnormality Observed :LEVER, KIDWZYS, THYROID GLAND, SKIN, TREATED, skrw,ourREATED
306 Terminal sacrificeKilled on Day: 38Animal 53 signed off from necropsy

No Maczascopic Abnormality Observed :LIVER, KIDNSYS, THYROID GLAND, SKIN, TREATED, skmv,owTREATED
30 Terminal sacrificeKilled on Day: 38Animal is signed off fram necropsy

Ho Maczoscopic Abnormality Observed :LIVER, KIDNCYS, THYROID GLAND, SKIN, TREATED, Skin,wrREATED
~~ 308 Terminal sacrificeKilled on Day : 36Aninal 53 signed off fxom necropsy

aves ©DILATATION, RIGHT, pEivis
Yo Maczoscopic Abnormality Observed :LIVER, THYROID GLAND, SKIN, TRENTED, SKIN, UNTREATED
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.Date: 3-7E-0fIndividual Animal ListingShowing anizal data or individual animalsSTUDY : QE (+ AZEROVED PROTOCOL +)Dose Group ¢ III R-26137 Treatment: Tif Sex: Wales

Animal Rat Vacrosconic Findings only
305 Terminal SacrificeKilled on Day 1 36Animal £5 signed of¢ from necropsy

No Macroscopic Abnormality ObservedLIVER, KIDNEYS, THYROID GLAND, SKIN, TRENTED, SKIN,OvTREATED ,
0 Terminal seceificeKilled on Day : 28Animal 3 signed off from necropsy

No Macroscopic Abnormality Observed :LIVER, KIDNEYS, THYROID GLAND, SKIN, TRENGED, SKIN,ONTREATED
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5Date: 3-rEs-0qIndividual Aninal ListingShowing aninal data for indiviaus) anisalsstooy ;WER ( AFPROVED PROTOCOL +)Dose Group: V #26138 Treatment: V. Sex: Mates
Animal Ret Maczoscopic Findings Only ”
soi Terminal sacrificeKilled on Day : 28Aninal {3 signed ofc rom necsopsy

Ho Macroscopic Abnormality Observed ;LIVER, KIONEYS, THYROID GLAND, SKIN, TRENTED, SKIN,ovTREATED
soz Zorminal sacrificeKilled on Day: 28Animal is signed off from neciopsy

Ho Macroscopic Abnormality Gbserved :LIVER, KIWZYS, THYROID GLAND, SKIN, TREATED, Skiv,ovmaEAcED
s03 Tomine) SacrificeKilled on day: 28Animal {2 signed off from necropsy

No Macroscopic Abnormality observed :LIVER, KINGS, TEYROID GLAND, SKIN, TREATED, SKIN,et
~~ s04 Terminal sacrificeKilled on Day: 28Animal is signed off from necropsy

Ho Macroscopic Abnormality Observed :LIVER, KIDNCYS, THYROID GLAND, SKIN, TRENTED, skrw,ouRgTED
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vate: 3-rEs-ofIndividual Ania) ListingShowing anizal data for incividset annalsSo, (Eh Prono +Dose Grup: V H-86138 Treatments Vv. Sex: Hales
Ania] Ret Hacroscopic Findings only
525 Terminal SacrificeKilled on bay 1 38Animal 53 signed off from necropsy

Mo Mackoscopic Abnormality observedLIVER, KIDNZYS, THYROID GLAND, SKIN, TREATED, Ski,[Rat
506 Terminal SacrificeKilled on ay : 76- Anna £3 slaned off fron necropsy

No Macroscopic Abnormality observed :LIVER, KIDNGYS, THYROID GLAND, SKIN, TREATED, Ski,GRTREATED
07 Terminal SacrisiceKilled on bay: 58Anisal 3 signed off from neczopsy

roversCis, sruarzaas, ron, <a.
Ho Macroscopic Abnormality observed :~ LIVER, THYROID GLAND, ‘SKIN, TREATED, SKI, UNTREATED

s08 Terminal SacrificeKilled on Day : 58Asma 3% signed ett tron necropsy
Wo Macroscopic Abnormality Observed :LIVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, SK,TREATED
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sDate: 3-rzB-04Individunl Animal Listing- Showing aninal data for individoa animalsstove (= RepRovED ERorecor +]Dose PE6128 Treatment: V. Sex: Males
Animal Rot Macroscopic Findings only
505 Terminal Sacrifice AKilled on bay + 36Animal {3 signed of¢ from necropsy

No Maczoscoplc Abnoreality observed :LIVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, skaw,OrREATED
s10 Teratnal SscriticeKilled on Day + 36Animal £5 signed off from necropsy

No Macroscopic Abnormality ObservedLIVER, KIDNEYS, THYROID GLAND, SKIN, TREATED, SKnx,urREATED

-Y

‘CompanySanitized. Doesnotcontain TSCA CBI



H26157, 2613, a H.26135: RepeatedDose Decal Toxic25DaySudyin MileRats. Duponc13852—_ -
emu

10. sate: 3-res-byIndtvidsa) animal ListingShorsog sninal dats or tnalviount animatestor qu AerRoves shoresDose GEE: VIL B36135 Teenceents VI} Sox: Hates
Seiad Far Sacrasconic Findings onySa Terminal SseriticeKiiTeaen bey 1 58Animal £5 Fi3nea’ote team necropsy

¥o Macaseoptc Abnormaiicy Observed :LIER, RIOwErS, THAGYs Siawp, Skin, Teeazeo, serv,Gers
ez Termsan) saceiticeTed en ney 1 50Aina £3 20neo ott trom necropsy

soneShATNTIon, are, seis.
Ho Macroscopic Aemormality observed :LEVER, TRRGID GARD, SKIN, TREATED, SKIN, OvTREATED03 Terminal sacrificeKiTTea on’ sey 1 30[Ems
Ho Macxoscopss Nmommaiity GbservedFr Ar~ irra

son Terminal saoriiceile enter 1 58nina 53 Sinia’cee trom necropsy
%o Macroscopic Nomormaiity Observed :LIVER, Kins, Teno Giawp, SKIN, meatao, ska,inact
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outer 3-mzaohEnctvionel anisal sistingshoring aninal data for Tnaivioest aminutsSou: NE © HRT Shoteien SDose GoM VIN R-Le135 Frescaents. vii sex: ales
perio Nacrasonic Findings only
705 Terminal Sacrifice BKeds 15[ope —

No Macroscopic Aonormatity observed :Laven Krhens, Tivoto Gian, sk, meas, sea,Grassy
0s Terminal sacriiceEilled sn 1 55oe —

No Maszoscoptc Abnormality Gbseeved ©LEER KIRYs, SAvacto Ciawp, shaw, matsp, skcw,EE
or Terminal sacriiceAeAina £3 Slines'ote trom necropsy

No Maczoscopte Aomormalisy Observed ©LEVER KISS, TevAStD Gia, SHI, ented, kav,Sirsa
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