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EXECUTIVE SUMMARY 

 

The Hershberger Assay consists of androgenic and anti-androgenic components.  To screen for 

potential androgenic activity, 2-ethylhexyl paraben (99.8% a.i., lot/batch number 7CZZO) in 

corn oil was administered daily via oral gavage to postnatal day (PND) 59/60, castrated male 

Sprague Dawley rats, eight animals per group, at dose levels of 0 (vehicle), 250, 500, 750, or 

1000 mg/kg/day.  An androgenic positive control group consisted of eight castrated rats exposed 

to 0.4 mg/kg/day testosterone propionate (TP) by subcutaneous injection (s.c.). 

 

To screen for potential anti-androgenic activity, 2-ethylhexyl paraben (99.8% a.i., lot/batch 

number 7CZZO) in corn oil was administered daily via oral gavage to PND 59/60, castrated male 

Sprague Dawley rats, eight animals per group, at dose levels of 0 (vehicle), 250, 500, 750, or 

1000 mg/kg/day and co-administered with a daily dose of reference androgen TP at 0.4 

mg/kg/day by s.c. injection.  An anti-androgenic positive control group consisted of eight 

castrated rats exposed to 0.4 mg/kg/day (s.c.) TP and 3.0 mg/kg/day (oral gavage) flutamide 

(FT).  TP alone (s.c.) was used as the anti-androgenic negative control. 

 

For both components of the assay, the animals were dosed for ten consecutive days and 

necropsied approximately 24 hours after the final dose administration to determine weights of 

the five androgen-dependent tissues (glans penis, ventral prostate, levator ani plus 

bulbocavernous muscle [LABC], Cowper’s glands, and seminal vesicles with coagulating fluid).  

Body weight measurements were collected daily prior to dose administration and prior to 

humane euthanasia with body weight gains calculated for the study period.  Clinical observations 

were recorded prior to daily dose administration with cage-side observations recorded one-hour 

following dose administration.    

 

In the agonist assay, all animals survived until the scheduled termination.  Animals 

administered 0, 250, or 500 mg/kg/day 2-ethylhexyl paraben did not exhibit abnormal clinical 

signs during the course of the study.  One animal administered 750 mg/kg/day 2-ethylhexyl 

paraben was found to have decreased movement post-dose on Study Day 10.   Administration of 

1000 mg/kg/day 2-ethylhexyl paraben resulted in one animal exhibiting rales on Study Day 5 and 

6 and two animals with decreased movement post-dose on Study Day 9.  Body weight gain of 

animals administered 1000 mg/kg/day 2-ethylhexyl paraben was significantly decreased (34% 

decrease from control) compared to the concurrent negative control group.  Final body weights 

averaged 97.2%, 99.5%, 94.0%, and 92.7% of controls in animals administered 250, 500, 750, or 

1000 mg/kg/day 2-ethylhexyl paraben, respectively.  Administration of 2-ethylhexyl paraben up 

to and including 1000 mg/kg/day did not statistically affect glans penis, Cowper’s gland, LABC, 

ventral prostate, or seminal vesicle weights. 

 

In the antagonist assay, all animals survived to the scheduled termination.  No abnormal 

clinical observations were found in animals co-administered 0, 250, or 750 mg/kg/day 2-

ethylhexyl paraben with TP during the course of the study.  One animal administered 500 

mg/kg/day 2-ethylhexyl paraben with TP was found to have a scab at the dorsal neck region 

(area of s.c. injection) from Study Day 5 through termination.  Administration of 1000 

mg/kg/day 2-ethylhexyl paraben with TP resulted in one animal with decreased movement post-

dose on Study Day 10 and a rough coat the following day (Study Day 11), while another animal 
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exhibited rales on Study Day 9.  Body weight gain of animals administered 1000 mg/kg/day 2-

ethylhexyl paraben plus TP was significantly decreased (26% decrease from control) compared 

to the concurrent negative control group.  Final body weights averaged 96.1%, 98.2%, 96.4%, 

and 92.9% of controls in animals administered 250, 500, 750, or 1000 mg/kg/day 2-ethylhexyl 

paraben, respectively.  Administration of 2-ethylhexyl paraben up to and including 1000 

mg/kg/day with TP did not statistically affect glans penis, Cowper’s glands, or seminal vesicle 

weights.  Compared to the negative control group (Group 6), LABC weights were decreased by 

10% (statistically significant) at 500 mg/kg/day, 9% (not statistically significant) at 750 

mg/kg/day, and 12% (statistically significant) at 1000 mg/kg/day 2-ethylhexyl paraben with TP, 

however, there was no clear dose-response relationship. Ventral prostate weights were 

statistically decreased following co-administration of 1000 mg/kg/day 2-ethylhexyl paraben 

plus TP (decrease of 20% from the   concurrent control).  

  

 

The positive control in the agonist assay, TP, induced a statistically significant increase in glans 

penis, Cowper’s glands, seminal vesicle, ventral prostate, and LABC weights compared to the 

negative control group.  In the antagonist assay, the positive control FT (co-administered with 

TP) induced a statistically significant reduction in glans penis, Cowper’s glands, seminal vesicle, 

ventral prostate, and LABC weights compared to the control group (TP only). 

 

Based on these findings, using the castrated rat model Hershberger Bioassay, the oral gavage 

administration of 2-ethylhexyl paraben up to the limit dose of 1000 mg/kg/day did not produce 

any evidence of androgen agonist activity.   

  

In the androgen antagonist assay, statistically significant decreases were noted in two of the five 

tissue weights (LABC and ventral prostate) which could be indicative of androgen antagonist 

activity.   Relatively small reductions in LABC weights were observed in the top three dose 

groups (statistically significant at 500 and 1000 mg/kg/day) and ventral prostate weights were 

statistically significantly decreased at 1000 mg/kg/day. However, it is not clear if the reductions 

in LABC weights are related to 2-ethyhexyl paraben administration in the three highest dose 

groups (500, 750, and 1000 mg/kg/day) because they are of similar magnitude, showed no clear 

dose-response relationship, and are not all statistically significant.  Further, glans penis, 

Cowper’s gland, and seminal vesicle weights showed no degree of reduced growth.  
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INTRODUCTION 

 

1.1 Background 

 

Endocrine Disruptor Screening Program (EDSP) Tier 1 screening assays will be used to 

identify substances that have the potential to interact with the estrogen, androgen, or 

thyroid hormone systems (test guidelines in the OPPTS 890 series).  The determination of 

a chemical’s ability to interact with hormone systems will be made on a weight-of-

evidence basis, taking into account data from the Tier 1 assays and other scientifically 

relevant information available.  If a substance interacts with a hormone system, it does 

not imply that when used it will cause adverse effects in humans or ecological systems.  

The Hershberger Bioassay (U.S. EPA, 2009 and OECD, 2009) is used as an in vivo 

screening assay for androgen agonists, androgen antagonists, and 5-reductase inhibitors 

and is one of four in vivo mammalian assays in the EDSP Tier 1 battery of assays.   

  

 

EPA has requested in vivo mammalian studies to bridge data gaps regarding a chemical’s 

potential endocrine effects; the data from these studies may also be used to evaluate and 

refine computational models that predict in vivo responses from in vitro assays. 

 

1.2 Purpose 

 

The purpose of the Hershberger Bioassay was to screen 2-ethylhexyl paraben for its 

androgen agonist/antagonist activity and 5-reductase inhibition properties using a 

castrated rat model (U.S. EPA, 2009 and OECD, 2009). 

 

1.3 Sponsor 

 

RTI International 

3040 Cornwallis Road 

Research Triangle Park, NC 27709 USA 

 

Sponsor Representative 

 

Sherry Black, B.S. 

Telephone No.: (919) 541-7353 

E-mail: sherryb@rti.org 

 

1.4 Testing Facility 

 

Integrated Laboratory Systems, Inc. (ILS) 

 

Shipping Address: 635 Davis Drive, Suite 600 

 Morrisville, NC  27560 USA 

 

Mailing Address: P.O. Box 13501 

mailto:jdavis@ils-inc.com
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 Research Triangle Park, NC  27709 USA 

 

Study Director 

 

Jeffrey P. Davis, B.S., LATG 

Telephone No.: (919) 281-1110 ext. 720 

Facsimile No.: (919) 281-1118 

E-mail: jdavis@ils-inc.com 

 

1.5 Study Dates 

 

Study Initiation Date: 21 January 2016 

Animal Arrival Date:  21 January 2016 

Experimental Start Date:  29 January 2016 

Experimental In-Life Termination Date:  09 February 2016 

Experimental Termination Date:  09 February 2016 

 

TEST SUBSTANCE, REFERENCE SUBSTANCES, VEHICLES 

 

2.1       Test Substance: 2-Ethylhexyl Paraben 

 

CAS No.:  5153-25-3 

 

Molecular Structure: 

 
 

Source: Tokyo Chemistry Industry Co., Ltd. (Tokyo, Japan) 

 

Lot/Batch No.: 7CZZO 

 

ILS Repository No.:  15-172 

 

Formula: C15H22O3 

 

Description: Colorless, clear liquid 
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Purity: 99.8% 

 

Expiration Date: None given on Certificate of Analysis 

 

Dose Formulation: 2-Ethylhexyl paraben was prepared at ILS in corn oil once 

at dose levels of 50, 100, 150, and 200 mg/mL and 

dispensed into vials used daily during the study.  

 

Storage:  

 

Test Substance: Room temperature and protected from light 

 

Dose Formulation: Between 1 and 10°C 

 

 

 

Stability:  

 

Dose Formulation: Concentrations of 1 and 200 mg/mL stored between 1 and 

10°C were shown to be stable for 20 days (Appendix VI). 

 

2.2       Reference Substance: Testosterone Propionate (androgen agonist) 

 

CAS No.: 57-85-2 

 

Source: Spectrum Chemicals (New Brunswick, NJ) 

 

Lot/Batch No.: 1EL0103 

  

ILS Repository No.: 16-18 

 

Formula: C22H32O3  

 

Description: White to off-white powder 

 

Purity: 99.7% 

 

Expiration Date: 31 July 2020 

 

Dose Formulation: TP was prepared in corn oil once at a dose level of 0.8 

mg/mL and dispensed into vials used daily during the 

study.  

Storage: 

 

Reference Substance: Room temperature and protected from light 
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Dose Formulation:  Between 1 and 10°C 

 

Stability: 

 

Dose Formulation: TP in corn oil held between 1-10°C was shown to be stable 

for 14 days (Smith, 2011). 

 

2.3       Reference Substance: Flutamide (androgen antagonist) 

 

CAS No.: 13311-84-7 

 

Source: Spectrum Chemicals (New Brunswick, NJ) 

 

Lot/Batch No.: 2EL0006 

  

ILS Repository No.: 15-212 

 

Formula: C11H11F3N2O3  

 

Description: Yellow powder 

 

Purity: 99.9% 

 

Expiration Date: None given on Certificate of Analysis 

 

Dose Formulation: FT was prepared at ILS in corn oil once at a dose level of 

0.6 mg/mL and dispensed into vials used daily during the 

study.  

Storage: 

 

Reference Substance: Room temperature and protected from light 

 

Dose Formulation:  Between 1 and 10°C 

 

Stability: 

 

Dose Formulation: FT in corn oil held between 1-10°C was shown to be stable 

for 42 days (Graves, 2001). 

 

2.4      Vehicle  Corn oil 

 

Used in dose formulations of 2-ethylhexyl paraben and flutamide. 

 

CAS No.: 8001-30-7 

 

Source: Animal Health International (Greeley, CO) 
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Lot/Batch No.: 16303-100175 

 

ILS Repository No.: 15-206 

 

Formula: C27H50O6 

 

Description: Yellow oil 

 

Storage:  Room temperature and protected from light 

 

Justification: Corn oil was selected as the vehicle due to its previous use 

in a dose range finding study performed at ILS.   

 

2.5      Vehicle  Corn oil 

 

Used in dose formulation of TP.  National Formulary grade for use in injections. 

 

CAS No.: 8001-30-7 

 

Source: Spectrum Chemicals (New Brunswick, NJ) 

 

Lot/Batch No.: 2EJ0098 

 

ILS Repository No.: 16-09 

 

Formula: C27H50O6 

 

Description: Yellow oil 

 

Storage: Room temperature and protected from light 

 

2.6       Archival Samples 

 

An approximate 1 mg sample of neat test and reference substances and 1 mL of the 

vehicle and dose formulations for each preparation are stored between 0 and -30°C.  

After acceptance of the study report by the Sponsor, archival dose formulation samples 

will be discarded.  Test and reference substances will be maintained by ILS for five years 

following finalization of the study report. 

 

2.7       Dose Formulation Analysis 

 

Dose formulations were prepared at ILS, with only 2-ethylhexyl paraben dose 

formulations sent to and analyzed at Smithers Viscient, LLC (Wareham, MA) in 

accordance with GLP regulations as promulgated by the U.S. EPA GLP Regulations (40 

CFR Part 160). 
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Principal Investigator- Xianai Wu, Ph.D., DABT 

Smithers Viscient, LLC 

790 Main Street 

Wareham, MA 02571-1075 

 

Samples of dose formulations prepared on 25 January 2016 were collected from the top, 

middle, and bottom of the formulation and sent to Smithers Viscient, LLC for analysis. 

Smithers Viscient, LLC analyzed duplicate samples received for concentration and 

homogeneity.   

 

Concentration results were acceptable if the mean concentration was within 15% of the 

target concentration. Homogeneity results were acceptable if the coefficient of variation 

was less than 15% of the target concentration.  
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EXPERIMENTAL DESIGN 

 

3.1 Test System 

 

Species: Rat, Rattus norvegicus 

 

Strain: Sprague Dawley Crl:CD®(SD) IGS   

 

Source: Charles River Laboratories International, Inc. (Raleigh, 

NC) 

 

Number/Sex: 88/Castrated males. Surgical manipulation on PND 49 was 

performed by Charles River Laboratories International, Inc. 

 

Date of birth: 01 December 2015 

 

Age at arrival: Postnatal day (PND) 51 

 Note: PND 0 is the date of birth 

 

Acclimation: Animals were acclimated in the study room for at least 7 

days 
 

Age at initial dose 

administration: PND 59/60 

 

Weight at initial dose 

administration:  229.3 – 322.5 grams 

 

Identification: Each animal was uniquely identified by ear punch prior to 

dose administration. Until the animals were ear punched, 

they were identified by the temporary numbers located on 

the animals’ cages. 

 

Justification: Animal model used is in accordance with the test 

guidelines (U.S. EPA, 2009 and OECD, 2009). 

 

3.2 Animal Husbandry 

 

All procedures are in compliance with the Animal Welfare Act Regulations, 9 CFR 1-4 

and animals were handled and treated according to the Guide for the Care and Use of 

Laboratory Animals (ILAR, 2011). 
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Housing (pre-allocation): Two per cage 

 

Housing (post-allocation): Two per cage 

 

Cage Type: Polycarbonate with micro-isolator tops 

 

Cage Size: 23 cm wide by 44 cm long (1012 cm2 area) and 21 cm high 

 

Bedding: Absorbent heat-treated hardwood bedding (Northeastern 

Products Corp., Warrensburg, NY) 

 

Cage Changes: Twice per week 

 

Diet: Teklad Global 16% Protein Rodent Diet (Teklad Diets, 

Madison WI) ad libitum.  

 

Prior to shipment, rats were fed Autoclaved Purina 5L79 

Rat and Mouse diet ad libitum at Charles River 

Laboratories International, Inc.  A copy of the diet 

composition is included in the study records.  

 

Analysis: The manufacturer's analytical results are included in the 

study records and were reviewed prior to animal arrival. 

The total genistein equivalent of genistein plus daidzein (as 

described by Owens et al., 2003) in Teklad Global 16% 

Protein Rodent Dietwas determined to be 5.4 µg/g of feed. 

 

Archival: A sample of the diet (~200 g) was retained and stored 

between 0 and -30°C. 

 

 

Water: Reverse osmosis treated tap water (City of Durham, NC) ad 

libitum 

 

Supplied: Glass water bottles with stainless steel sipper tube 

 

Analysis: The results of the current annual comprehensive chemical 

analyses of water from National Testing Laboratories, Inc. 

(Cleveland, OH) were reviewed prior to initiation of the 

study and are included in the study records. 

 

Water Bottle Changes: Once per week 
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Animal Room Conditions: 

 

Temperature: 20.0 – 25.1°C 

 

Humidity 29.9 – 71.2% 

 

Lighting: 12/12 hour light/dark cycle 

 

Animal Enrichment: None 

 

3.3 Allocation 

 

The animals were assigned to a dose group within Provantis® (electronic data capture 

software) one day prior to initial dose administration using a procedure that stratifies 

animals across groups by body weight into randomized blocks (e.g. dose groups) such 

that mean body weight of each group was not statistically different from any other group 

using analysis of variance [ANOVA Statistical Analysis System (SAS) version 9.2, SAS 

Institute, Cary, NC].    All animals used in the allocation process were clinically healthy 

and had undergone preputial separation. 

 

3.4 Group Designation 

 

Table 1.  Androgen Agonist- Group Designation, Animal Identification, 

and Dose Levels 

Group 

Number 

Animal 

Identification 
Dose Groupa 

Test Substance 

Dose Level 

(mg/kg/day) 

1 01-08 
2-Ethylhexyl Paraben (Vehicle 

Control)b 
0 

2 09-16 2-Ethylhexyl Paraben 250 

3 17-24 2-Ethylhexyl Paraben 500 

4 25-32 2-Ethylhexyl Paraben 750 

5 33-40 2-Ethylhexyl Paraben 1000 

a2-Ethylyhexyl paraben was administered by oral gavage 
bNegative (vehicle) control group 
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Table 2.  Androgen Antagonist- Group Designation, Animal 

Identification, Dose Group Levels 

Group 

Number 

Animal 

Identification 
Dose Groupa 

Test or 

Reference 

Substance 

Dose Level 

(mg/kg/day) 

6b 41-48 

2-Ethylhexyl Paraben 

 +  

Testosterone Propionate 

0 + 0.4 

7 49-56 

2-Ethylhexyl Paraben 

+ 

Testosterone Propionate 

250 + 0.4 

8 57-64 

2-Ethylhexyl Paraben 

+ 

Testosterone Propionate 

500 + 0.4 

9 65-72 

2-Ethylhexyl Paraben 

+ 

Testosterone Propionate 

750 + 0.4 

10 73-80 

2-Ethylhexyl Paraben 

+ 

Testosterone Propionate 

1000 + 0.4 

11c 81-88 Flutamide + Testosterone Propionate 3.0 + 0.4 

a2-Ethylhexyl paraben and flutamide were administered via oral gavage; testosterone propionate was 

administered via subcutaneous injection 
bNegative (vehicle) control (vehicle + testosterone propionate only) for antagonist assay (Table 2) and positive 

control for the agonist assay (Table 1) 
cPositive control 

 

3.5 Dose Administration 

 

The test substance, FT (reference substance), and vehicle control (corn oil) dose 

formulations were administered by oral gavage at a dose volume of 5 mL/kg body 

weight.  TP dose formulations were administered by subcutaneous injection into the 

dorsoscapular region at a dose volume of 0.5 mL/kg body weight.  In co-administered 

animals, oral gavage preceded subcutaneous injections.  

 

The dose formulations were administered on a staggered start for 10 consecutive days 

(PND 59/60 through PND 68/69).  The first four animals from each group were dosed 

beginning on PND 59 and the second four from each group on PND 60.  Dosing occurred 

24 hours (± 2 hours) from the previous dose.  Dose volume was determined on individual 

animal daily body weight. The dosing sequence was stratified across dose groups; one 

animal from each group and then repeated until all animals were dosed.   
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3.5.1 Justification of Route of Administration 

 

Selection of the route of administration was in accordance with the test guidelines 

(U.S. EPA, 2009 and OECD, 2009). 

 

3.5.2 Justification of Dose Levels 

 

A dose range finding study was conducted to select a maximum tolerated dose 

(MTD) for this assay.  Intact Sprague Dawley male rats were administered 0, 200, 

400, 600, 800, or 1000 mg/kg/day 2-ethylhexyl paraben in corn oil via oral 

gavage from PND 36 through 49 (n=4 per dose group).  All rats survived to the 

scheduled termination.  Two animals administered 1000 mg/kg/day 2-ethylhexyl 

paraben were lethargic three hours following dosing on Study Day 1, but were 

normal thereafter.  One animal administered 800 mg/kg/day 2-ethylhexyl paraben 

was observed with an ungroomed appearance on Study Day 7 both before and 

after dose administration which coincided with a 21.6 g body weight loss from the 

previous day.   

 

Animals were humanely euthanized approximately 24 hours following the final 

dose administration.  Final body weight and body weight gain were assessed 

following ten days of dose administration and were not significantly different in 

rats administered 2-ethylhexyl paraben as compared to the vehicle control group.  

Body weights following ten days of dosing averaged 91.8%, 95.1%, 101.5%, 

90.7% (94.2% if an animal with a marked decrease is excluded), and 93.4% of 

controls in animals administered 200, 400, 600, 800, or 1000 mg/kg/day 2-

ethylhexyl paraben, respectively. 

 

Based on the results described above and the current test guideline 

recommendations, the limit dose of 1000 mg/kg/day was selected as the top dose 

to be evaluated.  

 

TP and FT dose levels were in accordance with the test guidelines (U.S. EPA, 

2009; OECD, 2009).  

 

3.5.3 Disposal of Dose Formulations 

 

Dose formulations were disposed of as hazardous material following dosing each 

day. 

 

3.6 In-Life Animal Observations 

 

Mortality/Moribundity: Twice daily on weekdays, once daily on weekends/holidays 
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Clinical Observations: Observed within two days of arrival, again for allocation of 

animals to study groups, daily prior to dose administration, 

and prior to euthanasia.  

 

Cage-Side Observations: Observed 1 hour (± 30 minutes) following doing each day.  

 

Body Weights: Collected within two days of arrival, again for allocation of 

animals to study groups, daily prior to dose administration, 

and prior to euthanasia. 

 

3.7 Termination 

 

Scheduled:  Twenty-four hours (± two hours) after the final dose 

administration, animals were humanely euthanized by 

carbon dioxide asphyxiation with death confirmed by 

cervical dislocation in the same order as they were dosed.  

 

Tissue Collection: Gross observations of the tissues that were excised for 

tissue weights were recorded.   

 

Tissue Weights: The following androgen-dependent tissues were excised, 

trimmed of excess adhering tissue and fat, and weighed to 

the nearest 0.1 mg: 

 

1. Ventral prostate 

2. Seminal vesicle with coagulating gland with fluid  

3. Levator ani plus bulbocavernous muscle complex 

4. Cowper’s glands (weighed as a pair) 

5. Glans penis 

 

3.8 Statistical Analysis 

 

Descriptive statistics (mean, standard deviation, coefficient of variance, and sample size) 

were calculated using Provantis version 9.3.1 (Instem, Philadelphia, PA).  Each data set 

was analyzed using Statistical Analysis System version 9.2 (SAS Institute, Cary, NC).  In 

the androgen agonist phase, data collected from animals administered 2-ethylhexyl 

paraben were compared to the negative control group (0 mg/kg/day 2-ethylhexyl 

paraben).  In the androgen antagonist phase, data collected from animals co-administered 

2-ethylhexyl paraben and TP were compared to the animals co-administered 0 mg/kg/day 

2-ethylhexyl paraben and TP.   

 

Studentized residual plots were used to detect possible outliers and Levene's test was 

used to assess homogeneity of variance.  Final body weight, body weight gain, and tissue 

weights were analyzed by one-way ANOVA followed by pairwise comparisons using a 

Dunnett’s one-tailed t-test (tissue weights) and Dunnett’s two-tailed t-test (final body 
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weight and body weight gain).  Statistically significant effects were reported when 

p<0.05.   

 

Final body weight, body weight gain, and tissue weights for animals administered the 

vehicle control and TP or TP co-administered with FT were compared to their concurrent 

control group by appropriate t-tests.  Statistically significant effects were reported when 

p<0.05. 

 

 

3.9 Record Retention 

 

Upon acceptance of the final report, dose formulation samples and the feed diet sample 

will be discarded.  All original data [including the original signed study protocol, test 

substance information, animal receipt records, animal caretaker records, body weight 

records, clinical observations, etc.] and the original final report will be maintained by ILS 

for five years following finalization of the study report.  Transfer of study records may be 

requested by the Sponsor prior to the end of the five-year archival period.  At the end of 

the five-year archival period, the Sponsor will be notified for direction of appropriate 

disposition of study records remaining at ILS.    
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RESULTS 

 

4.1 Dose Formulation Analysis 

 

Dose formulations concentration and homogeneity results were within the acceptable 

criteria (Appendix VI).  

 

Table 3.  Dose Formulation Concentration and Homogeneity Results 

Preparation Date: 25 January 2016 

Dose Group 

Nominal Dose 

Concentration 

(mg/mL) 

Actual Dose 

Concentration* 

(mg/mL) 

[Percent of 

Nominal] 

Percent CV* 

(Homogeneity) 

Nominal 

Dose Level 

(mg/kg/day) 

2-Ethylhexyl 

Paraben 
50 48.3 [96.5] 1.13 250 

2-Ethylhexyl 

Paraben 
100 95.2 [95.2] 1.26 500 

2-Ethylhexyl 

Paraben 
150 139 [92.4] 2.33 750 

2-Ethylhexyl 

Paraben 
200 181 [90.4] 6.20 1000 

Abbreviation: CV - coefficient of variation 

*See Appendix VI 

 

4.2 In-Life Animal Observations 

 

Mortality/Moribundity 

 

Androgen Agonist 

 

All animals survived to the scheduled termination with no animals showing signs of 

moribundity.   

 

Androgen Antagonist 

 

All animals survived to the scheduled termination with no animals showing signs of 

moribundity. 
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Clinical and Cage-Side Observations 

 

Cage-side (1 hour) and clinical observations (~24 hours) were performed post-dose 

administration.  Individual animal data are listed in Appendix I. 

 

Androgen Agonist 

 

No 2-ethylhexyl paraben dose-related abnormal clinical observations were noted in 

animals administered 0, 250, or 500 mg/kg/day.  One animal (#32) administered 750 

mg/kg/day exhibited decreased movement post dose on Study Day 10, with no other 

abnormal findings in the dose group. Three animals administered 1000 mg/kg/day 

2-ethylhexyl paraben were observed with abnormal findings: animal #33 exhibited rales 

on Study Days 5 and 6, animals #38 and #40 exhibited decreased movement post-dose on 

Study Day 9. The remaining five animals in the group were normal throughout the dosing 

period.  

 

Androgen Antagonist 

 

Animals administered 0, 250, or 750 mg/kg/day 2-ethylhexyl paraben plus TP were 

normal during the dosing period. One animal (#59) administered 500 mg/kg/day 

2-ethylhexyl paraben plus TP had a scab on the dorsal neck from Study Day 5 through 

termination. Two animals administered 1000 mg/kg/day 2-ethylhexyl paraben plus TP 

exhibited abnormal clinical observations: animal #78 showed decreased movement post-

dose on Study Day 10 followed with a rough coat on Study Day 11, while animal #80 

exhibited rales on Study Day 9.  

 

Body Weights 

 

Group mean initial and final body weights and body weight changes for animals 

euthanized following ten consecutive days of 2-ethylhexyl paraben administration are 

presented in Table 4 (agonist assay) and Table 5 (antagonist assay). Individual animal 

data are listed in Appendix II.   

 

Androgen Agonist (Table 4) 
 

There were no statistically significant changes in final body weight or body weight gain 

in animals administered 250, 500, or 750 mg/kg/day 2-ethylhexyl paraben compared to 

the concurrent negative control group.  There was a statistically significant decrease in 

body weight gain (decrease of 34% from control), but not final body weight, in animals 

administered 1000 mg/kg/day 2-ethylhexyl paraben compared to the negative control 

group (Group 1).  A statistically significant increase in body weight gain was observed in 

animals administered the positive control compared to the negative control group (Group 

1).   
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Androgen Antagonist (Table 5) 

 

There were no statistically significant changes in final body weight or body weight gain 

in animals administered 250, 500, or 750 mg/kg/day 2-ethylhexyl paraben plus TP 

compared to the concurrent negative control group (Group 6).  There was a statistically 

significant decrease in body weight gain (decrease of 26% from control) in animals 

administered 1000 mg/kg/day 2-ethylhexyl paraben plus TP, but not final body weight, 

compared to the negative control group (Group 6).  Administration of the positive control 

(FT plus TP) did not lead to a significantly altered final body weight or body weight gain 

compared to the concurrent control group.  

 

Table 4.  Androgen Agonist; Body Weight Changes in Male Sprague Dawley Rats  

Group 

Number 
Dose Groupa 

Test or 

Reference 

Substance Dose 

Level 

(mg/kg/day) 

n 

Initial Mean 

Body Weight 

(g) ± SD 

Final Mean 

Body Weight  

(g) ± SD 

Mean Body 

Weight Gain 

(g) ± SD 

Final Body 

Weight 

Percent of 

Control 

1 

2-Ethylhexyl 

Parabenb 

(Vehicle 

Control) 

0 8 285.6 ± 23.4 345.3 ± 33.1 59.8 ± 13.3 - 

2 
2-Ethylhexyl 

Paraben 
250 8 275.3 ± 29.7 335.7 ± 39.7 60.4 ± 12.2 97.2 

3 
2-Ethylhexyl 

Paraben 
500 8 282.5 ± 16.7 343.5 ± 13.2 61.0 ± 8.2 99.5 

4 
2-Ethylhexyl 

Paraben 
750 8 273.9 ± 22.8 324.6 ± 23.7 50.6 ± 7.4 94.0 

5 
2-Ethylhexyl 

Paraben 
1000 8 281.1 ± 23.2 320.3 ± 25.8 39.2 ± 10.8* 92.7 

6 

2-Ethylhexyl 

Paraben + TPc 

(Positive 

Control 

0 + 0.4 8 279.0 ± 20.4 370.3 ± 29.4 91.3 ± 12.8† - 

Abbreviation: SD - standard deviation, TP - testosterone propionate 
a2-Ethylhexyl paraben was administered via oral gavage; TP was administered via subcutaneous injection 
bNegative (vehicle) control 
cPositive control (antagonist negative control) 

*Statistically significant (p<0.05) compared to the vehicle control mean (Dunnett’s test) 
†Statistically significant (p<0.05) compared to the vehicle control mean (t-test) 
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Table 5.  Androgen Antagonist; Body Weight Changes in Male Sprague Dawley Rats 

Group 

Number 
Dose Groupa 

Test or 

Reference 

Substance Dose 

Level 

(mg/kg/day) 

n 

Initial Mean 

Body Weight 

(g) ± SD 

Final Mean 

Body Weight  

(g) ± SD 

Mean Body 

Weight Gain 

(g) ± SD 

Final Body 

Weight 

Percent of 

Control 

6 
2-Ethylhexyl 

Paraben + TPb 
0 + 0.4 8 279.0 ± 20.4 370.3 ± 29.4 91.3 ± 12.8 - 

7 
2-Ethylhexyl 

Paraben + TP 
250 + 0.4 8 273.5 ± 25.4 355.8 ± 28.7 82.3 ± 12.6 96.1 

8 
2-Ethylhexyl 

Paraben + TP 
500 + 0.4 8 275.3 ± 22.0 363.8 ± 24.8 88.5 ± 7.8 98.2 

9 
2-Ethylhexyl 

Paraben + TP 
750 + 0.4 8 274.3 ± 24.9 357.0 ± 26.6 82.6 ± 16.7 96.4 

10 
2-Ethylhexyl 

Paraben + TP 
1000 + 0.4 8 276.6 ± 22.3 344.0 ± 31.4 67.3 ± 24.3* 92.9 

11 

FT + TPc 

(Positive 

Control)  

3.0 + 0.4 8 278.0 ± 23.7 358.7 ± 19.8 80.6 ± 11.9 96.8 

Abbreviation: SD - standard deviation, FT - flutamide, TP - testosterone propionate 
a2-Ethylhexyl paraben and flutamide were administered via oral gavage; TP was administered via subcutaneous injection 
bNegative control (agonist positive control) 
cPositive control 

*Statistically significant (p<0.05) compared to the vehicle control mean (Dunnett’s test) 

 

4.3 Necropsy Procedures 

 

Gross Observations 

 

There were no abnormal gross observations noted in the five androgen-dependent tissues 

in either the agonist or antagonist phases of the study at necropsy. 

 

Group data are listed in Appendix III.  

 

Tissue Weights 

 

Group mean weights of glans penis, Cowper’s glands, LABC, ventral prostate, and 

seminal vesicle for animals euthanized following ten consecutive days administration are 

presented in Table 6 (agonist assay) and Table 7 (antagonist assay).  Individual animal 

tissue weight data are listed in Appendix IV. 
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Androgen Agonist (Table 6) 

 

No statistically significant effect was observed on glans penis, Cowper’s glands, LABC, 

ventral prostate, and seminal vesicle tissue weights in animals administered up to 1000 

mg/kg/day 2-ethylhexyl paraben compared to the negative control group (Group 1). 

 

The five androgen-dependent tissue weights were significantly increased in the positive 

control group (Group 6) as compared to the negative control group.  

  

Androgen Antagonist (Table 7) 

 

No statistically significant effect was observed on glans penis, Cowper’s glands, and 

seminal vesicle tissue weights in animals co-administered 2-ethylhexyl paraben up to 

1000 mg/kg/day plus TP compared to the negative control group (Group 6).  Compared 

to the negative control group (Group 6), LABC weights were decreased from control by 

10% (statistically significant) at 500 mg/kg/day, by 9% (not statistically significant) at 

750 mg/kg/day, and by 12% (statistically significant) at 1000 mg/kg/day 2-ethylhexyl 

paraben with TP, however, there was no clear dose-response relationship. 

 

Ventral prostate weights were statistically decreased after dose administration of 1000 

mg/kg/day 2-ethylhexyl paraben with TP (20% decrease from control) when compared 

to the negative control group (Group 6). 

 

The five androgen-dependent tissues weights were significantly decreased in the positive 

control group (Group 11) compared to the negative control group.   
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Table 6.  Androgen Agonist; Androgen Dependent Tissue Weights in 

Male Sprague Dawley rats 

Group 

Number 
Dose Groupa 

Test or 

Reference 

Substance 

Dose Level 

(mg/kg/day) 

n 

Mean Glans 

Penis 

Weight (mg) 

± SD (CV) 

Mean 

Cowper’s 

Gland 

Weight 

(mg) ± SD 

(CV) 

Mean LABC 

Weight (mg) 

± SD (CV) 

Mean Ventral 

Prostate 

Weight (mg) ± 

SD (CV) 

Mean 

Seminal 

Vesicle 

Weight (mg) 

± SD (CV) 

1 

2-Ethylhexyl 

Parabenb 

(Vehicle 

Control) 

0 8 
59.3 ± 6.7 

(11) 

9.3 ± 2.6 

(28) 

190.7 ± 42.1 

(22) 

21.0 ± 2.2 

(10) 

68.6 ± 14.1 

(21) 

2 
2-Ethylhexyl 

Paraben 
250 8 

55.8 ± 6.1 

(10) 

8.8 ± 3.3 

(38) 

192.6 ± 35.7 

(19) 

19.2 ± 4.8 

(25) 

67.2 ± 18.9 

(28) 

3 
2-Ethylhexyl 

Paraben 
500 8 

56.6 ± 5.5 

(10) 

9.2 ± 2.3 

(24) 

211.3 ± 34.2 

(16) 

20.0 ± 4.2 

(21) 

72.4 ± 14.7 

(20) 

4 
2-Ethylhexyl 

Paraben 
7500 8 

58.6 ± 7.7 

(13) 

9.4 ± 3.0 

(32) 

201.6 ± 9.2 

(05) 

19.6 ± 2.7 

(14) 

67.1 ± 9.1 

(14) 

5 
2-Ethylhexyl 

Paraben 
1000 8 

61.9 ± 6.2 

(10) 

8.8 ± 2.6 

(29) 

204.8 ± 22.9 

(11) 

20.0 ± 3.3 

(17) 

59.3 ± 5.7 

(10) 

6 

2-Ethylhexyl 

Paraben + 

TPc (Positive 

Control)  

0 + 0.4 8 
94.0 ± 5.9† 

(06) 
59.1 ± 8.2† 

(14) 
656.6 ± 49.8† 

(08) 
217.3 ± 29.5† 

(14) 
835.3 ± 76.8† 

(09) 

Abbreviations: SD - standard deviation; LABC - levator ani plus bulbocavernous muscle 

complex; CV- coefficient of variation, TP - testosterone propionate 
a2-Ethylhexyl paraben was administered via oral gavage; TP was administered via subcutaneous injection 
bNegative (vehicle) control 
cPositive control (antagonist negative control) 

†Statistically significant (p<0.05) compared to the vehicle control mean (t-test) 
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Table 7.  Androgen Antagonist; Androgen Dependent Tissue Weights 

in Male Sprague Dawley Rats 

Group 

Number 
Dose Groupa 

Test or 

Reference 

Substance 

Dose Level 

(mg/kg/day) 

n 

Mean Glans 

Penis 

Weight (mg) 

± SD (CV) 

Mean 

Cowper’s 

Gland 

Weight 

(mg) ± SD 

(CV) 

Mean LABC 

Weight (mg) 

± SD (CV) 

Mean Ventral 

Prostate 

Weight (mg) ± 

SD (CV) 

Mean 

Seminal 

Vesicle 

Weight (mg) 

± SD (CV) 

6 

2-Ethylhexyl 

Paraben + 

TPb  

0 + 0.4 8 
94.0 ± 5.9 

(06) 

59.1 ± 8.2 

(14) 

656.6 ± 49.8 

(08) 

217.3 ± 29.5 

(14) 

835.3 ± 76.8 

(09) 

7 
2-Ethylhexyl 

Paraben + TP 
250 + 0.4 8 

88.2 ± 9.9 

(11) 

52.6 ± 10.4 

(20) 

618.4 ± 45.4 

(07) 

211.4 ± 41.8 

(20) 

856.9 ± 122.2 

(14) 

8 
2-Ethylhexyl 

Paraben +TP 
500 + 0.4 8 

93.4 ± 12.3 

(13) 

59.2 ± 8.5 

(14) 

590.1 ± 

60.3* 

(10) 

202.4 ± 42.3 

(21) 

810.9  ± 129.0 

(16) 

9 
2-Ethylhexyl 

Paraben +TP 
750 + 0.4 8 

87.5 ± 10.3 

(12) 

52.9 ± 5.9 

(11) 

599.6 ± 73.1 

(12) 

201.4 ± 34.4 

(17) 

850.1 ± 133.4 

(16) 

10 
2-Ethylhexyl 

Paraben +TP 
1000 + 0.4 8 

96.5 ± 6.2 

(06) 

50.0 ± 8.9 

(18) 

575.9 ± 

62.7* 

(11) 

174.7 ± 

25.6* 

(15) 

867.9 ± 98.8 

(11) 

11 

FT + TPc 

(Positive 

Control)  

3.0 + 0.4 8 
71.0 ± 7.2† 

(10) 
23.4 ± 4.5† 

(19) 
296.0 ± 69.1† 

(23) 
67.5 ± 14.4† 

(21) 
208.9 ± 45.0† 

(22) 

Abbreviations: SD - standard deviation; LABC - levator ani plus bulbocavernous muscle 

complex; CV- coefficient of variation; TP - testosterone propionate; FT - flutamide  
a2-Ethylhexyl Paraben and flutamide were administered via oral gavage; TP was administered via subcutaneous 

injection 
bNegative control (agonist positive control) 
cPositive control 

*Statistically significant (p<0.05) compared to the vehicle control mean (Dunnett’s test) 

†Statistically significant (p<0.05) compared to the vehicle control mean (t-test) 
 

4.4 Performance Criteria 

 

Agonist 

 

The coefficient of variation (CV) for all androgen-dependent tissues for the negative 

control group (Group 1) and 1000 mg/kg/day 2-ethylhexyl paraben administered animals 

(Group 5) were below the maximum allowable limits (Table 8). 

 

Antagonist  
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All androgen-dependent tissue CVs for the negative control group (Group 6) and 1000 

mg/kg/day 2-ethylhexyl paraben plus TP administered animals (Group 10) were below 

the maximum allowable limit (Table 8). 

 

Table 8.  Maximum Allowable and ILS Coefficient of Variations 

Tissue 

EPA Maximum 

Allowable CV* 

Androgen 

Agonist 

Androgen 

Agonist CV** 

(Control / High 

Dose) 

EPA 

Maximum 

Allowable CV* 

Androgen 

Antagonist 

Androgen 

Antagonist CV*** 

(Control / High 

Dose) 

Glans Penis 22% 11% / 10% 17% 06% / 06% 

Cowper's Glands 55% 28% / 29% 35% 14% / 18% 

LABC 30% 22% / 11% 20% 08% / 11% 

Ventral Prostate 45% 10% / 17% 40% 14% / 15% 

Seminal Vesicle 40% 21% / 10% 40% 09% / 11% 

*Source: U.S. EPA (2009), OECD (2009) 

**See Table 6. 

***See Table 7. 
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CONCLUSION 
 

2-Ethylhexyl paraben was evaluated in the Hershberger Bioassay to investigate its potential 

androgen agonist/antagonist activity and 5α-reductase inhibition properties using a castrated 

Sprague Dawley rat model.  Tissue weight performance criteria were met.  2-Ethylhexyl paraben 

was evaluated up to, and including the limit dose (1000 mg/kg/day).   

 

Based on these findings, using the castrated rat model Hershberger Bioassay, the oral gavage 

administration of 2-ethylhexyl paraben up to the limit dose of 1000 mg/kg/day did not produce 

any evidence of androgen agonist activity.   

  

In the androgen antagonist assay, statistically significant decreases were noted in two of the five 

tissue weights (LABC and ventral prostate) which could be indicative of androgen antagonist 

activity.   Relatively small reductions in LABC weights were observed in the top three dose 

groups (statistically significant at 500 and 1000 mg/kg/day) and ventral prostate weights were 

statistically significantly decreased at 1000 mg/kg/day.  However,  it is not clear if the reductions 

in LABC weights are related to 2-ethyhexyl paraben administration in the three highest dose 

groups (500, 750, and 1000 mg/kg/day) because they are of similar magnitude, showed no clear 

dose-response relationship, and are not all statistically significant.  Further, glans penis, 

Cowper’s gland, and seminal vesicle weights showed no degree of reduced growth.  
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APPENDIX I: Individual Animal 

Clinical and Cage-Side 

Observation Data 
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
1      m       01   No Abnormalities Detected                       X           X           X           X           X           X           X   
               02   No Abnormalities Detected                       X           X           X           X           X           X           X   
               03   No Abnormalities Detected                       X           X           X           X           X           X           X   
               04   No Abnormalities Detected                       X           X           X           X           X           X           X   
               05   No Abnormalities Detected                       X           X           X           X           X           X           X   
               06   No Abnormalities Detected                       X           X           X           X           X           X           X   
               07   No Abnormalities Detected                       X           X           X           X           X           X           X   
               08   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
1      m       01   No Abnormalities Detected                       X           X           X           X           X           X           X   
               02   No Abnormalities Detected                       X           X           X           X           X           X           X   
               03   No Abnormalities Detected                       X           X           X           X           X           X           X   
               04   No Abnormalities Detected                       X           X           X           X           X           X           X   
               05   No Abnormalities Detected                       X           X           X           X           X           X           X   
               06   No Abnormalities Detected                       X           X           X           X           X           X           X   
               07   No Abnormalities Detected                       X           X           X           X           X           X           X   
               08   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
1      m       01   No Abnormalities Detected                       X           X           X           X           X           X           X   
               02   No Abnormalities Detected                       X           X           X           X           X           X           X   
               03   No Abnormalities Detected                       X           X           X           X           X           X           X   
               04   No Abnormalities Detected                       X           X           X           X           X           X           X   
               05   No Abnormalities Detected                       X           X           X           X           X           X           X   
               06   No Abnormalities Detected                       X           X           X           X           X           X           X   
               07   No Abnormalities Detected                       X           X           X           X           X           X           X   
               08   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
2      m       09   No Abnormalities Detected                       X           X           X           X           X           X           X   
               10   No Abnormalities Detected                       X           X           X           X           X           X           X   
               11   No Abnormalities Detected                       X           X           X           X           X           X           X   
               12   No Abnormalities Detected                       X           X           X           X           X           X           X   
               13   No Abnormalities Detected                       X           X           X           X           X           X           X   
               14   No Abnormalities Detected                       X           X           X           X           X           X           X   
               15   No Abnormalities Detected                       X           X           X           X           X           X           X   
               16   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
2      m       09   No Abnormalities Detected                       X           X           X           X           X           X           X   
               10   No Abnormalities Detected                       X           X           X           X           X           X           X   
               11   No Abnormalities Detected                       X           X           X           X           X           X           X   
               12   No Abnormalities Detected                       X           X           X           X           X           X           X   
               13   No Abnormalities Detected                       X           X           X           X           X           X           X   
               14   No Abnormalities Detected                       X           X           X           X           X           X           X   
               15   No Abnormalities Detected                       X           X           X           X           X           X           X   
               16   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         



ILS Project No. – Study No.:  10005.0103; The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

 

 

 

Page 38 of 231 

                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
2      m       09   No Abnormalities Detected                       X           X           X           X           X           X           X   
               10   No Abnormalities Detected                       X           X           X           X           X           X           X   
               11   No Abnormalities Detected                       X           X           X           X           X           X           X   
               12   No Abnormalities Detected                       X           X           X           X           X           X           X   
               13   No Abnormalities Detected                       X           X           X           X           X           X           X   
               14   No Abnormalities Detected                       X           X           X           X           X           X           X   
               15   No Abnormalities Detected                       X           X           X           X           X           X           X   
               16   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
3      m       17   No Abnormalities Detected                       X           X           X           X           X           X           X   
               18   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Scab                        Left Ear            .           .           .           .           .           .           .   
                    Scab                        Right Ear           .           .           .           .           .           .           .   
               19   No Abnormalities Detected                       X           X           X           X           X           X           X   
               20   No Abnormalities Detected                       X           X           X           X           X           X           X   
               21   No Abnormalities Detected                       X           X           X           X           X           X           X   
               22   No Abnormalities Detected                       X           X           X           X           X           X           X   
               23   No Abnormalities Detected                       X           X           X           X           X           X           X   
               24   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
3      m       17   No Abnormalities Detected                       X           X           X           X           X           X           X   
               18   No Abnormalities Detected                       X           .           .           .           .           X           X   
                    Scab                        Left Ear            .           X           X           X           X           .           .   
                    Scab                        Right Ear           .           X           X           X           X           .           .   
               19   No Abnormalities Detected                       X           X           X           X           X           X           X   
               20   No Abnormalities Detected                       X           X           X           X           X           X           X   
               21   No Abnormalities Detected                       X           X           X           X           X           X           X   
               22   No Abnormalities Detected                       X           X           X           X           X           X           X   
               23   No Abnormalities Detected                       X           X           X           X           X           X           X   
               24   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
3      m       17   No Abnormalities Detected                       X           X           X           X           X           X           X   
               18   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Scab                        Left Ear            .           .           .           .           .           .           .   
                    Scab                        Right Ear           .           .           .           .           .           .           .   
               19   No Abnormalities Detected                       X           X           X           X           X           X           X   
               20   No Abnormalities Detected                       X           X           X           X           X           X           X   
               21   No Abnormalities Detected                       X           X           X           X           X           X           X   
               22   No Abnormalities Detected                       X           X           X           X           X           X           X   
               23   No Abnormalities Detected                       X           X           X           X           X           X           X   
               24   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
4      m       25   No Abnormalities Detected                       X           X           X           X           X           X           X   
               26   No Abnormalities Detected                       X           X           X           X           X           X           X   
               27   No Abnormalities Detected                       X           X           X           X           X           X           X   
               28   No Abnormalities Detected                       X           X           X           X           X           X           X   
               29   No Abnormalities Detected                       X           X           X           X           X           X           X   
               30   No Abnormalities Detected                       X           X           X           X           X           X           X   
               31   No Abnormalities Detected                       X           X           X           X           X           X           X   
               32   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
4      m       25   No Abnormalities Detected                       X           X           X           X           X           X           X   
               26   No Abnormalities Detected                       X           X           X           X           X           X           X   
               27   No Abnormalities Detected                       X           X           X           X           X           X           X   
               28   No Abnormalities Detected                       X           X           X           X           X           X           X   
               29   No Abnormalities Detected                       X           X           X           X           X           X           X   
               30   No Abnormalities Detected                       X           X           X           X           X           X           X   
               31   No Abnormalities Detected                       X           X           X           X           X           X           X   
               32   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
4      m       25   No Abnormalities Detected                       X           X           X           X           X           X           X   
               26   No Abnormalities Detected                       X           X           X           X           X           X           X   
               27   No Abnormalities Detected                       X           X           X           X           X           X           X   
               28   No Abnormalities Detected                       X           X           X           X           X           X           X   
               29   No Abnormalities Detected                       X           X           X           X           X           X           X   
               30   No Abnormalities Detected                       X           X           X           X           X           X           X   
               31   No Abnormalities Detected                       X           X           X           X           X           X           X   
               32   No Abnormalities Detected                       X           X           X           X           X           .           X   
                    Decreased Movement                              .           .           .           .           .           X           .   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
5      m       33   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Rales                                           .           .           .           .           .           .           .   
               34   No Abnormalities Detected                       X           X           X           X           X           X           X   
               35   No Abnormalities Detected                       X           X           X           X           X           X           X   
               36   No Abnormalities Detected                       X           X           X           X           X           X           X   
               37   No Abnormalities Detected                       X           X           X           X           X           X           X   
               38   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
               39   No Abnormalities Detected                       X           X           X           X           X           X           X   
               40   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
5      m       33   No Abnormalities Detected                       X           .           .           .           .           X           X   
                    Rales                                           .           X           X           X           X           .           .   
               34   No Abnormalities Detected                       X           X           X           X           X           X           X   
               35   No Abnormalities Detected                       X           X           X           X           X           X           X   
               36   No Abnormalities Detected                       X           X           X           X           X           X           X   
               37   No Abnormalities Detected                       X           X           X           X           X           X           X   
               38   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
               39   No Abnormalities Detected                       X           X           X           X           X           X           X   
               40   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
5      m       33   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Rales                                           .           .           .           .           .           .           .   
               34   No Abnormalities Detected                       X           X           X           X           X           X           X   
               35   No Abnormalities Detected                       X           X           X           X           X           X           X   
               36   No Abnormalities Detected                       X           X           X           X           X           X           X   
               37   No Abnormalities Detected                       X           X           X           X           X           X           X   
               38   No Abnormalities Detected                       X           X           X           .           X           X           X   
                    Decreased Movement                              .           .           .           X           .           .           .   
               39   No Abnormalities Detected                       X           X           X           X           X           X           X   
               40   No Abnormalities Detected                       X           X           X           .           X           X           X   
                    Decreased Movement                              .           .           .           X           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
6      m       41   No Abnormalities Detected                       X           X           X           X           X           X           X   
               42   No Abnormalities Detected                       X           X           X           X           X           X           X   
               43   No Abnormalities Detected                       X           X           X           X           X           X           X   
               44   No Abnormalities Detected                       X           X           X           X           X           X           X   
               45   No Abnormalities Detected                       X           X           X           X           X           X           X   
               46   No Abnormalities Detected                       X           X           X           X           X           X           X   
               47   No Abnormalities Detected                       X           X           X           X           X           X           X   
               48   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         



ILS Project No. – Study No.:  10005.0103; The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

 

 

 

Page 49 of 231 

                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
6      m       41   No Abnormalities Detected                       X           X           X           X           X           X           X   
               42   No Abnormalities Detected                       X           X           X           X           X           X           X   
               43   No Abnormalities Detected                       X           X           X           X           X           X           X   
               44   No Abnormalities Detected                       X           X           X           X           X           X           X   
               45   No Abnormalities Detected                       X           X           X           X           X           X           X   
               46   No Abnormalities Detected                       X           X           X           X           X           X           X   
               47   No Abnormalities Detected                       X           X           X           X           X           X           X   
               48   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
6      m       41   No Abnormalities Detected                       X           X           X           X           X           X           X   
               42   No Abnormalities Detected                       X           X           X           X           X           X           X   
               43   No Abnormalities Detected                       X           X           X           X           X           X           X   
               44   No Abnormalities Detected                       X           X           X           X           X           X           X   
               45   No Abnormalities Detected                       X           X           X           X           X           X           X   
               46   No Abnormalities Detected                       X           X           X           X           X           X           X   
               47   No Abnormalities Detected                       X           X           X           X           X           X           X   
               48   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
7      m       49   No Abnormalities Detected                       X           X           X           X           X           X           X   
               50   No Abnormalities Detected                       X           X           X           X           X           X           X   
               51   No Abnormalities Detected                       X           X           X           X           X           X           X   
               52   No Abnormalities Detected                       X           X           X           X           X           X           X   
               53   No Abnormalities Detected                       X           X           X           X           X           X           X   
               54   No Abnormalities Detected                       X           X           X           X           X           X           X   
               55   No Abnormalities Detected                       X           X           X           X           X           X           X   
               56   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
7      m       49   No Abnormalities Detected                       X           X           X           X           X           X           X   
               50   No Abnormalities Detected                       X           X           X           X           X           X           X   
               51   No Abnormalities Detected                       X           X           X           X           X           X           X   
               52   No Abnormalities Detected                       X           X           X           X           X           X           X   
               53   No Abnormalities Detected                       X           X           X           X           X           X           X   
               54   No Abnormalities Detected                       X           X           X           X           X           X           X   
               55   No Abnormalities Detected                       X           X           X           X           X           X           X   
               56   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
7      m       49   No Abnormalities Detected                       X           X           X           X           X           X           X   
               50   No Abnormalities Detected                       X           X           X           X           X           X           X   
               51   No Abnormalities Detected                       X           X           X           X           X           X           X   
               52   No Abnormalities Detected                       X           X           X           X           X           X           X   
               53   No Abnormalities Detected                       X           X           X           X           X           X           X   
               54   No Abnormalities Detected                       X           X           X           X           X           X           X   
               55   No Abnormalities Detected                       X           X           X           X           X           X           X   
               56   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         



ILS Project No. – Study No.:  10005.0103; The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

 

 

 

Page 54 of 231 

                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
8      m       57   No Abnormalities Detected                       X           X           X           X           X           X           X   
               58   No Abnormalities Detected                       X           X           X           X           X           X           X   
               59   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Scab                        Dorsal Neck         .           .           .           .           .           .           .   
               60   No Abnormalities Detected                       X           X           X           X           X           X           X   
               61   No Abnormalities Detected                       X           X           X           X           X           X           X   
               62   No Abnormalities Detected                       X           X           X           X           X           X           X   
               63   No Abnormalities Detected                       X           X           X           X           X           X           X   
               64   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
8      m       57   No Abnormalities Detected                       X           X           X           X           X           X           X   
               58   No Abnormalities Detected                       X           X           X           X           X           X           X   
               59   No Abnormalities Detected                       X           .           .           .           .           .           .   
                    Scab                        Dorsal Neck         .           X           X           X           X           X           X   
               60   No Abnormalities Detected                       X           X           X           X           X           X           X   
               61   No Abnormalities Detected                       X           X           X           X           X           X           X   
               62   No Abnormalities Detected                       X           X           X           X           X           X           X   
               63   No Abnormalities Detected                       X           X           X           X           X           X           X   
               64   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
8      m       57   No Abnormalities Detected                       X           X           X           X           X           X           X   
               58   No Abnormalities Detected                       X           X           X           X           X           X           X   
               59   No Abnormalities Detected                       .           .           .           .           .           .           .   
                    Scab                        Dorsal Neck         X           X           X           X           X           X           X   
               60   No Abnormalities Detected                       X           X           X           X           X           X           X   
               61   No Abnormalities Detected                       X           X           X           X           X           X           X   
               62   No Abnormalities Detected                       X           X           X           X           X           X           X   
               63   No Abnormalities Detected                       X           X           X           X           X           X           X   
               64   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
9      m       65   No Abnormalities Detected                       X           X           X           X           X           X           X   
               66   No Abnormalities Detected                       X           X           X           X           X           X           X   
               67   No Abnormalities Detected                       X           X           X           X           X           X           X   
               68   No Abnormalities Detected                       X           X           X           X           X           X           X   
               69   No Abnormalities Detected                       X           X           X           X           X           X           X   
               70   No Abnormalities Detected                       X           X           X           X           X           X           X   
               71   No Abnormalities Detected                       X           X           X           X           X           X           X   
               72   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
9      m       65   No Abnormalities Detected                       X           X           X           X           X           X           X   
               66   No Abnormalities Detected                       X           X           X           X           X           X           X   
               67   No Abnormalities Detected                       X           X           X           X           X           X           X   
               68   No Abnormalities Detected                       X           X           X           X           X           X           X   
               69   No Abnormalities Detected                       X           X           X           X           X           X           X   
               70   No Abnormalities Detected                       X           X           X           X           X           X           X   
               71   No Abnormalities Detected                       X           X           X           X           X           X           X   
               72   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
9      m       65   No Abnormalities Detected                       X           X           X           X           X           X           X   
               66   No Abnormalities Detected                       X           X           X           X           X           X           X   
               67   No Abnormalities Detected                       X           X           X           X           X           X           X   
               68   No Abnormalities Detected                       X           X           X           X           X           X           X   
               69   No Abnormalities Detected                       X           X           X           X           X           X           X   
               70   No Abnormalities Detected                       X           X           X           X           X           X           X   
               71   No Abnormalities Detected                       X           X           X           X           X           X           X   
               72   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
10     m       73   No Abnormalities Detected                       X           X           X           X           X           X           X   
               74   No Abnormalities Detected                       X           X           X           X           X           X           X   
               75   No Abnormalities Detected                       X           X           X           X           X           X           X   
               76   No Abnormalities Detected                       X           X           X           X           X           X           X   
               77   No Abnormalities Detected                       X           X           X           X           X           X           X   
               78   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
                    Rough Coat                                      .           .           .           .           .           .           .   
               79   No Abnormalities Detected                       X           X           X           X           X           X           X   
               80   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Rales                                           .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
10     m       73   No Abnormalities Detected                       X           X           X           X           X           X           X   
               74   No Abnormalities Detected                       X           X           X           X           X           X           X   
               75   No Abnormalities Detected                       X           X           X           X           X           X           X   
               76   No Abnormalities Detected                       X           X           X           X           X           X           X   
               77   No Abnormalities Detected                       X           X           X           X           X           X           X   
               78   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Decreased Movement                              .           .           .           .           .           .           .   
                    Rough Coat                                      .           .           .           .           .           .           .   
               79   No Abnormalities Detected                       X           X           X           X           X           X           X   
               80   No Abnormalities Detected                       X           X           X           X           X           X           X   
                    Rales                                           .           .           .           .           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
10     m       73   No Abnormalities Detected                       X           X           X           X           X           X           X   
               74   No Abnormalities Detected                       X           X           X           X           X           X           X   
               75   No Abnormalities Detected                       X           X           X           X           X           X           X   
               76   No Abnormalities Detected                       X           X           X           X           X           X           X   
               77   No Abnormalities Detected                       X           X           X           X           X           X           X   
               78   No Abnormalities Detected                       X           X           X           X           X           .           .   
                    Decreased Movement                              .           .           .           .           .           X           .   
                    Rough Coat                                      .           .           .           .           .           .           X   
               79   No Abnormalities Detected                       X           X           X           X           X           X           X   
               80   No Abnormalities Detected                       X           X           .           .           X           X           X   
                    Rales                                           .           .           X           X           .           .           .   
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    1           1           2           2           3           3           4   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
11     m       81   No Abnormalities Detected                       X           X           X           X           X           X           X   
               82   No Abnormalities Detected                       X           X           X           X           X           X           X   
               83   No Abnormalities Detected                       X           X           X           X           X           X           X   
               84   No Abnormalities Detected                       X           X           X           X           X           X           X   
               85   No Abnormalities Detected                       X           X           X           X           X           X           X   
               86   No Abnormalities Detected                       X           X           X           X           X           X           X   
               87   No Abnormalities Detected                       X           X           X           X           X           X           X   
               88   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal                                            
                                                                        
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    4           5           5           6           6           7           7   
                                                               1-Hour                  1-Hour                  1-Hour                  1-Hour   
Group Sex  Animal         Clinical Sign            Site       Post-Dose               Post-Dose               Post-Dose               Post-Dose 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
11     m       81   No Abnormalities Detected                       X           X           X           X           X           X           X   
               82   No Abnormalities Detected                       X           X           X           X           X           X           X   
               83   No Abnormalities Detected                       X           X           X           X           X           X           X   
               84   No Abnormalities Detected                       X           X           X           X           X           X           X   
               85   No Abnormalities Detected                       X           X           X           X           X           X           X   
               86   No Abnormalities Detected                       X           X           X           X           X           X           X   
               87   No Abnormalities Detected                       X           X           X           X           X           X           X   
               88   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
                                  
                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                        
                                                      Day numbers relative to Start Date 
 
                                                                    8           8           9           9          10          10          11   
                                                                           1-Hour                  1-Hour                  1-Hour               
Group Sex  Animal         Clinical Sign            Site                   Post-Dose               Post-Dose               Post-Dose             
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
11     m       81   No Abnormalities Detected                       X           X           X           X           X           X           X   
               82   No Abnormalities Detected                       X           X           X           X           X           X           X   
               83   No Abnormalities Detected                       X           X           X           X           X           X           X   
               84   No Abnormalities Detected                       X           X           X           X           X           X           X   
               85   No Abnormalities Detected                       X           X           X           X           X           X           X   
               86   No Abnormalities Detected                       X           X           X           X           X           X           X   
               87   No Abnormalities Detected                       X           X           X           X           X           X           X   
               88   No Abnormalities Detected                       X           X           X           X           X           X           X   
  
  
  
  
  
  
  
  
  
  
  
  
  
  
  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
Severity Codes: X = Present                                                                                                                     
                                                                         
Group 1 - 0 mg/kg/day 2 EHP          Group 2 - 250 mg/kg/day 2EHP         Group 3 - 500 mg/kg/day 2EHP                                          
Group 4 - 750 mg/kg/day 2EHP         Group 5 - 1000 mg/kg/day 2EHP        Group 6 - 0 mg/kg/day 2EHP                                            
Group 7 - 250 mg/kg/day 2EHP         Group 8 - 500 mg/kg/day 2EHP         Group 9 - 750 mg/kg/day 2EHP                                          
Group 10 - 1000 mg/kg/day 2EHP       Group 11 - 3.0 mg/kg/day Flutamide                                                                         
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                                          Clinical Observations - Clinical Signs with Site by Animal 
 
                                 10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
 
 
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 
                                                                   Key Page 
                                                                   ƒƒƒƒƒƒƒƒ 
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Generalised Results - Animals by Mixed Parameter / Time 
 

10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 1 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

01   247.1 252.4 258.7 265.0 269.5 271.0 271.5 

02   283.9 286.5 295.1 301.9 306.1 310.7 314.5 

03   262.1 264.8 270.5 280.0 285.8 289.7 296.1 

04   314.1 319.1 326.9 334.4 341.3 343.6 353.4 

05   272.6 280.4 288.0 294.3 298.0 303.3 304.5 

06   303.5 312.7 318.4 324.6 330.4 338.9 345.8 

07   305.9 303.3 317.3 324.0 333.3 334.5 340.2 

08   295.3 288.1 304.2 303.1 306.8 309.2 312.2 

0 
mg/kg/day 
2 EHP 
  

Mean   285.56  288.41  297.39  303.41  308.90  312.61  317.28  

SD   23.44  22.91  24.11  23.73  24.86  25.32  27.74  

N   8       8       8       8       8       8       8       
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Generalised Results - Animals by Mixed Parameter / Time 
 

10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 2 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

01   277.9 269.1 291.2 293.7 46.6 

02   324.0 308.0   !¹ 336.3 341.7 57.8 

03   303.4 308.9 314.8 324.5 62.4 

04   363.5 370.0 382.8 397.1 83.0 

05   313.3 317.6 319.5 326.4 53.8 

06   351.0 354.1 357.6 364.4 60.9 

07   346.8 356.7 368.5 378.0 72.1 

08   321.1 321.3 331.1 336.8 41.5 

0 
mg/kg/day 
2 EHP 
  

Mean   325.13  325.71  337.73  345.33  59.76  

SD   27.96  32.98  30.34  33.07  13.34  

N   8       8       8       8       8       

1 [RC:Water bottle issue.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 3 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

09   290.9 294.8 305.6 312.1 314.4 327.4 329.4 

10   251.3 250.2 261.8 266.6 266.5 273.0 277.2 

11   251.6 256.0 261.8 269.8 275.0 280.1 283.0 

12   291.3 298.1 303.9 313.3 318.8 324.3 329.2 

13   322.4 330.0 335.5 346.3 350.1 355.2 361.8 

14   229.3 232.7 236.4 244.6 251.0 249.7 257.9 

15   277.1 281.0 292.4 297.7 307.0 309.9 321.5 

16   288.8 294.4 304.8 308.1 313.8 316.8 324.1 

250 
mg/kg/day 
2EHP 
  

Mean   275.34  279.65  287.78  294.81  299.58  304.55  310.51  

SD   29.66  31.52  31.97  32.56  32.64  34.35  34.39  

N   8       8       8       8       8       8       8       

%Diff   -3.6    -3.0    -3.2    -2.8    -3.0    -2.6    -2.1    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 4 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

09   339.6 349.5 355.4 366.7 75.8 

10   284.8 284.8 291.8 296.2 44.9 

11   291.9 290.7 296.0 303.5 51.9 

12   335.4 338.4 344.7 354.4 63.1 

13   369.4 376.1 384.0 391.7 69.3 

14   262.2 267.8 269.9 275.6 46.3 

15   329.1 336.9 344.5 351.4 74.3 

16   326.5 335.6 342.1 346.1 57.3 

250 
mg/kg/day 
2EHP 
  

Mean   317.36  322.48  328.55  335.70  60.36  

SD   34.85  37.15  38.44  39.66  12.18  

N   8       8       8       8       8       

%Diff   -2.4    -1.0    -2.7    -2.8    .  



ILS Project No. – Study No.:  10005.0103; The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

 

 

 

Page 72 of 231 

  

Production 
 

Generalised Results - Animals by Mixed Parameter / Time 
 

10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 5 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

17   307.3 312.4 318.3 325.6 334.5 334.2 337.0 

18   276.5 279.7 284.7 291.9 297.1 301.5 303.3 

19   290.4 291.6 301.3 307.7 313.3 315.8 321.9 

20   296.2 298.5 305.1 308.4 313.6 318.2 322.5 

21   287.8 294.4 305.6 311.0 316.6 323.1 328.7 

22   257.2 265.9 273.6 278.6 284.9 292.4 298.9 

23   263.3 268.4 279.5 283.2 288.0 293.7 300.7 

24   281.3 287.1 299.9 301.5 307.8 312.3 318.4 

500 
mg/kg/day 
2EHP 
  

Mean   282.50  287.25  296.00  300.99  306.98  311.40  316.43  

SD   16.65  15.57  15.20  15.61  16.39  14.62  14.00  

N   8       8       8       8       8       8       8       

%Diff   -1.1    -0.4    -0.5    -0.8    -0.6    -0.4    -0.3    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 6 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

17   344.8 350.1 357.4 368.2 60.9 

18   311.4 313.3 318.8 331.3 54.8 

19   327.1 332.2 339.9 348.4 58.0 

20   329.2 330.4 340.3 341.9 45.7 

21   330.9 342.3 344.6 351.2 63.4 

22   301.1 312.1 321.1 329.2 72.0 

23   291.3 313.1 322.3 330.9 67.6 

24   320.1 329.2 341.2 347.1 65.8 

500 
mg/kg/day 
2EHP 
  

Mean   319.49  327.84  335.70  343.53  61.03  

SD   17.41  14.18  13.61  13.21  8.24  

N   8       8       8       8       8       

%Diff   -1.7    0.7    -0.6    -0.5    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 7 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

25   305.7 311.2 319.0 326.4 329.6 336.8 342.3 

26   281.1 283.1 288.7 296.2 302.4 306.5 309.9 

27   271.8 275.2 278.9 284.6 288.5 292.4 296.7 

28   239.3 242.2 249.3 256.2 262.8 264.9 271.8 

29   280.0 285.2 292.2 297.7 305.0 305.3 314.8 

30   256.0 261.0 271.3 275.8 283.5 289.3 299.3 

31   300.6 305.3 309.7 311.1 320.0 323.9 327.2 

32   256.9 261.2 267.5 268.5 275.1 280.7 284.9 

750 
mg/kg/day 
2EHP 
  

Mean   273.93  278.05  284.58  289.56  295.86  299.98  305.86  

SD   22.75  23.26  22.79  23.00  22.61  23.21  22.70  

N   8       8       8       8       8       8       8       

%Diff   -4.1    -3.6    -4.3    -4.6    -4.2    -4.0    -3.6    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 8 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

25   347.3 353.8 360.4 364.3 58.6 

26   310.7 317.9 317.6 325.7 44.6 

27   305.5 309.8 315.6 322.2 50.4 

28   278.9 285.9 290.2 298.7 59.4 

29   321.7 327.0 331.5 335.6 55.6 

30   304.1 305.7 309.4 308.5 52.5 

31   333.3 337.8 345.5 345.9 45.3 

32   289.9 296.7 305.6 295.5 38.6 

750 
mg/kg/day 
2EHP 
  

Mean   311.43  316.83  321.98  324.55  50.63  

SD   22.30  22.19  22.73  23.71  7.35  

N   8       8       8       8       8       

%Diff   -4.2    -2.7    -4.7    -6.0    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 9 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

33   269.5 270.0 272.4 277.4 254.1 261.2 267.4 

34   296.5 291.5 299.9 306.4 309.9 313.2 321.2 

35   269.0 275.1 282.2 285.9 290.8 293.4 300.2 

36   264.9 262.9 268.0 275.4 280.3 281.2 287.2 

37   292.2 294.1 302.2 304.9 309.2 313.6 320.3 

38   313.5 312.2 320.5 326.1 330.4 321.7 332.0 

39   300.2 300.6 303.1 316.2 320.5 318.8 318.2 

40   243.1 242.7 254.7 258.7 265.5 267.6 271.6 

1000 
mg/kg/day 
2EHP 
  

Mean   281.11  281.14  287.88  293.88  295.09  296.34  302.26  

SD   23.18  22.65  22.08  23.08  27.00  23.99  24.52  

N   8       8       8       8       8       8       8       

%Diff   -1.6    -2.5    -3.2    -3.1    -4.5    -5.2    -4.7    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 10 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

33   271.1 273.7 281.5 290.0 20.5 

34   328.2 331.5 334.6 345.1 48.6 

35   304.8 305.6 311.0 320.3 51.3 

36   290.9 299.6 305.1 312.9 48.0 

37   326.0 333.8 334.1 332.1 39.9 

38   330.2 329.2 336.0 342.5 29.0 

39   323.5 325.3 335.9 342.9 42.7 

40   275.4 283.6 265.8 276.3 33.2 

1000 
mg/kg/day 
2EHP 
  

Mean   306.26  310.29  313.00  320.26  39.15  

SD   24.40  23.22  27.39  25.82  10.79  

N   8       8       8       8       8       

%Diff   -5.8    -4.7    -7.3    -7.3    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 11 

Comments and Markers 

Measurement Group Sex Subject Type Marker Day Page 

1 Male Result 9 02 Body Weight 2 

Comment: Water bottle issue. 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 12 

Key Page 

Headings Used Description 

Measurement Descriptions 

Bodyweight Body Weight 

Bodyweight Gain Bodyweight Gain 

Headings Used Description 

Unit Descriptions 

g g 

Measurement Descriptive 

Measurement/Statistics 

Body Weight Mean 

Standard Deviation 

Count (N) 

% Difference from Control 

Bodyweight Gain Mean 

Standard Deviation 

Count (N) 

Short Name Long Name 

Group Information 

Report Headings 1-4 

1 Vehicle Control 0 mg/kg/day 2 EHP 

2 Agonist- low dose 250 mg/kg/day 2EHP 

3 Agonist- mid-low 500 mg/kg/day 2EHP 

4 Agonist- mid-high 750 mg/kg/day 2EHP 

5 Agonist-high dos 1000 mg/kg/day 2EHP 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:16:41 Page: 13 

Key Page 

Comment Abbreviations 

RC = Result Comment 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:29:11 Page: 1 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

41   302.4 307.7 324.2 335.9 348.8 356.8 365.6 

42   292.5 298.9 309.2 320.5 328.5 336.2 343.6 

43   249.3 259.3 266.5 274.6 285.8 292.2 298.3 

44   248.7 256.3 267.1 273.3 285.2 290.8 298.6 

45   275.1 287.1 295.3 302.3 314.8 324.4 332.9 

46   290.6 299.5 303.8 316.6 320.8 331.7 332.8 

47   279.4 291.7 305.6 319.5 300.5 332.6 341.9 

48   294.1 301.3 316.7 329.3 311.6 337.4 347.9 

0 
mg/kg/day 
2EHP 
plus TP 

Mean   279.01  287.73  298.55  309.00  312.00  325.26  332.70  

SD   20.38  19.49  21.40  23.72  21.54  22.80  23.49  

N   8       8       8       8       8       8       8       
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:29:11 Page: 2 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

41   376.1 386.2 397.5 409.1 106.7 

42   357.5 365.0 377.8 385.8 93.3 

43   307.7 310.7 326.3 330.5 81.2 

44   311.3 312.9 323.7 325.6 76.9 

45   344.5 356.1 360.2 369.8 94.7 

46   343.0 352.4 359.7 364.5 73.9 

47   355.6 366.9 376.2 386.2 106.8 

48   363.5 371.4 380.8 391.1 97.0 

0 
mg/kg/day 
2EHP 
plus TP 

Mean   344.90  352.70  362.78  370.33  91.31  

SD   24.23  27.21  26.21  29.39  12.75  

N   8       8       8       8       8       
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  10:29:11 Page: 3 

Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

49   283.8 291.1 301.4 313.6 322.6 329.1 336.6 

50   277.4 286.2 294.5 305.5 316.3 321.8 329.8 

51   257.0 261.4 274.2 283.1 293.8 295.3 306.3 

52   263.0 266.4 274.5 281.5 289.0 288.1 296.4 

53   249.5 250.1 250.5 255.7 289.9 301.5 313.8 

54   241.3 242.5 254.6 262.9 270.3 275.7 285.6 

55   312.5 319.7 335.1 343.3 346.6 351.6 375.0 

56   303.3 309.6 314.2 331.2 331.6 335.7 345.4 

250 
mg/kg/day 
2EHP 
plus TP 

Mean   273.48  278.38  287.38  297.10  307.51  312.35  323.61  

SD   25.43  27.84  29.32  31.54  25.74  26.17  29.04  

N   8       8       8       8       8       8       8       

%Diff   -2.0    -3.2    -3.7    -3.9    -1.4    -4.0    -2.7    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

49   347.7 352.8 363.7 372.3 88.5 

50   340.5 351.4 361.6 372.3 94.9 

51   314.6 322.1 330.2 339.0 82.0 

52   301.1 306.9 316.5 323.9 60.9 

53   322.3 333.9 340.7 348.2 98.7 

54   290.9 303.6 311.4 315.7 74.4 

55   374.7 386.7 393.3 399.2 86.7 

56   353.5 360.0 368.8 375.4 72.1 

250 
mg/kg/day 
2EHP 
plus TP 

Mean   330.66  339.68  348.28  355.75  82.28  

SD   28.36  28.42  28.33  28.73  12.59  

N   8       8       8       8       8       

%Diff   -4.1    -3.7    -4.0    -3.9    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

57   260.0 263.1 273.9 288.8 297.7 310.2 313.2 

58   300.5 306.7 313.0 325.3 333.3 339.6 344.8 

59   279.6 292.5 301.2 318.6 324.0 337.7 345.9 

60   242.6 255.0 262.6 271.3 281.1 294.4 300.6 

61   250.9 258.3 269.8 280.5 286.3 291.4 301.7 

62   283.3 291.6 297.9 311.0 319.6 328.6 340.3 

63   283.9 289.0 304.1 317.7 328.6 331.2 344.7 

64   301.5 303.7 319.1 328.4 338.1 345.2 355.6 

500 
mg/kg/day 
2EHP 
plus TP 

Mean   275.29  282.49  292.70  305.20  313.59  322.29  330.85  

SD   21.96  20.63  21.12  21.84  22.08  20.91  22.01  

N   8       8       8       8       8       8       8       

%Diff   -1.3    -1.8    -2.0    -1.2    0.5    -0.9    -0.6    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

57   324.2 332.3 339.6 351.3 91.3 

58   353.8 360.1 366.8 376.8 76.3 

59   357.2 365.6 374.0 378.7 99.1 

60   312.1 328.4 325.5 324.2 81.6 

61   307.4 318.4 327.9 332.6 81.7 

62   351.5 360.1 368.5 374.1 90.8 

63   354.2 356.4 371.0 378.6 94.7 

64   368.2 375.3 385.9 393.7 92.2 

500 
mg/kg/day 
2EHP 
plus TP 

Mean   341.08  349.58  357.40  363.75  88.46  

SD   22.98  20.37  22.96  24.81  7.75  

N   8       8       8       8       8       

%Diff   -1.1    -0.9    -1.5    -1.8    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

65   245.0 248.8 260.2 269.2 273.6 279.2 285.7 

66   285.1 289.3 303.5 310.7 323.6 335.1 337.9 

67   251.7 253.0 256.0 260.9 267.2 276.7 281.7 

68   275.6 280.9 293.4 304.9 315.6 326.4 337.2 

69   289.4 294.9 304.4 316.4 320.5 328.4 340.9 

70   266.3 269.0 280.9 289.0 295.4 307.8 319.2 

71   259.1 265.1 278.1 287.5 294.8 303.5 307.3 

72   322.5 331.0 338.6 348.9 359.0 365.0 346.6 

750 
mg/kg/day 
2EHP 
plus TP 

Mean   274.34  279.00  289.39  298.44  306.21  315.26  319.56  

SD   24.88  26.59  26.80  28.12  29.79  29.63  25.54  

N   8       8       8       8       8       8       8       

%Diff   -1.7    -3.0    -3.1    -3.4    -1.9    -3.1    -3.9    



ILS Project No. – Study No.:  10005.0103; The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

 

 

 

Page 88 of 231 

  

Production 
 

Generalised Results - Animals by Mixed Parameter / Time 
 

10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

65   291.2 303.7 312.0 318.8 73.8 

66   352.8 365.4 367.6 378.4 93.3 

67   294.5 302.6 310.8 321.2 69.5 

68   348.7 361.1 370.8 387.4 111.8 

69   345.9 358.8 362.6 371.7 82.3 

70   321.6 335.4 343.7 354.3 88.0 

71   320.1 330.3 335.7 345.0 85.9 

72   352.3 361.6 368.3 378.8 56.3 

750 
mg/kg/day 
2EHP 
plus TP 

Mean   328.39  339.86  346.44  356.95  82.61  

SD   25.45  26.03  24.96  26.63  16.68  

N   8       8       8       8       8       

%Diff   -4.8    -3.6    -4.5    -3.6    .  
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

73   302.8 311.8 316.2 328.0 341.8 351.8 359.7 

74   242.2 247.8 252.6 260.9 272.3 276.7 280.1 

75   250.2 257.3 259.9 266.2 275.5 283.2 292.7 

76   278.3 282.7 286.6 299.3 303.6 309.9 315.9 

77   292.2 299.9 311.7 316.7 325.9 334.8 346.2 

78   299.4 302.3 313.2 320.7 328.1 332.0 338.4 

79   265.7 271.5 282.6 290.4 298.4 302.5 309.2 

80   282.1 288.9 297.9 306.5 316.7 325.1 325.6 

1000 
mg/kg/day 
2EHP 
plus TP 

Mean   276.61  282.78  290.09  298.59  307.79  314.50  320.98  

SD   22.30  22.53  24.29  24.73  25.03  26.17  26.98  

N   8       8       8       8       8       8       8       

%Diff   -0.9    -1.7    -2.8    -3.4    -1.4    -3.3    -3.5    
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

73   370.8 383.7 388.5 399.8 97.0 

74   289.8 295.7 301.1 310.2 68.0 

75   300.1 311.7 314.4 324.1 73.9 

76   320.5 327.8 336.5 343.6 65.3 

77   354.2 364.6 373.2 381.9 89.7 

78   339.9 349.7 348.6 316.9 17.5 

79   320.7 327.3 331.6 338.9 73.2 

80   317.4 318.4 326.2 336.2 54.1 

1000 
mg/kg/day 
2EHP 
plus TP 

Mean   326.68  334.86  340.01  343.95  67.34  

SD   27.01  29.12  29.20  31.42  24.26  

N   8       8       8       8       8       

%Diff   -5.3    -5.1    -6.3    -7.1    .  
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

1 2 3 4 5 6 7 

81   261.4 267.2 278.9 288.8 294.5 303.5 309.1 

82   301.2 298.8 314.8 321.4 330.2 335.3 341.2 

83   310.3 311.0 323.9 327.6 324.6 330.0 343.3 

84   284.1 289.6 294.6 303.9 304.4 315.4 320.5 

85   292.2 301.3 316.6 323.3 325.5 333.3 349.3 

86   240.2 247.4 257.1 265.6 270.4 280.2 294.5 

87   277.2 277.7 292.6 297.3 307.6 314.9 317.0 

88   257.5 265.3 277.0 288.5 295.2 302.8 309.4 

3.0 
mg/kg/day 
Flutamide 
plus TP 

Mean   278.01  282.29  294.44  302.05  306.55  314.43  323.04  

SD   23.74  21.60  23.04  21.36  20.11  18.75  19.52  

N   8       8       8       8       8       8       8       

%Diff   -0.4    -1.9    -1.4    -2.2    -1.7    -3.3    -2.9    
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Sex: Male    Day(s) Relative to Start Date 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Body 
Weight 

(g) 

Bodyweight 
Gain 
(g) 

8 9 10 11 1 → 11 

81   321.4 327.9 338.7 346.9 85.5 

82   354.3 357.9 370.6 376.4 75.2 

83   348.2 359.9 369.7 379.1 68.8 

84   328.2 333.7 344.5 351.0 66.9 

85   355.6 368.1 381.0 389.1 96.9 

86   304.9 313.9 325.3 337.3 97.1 

87   328.0 338.0 342.7 349.9 72.7 

88   313.6 323.5 330.4 339.5 82.0 

3.0 
mg/kg/day 
Flutamide 
plus TP 

Mean   331.78  340.36  350.36  358.65  80.64  

SD   19.02  19.45  20.63  19.84  11.85  

N   8       8       8       8       8       

%Diff   -3.8    -3.5    -3.4    -3.2    .  
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Key Page 

Headings Used Description 

Measurement Descriptions 

Bodyweight Body Weight 

Bodyweight Gain Bodyweight Gain 

Headings Used Description 

Unit Descriptions 

g g 

Measurement Descriptive 

Measurement/Statistics 

Body Weight Mean 

Standard Deviation 

Count (N) 

% Difference from Control 

Bodyweight Gain Mean 

Standard Deviation 

Count (N) 

Short Name Long Name 

Group Information 

Report Headings 1-4 

6 Antagonist- Neg Cont 0 mg/kg/day 2EHP plus TP 

7 Antagonist-low dose 250 mg/kg/day 2EHP plus TP 

8 Antagonist- mid-low 500 mg/kg/day 2EHP plus TP 

9 Antagonist- mid-high 750 mg/kg/day 2EHP plus TP 

10 Antagonist high dose 1000 mg/kg/day 2EHP plus TP 
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Key Page 

Short Name Long Name 

Group Information   (Continued) 

Report Headings 1-4 

11 Antagonist positive 3.0 mg/kg/day Flutamide plus TP 
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Animal Necropsy Gross 

Observations 
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Male Removal Reason: ALL 

0 
mg/kg/day 

2 EHP 

0 
mg/kg/day 

2EHP 
plus TP 

1000 
mg/kg/day 

2EHP 

750 
mg/kg/day 

2EHP 

500 
mg/kg/day 

2EHP 

250 
mg/kg/day 

2EHP 

Number of Animals: 8 8 8 8 8 8 

Number of Completed Animals: 8 8 8 8 8 8 

SEMINAL VESICLES 

8 8 8 8 8 8             Submitted 

8 8 8 8 8 8             Normal 

GLANS PENIS 

8 8 8 8 8 8             Submitted 

8 8 8 8 8 8             Normal 

LABC MUSCLE 

8 8 8 8 8 8             Submitted 

8 8 8 8 8 8             Normal 

COWPERS GLANDS 

8 8 8 8 8 8             Submitted 

8 8 8 8 8 8             Normal 

PROSTATE GLAND, VENTRAL 

8 8 8 8 8 8             Submitted 

8 8 8 8 8 8             Normal 
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Male Removal Reason: ALL 

250 
mg/kg/day 

2EHP 
plus TP 

3.0 
mg/kg/day 
Flutamide 
plus TP 

1000 
mg/kg/day 

2EHP 
plus TP 

750 
mg/kg/day 

2EHP 
plus TP 

500 
mg/kg/day 

2EHP 
plus TP 

Number of Animals: 8 8 8 8 8 

Number of Completed Animals: 8 8 8 8 8 

SEMINAL VESICLES 

8 8 8 8 8           Submitted 

8 8 8 8 8           Normal 

GLANS PENIS 

8 8 8 8 8           Submitted 

8 8 8 8 8           Normal 

LABC MUSCLE 

8 8 8 8 8           Submitted 

8 8 8 8 8           Normal 

COWPERS GLANDS 

8 8 8 8 8           Submitted 

8 8 8 8 8           Normal 

PROSTATE GLAND, VENTRAL 

8 8 8 8 8           Submitted 

8 8 8 8 8           Normal 
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Key Page 

Measurement Descriptive 

Measurement/Statistics 

Comparative Transformation Arithmetic/Adjusted 

Count Positives Pathology Observation 

Short Name Long Name 

Group Information 

Report Headings 

1 Vehicle Control 0 mg/kg/day 2 EHP 

2 Agonist- low dose 250 mg/kg/day 2EHP 

3 Agonist- mid-low 500 mg/kg/day 2EHP 

4 Agonist- mid-high 750 mg/kg/day 2EHP 

5 Agonist-high dos 1000 mg/kg/day 2EHP 

6 Antagonist- Neg Cont 0 mg/kg/day 2EHP plus TP 

7 Antagonist-low dose 250 mg/kg/day 2EHP plus TP 

8 Antagonist- mid-low 500 mg/kg/day 2EHP plus TP 

9 Antagonist- mid-high 750 mg/kg/day 2EHP plus TP 

10 Antagonist high dose 1000 mg/kg/day 2EHP plus TP 

11 Antagonist positive 3.0 mg/kg/day Flutamide plus TP 
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Key Page 

Removal Reason Grouping 

Grouping Name Removal Reasons Abbreviation 

Killed Terminal Term Killed Terminal 

Killed Clinical Clin Killed Clinical 

Killed Interim Int Killed Interim 

Killed Moribund Mori Killed Moribund 

Found Dead FD Found Dead 

Mechanically Killed Mech Mechanically Killed 

Other, See Text Comments Oth Other, See Text Comments 
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APPENDIX IV: Individual 

Animal and Group Mean Tissue 

Weight Data 
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Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

01   0.0697 0.0204 0.0545   < 0.0114 0.1876 

02   0.0635 0.0202 0.0942 0.0130 0.0957   < 

03   0.0577 0.0223 0.0493   < 0.0069 0.1826 

04   0.0524 0.0241 0.0796 0.0067 0.2243 

05   0.0634 0.0189 0.0707 0.0068 0.1928 

06   0.0493 0.0239 0.0696 0.0107 0.2004 

07   0.0555 0.0183 0.0687 0.0115 0.2315 

08   0.0625 0.0200 0.0625 0.0071 0.2109 

0 
mg/kg/day 
2 EHP 
  

Mean   0.05925  0.02101  0.06864  0.00926  0.19073  

SD   0.00673  0.00218  0.01409  0.00263  0.04209  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

09   0.0667 0.0279 0.1038 0.0129 0.2368 

10   0.0568 0.0143 0.0618 0.0142 0.1681 

11   0.0549 0.0190 0.0513   < 0.0061 0.1358 

12   0.0617 0.0215 0.0698 0.0100 0.2161 

13   0.0506 0.0175 0.0733 0.0079 0.2132 

14   0.0474 0.0127 0.0437   < 0.0064 0.1679 

15   0.0544 0.0225 0.0788 0.0050 0.2281 

16   0.0538 0.0183 0.0552   < 0.0078 0.1748 

250 
mg/kg/day 
2EHP 
  

Mean   0.05579  0.01921  0.06721  0.00879  0.19260  

SD   0.00608  0.00481  0.01888  0.00331  0.03574  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 3 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

17   0.0656 0.0288 0.0883 0.0078 0.2173 

18   0.0574 0.0189 0.0641 0.0102 0.2480 

19   0.0539 0.0205 0.0826 0.0123 0.2649 

20   0.0644 0.0145 0.0665 0.0049 0.1860 

21   0.0515 0.0186 0.0849 0.0102 0.1625 

22   0.0518 0.0174 0.0731 0.0107 0.2202 

23   0.0548 0.0188 0.0429   < 0.0082 0.1823 

24   0.0535 0.0222 0.0764 0.0092 0.2092 

500 
mg/kg/day 
2EHP 
  

Mean   0.05661  0.01996  0.07235  0.00919  0.21130  

SD   0.00550  0.00421  0.01466  0.00225  0.03423  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 4 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

25   0.0611 0.0226 0.0723 0.0084 0.2051 

26   0.0684 0.0224 0.0816 0.0132 0.2034 

27   0.0646 0.0178 0.0592   < 0.0063 0.1971 

28   0.0646 0.0175 0.0643 0.0052 0.2113 

29   0.0515 0.0185 0.0657 0.0128 0.2074 

30   0.0458 0.0163 0.0523   < 0.0078 0.2092 

31   0.0534 0.0183 0.0673 0.0116 0.1960 

32   0.0591 0.0230 0.0740 0.0099 0.1831 

750 
mg/kg/day 
2EHP 
  

Mean   0.05856  0.01955  0.06709  0.00940  0.20158  

SD   0.00771  0.00267  0.00907  0.00297  0.00922  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 5 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

33   0.0563 0.0172 0.0536   < 0.0083 0.2172 

34   0.0553 0.0236 0.0647 0.0129 0.2443 

35   0.0714 0.0184 0.0563   < 0.0067 0.2043 

36   0.0573 0.0154 0.0491   < 0.0102 0.1965 

37   0.0626 0.0226 0.0611 0.0090 0.2205 

38   0.0585 0.0237 0.0634 0.0114 0.2031 

39   0.0638 0.0219 0.0641 0.0066 0.1803 

40   0.0699 0.0171 0.0622 0.0055 0.1724 

1000 
mg/kg/day 
2EHP 
  

Mean   0.06189  0.01999  0.05931  0.00883  0.20483  

SD   0.00616  0.00332  0.00568  0.00256  0.02294  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 6 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

41   0.0880 0.2062 0.9290 0.0732   > 0.6478   > 

42   0.0914 0.2006 0.9391 0.0538   > 0.6861   > 

43   0.1022 0.2383 0.8365 0.0668   > 0.6660   > 

44   0.0865 0.1920 0.7965 0.0579   > 0.5575 

45   0.0946 0.2065 0.8027 0.0532   > 0.6709   > 

46   0.0934 0.2825 0.8530 0.0640   > 0.7237   > 

47   0.0931 0.2084 0.6982 0.0487   > 0.6794   > 

48   0.1027 0.2042 0.8276 0.0551   > 0.6214   > 

0 
mg/kg/day 
2EHP 
plus TP 

Mean   0.09399  0.21734  0.83533  0.05909  0.65660  

SD   0.00590  0.02952  0.07680  0.00820  0.04975  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 7 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

49   0.0866 0.1966 0.9463 0.0552   > 0.6310   > 

50   0.0919 0.1757 0.9216 0.0664   > 0.6237   > 

51   0.1007 0.2174 0.7602 0.0398   > 0.6236   > 

52   0.0801 0.1962 0.8981 0.0482   > 0.5683 

53   0.0798 0.1599 0.6064 0.0423   > 0.5574 

54   0.0905 0.2112 0.8964 0.0540   > 0.6479   > 

55   0.0743 0.2391 0.8397 0.0467   > 0.5955 

56   0.1018 0.2953   > 0.9861 0.0680   > 0.6994   > 

250 
mg/kg/day 
2EHP 
plus TP 

Mean   0.08821  0.21143  0.85685  0.05258  0.61835  

SD   0.00994  0.04178  0.12220  0.01042  0.04536  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 8 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

57   0.0953 0.2318 0.7485 0.0561   > 0.5779 

58   0.1119   > 0.2257 0.7849 0.0725   > 0.6616   > 

59   0.1090 0.2391 1.0239 0.0625   > 0.5958 

60   0.0969 0.1452 0.8749 0.0585   > 0.6194   > 

61   0.0887 0.1539 0.6267 0.0453   > 0.4771 

62   0.0847 0.1976 0.9416 0.0607   > 0.5365 

63   0.0796 0.1688 0.7089 0.0512   > 0.6489   > 

64   0.0807 0.2572 0.7777 0.0665   > 0.6034   > 

500 
mg/kg/day 
2EHP 
plus TP 

Mean   0.09335  0.20241  0.81089  0.05916  0.59008  

SD   0.01225  0.04231  0.12904  0.00854  0.06027  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 9 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

65   0.0950 0.1496 0.5743 0.0487   > 0.5459 

66   0.1007 0.2644 1.0019 0.0557   > 0.6702   > 

67   0.0944 0.2116 0.8392 0.0565   > 0.5114 

68   0.0726 0.1687 0.9445 0.0501   > 0.6663   > 

69   0.0791 0.1947 0.7649 0.0587   > 0.6257   > 

70   0.0777 0.1966 0.8593 0.0603   > 0.5862 

71   0.0955 0.2049 0.8733 0.0428   > 0.5050 

72   0.0852 0.2210 0.9430 0.0502   > 0.6864   > 

750 
mg/kg/day 
2EHP 
plus TP 

Mean   0.08753  0.20144  0.85005  0.05288  0.59964  

SD   0.01025  0.03441  0.13344  0.00590  0.07313  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 10 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

73   0.0959 0.1645 0.8130 0.0528   > 0.6096   > 

74   0.0939 0.1805 0.7587 0.0437   > 0.4855 

75   0.1010 0.1567 0.7930 0.0572   > 0.4904 

76   0.1020 0.2156 1.0166 0.0653   > 0.6130   > 

77   0.0991 0.2034 0.9373 0.0522   > 0.5888 

78   0.0964 0.1733 0.8038 0.0362   > 0.6262   > 

79   0.0830 0.1689 0.8294 0.0461   > 0.5426 

80   0.1009 0.1348 0.9912 0.0465   > 0.6514   > 

1000 
mg/kg/day 
2EHP 
plus TP 

Mean   0.09653  0.17471  0.86788  0.05000  0.57594  

SD   0.00616  0.02560  0.09876  0.00891  0.06268  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 11 

Sex: Male    Day(s) Relative to Start Date 

Glans 
Penis Weight 

(g) 

VP Gland 
Weight 

(g) 

SV 
Weight 

(g) 

Cowper's 
Gland Weight 

(g) 

LABC 
Weight 

(g) 

11 11 11 11 11 

81   0.0701 0.0477 0.1559 0.0223 0.2564 

82   0.0846 0.0767 0.2971 0.0280 0.2137 

83   0.0724 0.0545 0.2068 0.0282 0.1947 

84   0.0777 0.0645 0.2452 0.0272 0.3132 

85   0.0627 0.0573 0.1844 0.0164 0.2959 

86   0.0651 0.0905 0.2078 0.0217 0.3577 

87   0.0678 0.0684 0.2054 0.0254 0.3792 

88   0.0675 0.0804 0.1682 0.0182 0.3573 

3.0 
mg/kg/day 
Flutamide 
plus TP 

Mean   0.07099  0.06750  0.20885  0.02343  0.29601  

SD   0.00716  0.01442  0.04501  0.00452  0.06906  

N   8             8             8             8             8             

General Footnote: [< > markers indicates weight below/above flagging range. Data is valid.] 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 12 

Comments and Markers 

Measurement Group Sex Subject Type Marker Day Page 

1 Male Out of Range < 11 01 SV Weight 1 

1 Male Out of Range < 11 03 SV Weight 1 

1 Male Out of Range < 11 02 LABC Weight 1 

2 Male Out of Range < 11 11 SV Weight 2 

2 Male Out of Range < 11 14 SV Weight 2 

2 Male Out of Range < 11 16 SV Weight 2 

3 Male Out of Range < 11 23 SV Weight 3 

4 Male Out of Range < 11 27 SV Weight 4 

4 Male Out of Range < 11 30 SV Weight 4 

5 Male Out of Range < 11 33 SV Weight 5 

5 Male Out of Range < 11 35 SV Weight 5 

5 Male Out of Range < 11 36 SV Weight 5 

6 Male Out of Range > 11 41 Cowper's Gland Weight 6 

6 Male Out of Range > 11 41 LABC Weight 6 

6 Male Out of Range > 11 42 Cowper's Gland Weight 6 

6 Male Out of Range > 11 42 LABC Weight 6 

6 Male Out of Range > 11 43 Cowper's Gland Weight 6 

6 Male Out of Range > 11 43 LABC Weight 6 

6 Male Out of Range > 11 44 Cowper's Gland Weight 6 

6 Male Out of Range > 11 45 Cowper's Gland Weight 6 

6 Male Out of Range > 11 45 LABC Weight 6 

6 Male Out of Range > 11 46 Cowper's Gland Weight 6 

6 Male Out of Range > 11 46 LABC Weight 6 

6 Male Out of Range > 11 47 Cowper's Gland Weight 6 

6 Male Out of Range > 11 47 LABC Weight 6 

6 Male Out of Range > 11 48 Cowper's Gland Weight 6 

6 Male Out of Range > 11 48 LABC Weight 6 

7 Male Out of Range > 11 56 VP Gland Weight 7 

7 Male Out of Range > 11 49 Cowper's Gland Weight 7 

7 Male Out of Range > 11 49 LABC Weight 7 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 13 

Comments and Markers 

Measurement Group Sex Subject Type Marker Day Page 

7 Male Out of Range > 11 50 Cowper's Gland Weight 7 

7 Male Out of Range > 11 50 LABC Weight 7 

7 Male Out of Range > 11 51 Cowper's Gland Weight 7 

7 Male Out of Range > 11 51 LABC Weight 7 

7 Male Out of Range > 11 52 Cowper's Gland Weight 7 

7 Male Out of Range > 11 53 Cowper's Gland Weight 7 

7 Male Out of Range > 11 54 Cowper's Gland Weight 7 

7 Male Out of Range > 11 54 LABC Weight 7 

7 Male Out of Range > 11 55 Cowper's Gland Weight 7 

7 Male Out of Range > 11 56 Cowper's Gland Weight 7 

7 Male Out of Range > 11 56 LABC Weight 7 

8 Male Out of Range > 11 57 Cowper's Gland Weight 8 

8 Male Out of Range > 11 58 Glans Penis Weight 8 

8 Male Out of Range > 11 58 Cowper's Gland Weight 8 

8 Male Out of Range > 11 58 LABC Weight 8 

8 Male Out of Range > 11 59 Cowper's Gland Weight 8 

8 Male Out of Range > 11 60 Cowper's Gland Weight 8 

8 Male Out of Range > 11 60 LABC Weight 8 

8 Male Out of Range > 11 61 Cowper's Gland Weight 8 

8 Male Out of Range > 11 62 Cowper's Gland Weight 8 

8 Male Out of Range > 11 63 Cowper's Gland Weight 8 

8 Male Out of Range > 11 63 LABC Weight 8 

8 Male Out of Range > 11 64 Cowper's Gland Weight 8 

8 Male Out of Range > 11 64 LABC Weight 8 

9 Male Out of Range > 11 65 Cowper's Gland Weight 9 

9 Male Out of Range > 11 66 Cowper's Gland Weight 9 

9 Male Out of Range > 11 66 LABC Weight 9 

9 Male Out of Range > 11 67 Cowper's Gland Weight 9 

9 Male Out of Range > 11 68 Cowper's Gland Weight 9 

9 Male Out of Range > 11 68 LABC Weight 9 

9 Male Out of Range > 11 69 Cowper's Gland Weight 9 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 14 

Comments and Markers 

Measurement Group Sex Subject Type Marker Day Page 

9 Male Out of Range > 11 69 LABC Weight 9 

9 Male Out of Range > 11 70 Cowper's Gland Weight 9 

9 Male Out of Range > 11 71 Cowper's Gland Weight 9 

9 Male Out of Range > 11 72 Cowper's Gland Weight 9 

9 Male Out of Range > 11 72 LABC Weight 9 

10 Male Out of Range > 11 73 Cowper's Gland Weight 10 

10 Male Out of Range > 11 73 LABC Weight 10 

10 Male Out of Range > 11 74 Cowper's Gland Weight 10 

10 Male Out of Range > 11 75 Cowper's Gland Weight 10 

10 Male Out of Range > 11 76 Cowper's Gland Weight 10 

10 Male Out of Range > 11 76 LABC Weight 10 

10 Male Out of Range > 11 77 Cowper's Gland Weight 10 

10 Male Out of Range > 11 78 Cowper's Gland Weight 10 

10 Male Out of Range > 11 78 LABC Weight 10 

10 Male Out of Range > 11 79 Cowper's Gland Weight 10 

10 Male Out of Range > 11 80 Cowper's Gland Weight 10 

10 Male Out of Range > 11 80 LABC Weight 10 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 15 

Key Page 

General Footnotes 

< > markers indicates weight below/above flagging range. Data is valid. 

Headings Used Description 

Measurement Descriptions 

Glans Penis Weight Glans Penis Weight 

Prostate Gland, Ventral Weight VP Gland Weight 

Seminal Vesicles Weight SV Weight 

Cowper's Gland Weight Cowper's Gland Weight 

LABC Muscle Weight LABC Weight 

Headings Used Description 

Unit Descriptions 

g g 

Measurement From 

Time-Points/Ranges 

To Report As 

-9,999  9,999 11 VP Gland Weight 

-9,999  9,999 11 SV Weight 

Measurement Descriptive 

Measurement/Statistics 

Glans Penis Weight Mean 

Standard Deviation 

Count (N) 
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10005.0103 - The Hershberger Bioassay (OPPTS 890.1400); 2-Ethylhexyl Paraben 

GRA303 - 01/00 07/03/2016  15:22:41 Page: 16 

Key Page 

Measurement Descriptive 

Measurement/Statistics   (Continued) 

VP Gland Weight Mean 

Standard Deviation 

Count (N) 

SV Weight Mean 

Standard Deviation 

Count (N) 

Cowper's Gland Weight Mean 

Standard Deviation 

Count (N) 

LABC Weight Mean 

Standard Deviation 

Count (N) 

Short Name Long Name 

Group Information 

Report Headings 1-4 

1 Vehicle Control 0 mg/kg/day 2 EHP 

2 Agonist- low dose 250 mg/kg/day 2EHP 

3 Agonist- mid-low 500 mg/kg/day 2EHP 

4 Agonist- mid-high 750 mg/kg/day 2EHP 

5 Agonist-high dos 1000 mg/kg/day 2EHP 

6 Antagonist- Neg Cont 0 mg/kg/day 2EHP plus TP 

7 Antagonist-low dose 250 mg/kg/day 2EHP plus TP 

8 Antagonist- mid-low 500 mg/kg/day 2EHP plus TP 

9 Antagonist- mid-high 750 mg/kg/day 2EHP plus TP 

10 Antagonist high dose 1000 mg/kg/day 2EHP plus TP 

11 Antagonist positive 3.0 mg/kg/day Flutamide plus TP 
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APPENDIX V: 

Certificates of Analysis 

and Identity and Purity 

Screen of 2-Ethylhexyl 

Paraben 
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