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Re: TSCA 8(e) Submission of a Preliminary Draft Report of a 90-Day Repeat Dose Dietary Study
with Tetrapropenylphenol (CAS# 74499-35-7 and 27193-86-8) in Rats

Dear Sir or Madam:

The Lubrizol Corporation is submitting a preliminary report of a 90-day repeat dose dietary study with
tetrapropenylphenol (CAS# 74499-35-7 and 27193-86-8) in Rats pursuant to Section 8(¢) of the Toxic
Substance Control Act (TSCA). This work is being sponsored under the American Chemistry Counsil’s
Lubricant Additive Alkyl Phenol Panel (LAAPP). The results in this preliminary report indicate the
presence of a number of statistically significant decreases and increase in various parameters such as
blood chemistry, serum enzymes, and organ weights. Lubrizol has not made a determination as to
whether this chemical poses a significant risk to human health. However, Lubrizol is submitting this
preliminary draft report because it may be information that EPA considers to be reportable under TSCA
8(e). The final report will be sent to EPA upon completion of the study.

The information is not considered confidential business information.

If you have any questions, please contact Dr. Robert K. Hinderer at 216-447-5181 or
robert.hinderer@lubrizol.com.

Sincerely,

(k

Al Brightwell
Vice President Environmental, Health, Safety & Product Regulatory Compliance

cc: Robert K. Hinderer, Ph.D.
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1 OBJECTIVE:

The objective of this study is to establish dose levels for a proposed dietary two-
generation reproductive toxicity study by evaluating the potential toxic effects of the
test article when administered via the diet to rats for 90 days

This protocol has been designed and the study will be conducted in general
accordance with many aspects of the OECD Guidelines for Testing Chemicals,
Health Effects Test Guidelines, Section 408, September 1998. However, since the
primary objective of this study is range-finding in nature, some of the OECD 408
guidelines are not a part of this study design. This study will be conducted in
compliance with the U.S. EPA/TSCA, 40 CFR Part 792, and the OECD,
[C(97)186/Final], Good Laboratory Practice Standards. The study will also be
conducted in accordance with the protocol and WIL Research Standard Operating
Procedures.

PERSONNEL INVOLVED IN THE STUDY:

2.1 Sponsor’s Representative:

Sarah MclLellan, MSPH

Director, Chemical Products and Technology Division
American Chemistry Council

Tel: (703) 741-5607

Fax: (703) 741-6091

E-mail: Sarah_McLallen@americanchemistry.com

2.2 Alternate Sponsor’s Representative ;

Andrew Jaques

Director, Chemical Products and Technology Division
American Chemistry Council

Tel: (703) 741-5627

Fax: (703) 741-6091

E-mail: Andrew_Jaques@americanchemistry.com

2.3 Sponsor Monitor:

Steven Signs, PhD, DABT

Manager, Toxicology and Product Risk Assessment
The Lubrizol Corporation

Tel: (440) 347-2033

Fax; (440) 943-5337

E-mail: Steven.Signs@lubrizol.com
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WIL Study Directoy:

Matthew C. Haas, BA, LAT
Staff Toxicologist, Toxicology
Tel: (419) 289-8700

Fax: (419)289-3650

E-mail: mhaas@wilresearch.com

Peputy Director:

Jozef 3. W .M. Mertens, PhD, DABT
Associate Director, Toxicology
E-mail: jmertens@wilresearch.com

WIL Departmental Responsibilities:

Christopher P. Chengelis, PhD, DABT
Director, Toxicology

Teresa D. Morris, BS
Senior Operations Marntager, Toxicology

Sally A. Keets, AS
Senior Operations Manager, Vivarium

Theresa M. Rafeld
Group Manager, Formulations Laboratory

Susan C. Haley, BS
Manager, Clinical Pathology

Ronald E. Wilson, BS
Director, Informational Systems

Carol A. Kopp, BS, LAT
Manager, Gross Pathology and
Developmental Toxicology Laboratory

Heather L. Osbormn, BS, RQAP-GLP
Manager, Quality Assurance

Phillip L. Stetson, MD, PhD
Associate Director, Analytical Chemistry
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Robert A. Wally, BS, RAC
Manager, Reporting and
Regulatory Technical Services

George Parker, DVM, PhD, DACVP, DABT
Director, Pathology

3 STUDY SCHEDULE:

Proposed Experimental Starting Date: June 6, 2007
(Aunimal Receipt Date)

Proposed Experimental Start Date: June 18, 2007
(Initiation of Dosing)

Proposed Necropsy Dates: September 17-18, 2007

Proposed Experimental
Completion/Termination Date: To be added by amendment

Proposed Audited Draft Report Date: To be added by amendment

4 TEST ARTICLE:
4.1 Identification:

Tetrapropenyl Phenol, CAS#74499-35.7
Supplier:
Chevron Corporation
Lot/Batch Number:
To be provided by the Sponsor.
Expiration Date:
To be provided by the Sponsor.
Stability:

The test article is considered to be stable if stored according to instructions
provided by the Sponsor.
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Physical Description:

To be documented by WIL Research Laboratories, LLC.
Purity:

To be provided by the Sponsor.

Storage Conditions:

Room temperature (18-24°C).

Retention Samples:

Retention samples will be collected and stored in accordance with Standard
Operating Procedures.

Test Article Disposition:

A record of test article usage will be maintained. Unused test article will be
returned to the Sponsor or retained for use future studies. At the completion of
the study, the Study Monitor for the Sponsor will be contacted and instructions
will be sought for the test article disposition requirements.

4.11 Personnel Safety:

A material safety data sheet (MSDS) was provided by the Sponsor.

4.12 Handling Shipment:

Test article and applicable documentation will be shipped under Sponsor’s
responsibility to:

Formulations Laboratory (WIL-186054)
Attn: Matthew C. Haas '

WIL Research Laboratories, LLC

1407 George Road

Ashland, Ohio 44805-8946

5 TEST SYSTEM:

5.1 Species:
Rat
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Strain:
Cri:CD(SD)
Source:

Charles River Laboratories
(Facility to be documented in study records)

Number of Study:

Sixty (60) animals of each sex will be ordered. Fifty (50) males and 50 females
will be placed on study. Females will be nulliparous and non-pregnant.
Animals not utilized on study will be assigned to the stock colony or euthanized
by CO» inhalation and discarded.

Approximate Age and Weight:

‘Animals will be approximately 4-5 weeks of age when received, and 6-7 weeks
of age at initiation of dosing. The males will weigh approximately 150-250 g
and the females approximately 130-230 g at randomization,

Identification' Svystem:

Animals will be uniquely identified by a metal eartag displaying the animal
number. Individual cage cards will be affixed to each cage and will display the
animal number, sex, group number and study number.

Justification for Selection and Number of Animals:

This species and strain of animal is recognized as appropriate for subchronic
oral (dietary) toxicity studies, The Crl:CD(SD) rat will be utilized because it is
a widely used strain for which significant historical control data are available.
The number of animals selected is the minimum needed to yield statistically and
scientifically meaningful data, and is consistent with regulatory guidelines.

SPECIFIC MAINTENANCE SCHEDULE:

6.1 Animal Housing:

Weanling animals (approximately 4 weeks of age) will be housed in an
environmentally comntrolled room, three per cage by sex in clean suspended,
wire-mesh cages for 2-4 days following receipt. If the number of animals
received does not allow for all animals to be housed three per cage by sex, then
some animals will be pair-housed by sex. Thereafter, all animals will be housed
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individually. The cages will be elevated above cage-board or other suitable
material, The cages will be subject to routine cleaning at a frequency consistent
with maintaining good animal health. No other species will be kept in the same
room for the duration of the study. The facilities at WIL Research Laboratories,
LLC are fully accredited by the Association for Assessment and Accreditation
of Laboratory Animal Care International (AAALAC International).

Environmental Conditions:

Controls will be set to maintain an average daily temperature of 71 = 5°F
(22 £ 3°C) and an average daily relative humidity of 50 = 20%. Temperature
and relative humidity will be monitored continuously. Data for these two
parameters will be scheduled for automatic collection on an hourly basis.
Fluorescent lighting will provide illumination for a 12 hour light/dark
photoperiod. Temporary adjustments to the light/dark cycles may be made to
accommodate protocol-specified activities. The ventilation rate will be set at a
minimum of 10 room air changes per hour, 100% fresh air.

Drinking Water:

Reverse osmosis-treated tap water will be available ad libitum. Filters servicing
the automnatic watering system will be changed regularly according to Standard
Operating Procedures. The municipal water (Ashland City Water Departinent)
supplying the laboratory will be analyzed for contaminants according to
Standard Operating Procedures to ascertain that none are present at
concentrations that would be expected to affect the outcome of the study,
Copies of the appropriate analyses will be maintained in the study records.

Diet:

PMI Nutrition Intemational, LLC Certified Rodent LabDiet® 5002 (meal) will
be offered ad libitum during the study, except during fasting prior to clinical
pathology blood collection. Each lot utilized will be identified and recorded.
Standard Operating Procedures provide specifications for acceptable levels of
heavy metals and pesticides that are reasonably expected to be present in the
diet without interfering with the purpose or conduct of the study. Each lot of
feed has been analyzed to assure specifications are met. Feeders will be
changed and sanitized once per week. Copies of the appropriate analyses will
be maintained in the study records.
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7 EXPERIMENTAL DESIGN:

7.1 Animal Receipt and Acclimation:

Each animal will be inspected by a qualified technician upon receipt. Animals
judged to be in good health will be placed immediately in acclimation for at
least 10 days. All animals will be weighed and assigned a permanent animal
number. During the acclimation period, each animal will be observed twice
daily for changes in general appearance or behavior. The animals will be
allowed a pretreatment week (as part of the acclimation period) during which
body weights and food consumption will be recorded and general health will be
monitored, but they will not receive the test article. All animals will receive a
detailed physical examination approximately one week prior to initiation of
dosing and at the time of animal selection for randomization.

Randomization:

Animals judged to be suitable for testing will be assigned to groups at random
based on body weight stratification into a block design using a computer
generated program. A printout containing the animal numbers and individual
group assignments will be generated. Animals will then be arranged into the
groups according to the printout, Body weights at randomization will be within

+ 20% of the mean for each sex, If, after randomization, significant differences
between groups exist, hew randomizations will be generated until group mean
body weights are not statistically different between groups by sex. Following
randomization, it may be necessary to replace individual animal(s) either prior
to or shortly after initiation of dosing. Replacement animals will be selected
from the remaining pretest animals and assigned arbitrarily. The reason(s) for
replacement will be appropriately documented in the study records.

Route and Rationale of Test Article Administration:

The route of administration will be oral (dietary) because dietary administration
is considered closer to a human exposure situation rather than gavage where the
dose is administered in one large bolus.
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74 Organization of Test Groups, Dosage Levels and Treatment Regimen:

7.4.1 Organization of Test Groups:

The dosage levels were determined from the results of previous studies
and were provided by the Sponsor. The following table presents the
study group arrangement.

Dosage
Group Test Level*®
Number Article (mg/kg/day) Males Females
1 Basal Diet 0 10 10
Tetrapropenyl Phenol 50 10 10
Tetrapropenyl Phenol 100 10 10
Tetrapropenyl Phenol 150 10 10
Tetraprapeny! Phenol 200 10 10
Approximate dosage level based on food consumption.
Initial concentrations of test article in the diet will be calculated using a
validated computer program based on average food consumption and body
weights of rats during the pretest period. Concentrations will be calculated and
adjusted weekly, based on the expected average weight and food consumption,
Concentrations may vary between sexes in each group, Final concentrations
used will be documented in the study records.

Number of Animals

Treatment Regimen:

Dietary admixes containing the test article (control animals will receive
basal diet only) will be offered ad libitum and supplied fresh weekly for
a minimum of 90 consecutive days, Each week, the old diet jars will be
returned to the animal cages after collection of the jar weight and will
remain with the animals until the new diet jars are weighed and given to
the animals the following day. Day 0 is the first day of dosing. The
primary necropsy will begin on Day 90.

7.5 Preparation and Analysis of Dietary Admixes:

7.5.1 Test Diet Preparation:

The test material will be prepared for dosing as weight-to-volume mixtures
in a fixed percentage of acetone as determined by method development.
The test article (mixed with acetone) will be added to PMI Nutrition
International, LLC Certified Rodent LabDiet® 5002 on a weight/weight
basis and blended in a Hobart blender for each test article concentration.
For the control group, acetone will be mixed with the LabDiet® 5002 in
accordance with the fixed percentage used for the preparation of the
treated groups. The test article will be premixed into half of the total
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batch size of feed for approximately 3 minutes, The remaining amount
of feed will then be added to the Hobart blender and mixed for
approximately 15 minutes. After transferring the dietary preparations
for each group/sex to sanitized, lined storage containers, a 100-g sample
will be collected from each preparation and stored frozen under nitrogen
(see 7.5.2). These samples will be discarded upon the Sponsor’s
acceptance of the final report. The storage containers with the dietary
preparations will remain open for approximately 18-24 hours following
preparation in a clean mixing room with the exhaust system on. A
complete description of the method of test article preparation, including

. the percentage of acetone added to each group, will be documented in
the study records and described in the final report. Fresh test article diet
mixtures will normally be prepared weekly and adjusted for
concentration based on the expected average weight and food
consumption.

Homogeneity, Stability and Concentration of the Test Diet
Mixtures:

Analyses of the test diet formulations will be performed by the
Analytical Chemistry Department at WIL Research, using a validated
method. The Analytical Chemistry report will be appended to the Final
Report for this study,

Homogeneity and stability of the test article in the dietary preparations
will be established prior to the start of dosing. Following test diet
preparation, duplicate 100-g samples will be collected from the top,
middle and bottom strata of the lowest and highest concentration
formulations for homogeneity and stability analysis. One set of samples
at the low and high dose levels will be analyzed for homogeneity.
Homogeneity analyses can be extended to subsequent preparations at the
discretion of the Study Director and in consultation with the Sponsor.
The results from the middle stratum from the first set of samples will be
used to establish the time zero value for stability. The other set of
samples from the low and high dose levels will be combined (by dose
level) and stored under laboratory conditions for 15 days after diet
preparation. These samples will be analyzed for concentration to
establish stability after 8 and 15 days.

Analysis to verify the concentration of the test article in diet will be
conducted for the first four weeks of the study and once a month for the
remainder of the in-life phase of the study. During weeks that
concentration analysis will be conducted, duplicate 100-g samples,
collected from the middle stratum of each test diet batch, including
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controls, will be collected at the time of formulation, One set will be
analyzed and the second set will be stored frozen under nitrogen. These
samiples will be discarded upon the Sponsor’s acceptance of the final
report. During study weeks that concentration analysis will pot be
conducted, a 100-g sample, collected from the middle stratum of each
test diet batch, including controls, will be collected at the time of
formulation. These samples will be stored frozen under nitrogen and
discarded at study finalization. Concentration analyses can be extended
to additional preparations at the discretion of the Study Director in
consultation with the Sponsor.

8 PARAMETERS TO BE EVALUATED:

8.1

Viability Observations:

All animals will be observed for mortality/moribundity twice daily, once in the
morning and once in the afternoon, Moribund animals will be euthanized and
necropsied as soon as possible. Found dead animals will be necropsied as soon
as possible to ensure that tissues will not be lost due to autolysis.

Animals to Be Euthanized in Extremis:

All animals to be euthanized in extremis will have a body weight collected and
undergo a final detailed physical observation prior to release for euthanasia and
subsequent necropsy.

Clinical Observations:

8.3.1 Daily Observations:

A clinical examination will be performed on all animals once daily.
Observations will include, but are not limited to, changes in the skin, fur,
eyes and mucous membranes; respiratory, circulatory, autonomic and
central nervous systems functions; somatomotor activity and behavior
patterns. Findings noted at the clinical examination will be recorded for
individual animals; the absence or presence of findings will be recorded
for individual animals. The daily clinical observations need not be
conducted on the days where a detailed physical examination is
scheduled.

Detailed Physical Examinations:

All animals will receive a detailed physical examination prior to
randomization, at randomization, approximately weekly during the
dosing period and prior to the scheduled necropsies. The animals will
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be removed from their home cages and placed in a standard arena for
observations. Observations will be detailed and carefully recorded.
Where appropriate, explicitly defined scoring systems will be used if, in
the opinion of the Study Director, doing so increases the utility of the
data. Signs noted shall include, but not be limited to, changes in skin,
fur, eyes, mucous membranes, occwrrence of secretions and excretions
and autonomic activity (e.g., lacrimation, piloerection, pupil size,
unusual respiratory pattern), changes in gait, posture and response 1o
handling, as well as the presence of clonic or tonic movements,
stereotypic behavior (e.g., excessive grooming, repetitive circling) or
bizarre behavior (e.g., self-mutilation, walking backwards) will be
recorded. Signs such as skin lesions and hair loss will also be recorded
at this time. The absence or presence of findings will be recorded for
individual animals.

Unscheduled Observations:

Any findings outside the above-specified observations will also be
collected. Only the presence of findings will be recorded; the absence of
findings will thus not be recorded. These findings will be included in
the report only as individual animal data tables.

Individual Bodv Weights:

Individual body weights will be recorded approximately weekly, beginning
during pretest. The last interval will be closed out with a non-fasted body
weight the day before the first day of each scheduled necropsy. A fasted body
weight will be collected on the days of the scheduled necropsies for each animal
scheduled to be necropsied that day.

Individual Food Consumption:

Individual food consumption will be recarded approximately weekly, beginning
during pretest and ending prior to the scheduled necropsies.

Clinical Pathology:

The following clinical pathology parameters will be evaluated on all surviving
rats at the scheduled necropsy. The animals will be fasted overnight before
taking blood samples. Blood samples for hematology and/or serum chemistry
will be collected from the retro-orbital sinus from animals anesthetized with
isoflurane. Blood samples for coagulation parameters will be collected by
necropsy personnel from the vena cava at the time of euthanasia from animais
euthanized with CQO,. The blood collection procedure essentially exsanguinates
the animal and completes the euthanasia.
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Anticoagulants used will be potassium EDTA for the hematology and sodium
citrate for the coagulation tests. Samples for serum chemistry will be collected
without anticoagulants.

8.6.1 Hematology:

Differential leukocyte count® MCH

Erythrocyte count MCHC

Hemoglobin Platelet count
Hematocrit Reticulocyte count
MCV Total leukocyte count

a = Ifperformed manually, results will include platelet estimates and RBC
morphology.

Serum Chemistry:

Albumin Aspartate aminotransferase
. Total protein Glucose

Globulin Total cholesterol

A/G ratio Calcium

Total bilirubin Chloride

Urea nitrogen Phosphotus

Creatinine Potassium

Alkaline phosphatase Sodium

Alanine aminotransferase Triglycerides

Coagulation Parameters:

Activated partial thromboplastin Prothrombin time
time
Fibrinogen

8.7 Anatomic Pathology:

8.7.1 Macroscopic Examination:

A complete necropsy will be conducted on all animals dying
spontaneously, euthanized in extremis or at the scheduled necropsy.
Animals euthanized in extremis or at the scheduled necropsies will be
euthanized via carbon dioxide inhalation and exsanguinated. Necropsy
will include examination of the external surface, all orifices and the
cranial, thoracic, abdominal and pelvic cavities (including viscera). At
the time of necropsy, the following tissues and organs will be collected
and placed in 10% neutral-buffered formalin (except as noted):
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Adrenals (2)
Aorta
Bone with marrow
Femur
Sternum
Bone marrow smear (from
femur)*
Brain®
Cerebrum Level 1
Cerebrum Level 2
Cerebellum with medulla/pons
Cervix
Epididymides (2)°
Eyes with optic nerves(2)®
Gastrointestinal tract
Esophagus
Stomach
Duodenum
Jejunum
Heum
Peyer’s patches”
Cecum
Colon
Rectum
Heart
Kidneys (2)
Liver (sections of two lobes)
Lungs (including bronchi, fixed
by inflation with fixative)

Lymph node
Mesenteric
Mandibular
Mandibular salivary glands (2)
Nasal cavity®
Ovaries with oviducts (2)F
Pancreas
Peripheral nerve (sciatic)
Pituitary
Prostate
Seminal vesicles (2)
Skeletal muscle (rectus femoris)
Skin with mammary gland
Spinal cord®
Cervical
Thoracic
Lumbar
Spleen
Testes (2)°
Thymus
Thyroids (2) [with parathyroids,
if present]
Trachea
Urinary bladder
Uterus
Vagina
All gross lesions (when
possible)

a= Not taken from animals found dead, not placed In formalin; to be
examined only if scientifically warranted,

b= All levels of the brain will be designated as “Brain” in the raw data,

¢ = To be placed in Bouin’s solution.

d = To be placed in Davidson’s sofution.

e = Cervical, thoracic and lumbar spinal cord will be designated as “Spinal

cord” in the raw data.

f= Oviducts and parathyroids will be examined microscopically if in the
plane of section, and in all cases where gross lesions are present.
g = Sectioning of nasal cavity will be in accordance with the method of

Young (1981},

h = Peyer’s patches will be examined microscopically if in the plane of
section of jejunum. If not in plane of section of jejunum, then patches will
be examined if in plane of section of ileum.
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8.7.2 Organ Weights:

The following organs, from all animals, will be weighed at the
scheduled necropsies:

Adrenals Prostate
Brain Seminal vesicles
Epididymides Testes
Kidneys Thyroid with parathyroids*
Liver Uterus

Qvaries w/ oviducts

* Weighed afier fixation.

Paired organs will be weighed together. Organ-to-body-weight and
organ-to-brain-weight ratios will be calculated from animals euthanized
at the scheduled necropsy.

Microscopic Examination:

Microscopic examination of hematoxylin-eosin stained paraffin sections
will be performed on the tissues listed in Section 8.7.2 from all animals
in the control and high-dose groups, and from all animals that die or are
euthanized in extremis. Additionally, the gross lesions will be examined
from animals in Groups 2, 3 and 4. Microscopic examination may be
extended by amendment (additional cost) to include other tissues and/or
animals if a potential target organ is noted based on histopathological
examination of tissues from the high~dose group or other parameters
(organ weights, clinical pathology, etc.). Special stains may be used at
the discretion of the pathologist to further characterize lesions and
changes. Any special stains used will be documented in the individual
animal data and interpretation of results will be included in the final
report,

Histologic preparation will be conducted at either the WIL laboratory
site in Ashland, Ohio or at the WIL Research Laboratory subsidiary,
BioTechnics, in Hillsborough, North Carolina and documented in the
raw data. If the tissues are shipped to North Carolina, an appropriate
protocol amendment will be issued prior to such shipment.
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9 STATISTICAL METHODS:

9.1 In-Life Data:

All analyses will be two-tailed for significance levels of 5 and 1%. All means
will be presented with standard deviations. All statistical tests will be
performed using appropriate computing devices or programs. Body weights,
body weight changes (weekly and cumulative), food consumption, as well as
clinical pathology values and absolute and relative organ weights will be
analyzed by a one-way analysis of variance (ANOVA) (Snedecor and Cochran,
1980). If significant differences are indicated by the ANOVA, Dunnett’s Test
{Dunnett, 1964) will be used to compare the control and treated groups.

10 QUALITY ASSURANCE:

This study will be audited by the WIL Quality Assurance Unit while in progress to
assure compliance with EPA and OECD Good Laboratory Practice regulations,
adherence to the protocol and to WIL Standard Operating Procedures. The raw data
generated by WIL and draft report will be audited by the WIL Quality Assurance Unit
to assure that the final report accurately describes the conduct and the findings of the
study.

This is a regulated study and will be included on the WIL master list of regulated
studies.

RECORDS TO BE MAINTAINED:;

All original raw data records, as defined by WIL SOPs and the applicable GLPs, will
be stored as described in Section 12 in the Archives at WIL Research Laboratories,
LLC?

WORK PRODUCT:

The Sponsor will have title to all documentation records, raw data or other work
product generated during the performance of the study, All work product including
raw paper data and pertinent electronic storage media will be retained at no charge for
a period of 10 years following issuance of the final report in the Archives at WIL
Research Laboratories, LLC. Thereafter, WIL Research Laboratories will notify the
Sponsor for approval to either discard or transfer all documents and specimens to the
Sponsor’s archives, All work product will be stored in compliance with regulatory
requirements, Upon finalization of the report, all remaining formulations and/or
clinical pathology samples will not be archived, but will be discarded.

Any work product, including documents and samples that are required by this
protocol, its amendments, or other written instructions of the Sponsor and/or a Study
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Monitor for the Sponsor, to be shipped by WIL Research Laboratories, LLC to
another location will be appropriately packaged and labeled as defined by WIL’s
SOPs and delivered to a common carrier for shipment, WIL Research Laboratories,
LLC will not be responsible for shipment following delivery to the common carrier.

13 REPORTS:

The final report will contain a summary, test article data, methods and procedures,
appropriate individual animal and summary data tables, a copy of the protocol and
amendments (if any) and an interpretation and discussion of the study results. The
report will be comprehensive and attempt to define the toxicity and the “no-observed-
effect” level(s) under the conditions of this investigation in order to determine
appropriate dose levels for a proposed dietary two-generation reproductive toxicity
study in rats.. The report will contain all information necessary to conform with
current EPA and OECD specifications.

WIL Research Laboratories will provide an audited draft report to the Sponsor in a
timely manner upon completion of data collection prior to issuance of the final report,
One revision will be permitted as part of the cost of the study, from which the
Sponsor's reasonable revisions and suggestions will be incorporated into the final
report, as appropriate. Additional changes or revisions may be made, at extra cost. It
is expected that the Sponsor will review the draft report and provide comments to
WIL within a two-month time frame following submission. WIL will submit the final
report within one month following receipt of comments. If the Sponsor’s comments
and/or authorization to finalize the report have not been received at WIL within one
year following submission of the draft report, WIL may elect to finalize the report
following appropriate written notification to the Sponsor. Two electronic copies
(PDF) of the final report on CD-R will be provided to the Sponsor. Requests for
additional electronic or paper copies of the final report may result in additional
charges,

14 ANIMAL WELFARE ACT COMPLIANCE:

This study will comply with all applicable sections of the Final Rules of the Animal
Welfare Act regulations (9 CFR Parts 1, 2 and 3). The Sponsor should make
particular note of the following:

e The Sponsor Representative's signature on this protocol documents for the Study
Director the Sponsor's assurance that the study described in this protocol does not
unnecessarily duplicate previous experiments.

Whenever possible, procedures used in this study have been designed to avoid or
minimize discomfort, distress or pain 1o animals. All methods are described in this
study protocol or in written laboratory Standard Operating Procedures.
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¢ Animals that experience severe or chronic pain or distress that cannot be relieved
will be painlessly euthanized as deemed appropriate by the veterinary staff and
Study Director. The Sponsor will be advised by the Study Director of all
circumstances which could lead to this action in as timely a manner as possible.

Methods of euthanasia used during this study are in conformance with the above
referenced regulation,

The Sponsor/Study Director has considered altematives to procedures that may
cause more than momentary or slight pain or distress to the animals and has
provided a written narrative description (AWA covered species) of the methods and
sources used to determine that alternatives are not available,

15 PROTOCOL MODIFICATION:

Modification of the protocol may be accomplished during the course of this
investigation. However, no changes will be made in the study design without the
verbal or written permission of the Study Monitor for the Sponsor. In the event that
the Study Monitor for the Sponsor verbally requests or approves a change in the
protocol, such changes will be made by appropriate documentation in the form of a°
protocol amendment.  All alterations of the protocol and reasons for the
modification(s) will be signed by the Study Director and the Study Monitor for the
Sponsor. The Study Monitor for the Sponsor will be informed of all deviations from
the protocol. Protocol deviations will be documented in the final report.

16 REFERENCES:
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