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Project Title: Two-Week Gavage Administration of PET to Rats
Project No.: 230-235
Quality Assurance inspections of the study and review of the final
report of the above referenced project were conducted according to
the standard operating procedures of the Office of Quality Assurance
and according to the general requirements of the Good Laboratory
Practice regulations that were issued on December 22, 1978, by the
Food and Drug Administration for compiiance on and after June 20,
1979. Findings from the inspections and final report review were
reported to management and to the study director on the following
dates:
Inspections/Review Findings Reported Inspector/Reviewer
Study - 10/19,26,28/81 10/29/81 E. Prins
Final Report - 1/11-13/82 1/20/82 P. Runge

QfFice of Quality Assurance
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SPONSOR: Mobil Environmental and DATE: F
: Febr
Health Sciences Laboratories uary 9, 1982

MATZRIAL: PET

SUBJECT:  FINAL REPORT
Two-Week Gavage Administration of PET to Rats
Project No. 230-235

SUMMARY

This report presents the findings of a two-week gavage study of
PET in male and female rats. The test material in an olive oil vehicle
was administered daily by gavage to six groups of five male and five
female rats at dose levels of 25, 50, 100, 200, 400. and 800 mg/kg/day.
One group of ten male and ten female rats received the olive o0il vehicle
only. C(riteria evaluated were mortality, appearance and behavior, body
weights and food consumption, clinical laboratory data, organ weights and
organ/body weight ratios, and gross pathology.

fLower than CONLTe ] v woights were noted for Group § and
Group 7 animals with statistically significant differences at termination
for the males and at Week 1 for the females. Some apparently treatment-

related differences were 3.0 noted in the absolute and relative organ

weight data for Groups § and 7. Mean relative liver weights were

significantly higher than contro! for the Group § and T animals of doth

sexes with greater mean absolute liver weights for the sroup 5 females

and Group 7  males. The mean relative Xidney weight  for
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the Group 7 males was significantly higher than control and mean values
for the other treated groups showed an apparently dose-related trend.
However, this trend was not reflected in the female data. C(Clinical
laboratory data and gross pathology findings  were considered

unremarkable.

JOOG0R
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INTRODUCT ION

The purpose of this study was to evaluate the toxic offects of
PET when administered daily by gavage to rats for two weeks and to pro-
vide data for the selection of doses for a thirteen-week study. The
study was initiated on October 19, 1981, and terminal sacrifice was com-
pleted on November 3, 1981, for the males and November 4, 1981, for the

females. This report presents and discusses the results of the study.

CONTROL AND TEST MATERIALS

The test material, PET (Lot 700811), a clear colorless liquid,

was received from the sponsor on October 9, 1981, and was stored frozen

at a temperature of approximately -10°F. The purity of the test

material was greater than 99.7X% (information supplied by sponsor), so

100% purity was used for purposes of dosage calculation. Information on

A ab Sthade Af cumnbthacie
vawv CITWVID VT - v

. ae mall ae data an scamnacitian and
SYnunesis, 85 woi: SS 222 om ¢ ci1tion  ang

LEYS
1A e

Tty and &S
other characteristics which define the test material are on file with the
sponsor.

Pompeian Olive 011 (Lot 91022), a slightly viscous yellow
liquid, was used as the control material and as the vehicle for the tesi
material. The olive o0il was received from the spomsor on Septaeber IS,

1981, and was stored at room temperature.
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TEST ANIMALS

One hundred eight (52 males, 56 females) four-week old Fischer
343 rats were received for this study from Charles River Breeding
Laboratories, Inc., Kingston, New York. From this shipment forty clini-
cally acceptable animals of each sex were chosen to be placed on study.
The animals were identified by individual ear tags and housed individ-
ually in elevated stainless steel cages. Commercial rodent ration
(Purina Rodent Laboratory Chow® #5001) and tap water (via automatic
watering system) were available ad libitum. Temperatures in the study
room ranged from 66-76°F (19-249C) with relative humidity from 30-48%
(except for one day during Week 2 when humidity reached 69%). An arti-

ficial twelve hour light/dark cycle was maintained.

METHODS

srauns and Dosage Levels

—

The one hundred eight rats recejved for this study were accli-
mated to laboratory conditions for five days and eighty of the animals
were assigned to the following groups by a HLA weight randomization

program.

Group No. of Animals Dosage Level Dosage Factor
Males Females mg/kg/day m1/%g

1 (Contral) 10 0 .10

2 25 .

3 50

4 100

5 200 .

6 400 . JOOU

7 800 . d0LT0
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The HLA weight randomization program randomly distributes the animals
into the desired number of groups and analyzes individual body weight
data to insure lack of significant differences between group mean body
weights at initiation of treatment. This involves performing Bartlett's
test for heterogeneity of variance (Bartlett, 1937) on the randomized
body weights. If significant heterogeneity exists between the groups,
the animals are rerandomized and the body weight data are again tested
for heterogeneity of variance. When Bartlett's test demonstrates overall
homogeneity of variance, a one-way classification analysis of variance
{ANOVA) (Snedecor and Cochran, 1967) is performed to detect heterogeneity
of variance between the groups. If significant heterogeneity exists,
animals are randomized again and the analysis is repeated. When both
Bartlett's test and ANOVA indicate homogeneous variance, the
randomization is accepted and the group assigmment for each animal is
printed. The animals were held for acclimation for an additional six
days during which time a health

staff veterinarian. Excess animals {12 males and 1§ females) not

assigned to the study groups were discarded without neCropsy.

Compound Preparation and Administration

Appropriate amounts of the vehicle and test material were weighed

into beakers on an Arbor Dbalance and mixed by stircimg  for
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five minutes with a magnetic stirrer. Equal aliquots of each dosing
solution were transferred into 30 m) amber vials and frozen until just
pefore use. Three 10 ml aliquots were sent to the Hazleton Anmalytical
Chemistry Department for verification of concentration and homogeneity of
mixing before initiation of dosing, and one 10 m1 aliquot was kept as an
archive sample. Since the vehicle was 3 digestible oil ani contriduted
+g the caloric intake of the animals, dosing solutions were prepared so

that each animal received 1.0 g olive 0il/kg of body weight/day.

Analytical Chemistry

Analysis of the dosing solutions was performed using methodology
provided by the sponsor with minor modifications. The test material was
scanned on a Varian Cary 219 spectrophotometer to determine absorption
maximum. Maximum absorbance occurred at 273.8 nm. A standard curve was
nrepared using PET/olive oil mixtures in spectral-grade hexane at loncen-
trations of 7.167, 14.334, 28.667, 71.667, and 143.333 ug/ml.

A 10 ul aliquot of each dosing solution was diluted to 30 ml with

spectral-grade hexane, placed in a gquartz cuvette, and read in the

spectrophotometer at 273.8 nm. Optical densities were read for the con-
trol (alive 0il only) samples and doubling and tripling the amount of
sample assayed did not produce a3 change in the readings. These readings

were considered to be background.
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The archive samples of each dosing solution were analyzed in
order to verify concentrations of PET at the lower two dose levels.
Procedures used for analysis of the archive samples were identical to
those used to analyze pre-initiation dosing samples, except that, for the
archive samples, tne control solution (olive o0il in hexane) was used to

zero the instrument.

Observations and Records

A1l animals were observed in the cages each morning for signs of
abnormal appearance, behavior, excretory function and discharges.
Animals were checked twice daily for mortality and moribundity. Body

weights, food consumption and abnormal clinical signs were recorded

weekly.

Clinical Laboratory Studies

A1l animals were fasted in metabolic cages for at least sixteen
hours prior to blood collection. Immediately prior to sacrifice, blood

samples were obtained by orbitai sinus puncture, and urine was coliacted

overnight from the metabolic cages for the clinical laboratory studies

listed on the following page. P' >d samples were collected and analyzed

in an order which rotated through  the treatment  groups.
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Hematology Serum Clinical Chemistry

Hematocrit ({CT) Glucose {GLUCOSE)
Hemnglobin (HGB) 8lood urea nitrogen (3UN)
Erythrocyte count (RBC) Total protein [T PRQT)
Erythrocyte morphology 4Tbumin {ALBUMIN)
Leukacyte count {WBC) Albunin/globulin ratio (ALR/GLOB
Leukocyte morphology RATIO)
Platelet count (PLATELET) Serum glutamic pyruvic
Reticulocyte count {if evidence transaminase {SGPT)

of anemiald Alkaline phosphatase

(ALK PHOS)

Urinalysis

pH (PH)

Specific gravity {(SP GR)

Occult blood (OC BLD-U)

Glucose

Protein

Ketines

Bilirubin (BILI)

Urobilinogen (UROBIL)

Color, clarity (APPEAR)

Microscopic analysis of formed
elements

References for clinical methods are in Appendix 9.

At terminationb, all animals were sacrificed with sodium pento-

barbital, exsanguinated, and necropsied in an order which rotated through

the treatment groups. Observations were recorded.

Qrgan wWeights

The following organs from each sacrificed animal were weighed

following carefu! dissection and trimming to remove extraneous tissue:

3 Reticulocyte ccunt not performed because no evidence of anemia was noted.

D Following blood collection. Coqot
3 e g4
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lung, kidneys, adrenals, and liver. The total weight of the paired
organs was determined for the adrenals and kidneys, and adrenals were

weighed after fixation in 10X neutral buffered formalin.

Tissue Preservation and Histopathology

The following tissues from each animal were preserved in 10%
neutral buffered formalin and forwarded to the sponsor for histopatho-
logic evaluation. Parts of organs appearing in parentheses are sections
for histopathology.

brain (fore-, mid-, hind-) testes with epididymides
pituitary prostate and seminal vescicles
thyroid/parathyroids ovaries

thymws uterus with {(cervix, corpus,
heart and aorta fallopian tubes), vagina
spleen Jungs (two lobes)

adrenals liver {two lobes)

pancreas kidneys

stomach gross lesions

small and large intestine

Statistical Analysis

Mean body weights at Weeks 1 and 2, total food consumption, and
clinical laboratory and organ weight data of the control growp were Jom-
pared statistically to the data of the treated groups of the same sex by

Bartlett's *est for homogeneity of variance {Sartlett, 1837}, This anal-

ysis was followed by a one-way classification analysis of wvariange

(ANOVA) (Snedecor and Cechran, 1967} if proved Se homogemous. If the

variances oproved to be ‘heterogenedus 3 i0Q.4 transformation a3

-5 ima 2

performed, which was followed artlett’s  lest ¥ the 1o,

transformation was ineffective in removing variance hotaragoneity,
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Icge transformation of the original data was performed which was

follaowed by Bartlett's test. If homogeneity could not be achieved by
transformation, ANQVA of the nontransformed data was completed. If ANOVA
af homogeneous data was significant, Scheffe's (1953) multiple pairwise
comparison procedure was used to compare the group mean values. If ANOVA
af heterogeneous data was significant, Games and Howell's (1976) multipie
cairwise comparison procedure was used to compare the group mean values.
A1 analyses were evajuated at the 5.0% probability (one-tailed) level.
Statistical references are appended to this report.

Statistically significant differences, as indicated by the afore-
mentioned tests, are designated throughout this report as follows:

S+ = Significantly higher thar the control value.

3- = Significantiy lower than the control valua,

Raw Data and Final Report Storage

ATl raw data and the final report are stored in the archives of

Hazleton Laboratories America, Inc.
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RESULTS

Mortality and Clinical Signs

Survival rates are presented in Table 1.

No deaths occurred during the study. A1l animals appeared normal
throughout the study except a Group 3 and Group 4 female. The Group 3
female appeared hunched and thin and had urine stains, rough haircoat,
and bloody crusted eyes at one observation during Week 2. Urine stains

were noted for the Group 4 female during Week 2.

Body Weights and Food Consumption

Individual body weights are presented in Appendix 1. Mean body
weights with standard deviations are presented in Table 1. Individual
weekly food consumption values are presented in Appendix 2. Mean food
consumption values with standard deviations are presented in Table 2.

Statistical comparison of mean body weights of the treated arouns

with the control group for each sex revealed a significantly lower mean

body weight for the Group 7 females at Week 1. Mean body weights for al}

other treated groups were comparable to the respective control group.
Total food consumption for Groud 7 females was significantly less
than the control group, but all other treated grouds were comparadle 3

the control group of the same sex.
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Ciinical Laboratory Data
Individual and mean hematology and clinical chemistry vaijues are
presented in Appendices 3 and 4, respectively. Individual urinalysis
data are presented in Appendix 5. Mean hematology values with standard
deviations are presented in Tahle 3. Mean clinical chemistry values are
presented in Table 4. (linical Tlaboratory references are presented in
Appendix 9.
No treatment-related trerds were evident in the clinical labora-
tory data; however, statistical evaluaticn revealed a significantly
higher than control mean serum glutamic pyruvic transaminase value for

the Group 7 males. The mean alkaline phosphatase value for Group 3
females was noticeably higher than other treated groups and the control
group of the same sex. The large standard deviation reflected elevated
alkaline phosphatase in a single animal which was not believed t3 be
treatment related. All other hematolugy and clinical chemistry values
were comparable to the respective controls and were within normal ranges
for this age and species of animal. Urinalysis findings were

uncemarkable.

Terminal Rodyv Weights, Organ Weights, and Organ/Body Weight Ratios

Individual and mean terminal body weights, organ weights, and
organ/body weight ratios with standard deviations are presented in
Appendix 6. Mean terminil body weights, organ weights, and organ/body

we" "t -atios with standard deviations ire presented in Table 5.
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The mean terminal body weight of the Group 7 males was
significantly lower than control, and that of the Group 7 females was
Tower than control, although not significantly lower when compared
statistically. Mean relative 1liver weights were significantly higher
than controi values for the Group 6 and Group 7 males and females, and
absolute liver weights were significantly higher than control for the
Group 7 males and the Group 6 females. Mean relative kidney weight for
the males increased with increasing dose level with the Group 7 value
being significantly elevated. However, a similar dose-related trend was
not observed in the absolute kidney weights for the males, or in the
absolute or relative kidney weights for the females. The mean relative
adrenal weight for the Group 7 males was significantly greater than
control, but this was considered attributable to the low male mean

terminal body weight.

Individual gross pathology findings are presented in Appendix 7
and summarized in Table 6.

Most frequently noted gross pathology findings were 2iscolored
thymus ~r lungs; reddened, thin, or smooth 3landular portion of the

stomach; reddened or enlarged lymph nodes; and distended uterine harns,

Cysts on the pituitary, discolored areas or nodules on the lung

colored cecum, and nodules on the liver adherad o the diaphragn were

also found.
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Analysis of Dosing Solutions

Results of the pre-initiation dosing sample analysis are nre-
sented in Appendix 8A. Results of the archive sample analysis are
presented in Appendix 8B.

Analysis of the three aliquots of each dosing solution demon-
strated homogeneity of mixing for all test solutions. A1l samples
(except those for Group 2) assayed within ten percent of the target
cancentration. Because af the background values detected in the Group 1
samples suggesting a contaminant in that vial, and the high values

abtained from the Group 2 samples; the archive samples were analyzed.

Assayed values from all dosing solutions were within ten percent of the

target concentrations when the control solution in hexane was used to

zero the spectrophotometer.




Table 1
Mean Body Weights and Standard Deiations
Two-Week Gavage Administration of "tT to Rats




- 16 -

s$gltazs MALZS
STUCY TITLE W0 WEIEK GAVAGE ACMINISTRATION IN RATS
T

CCePOUND TITLE

TABLE 1
MEIN BODY WEIGHTS AND STANCARD DEVIATICNS

T rer MA| S eresw

GRQUP 2

LIvIL (MG/KG/DAY) " 100.060

WEEKS ON STUDY

MEZAN (GRAMS)
START STC.D0EV.
ACJUSTEL SURVIVAL

MEAN (GRAMS)
STOWLEV.
ADGUSTEL SuFRVIvalL

ME AN (GRAMS)
§TO.0EV.
ADJUSTELD SurVIvaAL




- i7 -

C S23p21s MALES
STUDY TITLE TWO WEEK GAVAGE Apmpy
COMPOULND TITLE PET ISTRATION IN RATS

TABLE 1 - CONTINUED
MEAN BODY WEIGHTS AND STANCARD DEVIatpens
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TABLE 1 - CONTINUED
MEAN BODY WEIGMTS AND STANCARD DEVIATICNS
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Table 2
Mean Food Consumption and Standard Deviations
Two-Week Gavage Administration of PET to Rats
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PROJECT:

GROUP
NUMBER

230233

SPECIES: RAT SEN: MALE WEEK 3
TABLE §
MEAN TERMINAL BODY WEIGHTS,ORGAN WEIGHTS
ORGAN / BODY VWEIGHT RaATIOS
AND STANDARD DEVIATIONS
TWO~WEEK GAVAGE ADMINISTRATION OF PET TG RATS
8QoY ADRENALS LUNGS
WEIGHT WEIGHT RATIO WEIGHT 2ATIQ
[} GN x Gh K
160.34 + 0343 0213 781 474
9.938 . 00433 . 00236 . 0857 . 0237
10 10 19 K} L]
159.38 . 0340 L0213 fre-14 L4740
3.33%? . 00139 00117 - 0560 . U2SS
S S S S 3
157.10 . 033« 014 P27 463
11.182 . 00418 . 00312 . 9S30 L0137
S S S S S
163.46 . 0380 . 0233 . 322 .583
4.904 . 00406 . 00280 . 0853 . 0508
S S S S $
161.19 + 0344 . 0214 .T66 L4753
10.206 . 00288 . 90269 . 0545 . 0126
S ] S S S
152.40 . 0342 . 0228 L7 L4567
12.736 . 00370 . 80241 . 0S43 L0211
S S 3 3 S
!38.025' . 9373 .02685+ .56% .48S
1.708 . 00233 . 00142 , 0296 L9271

S

5




PROJECT:

239

GROUP
NUMBER

€l

~

2

3

3

SPECIES: RAT 3EX: Ma'E  WEEK

ul

TABLE 5 - CONTINUED
MEAN TERMINAL BODY WEIGHTS,O0RGAN GEIGHTS
ORGAN ~ BODY WEIGHT RATIGS
AND STANDARD DEYIATIONS
TWO-WEEK GAVAGE ADMINISTRATION OF PET TO RATS

B80DY LIVER KIDNEYS
WEIGHT  WEIGHT RETIO WEIGHT RATIG
oM oM % i P
160.34 5.536 3.435 1,301 YT
3.939 .s%27 L1531 0816 5234
10 10 10 to 10
159,38 s.398 3,339 1,295 314
5.357 .0729 L0736 0655 2544
s s s s s
15710 5.534 3.52% 1,293 828
11.152 13690 1632 L0875 L0303
s s 5 3 5
163, 46 5.753 3.522 1.387 .343
4.904 .4326 .2823 057 . 0445
s s 5 5 s
161,18 $.?779 3.3%81 1,381 .8383
10.206 5135 REET L3457 L0366
5 5 s 5 s
S+
152.40 s5.889 3.870 {328 373
12.736 .3861 1251 L3973 1636
s 5 5 5 5
133.02°" 6.435°" 4.561 " 1,353 aso
1.708 [3377 .20%8 L0605 1343

3




PROJECT: 230621% SEX: FIMALE wEENX @

TABLE §
MEAN TERMINAL BOLCY WEIGHTS ORGAN WEIGHTS
ORGAN 7 BCOY WEIGHT RATICS
ANO STANDARD CEVIATICNS
TWO=WEEK GAVAGE ACMINISTRATION OF PET TO RATS

GROUP 800Y AQRENALS LUNGS
NUMEER
WEIGHT WEIGHT RATIO . WEIGHT
GN GN 3 oM

111.39 «0399 0358
4177 «03288 «302%0
1¢ 1¢ 10

105.34 «0388 «0366
4313 «3C0872 «dCA3S
S S S

101.96 «J3%8 e384
13487 «00303 +«00369
S 5 S

111.50 «JI7A «033%
3e601 «38321 «06229
S £ S

113.1% «038a «8339
3570 «30207 «30172
S S S

112.3a «0408 «33263
44515 «002868 e03J172
s 5 S

414 .dals
339« «33366
s

39.10 2
6460 <

AN
G037




PROJECT?

z3uals

SPECIES: RAT

TABLE 5 - CONTINUED
VEAN TEZPMINAL 30C0Y WEIGHTSVCRGAN wEignys
ORGAN / 83CY WEIGHhT Ratigs SrEnTs

AND STANCARC CEVIATIoNS

TWO=WEEK GAVAGE ACMINISTRATION of PET Y0 &
T0 RaTs

200y LIVER
KIthgys

WEIGHT WEIGHT RATIO VETGHT
& on RATIg
X

111.39 3.977
84177 «2033
10

105.84
4,313
S

101.96
13.497
Bl

111450
3.601
5

113416
34570
5

112.34
4,518
5
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Appendix 1
Individual Body Weights
Two-Week Gavage Administration of PET to Rats




ANIMAL
NUMEBER

43286

ANIMAL
NUMEBER

4987

ANIMAL
NUMBER

4988

ANIMAL
NUMBER

4989

ANIMAL
NUMBER

4990

ANIMAL
NUMEBEZR

4991

ANIMAL
NUMIER

4392

ANIMAL
NUMBER

4332

ANTMAL
NUMIER

- 36 -
APPEMDIX - 1
INCIVIDUAL BPODY WEIGHT3 (GRAMS)
§$23022¢=

GROUF 1 = CCNTROL
MALES

INTERVALS

2
175.7

INTERVALS

2
1533.7

INTERVALS

-

<

191.2
INTERVALS

~

2
17442

INTERVALS

2
18G.¢

INTERVALS

INTERVALS

~

<

182.2

INTERVALS

TTe7

INTERVALS
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APPENCIX = 1 CCNTINUED
INDIVIDUAL BCDY WEIGFTS (GRAMS)
$23022%

GROUP 1 = CCNTROL
FEMALES

ANIMAL INTERVALS
NUMBER

-

<
4996 118.8

ANIMAL INTERVALS

NUMBER
2

4997 _ 118.0

ANIMAL INTERVALS

NUMEBER
2

4398 13G.6

ANIMAL INTERVALS
NUMBER
2
49%9 117.6

ANIMAL INTERVALS

NUMBER
2

50400 128.3

ANIMEAL INTERVALS

NUMBER
2

5931 114.8
NIMAL INTERVALS
UMBER
5392

ANIMAL INTERVALS
NUMEER

2
123.3

ANIMAL INTERVALS
NUMBER

2

5304 121.5

ANIMAL INTEZRVALS
NUMBER

S2405 12C.2




ANIMAL
\NUMSER

5006

ANIMAL
NUMSER

5007

ANIMAL
NUMBER

5a¢8

ANIMAL
NUMBER

50¢9

ANIMAL
NUMBER

5310

ANIMAL
NUMZER

5011

ANIMAL
NUMBER

€312

ANIMAL
NUMBEZR

5013

ANIMAL
NUMBER

5314

- 38 -

APPENDIX = 1 CCNTINUED
INDIVIDUAL BCDY WEIGHTS (3RAMS)
$¢30235

2S.0C030 (MG6=-KG
MALES

INTERVALS

INTERVALS

2
17449

INTERVALS

2
172.9

INTERVALS

-~

[
166a7

INTERVALS
2
1'48.8 179-5
25400600 (MG~KG
FEMALES

INTERVALS

-~
<

11“.4

INTERVALS

INTZRVALS

117,06




ANIMAL
NUMBER

5315

ANIMAL
NUMBER

5018

ANIMAL
NUMBER

SQ17

ANIMAL
NUMEER

Sg18

ANIMAL
NUMBER

$019

ANIMAL
NUMBER

592¢

ANIMAL
NUMBER

5021

ANIMAL
NUMB £R

5922

ANIMAL
NUMBER

5323

-39 -
APPENDIX = 1 centisven

INDIVIDUAL BUDY WEIGHTS (GRAMS)
$230228

INTERVALS

1 2
108.8 122.2

5340000 (MG=KG
MALES

INTERVALS

2
195.2

INTERVALS

2
190.2

INTERVALS

2
168.1

INTERVALS

2
16S.3

INTERVALS
1 2
141.2 164.1
S0.0300 (MG6=KG
FEMALES

INTE&RVALS

INTERVALS

4
1282




ANIMAL
NUMBER

Sd2a

ANIMAL
NUMBER

5625

ANIMAL
NUMBER

5026

ANIMAL
NUMBER

5327

ANIMAL
NUMBER

ANIMAL
NUMBER

5029

ANIMAL
NUMEER

GZ0

ANTMAL
NUMZ ER

331

ANT ™AL
MUMEBZR

5522
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APPENCIX - 1 cenNTINUED

INDIVICUAL BCDY WEIGHT
§230233

100.0000
MALES

1
14645

13C.0000
FEMALES

S (GRAMS)

INTERVALS

(MG=KG

INTERVALS

2
17746

INTERVALS

~

4

187.2
INTERVALS

2
184.0

INTERVALS

2
18451

INTERVALS

172.6

(MG=KG

INTEZRVALS

2
12740

INTERVALS




ANIMAL
NUMBER

5033

ANIMAL
NUMBER

5034

ANINAL
NUMBER

5035

ANIMAL
NUMBER

5C36

ANIMAL
NUMBER

5037

ANIMAL
NUMBER

5028

ANIMAL
NUMBER

S339

ANIMAL
NUMSER

5548

ANIMAL
NUMEER

5841

- 4] -

APPENDIX = 1 CCNTINUED
INDIVIDUAL BODY WEIGHTS (GRAMS)
S$230235

INTERVALS

INTERVALS

e
12542

INTERVALS
1 2
108.5 128.2
200.0000 (MG-KG
MALES
INTERVALS

2
18Q0.8

INTERVALS

2
158.4

INTERVALS

2
189.2

INTERVALS

2

183.3

INTERVALS

<

143.3 17%.8

20040008 (MG=~KG
FEMALES

INTERVALS




ANIMAL
NUMBER

5242

ANIMAL
NUMBER

S043

ANIMAL
NUMBER

5044

ANIMAL
NUMBER

5045

ANTHMAL
NUMBER

50346

ANIMAL
NUMEER

5047

ANIMAL
NUMBER

5048

ANIMAL
NUMEER

£349

ANIvMAL
NUMEBER

S320
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APPENDIX = 1 CCNTINUED

INDIVIDUAL ECDY WEIGETS (GRAMS)
§230225

INTERVALS

INTERVALS

2
122.1

INTERVALS

2
119.6

INTERVALS

~

<
108.5 123.4

4000000 (MG-KG
MALES
INTERVALS

~

<
179.9

INTERVALS

2
145,58

INTERVALS

~

<
16840

INTERVALS
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APPENDIX -« 1  CCNTINUEED
INDIVIDUAL BCDY WEIGHTS (GRAMS)
$230235

GROUP € = 40040G00 (MG=KG
FEMALES

ANIMAL INTERVALS
NUMBER

5¢C°%1

ANIMAL INTERVALS

NUMBER
2

54352 124 .6

ANIMAL INTERVALS

NUMBER
2
5353 116.0

ANIMAL INTERVALS
NUMBER
2
5354 124.1

ANIMAL INTERVALS
NUMBER
1 2
59SS 136.3 123.2

80043000 (MG=KG
MALES

ANIMAL INTERVALS
NUMBER

5358 3 < 15%.1

ANIMAL INTERVALS
NUMBER
2
057 162.2

ANIMAL INTERVALS
NUMEER

50358 154.9

ANIMAL INTERVALS
NUMBER

2
3Gz 155.4




ANIMAL
NUMBER

5060

ANIMAL
NUMBER

5061

ANIMAL
NUMBER

5362

ANIMAL
NUMBER

5083

ANIMAL
NUMBER

5064

ANIMAL
NUMBER

Jd6S

- 44 -
APPENDIX = 1 CCNTINUED

INCGIVIDUAL BUGDY WEIGHTS (GRAMS)
$230235
INTERVALS
0 1 2
122.0 136.2 16G.6
GROUP 80340060 (MG-KG
FEMALES
INTERVALS

2
113.3

INTERVALS

2
11£.9

INTERVALS

2
11244

INTERVALS

2
975

INTERVALS

2
1130.1
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Appendix 2
Individual Food Consumption
Two-Week Gavage Administration of PET to Rats




AR -

APPENDIX = 2
INDIVIOUAL FCCOD CONSUMPTION (GRAMS FEIR WEEK)
$230235

CCNTRCL

ANIMAL INTERVALS
NUMEBER

4586 110.3

ANIMAL INTERVALS
NUME ER

~

<

4987 100.0

ANMIMAL INTERVALS

NUME ER
2

4988 122.9

ANIMAL INTERVALS

NUMEER
2

4989 10%.0

ANIMAL INTERVALS
NUMBER

4590 12z.5

ANIMAL INTERVALS
NUMBER

2
4351 121.5

ANIMAL INTERVALS
NUMBER
2
4392 118.9

ANIMAL INTERVALS
NUMBER

5993

ANIMAL
NUMBER

4594
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APPENDIX = 2 CCNTINUED
INDIVIDUAL FGOD CONSUMPTION (GRAMS PER WEEK)
s$23022%

GROU? 1 = CCNTROL
FEMALES

ANIMAL INTERVALS
NUMBER

4996 : 82.9

ANIMAL INTERVALS

NUMBER
2

4997 8342

ANIMAL INTERVALS
NUMBER

4958 8%.9

ANIMAL INTERVALS
NUMBER

-~

<

45599 8346

ANIMAL INTERVALS
NUMBER

-

2
5800 8643

ANIMAL INTERVALS
NUMBZER

5301 78.4

ANIMAL INTERVALS
NUMBER

£3322 82.1

ANIMAL INTERVALS
NUMBER

2
8%e6

INTERVALS

8%.5
INTERVALS

-~

<
8846
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APPENDIX = 2 CCNTINUED
INDIVIDUAL FOOD CONSUMPTION (GRAMS PER WEEK)
$230215

2543000 (MG=KSG
MALES

ANIMAL INTERVALS
NUMBER

S336 11<S.°

ANIMAL INTERVALS

MUMBER
2
5007 1372

ANIMAL INTERVALS

NUME ER
2

53508 104.5

ANIMAL INTERVALS
NUMBER
2
5009 104.8

AMIMAL INTERVALS
NUMBER
1 2
5010 110.2 114,.4

25+0000 (MG=KG
FEMALES

INTZRVALS

2
7759

ANIMAL INTERVALS
NUMBER

5312

ANTIM AL
NUMBER

£C12

ANT ™AL
NMUMEER

S
cia




ANIMAL
NUMBER

5315

ANIMAL
NUMBER

Sole

ANIMAL
NUMBER

S817

ANIMAL
NUMBER

5018

ANIMAL
NUMBER

5019

ANIMAL
NUMBER

5320

ANIMAL
NUMBER

$321

ANIMAL
NUMBER

£322

ANTMAL
NUMBER

323

APPENDIX - 2 TCNTINUED
INCIVIDUAL FGOD CONSUMPTICN (GRAMS PER WEEK)

o0

GROUP

o0

o0

o0

o0

- 49 -

s23023¢
INTZRVALS
1 2 z 4 S
92.8 864
3 - SG.0308 (MG=KG )
MALES
INTERVALS
1 2 3 4 5
121.9 117.0
INTERVALS
1 2 3 4 5
118.5 118.9
INTERVALS
1 2 3 4 S
100.5 104.9
INTERVALS
1 2 3 4 5
106 .5 1037
INTERVALS
1 2
109.6 10%.1

€Ce0CLC

FEMALES

(MG=KG

INTERVALS

Eled

INTERVALS




ANIMAL
NUMEER

5024

ANIMAL
NUMBER

50825

ANIMAL
NUMBER

S62s

ANIMAL
NUMEER

s327

ANIMAL
NUMBER

5028

ANIMAL
NUMBER

54929

ANTMAL
NUMBER

2030

ANIMAL
NUMBER

3021

ANI%AL

NUMSER

T

2

v
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APPENDIX = 2 CCMNTINUED
INDCIVIDUAL FCOD CONSUMPTION
52303235
INTERVALS
b] 1 2
) 7943 I2.4
INTERVALS
0 1 z
.0 68 .32 79.6
GROUP 1060000 (MG=KG
AALES
INTERVALS
0 1 2
.0 199.1 11447
INTERVALS
0 1 2
.0 114.6 121.1
INTERVALS
i) 1 2
.0 115.0 113.2
INTERVALS
) 1 2
.0 167.7 112.8
INTERVALS
0 1 2
0 105 48 11249
GROUP 10340000 (MG~KG
FEMALES
INTERVALS
o] 1 2
D 88 .2 98,7

(GRAMS PER WEEK)

(@]

on

o

o




ANIMAL
NUMBER

5333

ANIMAL
NUMBER

S33e

ANIMAL
NUMBER

5035

ANIMAL
NUMBER

5036

ANIMAL
NUMBER

£037

ANIMAL
NUMBER

5038

NImat
NUMBER

5339

ANIMAL
NUMBER

594¢C

ANIMAL
NUMIZR

5341
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APPENDIX = 2  CCNTINUED
INCIVIDUAL FOOD CONSUMPTION (GRAMS PER WEEK)
$230235
INTERVALS

2
80.8

INTERVALS

2
88.5

INTERVALS

2
8%9.0 91.7
200.0000 (MG=-KG
MALES

INTERVALS

2
113.5

INTERVALS

2
98.2

INTERVALS

1176

INTERVALS
108.7

230.0CCC (MG-xC
FEMALES
INTZRVALS

<
27.3
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APPENDIX - 2 CCNTINUED
INDIVIDUAL FQOD CONSUMPTICON (GRAMS PER WEEK)
s23021%

ANIMAL INTERVALS
NUMEBER
c 1 2 3 4 S
5042 -0 93.3 S4e4
ANIMAL INTTZRVALS
NUMBER
G 1 2 3 4 5
5043 «0 89.1 98e6
ANIMAL INTERVALS
NUMBER
0 1 2 3 4 3
5044 o0 85.9 88.9
ANIMAL INTERVALS
NUMBER
0 1 2 3 4 5
5045 o0 93.0 94,1
GROUP & = 400.00GC0 (MG~KG )
MALES
ANIMAL INTERVALS
MUMBER
0 1 2 3 4 5
5046 o0 114 .7 120.9
ANIMAL INTERVALS
NUMBER
0 1 2 3 4 5
5347 o 100.5 10Ce4
ANIHMAL IANTEPVALS
NUMBER

(=R )

5348 a0 103 .1 11

ANIMAL INTEPVALS
NUMEEPR

£3s3

ANT™MAL
NUMEIR

CE0
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APPENDIX - 2 CCNTINUECD
INDIVIOUAL FCOD CONSUMPTICN (GRAMS PER WEEK)
$23023%

GROUP 6 = 40040000 (MG=-KG
FEMALES

ANIMAL INTERVALS
NUMBER

1 2
Sds1 85.3 804

ANIMAL INTERVALS
NUMBER
]

S052 91.7

ANIMAL INTERVALS
NUMBER

S053 84.4

ANIMAL INTERVALS
NUMBER

S06Ss 90.7

ANIMAL INTERVALS
NUMBER

5055

80600000 (MG-KG
MALES

ANIMAL INTERVALS

NUMBER
2

513%S6 127.1

ANIMAL INTERVALS

NUMBER
2
5057 102.4

ANIMAL INTERVALS
NUMBER

5058 102.8

ANIMaAL INTZRVALS

NUMBER
2

£558 102.1




ANIMAL
NUMSBER

€320

ANIMAL
NUMBER

Sgel

ANIMAL
NUMBER

5362

ANIMAL
NUMBER

5363

ANIMAL
NUMBER

5064

ANIMAL
NUMBER

5365

APPENDIX - 2 CCNT
INDIVIDUAL FGOOD CONSUMPTION
$230235

97 .2

805400C0
FEMALES

INVUED
(GRAMS PER WEEK)

INTERVALS

)
<

(MG=KG

INTERVALS

2
8Ce1

INTERVALS

84.1

INTERVALS

7362

INTERVALS

TZe3
INTERVALS

2
TSeT




Standard Hematology Key

Leukocyte Differentials

BLAST = Blast Celis META = Metamyelocytes

RAND = Band Neutrophils SEG = Segmented Neutrophils
LYMPH = | ymphocytes MONO = Monocytes

EOSIN = Eosinophils BASO = Basophils

Erythrocyte and Leukocyte Morphology

Poikilocytes

Acanthocytes

Basophilic Stippled Cells
Polychromatophilic Cells
Macrocytes

Crenated Cells

ANISO = Anisocytes POIK
ECHINO = Echinocytes ACANTH
TARGET = Target Cells BASQSTIP

HYPO = Hypochromic Cells POLY

MICRO = Microcytes MACRO

BURR = Burr Cells CRENATED

Presence of the above cell types are indicated as:

Moderate numbers present
Marked numbers present
Severe numbers present

No finding noted 2
Trace numbers present 3
Slight numbers present 4

Howell-Jolly Bodies RECTRBC = Rectangular RBC's
Toxic Granulation FILARIA = Microfilaria
Smudge Ceiis DOHLE = Dohle Bodies

Presence of the above cell types are indicated as:

No cells present
Few cells present
Many cells present

f
m

NRBC = Nucleated RBC's REACTLYM = Reactive Lymphocytes
IM LYMPH = Immature Lymphocytes PLASMA = Plasma Cells

Presence of the above cell types are indicated as a percentage
of 100 white blood cells counted.
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Appendix 3
Individual and Mean Clinical Hematology Values
Two-Week Gavage Administration of PET to Rats




PROJECT: 8230238 SPECIES: RAT SEX: MALES WEEK

GROUP:

ANIMAL
NUMBER

APPENDIX 3
INDIVIDUAL & MEAN CLINICAL HEMATOLOGY VALUES
TWO WEEK GAVAGE ADMINISTRATION OF PET TO RATS
MALES WEEK 3
DOSE LEVEL: CONTROL DOSAGE UNIT:

HCT HGE RBC uac PLATELET
% GN/DL MI/sUL TH/UL THAUL

04906
04987
04998
04939
04990
04991
04992
04993
04994
04993

MEAN
3$.D.
GROUP: 2

ANIMaL
NUMBER

836
a3
891
82%
836
916
99¢
806
784
339

47.? 16.0
48.9 16.3
$0.9 17.0
S1.1 16.9
47.0 16.0
49.9 17.0
48.3 16.7
47.8 16.2
S68.2 16.6
49.8 16.7

NovNaw

¢ NP ONNOANNN

873
68.3

49.1 16.6
1.41 .38

WY NvVooNn

DOSE LEVEL: 2% DOSAGE UNIT: MG/KC

HCT HGB RBC [1:1 PLATELET
% GM/DL nisuL THUL TH UL




SPECIES: RAT SEX: MALES WEEK

APPENDIX 3 -COWTINUED
GROUP: DOSE LEVEL: S0 DOSAGE UNIT: MG KG

ANIMAL HCT HGB RBC WBC PLATELET
NUMBER 4 GM/0L MI/UL TH UL TH/UL

16.2 8.13 .
05917 . 16.8 9.47 . 863
05018 . 15.7 7.92 . 738
s e 9. 16.3 8.26 . 780
05020 7 16.9 8.37 . 7¢8

MEAM ' 16.4 3.22 . 786
$.0. 2 .49 ,R1S . 6.3
GROUP: DOSE LEVEL: 106 DOSAGE UNIT: MG/KG
ANIMAL HGR RBC W8scC PLATELET
NUMBER GM/DL Ml uL TH/UL

05826 16.6

05027 49,2 16.6 . 91S
0S028 47 . 4 15.8 . 789
05029 48.3 16,5 763
05030 49.5 16.6 . 824

MEAN 48.6 16.4 . 344
S.0. .83 .35 . 74.3

GROUP DOSE LEYEL: 200 DOSAGE UNIT: MG/KG

ANIMAL HCT HGB REC 4BC PLATELET
NUMBER “ MIsul TH/UL TH UL

05036
15037
05038
3303s
0S5949

MEAN
5.0,




PROJECT: 5230233 SPECIES: RAT SEX: MALES WEEK

APPENDIX 3 -CONTINUED
GROUP: 6 LEVEL: 400 DOSAGE UNIT: MG/KG

ANIMAL HGH RBC wac PLATELEY
NUMBER Gr/0L MI/UL TH/UL THAUL

05046 30.4 17.0 9.66 . 823
03047 S1.9 17.1 8.80 806
09048 47.0 18.9 ?.99 780
05049 49.0 16.2 8.14 662
05030 S2.4 1?.3 9.90 783

MEAN 49.8 16.? 9.350 771
S$.D. 2.22 .67 408 . 63.7
GROUP: OOSE LEVEL: 800 DOSAGE UNIT: NG/KG

ANINMAL HCT HGB RBC yec PLATELET
NUMBER E GN/DL NIsUL TH/UL TRAUL

25036 $1.9 17.1 8.66 6
030937 49.3 16.4 8.40 .7 833
05038 S1.8 17.3 8.66 .2 733
8
3

8 811
6
9

03039 $4.0 19.3 9.26 6. 708
[
7
!

05060 48.6 16.6 a.1 982

MEAN St.1 171 8.64
$.0. 2.13 74 .396

.S 212
F 38.1




PROVETT:

SROUP: 1

RNIMAL
NUMBER

04339
4336
043933
14939
14991
14332
04333
04394
143395
04987

GROUP: 2

ANIMAL
NUMBER

15006
15007
USR]
IT009
PI=RYR Y]

SROUP 2

“NIMaL
~LIMBER

25316
usSot 7
RSO RE-T

2229

3230238 3PECIES: RAT IEX: MeLES WEEK 3

APPENDIX 3
INDIYVIDUAL LEUKDCYTE DIFFERPENTIALS
THWO WEEK GAVASE ADMINISTRATION OF PET T9 2aTs

MALES WEEK 3
DOSE LEYEL: CANTROL DOSAGE UNIT:
SLAST META BAND SEG LYMPH MINO SASIN BAEC
% % K % k4 % " 4
g 1} 2 1?2 32 1 0 0
0 [t} ] 13 33 2 2 3
2 [ ] k6 71 2 1 0
0 0 0 1 39 p] 0 0
0 9 3 21 7? 1 1 ]
0 0 2 X-] 30 2 3 ]
[} 2 0 19 37 3 0 0
0 0 0 12 35 3 2 g
0 0 ] 13 35 2 0 0
0 0 2 11 38 0 I 2
DOSEZ LEVEL: 25 DOSAGE UNIT: MG/KG
BLAST METR SAND SEG LYMPH MONO ENSIN SRS
% “ “ “ “ Z 3 %
0 0 13 35 2 0 8
J 1 0 3 30 2 0 3
] Q 3 14 36 0 7 J
0 0 b} 15 33 2 2 ]
J 0 0 1T 31 2 9 3
COSE LEVEL: 59 OOSAGE UNIT mMirsesg

BLAST META SRND SEC LUTMPRH HaND EQ3IN EX R
. . P , . ,

2 0 9 23 74 H ) )
) 9 D 20 7o ! 3 )
) 3 2 i 33 3 3 2
3 0 9 21 ot : )
) 3 2 13 38 '




PRQJECT: S23023%

GROUP: < DOSE LEVEL:

ANIMAL aLasT
NUMBER %

038026
035027
05023
05029
05030

oecoo

GkOUP: S 0OSE

ANIMAL BLASBT
NUMBER £

- —————

03034
25037
25939
05939
05040

[—N-N-N-N-1

GROUP: 6 DOSE

ANIMAL BLAST
NUMBER k9

35049
35046
05047
218043
NSuS50

oo

SROUP:

ANIMaL BLAST
NUMBER %
15058 q
S IsT 2
DRG] 3
19389 ]

35080 i}

META
R

[-X-X-N-¥-1

LEVEL:

META
2

[~ X-R-N-N-]

LEVEL:

META
%

CCOoOoQ

LEVEL:

META
%

[ -1

SPECIES: RAT SEX: MALES WEEK 3

APPENDOIX 3 -CONTINUED

190 DOSAGE UNIT: MG/KG
fant SEG LYMPH MOND EQSIN B8ASY
“ % % % % ®
[} 19 a3 3 2 [}
0 23 ” 2 4 9
[} 13 ?9 2 1 Q
[} 9 ad 9 3 ]
9 13 3% 1 1 [}
200 DOSAGE UN.T: MG/KG

BAND SEG LYMPH MONO €JSIN BRSO
% 2z 2 % Z %

4 29 &3 < 2 0
] 23 7’S 2 9 9
9 1? 30 3 1 )
b} 12 97 1 0 B}
0 16 32 1 1 3
400 DOSAGE UNIT: MG/KG
3aND SEG LYMPH MONO EOSIN 8RSy
A % kS % % %
D} 15 33 2 0 0
0 t3 75 3 3 1
1 22 7a 1 0 9
{ ts 34 0 2 Q
3 19 kard 4 h by

309 DOSAGE UNIT:

8AND  SEG  LVMPH  MDNO  EJSIN  2RED
% e % % 5 B

9 3% 33 2 3 )
: 2z 5 l : i
) 30 53 2 2 :
2 22 74 3

3 15 32 E ) )




PROVECT: S23u23S SPECIES: RAT SEXx: MALES

APPENDIX 3
ERYTHROCYTE AND LEUKCCYTE MORPHCLOGY
TWO WEEK GAVAGE ADMINISTRATICN OF PET 70 RATS

MALES WEEK ¢ 3

GROUP: 1 DOSE LEVEL: CONTROL DOSAGE UNIT: MG/XG
ANIMAL ECHING TARGET POLY NRBC REACTLYM
34089 T T T - -
34986 3 1 T - -
34987 3 1 T 1 -
34988 2 1 T - -
04990 3 T T - -
G499 4 T T - -
34992 3 T T L] -
04993 2 T T 1 -
L4994 3 T T hd 1
04995 2 T T 1 -
GROUP: 2 DOSE LEVEL: 25 DCSAGE UNIT: MG/KG
ANMIMAL ECHINO TARGET FOLY NREC REACTLYM
15006 1 T b 1

acoa7 3 1 T 1 -
15038 3 7 T 1 -
iE049 3 i T - *
150186 1 T T - «
GFOUP: I COSE LEVEL: &€ CCSAGE UNITI MG/XG
ANIMAL ZCHING TARGET NRBC REACTLYM




PROUECT? S230238 SPECIES: RAT SEx2 MALES WEEN 2

APPENOIX 3 -CONTINUED

GROUP 00SE LEVEL: 100 DCSAGE UNIT: MG/KG
ANIRAL ECHINO TARGET POLY NRBC REACTLYN

02026
3se27
3s028
32029
35830

GROUP S COSE LE:SLD 200 OCSAGE UNIT: M6e/K6

ANImAL ECHING TARGET POLY NABC REACTLYR

SFOUP DCSE LEVELD 450 DCSAGE UNITZ m6/XS

ANIMAL ECHING TARSGET POLY NRBC REACTLY™

—— cemmaes -

0%046
JEga7
Jt0e8
25Cee
3050

sRoUP: 7 0OSE LEVEL: BGO CCSAGE UNI © MG/KS
ANIMAL ECHINO TARGET BOLY NRBC REACTLYM




PROJECT: $230238 SPECTIES: RAT SEX? FEMALES WEEN ¢

APPENDIX 3
INDIVIDUAL & MEAN CLINICAL HEMATOLOGY VALUES
TMO WEEK GAVAGE AOMINISTRATION OF PET TQ RATS

FEMALES JEEX © 3
GROUP: DOSE LEVEL: CONTROL DCSAGE UNIT:

ANIMAL HCT MGB RE8C wBC PLATELET
NUMIER X GM/0L M1 /UL TH/UL TH/UL

04996 4%.9 16.5 7.87 783
04997 49.6 17.1 B8.%52 794
34998 43,4 17.1 8e22 866
0 4999 44,0 1661 T.62 63 80s
3%000 49.3 1649 8.28 65 746
05001 4603 167 799 63 752
053802 4842 1667 8e20 6ol 620
05003 4802 17.0 8433 5.0 157
05004 3545 1665 7«79 6l 809
15008 45.5 17.1 Te83 646 768

MEAN 47.1 16.8 8.06 62 770
S0 1.89 «33 «286 73 6345

GRQUP: DOSE LEVEL: 2S5 DOSAGE UNIT: MG/XG

ANIMAL MCT HGB RBC WBC PLATELET
NUMBER X GM/DL MI/UL TH/UL TH/UL

-—emee ce- crrrccce P il R P L TR

g5811 39,3 17.5 8atp 6o 865
05012 $242 17.7 8.98 6. 6§62
0s013 36.3 17.1 T.89 4. 791
0501a 48¢9 17.1 8428 L 8ss
15015 25,3 17.2 779 4. 738

METAN 48.4 17.3 3428 .2 782
0

S WD 2.72 27 «478 1.07 34,6




PROJVECT? $S23023% SPECIES: RAT SEXS FEMALES

GRQUP I

ANINAL
NUNBER

APPENDIX 3 ~CONTINUED
LEVEL: SO BCSAGE UNIT: NG/XG

1] RB8C usC PLATELETY
GM/sCL L2 94’18 TH/UL TH/UL

ase21
98022
05023
035024
gse2s

REAN
S 0.
SROUP:

ANINAL
NUMBER

%0 17.0 8a07 4.9 as3
8.3 17«0 8436 842 (123
6.6 17.2 T9%¢ TeS 88%
$0.8 162 862 60 o0
$1.3 18.3 8.96¢ Teb 847

49,2 171 Q.07 6.8 838
1.97 « 7S «373 133 39%.8
DOSE LEVE.® i3l DGSAGE UNIT: MG/KS

HCT HES L] 1o PLATELET
2 en/L THAUL TH/WL

053831
35932
0S033
2503s
95835

NEAN
SeDe

GROUP:

ANINAL
NUMBER

35041
35962
15243
25088
35085

MEAN
S «0e

50.8 17.6 Tl as?
4T.6 169 Se5 172
266 17.2 S8 839
44,9 172 60 9226
4542 167 8.4 863

470 17.1 6eS 3%5%
2426 «38 1.2% $4.8

DOSE LEVEL: 240 DCSAGE UNIT: M6/XG
HCT HeB RBC (1.1 PLATELET
X GM/0L NI/UL TH/UL TH/UL

oo ccesee cecesces encccwea

167 T.99 T3 8s9
159 826 769
16.% Tas9 174
17.1 T78 837
17.8 8440 212

169 T.98 9
«35 «369 . I8

WEEX




PRQJECT: 52306235 SPECIES: RAT SEX: FEMALES

APPENDIX 3 =CONTINUED

GROUP: 6 DOSE LEVEL: 400 DOSAGE UNIT: MG/KG
ANIMAL HCT HGO RBC wac PLATELET
NUMBER 2 GM/DL nI/uL TH/UL TH/UL
0091 49.0 17«0 8e41 6ol 925
g50%2 4642 1642 T.88 6al 895
25033 45.7 177 Te85 8.9 77
0505 43.8 17.1 816 609 77
85035 42.4 17.1 Te23 545 846
MEAN 4S5+ 4 17.8 T.91 649 84s
S «De 2.69 «54 e8] 1.17 6763
GROUP: 7 DOSE LEVEL: 800 OCSAGE UNIT: MG/KG
ANIMAL HCT H68 RBC [3:14 PLATELET
NUMBER X &m/0DL ®1/UL TH/UL TH/UL
25061 471 17.3 8.12 7.7 830
05062 500 17.1 857 648 705
05063 53.1 18.6 9.19 8.2 743
2506+ 53.6 1842 9.24 70 622
35063 4543 1745 T.75 T8 671
MEAN 49.8 17.7 8.57 T.5 714

S «0s 3e64 63 «653 «58 7846




PROJECT:

GROUP:

ANINaL
NUMBER

04996
04997
04398
04399
035900
05001
25002
25603
05004
285003

GROUP: 2

ANIMAL
NUMBER

2

30233 : : FEN: FEMALES WEEK

APPENDIN 3
INDIVIDUAL LEUKOCYTE DIFFERENTIALS
TUQ WEEK GAVAGE RADMINISTRATION OF PET TO RATS

FEMALES WEEK : 3

DOSE LEVEL: CONTROL DOSARGE UNIT:
BLAST META 9aND SEG

X 2 £ %

LYNPH MONO

- —nm- ——— -———

16 31
77 32
19 30
20 79
1? a3
13 33
Tt 38
12 38
) 2
10 39

PoCcoOCOCCOD
(]
(.4

~, O~ Oa W :

- X-N-N-N-X-N_ X-¥_¥-3
Cooococoos

DOSE LEVEL: DOSAGE UNIT: MG/KG
BLAST LTNPH
b4 ®

ES

0S011
05012
83
05014
25018

GROUP:

AN TMRL
NUMBER

34
39
I
33
30

LEVYEL: ODSAGE UNIT:

META

)

LymMPR

MOND

MONO =t

EQSIN

Shoome == ~co

B8AS0
X

oo ToCcoo




2204ECT:

SROUP: 4

SNIMAL
MUMBER

15032
05233
NS034
25033

GROUP:
ANIMaL

NUMBER

15041
5042
A5043
S ke
(15048
GROUP: 5

ANIMAL

wS03S

SROUR:
SNTMEL

NLNMBER

15051
1B062

LEVEL:

META
“

LEVEL:

META
%

LEVEL:

META
4

LEYEL:

METH
“

300 OJ5AGE

RAT 3B FEMALZS

APPENDIX 3 -RONTINUED

too OOSAGE UMIT:
BAND SEG LYMPH MONO
K 4 %

8
24 7S
14 8%
13 34
36

WEEK

DOSAGE UNIT: MG/KG

LYMPH MOND
“ I

?9
83
32
34

DOSAGE UNIT:

LYMPH MOND
% “

31
?3
??
3a

73

(A

Uiv Ul @

JNIT

BAND

MONT

IIRTORN I
R YRR

EQSIN

MG/KG

13

TOSIN

PR




PROJECT: s230238 SPECIESS RAT SEX? FEMALES WEEX

APPENDIX 3
ERYTHROCYTE AND LEUNGCYTE MORPHOLOGY
THO WEEX GAVAGE ADMINISTRATICN OF PET TO RATS

FERALES NEEK 3 3

GROUP: DOSE LEVEL: CONTROL DGSAGE UNIT: M&/XG

ANINAL ECHING TARGET POLY NRBC

0499%
94997
ga99s
04999
eseae
L1133
03002
02003
05000
225003

W UAA S UANS
R E N PN )
L L R R PR P

Lol o B I I B I I A )

GROUP: 2 DOSE LEVEL: 25 DOSAGE UNIT: MmG&/K6
ANIRAL ECHINO TARGET POLY NRBC

as3e11
05012
05013
9501
05013

GROUP: 3 DOSE LEVEL: SO DOSAGE UNIT: MG/KG

ANINAL ECHINOD TARSET POLY NRBC

-cacecee caccaaae conaneces ccrccnaee cecsaca=

95021
05022
33023
%024
0502%




PR JECT: S23023% SPECIES: RAT SEX: FEMALES WEEX ¢

APPENDIX 3 ~CONTINUED

GROUP: o DOSE LEVEL: 100 DOSAGE UNIT: MG/KG

ANINAL ECHINO TARGET \NREC

ccoccaaa cwescees ewmea- cesscoas

05031
05032
05033
05034
05035

GROUP: S DOSE LEVEL: 200 DOSAGE UNIT: MG/KG

ANIMAL ECHINO TARGET POLY NRBC

35041
05082
35043
0044
05045

GROUP: & DOSE LEVEL: #00 DOSAGE UNIT: MG/KG

AANIMAL ECHINO TARGET POLY NRBC

25051
05052
05253
0S1254
05055

GROUPZ 7 DOSE LEVEL: 8020 JCSAGE UNIT: MG/XG

ANIMAL ECHINO TARGET POLY NRBC

@

LR RN WY
Qoo oo

[ A0 S ) ol
(&} -

%]

(PRSI
-

i
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Appendix 4
Individual and Mean Clinical Chemistry Values
Two-Week Gavage Administration of PET to Rats

Trace hemolysis
Slight hemolysis
Moderate hemolysis
Marked hemolysis
Severe hemolysis




PROJVECT: S23023% SPECIES: RAT SEX: MALES WE

APPENDIX 4
INDIVIDUAL & MEAN CLINICAL CZHEMISTRY YALUES
TWO WEEK GAVAGE ADMINISTRATION OF PET TO RATS

MALES WEEK : 3
GROUP: DOSE LEVEL: CONTROL DOSAGE UNIT:

aMImaL T PROT ALBUMIN ALB/GLIB ALK PHOS 3UN
NUMBER Gn/dL GM/OL RATIO IusL MG/0L

04386
04937,
4388
04939g;
24390
G433
4392
34953
914994
O4?9SHT

190
199
22

198
22S
189
221
181
190

FANSUHUNERNN

HT

(CRCRG RS RV ET RT N T N ]
NGO LD NGO o
CHULI LI LI L)Ll b W
HOUDCIGIGILIGG
DONNPNDOO—- W

204
16.90

MEAN .
3.0. .13

S 3.3 1.42
W

N

GROUP: DOSE LEVEL: 2S DOSAGE UNIT: MG/KG

ANTMAL T RPROT ALBUMIN ALB/GLOB ALK FHOS BUN
NUMBER GM/DL RATIO MGADL

05006 |
05007 Lﬂ
osooa ]
g009
0s010

U ot Ut
DA W NN
Lol G G L)
LA O )

MEAN
.0

(9]
— g
o4

EK

GLUCOS3E
MG/DL

SLUCDSE
MGDL

FJED ) GG Gh 6L L G
A= N L

J
W e

or
(%

L2% BN BVY S % Y )
oLy

(2]
)




PROJECT: $23023%

GRQUP: 3 DOSE

T PROT
Gh/OL

ANINAL
NUNBER

SPECIES:

LEVEL: SO

ALBUNIN
GN/DL

RAT

SEX:

MALES

APPENDIX 4 -CONTINVED

ALS/GLOD
RATIO

DOSAGE UNIT: MG KG

ALK BMNOS
vy

BUN
MG/OL

'}

GLUCOSE
MGAOL

SGPT
IuAL

0S016
05017

05018 M
0s019 Hi
0s020 HT

MEAN
$.0.
GROUP: &

T PROT
GN/DL

aNinay
NUMBER

DOSE LEVEL:

(O R TR R

P

=W sMOUN

o

100

ALBUMIN
GNAOL

1.46
1.2
3
1.99
1.20

1.48
197

ALB/GLOB
RATID

213
R8s
213
226
229

N8
S.0

1?7,
1S3,
1s.
16,
14,

1$.6
|

1.14

DOSAGE UNIT: nNG/KG

ALK PHOS
Iun

LI
MG/OL

33
103
sSQ
93

kg
7

I
1.8

GLUCDSE
MGSDL

3GPT
usL

05026 SI
05027

0S028
05029
05030

.0
.8
.3
.4
.7

HT

MEAN
$.0.

N o

GROUP: S

T PROT
oML

ANIMAL
NUMBER

Gl W

)

DOSE LEVEL: 200

ALBUMIN
Gn/0L

.49
32
4
.70
.59

.49
138

ALB/GLOB
RATIO

217
221
192
205
2090

207
12.¢
DOSAGE

ALK PHOS
Iur/L

45036
99037
05938
05539

35040 HT

(200 N OWAN

MEAN
3.0.

G G b Gl b

.44

.31
.44

.79

.50

131

213
164
214
198
249

UNIT:

18,
15,
14,
13,
14,

1§.
2.
MG/XKG

BUN
MG DL

Gl GH iy 1)
Gl o by (R




PROJECT:

GROUP: &K

ANIMAL
NUMBER

35046
psgerhl
aSn48

0s049HT
ososafT

MEAN
3.0.

GROUP: 7

RNTMAL
NUMBER

95056
25087
25058
es959 12
05050

3230233

SPECIES:

RAT

SEX:

APPENDIX 4 -CONTINUED

DOSE LEVEL: 400 DOSAGE UNIT:

T PROT ALBUMIN ALB/GLOY ALK PHOS
GM/DL GM/OL RATIO Iu/L
S.83 3.5 1.52 238
3.9 3.4 1.36 206
.6 3.4 1.58 188
5.7 3.6 .72 2390
5.9 3.7 1.76 198
S.8 3.3 1.88 211

L1 A 161 22.1

DOSE LEVEL: 800 DOSAGE UNIT:

T PROT ALBUMIN ALB/GLOB ALK PHOS
GMADI, GM.<DL RATIO o/
5.0 3.6 1.50 303
S.8 3.3 1.32 254
6.0 3.7 1.61 203
5.2 3.8 .S 237
¥.8 3.4 1.38 197
S.9 3.6 1.5 240

.23 4 RRE-1 42. 0

MALES

MG/KG

8UN
MG/DL

MG/KG

3UN
MG/DL

WEEK

GLUTOSE

MG DL

o

LRI I (VI N REI)
A~ g o

(]
(v}

r

SGPT
IusL




PRUOJECT: 3230238 SPECIES: RaAT SEX: FEMALES WEEK

APPENDIXR &
INDIVIDUAL & MEAN CLINICAL CHEMISTRY VYALUES
TUO WEEK GAVAGE ADMINISTRATION OF PET TO RATS

FENALES WEEK : 3
GROUP: 1 DOSE LEVEL: CONTROL DOUSAGE UNIT:

ANIMAL T PROT ALBUNIN ALEB/GLOB ALK PHOS SUN GLUCOSE
NUNBER GM/DL G0l RATIV usL MGADL MG/ OBL

L 5
38
32
3
3%
ag
TS
3T

N

.32 190 18.
.39 133 17,
. 48 199 19,
48 192 LR
4% 191 13,
.30 200 8.
.78 130 Q0.
.38 7o 29.
.70 9% 1.
.44 196 20.

aa99s T
sa992 T
pa99eHT
04999
osoaotl
osao HT
08802
0s5003HT
05004
¥S00S

A PR BLAN
[JORE NN -2 A W N N7
= WU WGIUL UL
WMo btaNNMNNAN
[~ S ~I ~Aap~  ~ i~ I ~ Y~ -]

© -

1] 182 17 7o

118 31.5 2.

(%)
LY

MEAN
5.0,

o W

GROUP: 2 DOSE LEVEL: 25 DOSAGE UNIT: M&/XG

ANImaL T PROT ALSUMIN ALB/GLCB ALK PHOS 8UN
NUMBER SusdL GNADL RATIQ IusL MG/ DL

.88 17S
.44 213
.33 135
.50 207
.46 197

aso1 tHT
psat12i
asar 3l
azers

BLATRE-

=3
i D PY

<
Gl L) L)l L)

Ol ol 6l G i
DN LW
o o

[CRO N RY RE)
Y RT NV A

[V}
ol
i

P
")

“u

.49 198
1 . 099 18.0

MEAN
$.0.

(AR

2

3 This samole leaked while thawing, which may have affected the concentration 3f the remaining
sample.




PRQJECT:

GRQUP:

ANIMAL
NUMBER

08021
0%022
05023
05024

MEAN
3.0.

GROUP

AMNIMAL
NUMBER

T PROT
SM/DL

0239 SPECIES:

DOSE LEVEL: 50

ALBUMIN
GMN-/DUL

RAT

SEX:

APPENDIX 4 -CONTINUED

ALB/GLOB
RATIO

DOSAGE LUNIT:

ALK PHOS
Iu/L

T PROT
GM DL

RS TR )
CIN WL W
[SAURAN V]

- g

“
O -
A

0gsE LEYEL: 100

RALBUMIN
GM-DL

3.
3.
e

3.
3.
3.

()

ALBUMIN

LW el W

©l

1,44
1.46
1,44
1.28
1.28
, 286

ALB/GLOB
RATIQO

ALB/GLOB
RATIC

176
138
209
846
233

330
289.0
D0SAGE UNIT:

ALK PHOS

DOSAGE UNIT:

ALK FHOS

sUN
MG/ DL

FEMALES

MG/XG

32

MG KG

3UN
MGA/OL

- W oD D
rs

MRS

SUN

Mg

[SU+ PR RS

woo W

- @

WEEK

SLUCNSE

GLUC

[N NN
O oo WL

ol
LN

- D

[ L oY % IR )

(%)
Py
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PROJECT: S230233 SPECIES: RwT SEX: FEMALES WEEK

APPENDIN 4 ~CONTINUED

GROUP: 6 DOSE LEVEL: 400 DOSAGE UNIT: MG/KG
anImaL T PROT ALBUNIN  ALB/GLOB ALK PWHOS BUN GLUCOSE SGPT
NUMBER G0 GNADL RATIO UL NGAOL MGADL L
HT .

0s0s 5.2 3.2 1.60 186 16.9 13 28
05052 .r 5.2 3.2 1.80 188 7.8 3 35
05053 S.4 3.3 1,87 220 15.0 Te 34
15059 o $.6 3.4 1.55% 199 17.9 37 34
0508S 5.3 3.3 1.6% 233 1%.0 3% 31
MEAN $.3 3.3 1.59 208 18.2 28 32
3$.0. A7 .08 . 039 21.2 .8« 3.8 2.3
GROUP: 7  DOSE LEVEL: 300 DOSAGE UNIT: MG/XG
ANIMAL T PROT ALBUNIN  ALB/GLOB ALK PHOS R GLUCOSE SLPT
NUMBER [~ -1 GN-OL RATIY UL MG, DL MG DL UL

s 1 H2 2 3 3
05381 5.5 3.3 1.50 261 16.0 53 az
05082 S.4 3.3 1.87 138 17.0 9 33
osass;{T s.9 3.6 1.57 222 13.9 3% 37
°3°5‘§T <.3 3.6 1.84 162 15,8 s¢ 3t
05068’ 5.3 3.3 1.6S 22 14,0 a2 33
MEAN S.8 3.4 1.53% 212 16,3 39 38
3.0, 235 18 . 281 33 1. 58 3.0 4.3

oz
-




230-235
Standard Urinalysis Key

Transparency Color
CL Pale Yellow
H Yellow

Dark Yellow

Brown

Colorless

Red

Black

Clear Py
Hazy Y
Cloudy DY
Turbid B
co
R

CY
T

L LI | R { N T R T I T I [}

BL

Grading
GLUCOSE : PROTEIN: BILIRUBIN: KETONES:

5
15
40
80

160

Negative T
Sma 1l 1+
30 mg/d1 Moderate 2+
100 mg/dl Large 3+
300 mg/d1 4+
over 1000 mg/d1

Negative
Trace

Negative

Trace, 1/10 g/d1
% g/d1

% g/4]

1 g/d1

2 or mere g/d}

w o uown
[ LI TR T [}

0CCULT BLOOD: UROBILINOGEN:

Negative Values in
Nonihemolyzed trace Ehrlich Units/d1
Hemolyzed trace

Smatl

Moderate

Large

L TR | R T [}

Microscopic Findings

RBC/HPF = Red blcod cells per nigh power field
WBC/HPF = White blood cells per high power field

P ITH/HPF = Epithelial cells per high power field
AMORPH/LPF = Amorphous crystals per low power fieild
CRYSTALS/LPF = Crystals per low power field
BACTERIA/LPF = Bacteria per Tow power Tield
CASTS/LF® = Casts per low power field

YEAST/LPF = Yeast per low power field

SPERM/LPF = Sperm per Tow power field

TNTC = Too numerous to count




230-235

Appendix 5
Individual Clinical Urinalysis Values
Two-Week Gavage Administration of PET to Rats




IEK:

APFENGT, 5§
INDIVIDUML CLINICAL UFINALYSIS YeLUES
TWO WEEKX GAYNGE WUMINISTReTION OF FET TO &uTS

MALES WEEK 3

SR2UP: DOSE LEVEL: CONTROL OOSRGE UNIT:

ANTMAL RPPEAR f 3P AR SLUCDSE KETOMES
HUMBER

<

H=Y
H='¢
H=-Y
cCY-pPv
CL-PY
CL-PY
CL-PY
[ 4
cL-y

NN G TN
[~V RV NV |

=3
I T I I I IR

s e 0
Ui UL

SRQUP; — DOSE LEVEL: 2 DOSAGE UNIT: MG/KS

SNIMAL RPPEAR 3P 5 SLUCOSE KETONES
HIIMBER

I OO
b< <
i
-

X
-

SROLS -

T
LMEER

FRYENEIS
3w

DRSS




PROJEST:

GROUP: 4 DOSE LEVEL: 190

ANIMAL APPEAR PH
NUMBER

RAT

IEN MRLES

RPPENDIN 5 ~CONTINUED

DUSAGE UNIT: MGAKG

GLUCOSE KETONES

23026 cL-y
05027, cL-v
95028° . NO TEST
03029 cL-v
05030 CL-PY

GROUP: S DOSE LEVEL: 200

aNIMAL APPERR PH
NUMBER

2%038 H-Y
23937 H=Y
050338 cL-PY
05939 cL-PY
05040 H=Y

GROUP: ¢ DOSE LEVEL: 490

AN TMAL APPEAR
NUMEBER

15046 CL-PY
I5047 cL-v
25048 CL=-PY
05049 CL-PY
15559 CL=PY

G o

GROUP: DJSE LEvEL:

ANIMAL APPERR
HUMBER

05055 H=-pPY

15057 TL-PY
28053 CL-PY
35059 Cl-Py
15060 CL=-PY

+ Value in excess of that indicatad.

2 Unable to obtain sample.

- T

- T
NO TEST  NO TEST

- 1

- T
DOSAGE UNIT: MG/KG
SLUCOSE  KETONES

DOSAGE UNIT: MGl

SLUCOSE KETONES

DOSwGE UNTIT - Mo v

SLUCOSE <ETONES




PROJECT: s230235 SPECIES: RAT SEXZ MALES WEEK 2 3

APPENDIX 5
INDIVIDUAL CLINICAL URINALYSIS VALUES
TWO WEEK GAVAGE ADMINISTRATICN OF PET TC RATS

MALES WEEK ¢ 3
GROUP: 1 DOSE LEVEL: CONTROL DOSAGE UNIT:
ANINAL PROTEIN BILI 0C BLD=U URQBIL
NUMBER u/0L
04986 T - HT el
04987 1 - 3 0e5
04958 1 - 1 0.5
04949 1 - - 0.5
04999 T - HY 0ol
34991 T - 2 Cel
74992 1 - 1 0ol
04993 1 - - 0.5
03994 1 - 2 0.5
04998 T - 1 O0u1
GROWP: 2 DOSE LEVEL: 25 CCSAGE UNIT: MG/XG
ANIMAL PROTEIN BILI 0C BLD=-U UROBIL
NUMBER usoL
35006 1 - - 3.5
25007 T - 1 Gel
235008 1 - 1 8.5
05009 1 - HT .5
25010 1 - 1 0.5

GRQUP: 3 DOSE LEVEL: 590 OCSAGE UNIT: MG/xB

ANIMAL PROTEIN BILI 0C BLO=u UROBTL
NUMBER (P4




PROJECT: s23023% SPECIES: RAT SEx: MALES WEEK 2

APPENDIX 5 =CONTINUED

GROUP: o D0SE LEVEL: 100 OOSAGE UNIT: ve/Kx6

ANINAL PROTEIN BILI 0C BLo=v URO®R IL
NUNBER [174: 1%

93026 HY [ 23]
e3027 1 0.9
0%e29 2 [ 1%

T 1 el
NG TEST NO TEST NQ TEST NO TEST

0563
05

GROUP: S DOSE LEVEL: 200 DASAGE UNIT: mG/xE

ANIRAL PROTEIN BILl 9C B3LO=~-v UROQBIL
NUNBER usoL

05036 0.5
03037 8.1
05038 0.1
22039 0.1
35040 2.5

GRQUP: & DOSE LEVEL: G0 DOSAGE UNIT: M6/KE

ANIMAL PROTEIN 8ILI 0C 8LD-~-vu URGBIL
NUNBER usoL

-— cevareew cccacecas

15046
a%0e7
05048
35049
%0590

6ROUP 2 D0SE LEVEL: soo0 DOSAGE UNITI MG/XE

ANImAL PROTEIN 8ILl 0C ELD=-V LRCBIL
NUMEER u/tL

cveocs s cacscccea coccsees L rerwe e

a33%e
35057
35058
95959
95060

3 Unable to obtain sample.




PROJECT: S230235 SPECIES: RAT SEx: MALES WEENX

APPENDIX 5
INDIVIDUAL MICROSCOPIC URINALYSIS FINDINGS
THO WEEK GAVAGE AOMINISTRATION OF PET OF RATS

MALES WEEK @ 3

GROUP: DOSE LEVEL: CONTROL DOSAGE UNIT:

ANIMAL RBC [1:1+ EPITH AMORPH CRYSTALS BACTERIA CASTS YEAST SPERH
NUMBER PERNPF FPERHPF PERHPF PERLPF PERLPF PERLPF PERLPF PERLPF FERLPF

weoon e Eooee cencen cearmes coemee amseeee —osome= Smmaes wceaves ~mocwa

04938 FEW MANY
04987 FEW MANY
34988 - FEW MOD

04989 FEW MANY
04990 - MANY
04991 FEW MANY
J4992 FEW MOO

04993 FEW MANY
04994 FEW FEW

04995 FEW MANY

G6ROUP 2 DOSE LEVEL: 25 DOSAGE UNIT: MG6/KG

ANIMAL RBC wac EPITH AMORPH CRYSTALS BACTERIA CASTS YEAST SPERM
NUMBER PERHPF PERHPF PERHPF PERLPF PERLPF PERLPF PERLPF PERLPF PERLPF

-came = SEmeene ctwescs coucse sccmme seeeow ——am-- ceenes csceses ameccoe

95008 - - - FEW FEW
asgQ7 FEW MQD
g0sc0s - FEw MANY
05009 - FEW MANY
2%019 G0 MANY

GROUP: 00SE LEVEL: 50 COSABE UNIT: “G/KG

ANIMAL RBC wWEBC EPITH AMORPH CRYSTALS BACTERIA CASTS YEAST SPERM
NUMBER PERHPF PERHPF PERHPF PERLPF PERLPF PERLPF PERLPF PERLPF PERLPF

35016 FEW MOD
0€017 FEW MANY
0€018 FEW MANY
35019 FEw MANY
g=Q20 FEW FEW




PROJECT: $23023%

GROUP:

ANIRAL
NUNBER

SPECIES: RAT

APPENDIX

DOSE LEVEL: 100

SEX:  MALES
5 -CONTINVED

DOSAGE UNIT:

WEEX

M6/XG

AMORPH
PERLPF

L1-14 vec EPITH
PERHWPF BERNPF PERNPF

22026
gse2r
02029

0303
050232
GROUP:

ANINAL
NUMBER

92036
82037
05038
05039b
32040

6R0UP

ANIMAL
NUMBER

3S04¢
JS0e7
95048
1040
35058

GROUP:

ANIMAL
NUMBER

25056
1c087
35058
35059
25060

CRYSTALS BACTERIA

PERLPF

PERLPF

CASTS
PERLPF

YEAST
PERLPF

SPERM
PERLPF

- 0=1

0=1 -
NO TEST NO TEST NO TEST
DOSE LEVEL: 200

EPITH
SERNPF

RBC
PERMHPF

wac
FERNPF

-1

BOSE LEVEL: sQ0

EPITH
PERHPF

R8C
PERHPF

W8c
PERMPF

DOSE LEVEL: 301
RBC
PERMPF

ceacew

wec
PERHPF

SPITH
PERMPF

g Unable to obtain sampie.
Insufficient amount of sample for microscopic a2xamination of sediment.

NO TEST

AMORPH
PERLPF

AMORPH
PERLPF

AMORPH
PERLPF

FEM FEW
FEY L1 1]

FEu MnOD

FEW MANY

NO TEST  NO TEST
DOSAGE UNIT:

CRYSTALS BACTERIA
PERLPF PERLPF

FEV
FEW
FEY
FEW
FEW

MANY
MANY
FEW
40D
MANY

DOSAGE UNIT:

CRYSTALS BACTERIA
PERLPF PERLPF

FEW
FEW
FEW
FEW
FEW

FEW
FEW
M0D
.00
»0D

COSABE UNIT:

CRYSTALS BACTERIA
PERLPF PERLPF

FEW
FEW
FEW
FEV
FEu

NO TEST NO TEST NO TEST

MG/XG

CASTS
PERLPF

YEAST
PERLPF

SPERM
PERLPF

MG /XSG

SPERM
PERLPF

CASTS
PERLPF

YEAST
PERLPF

NG/XEC

CaASTS vZisT

PEPLPF




SROUP

ANIMAL
NUMBER

PROJECT:

1

04996
0a997
04998
24999
35000
25001
05002
35003
05Q0e
gsges

GROUP 2

ANIMAL
NUMBER

Js011
05812
25013
25014
35915

NUMBER

a%021
0cg022
25023
JE024
35025

2

§230235

SPECIES:

RAT

APPENDIX 5

SEx:

FEMALES

INDIVIDUAL CLINICAL URINALYSIS VALUES

TYO-WwEEX BAVAGE ADMINISTRATICN OF PET TO RaATS

DOSE LEVEL:

APPEAR

cY=-Y

cy-y

CL-PY
cL-DY
CL=PY
CL=-PY
CL-PY
CL=PY
CL=PY
CL=y

DOSE LEVEL:

APPEAR

CY-PY
CL=Y
CY=-y
cL=-vy
CL=-DY

APPEAR

CL=PY
CL=PY
CL=PY
H=Y

cL-PY

A amee-

+ Jalue 1n 2xcess 27 that indicated.

FEMALES
CONTROL

PH SP GR
6e5 1.019
645 1.034
645 1.032
640 1.060¢
Te0 1.023
6e5 1.021
65 1.015
65 1.018
65 1.015
6e5 14032

25

PH SP GR
5.5 1.018
a5 1.01%
6.5 1.014
565 1.02%
6e5 1.060+

SP GR

1.011
1.017
1.014
1.056
1.010

WEEK ¢

DOSAGE UNIT:

GLUCOSE

DCSAGE UNIT:

GLUCOSE

J0SAGE

GLUCOSE

3

KETONES

[ R B

- )

MG/KG

KETONES

UNIT

ROiRG

KETCONES

coesama




PROJECT: S$S23021% SPECIES: RAT SEX: FEMALES WEEK 2

APPENDIX 5 =CONTINVED

GROUP: DOSE LEVEL: 100 DOSAGE UNIT: Me/K6

ANIRAL APPEAR PH SP Gh SLUCOSE KETONES
NUMBER

05031 CL-PY 6eS
03032 CL=y 63
03033 CLey 645
05034 CL=DY 60
05035 H=PY 6.3

GROUP: DOSE LEVEL: 200 DOSAGE UNIT: m6/KG

ANIMAL APPEAR PH SP &R SLUCOSE KETONES
NUNMBER

23081 CL-PY 65
05082 CLe-y 60
95063 CL-PY 6.5
05044 CL-PY GeS
0S04S H=PY 6eS

G6RPOUP 2 DOSE LEVEL: 400 DOSAGE UNIT: MG/XG
ANINAL APPEAR PH SP GR GLUCQSE KETCNES

NUMBER

035051 CL-PY 6e0 1.038
0832 CL=PY 65 1.016
05053 cL-Yy 645 1.02e
33054 CL~7 6e0 1046
350SS CL=-PY 645 1.0l

GROUP: DOSE LEVEL: 800 DOSAGE UNIT: MG6/XG

ANIMAL APPEAR PH SP GR 6LUCOSE KETCNES
NUNMBER

05061
95062
02063
35864
05065




PRQJECT: S230235 SPECIES: RAT SEX: FEMALES WEEK ©

APPENDIX 5
INOIVIDUAL CLINICAL URINALYSIS VALUES
TW0 WEEX GAVAGE ADMINISTRATION OF PET TO RATS

FEMALES WEEK @ 3

GROUP: DOSE LEVEL: CONTROL COSAGE UNIT:

ANIMAL PROTEIN BILI 0C BLD~u UROBIL
NUNBER u/soL

e ecoccave cscocncen censcecee —mecne - EX TP

HT 0.1
2 0.1
- O0el
HT 1.0
- Oel
HT 0.1
- Oe1
2 J.1
- G.1
HT 0e5S

04996
84997
84998
04999
05000
03001
gs002
250063
C500s
05035

e e e B B R R e I |

GROUP: 2 DOSE LEVEL: 25 DOSAGE UNIT: MG/KG

ANIMAL PROTEIN BILI 0C BLD=u UROBIL
NUMBER usct

-cone ana e eme-- cmmanm—- e cecdmmm-

35011 - 01
gco012 Dl
05013 Ceal
05014 De1
05015 0.5

GROUP: 3 DASE LEVEL: S0 07°AGE UNIT: MG/KG

ANIMAL PROTEIN 8ILI UROBTL
NUMBER usDL

35021
Je022
J<023
CE202a
Js02s




PROJECT:

S230238

GROUPS o 00SE LEVEL: 100

ANINAL PROTEIN

SPECIES: RAT SEX: FTMALES

APPENDIX 5 <-CONTINUED

BILI 0C eLd-u UROBIL

NUNBER u/soL
sl - - - 0.1
05032 T - M 0.1
05033 4 - - 0e2
05036 1 - - .S
0se3s T - - tel

GROUP: S DOSE LEVEL: 200

ANIMAL PROTEIN

BIL: 0C 8LO-u URoB 1L

NUNBER u/oL
[ L1133 T - - Q.1
05042 T - - 0.8
09843 - - HY 0.1
0504 - - - Ol
05848 T - - 8e1

SROUP: & DOSE LEVEL: &00

ANINAL PROTEIN

8IL: oC BLO=-U UROB IL

NURBER u/oL
8s50s1 A3 - - 8.1
03502 - - - 0.2
75053 T - HT 0.1
050Ss 1 - - GeS
250SS - - - 3.1

GROUP: 7 DOSE LEVELI aoo

ANIMAL PROTEIN
NUMBER

BIL! 0C BLO-y UROBIL
u/s0L

85061 -
35062 T
02063 T
05064 T
05065 T

0.1
Sel
Se1
Ga1
0.2

DCSAGE UNIT: MG/NKG

OCSAGE UNIT: MG/KE

DGSAGE UNIT: MG6/XG

DOSAGE UNIT: MG6/KG

WEEK

3



SRQJECT:

GROUPZ

ANImMAL
NUNBER

04996
38997
24993
J4992
0000
35801
3s002
JE003
GS0Us
35005

ANIMAL
NUMBER

2¢€011
3s012
JE013
2<01s
353915

GROUP:
AATmAL

NUMBER

3023 3
LR WY

ovaoaco
mrRo NN
[ SPTI NI

w

- 90 -

$230235% SPECIES: RAT SEX: FEMALES  wWwEEK
APEENDIX 5
INDIVIDUAL MICROSCOPIC URINALYSIS FINDINGS
TWO WEEX GAVAGE ADMINISTRATICN OF PET TO RATS
FEMALES WEEK @ 3
DOSE LEVEL: CONTROL DOSAGE UNIT:

R3C w8C EPITH AMORPH CRYSTALS BACTERIA CASTS
PERNPF FERHMPF PERMPF PERLPF PERLPF PERLPF PERLPF
- - - - FEW MANY -
g1 - - FEW MANY -

- - - - FEW “00 -
- . - - FEW FEW -
- - - - FEW MOD -
- - 0=1 - - ~0D -
- - - - FEW MANY -
- - - - FEW WANY -
- n-1 - FEW 400 -
0-1 - - - FEW MANY -
DCOSE LEVEL: 2% DOSAGE UNIT: MG/XG
REBC WBC EPITH AMORPH CRYSTALS BACTERIA CASTS

PERMPF PERMPF PERKPF PERLPF PERLPF PERLPF PERLPF

v meens coamcer mcecenr ceecae seaseo= - cmm -

- - - - FEW MANY -

- - - - FEW FEW -

- - - - - GANY -

- - - - FEW MoQ -

- - - - FEW vANY -
0GSE LEVEL: SO CCSAGE UNTT: MG/%C

REC X8C  EPITH AMCORFH CRYSTALS BACTERIA CASTS

PEILPF  ©EALFF

PERHPF SERHPF PERKPF PERLPF

- - 3-1 - MOT %00 -
- - - - FEW 403 -
- - - - FE MANY -
- - - - Fru Fou -
- - - - Flw 5y -

ient amount oF sample “or wicroscopic 2xamimacion 3T recomant,

: 3

YEAST
PERLPF

YEAST
PERLPF

YEAST
peaLer

SPERM
PERLPF

SPERM
PERLAF




PROJECT: $23023% SPECIES: RAT SEXI FEMALES WEEK @

APPENDIX 5 ~CONTINUED

GROUP: OOSE LEVEL: 100 O0SAGE UNIT: MG/KG

ANIMAL RBC W8c EPITH AMORPM CRYSTALS BACTERIA CASTS YEAST SPERN
NURBER PERNPF PERNPF PERWPF PERLPF PERLPF PERLPF PERLPF PERLPF PERLPF

0%831 FEuw RANY
93832 FEN FEw
05033 FEV FEV
0S03s FEN FEu
92038 FEu LI 1]

SRouUP: DOSE LEVEL: 200 DOSAGE UNIT: mg/x§

ANINAL R8C uge EPITM ANCRPH CRYSTALS BACTERIA CASTS YEAST SPERM
NURBER PERNPF PERNPF PERHPF PERLPF PERLPF PERLPF PERLPF PERLPF PERLPF

nS0e1 FEu FEW
05062 FEW FEW
12043 FEW MANY
050ea FEu no0
335045 FEW FEuW

SROUP DOSE LEVEL: 400 DOSASE UNIT: m&/x6
ANINAL 314 wec EPITH CRYSTALS BACTERIA CASTS YEAST SPERM

NURBER PERNPF PERMPF PERMNPF PERLPF PERLPF PERLPF PERLPF PERLPF

- ascces —eesea ceaare cwewen eceewes

05031 FEW FEW
22082 FEuW MANY
25053 . FEW NOD
350S4 FEW FEy
0%ess FEW FEW

GROUP: [ DOSE LEVEL: 880 DOSAGE UNIT: MG/KG
ANIMAL RBC ¥BC EFITH AMORPH ZRYSTALS BACTERIA CASTS SPERM

NUNBER PERMPF PERHPS PERHPF PERLPF PCALPF PERLPF PERLPF PERLPF

-cease - seccce sesaee e wme- ccmma

05061 FEW FEw
15082 FEW NGO
05063 FEW oo
JE06s FEw FEW
JEQ65 FEuw Fw




PROJECT: 230233 SPECIES: RAT SEX: MALE WEEK

APPENDIX - 6
INDIVIDUAL AND MEAN TERMINAL BODY WMEIGHTS
ORGAN WEIGHTS, ORGAN ~ B0OOY WEIGHT RATIOS
AND STANDARD DEVIATIONS
TWO-WEEK GAVAGE ADMINISTRATION OF PET TGO RATS

GROUP 1 CCONTROL MG/KG >

ANIMAL BODY ADRENALS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT RATIO
GN GM % GM %

160.20 . 0300 . 0187 772 . 482
139.50 . 0280 . 0201 710 .509
171.30 . 0360 . 0210 .802 . 468
1358.190 . 0290 . 01383 711 .4390
172,40 . 0380 . 0220 861 ,499
163.60 . 0360 . 0220 . T62 .466
162,30 . 0300 . 0188 .83t .11
163.10 . 0370 . 0231 635 1434
1S1.10 . 0400 . 0265 . 738 . 488
169.60 . 3390 . 0230 . 726 .428

160.84 . 0343 . 0213 761 474
3.938 , 00458 . 00256 . 0557 L0297

SROUP 2 (28 MG/KG O

ANIMAL 80Dy ADRENALS
NUMBER
WEIGHT WEIGHT RATIC WEIGHT
Gn GM % GhM

05306 166.30 . 03254 . 0210 . 787
05007 158.20 0330 . 0209 )
85308 159.290 . 0360 . 0226 . 734
35009 151.840 L3340 . 3224 . 638

25010 161.60 L0320 . 0198 . 828

ME AN 159,38 . 0340 L0213 .?50
S.0. S$.357 . 00138 . 00117 . 0860




PROJECT: 230233

ANIMAL
NUMBER

0S0té
03017
03018
03019
83020

MEAN
$.0.

ANINAL
NUNBER

0S026
05027
05028
03029
03830

MEAN
$.D.

ANIMAL
NUMEER

95337
35039
05039

SPECIES:

80DY

MEIGHT

BaDY

WEIGHT
=)

170.00
163.40
149.30
146.9%¢
150.9¢

157.10
1182

GROUP
BooY

WEIGHT
an

139.8¢
168.80
164.60
167.00
157.10

163.46
4.90¢

SEX:
APPENDIX - § CONTINUED
GROUP 3 (S0 NG/KG >
ADRENALS
WEIGHT RATIO

Gn x

.9300 Q176

. 3360 L0214

. 0290 .19

. 6330 . 0223
.0390 . 0238
0334 0214

. 00416 .00312
4 €180 NG/XG >

ADRENALS
WEIGHT RATIO

Gn X

. 0440 . 327%

. 0340 . 0201

. 0400 . 0243

. 0370 . 0222

. 0350 . 0223

. 03380 . 0233

. 30406 . 06288

GROUP

(1]

162.60
143.88
170.00
166.90
162.690

161,
10.

13
206

RAT

5 (200

ADRENALS

WEIGHT

oN

. 0300
. 3370
. 9370
. 0340
. 0340

. 0344
. 00289

RATIO

. 0185
. 0287
.3218
. 0204
. 0209

L3214

. 30289

MGAKG D

MALE WEEK

LUNGS

MEIGHT
GN

.78
2?8
832
AT
219

72?7
. 9830

LUNGS

WEIGHT
Gn

.818
.30
. 967
77

732

.822
. 03853

WEIGHT

oM

. 802
.87S
L3313

RATIO
B4

. 433
.460°
. 437
. 488
471

. 463
.018?

RAT
ES

i0

.S12
L 47S
. 897
.46
. 479

.%503
. 9899

RATIC

493

. 463




PEQUECT: 230233 SPECIES: RAT SEX: MALE

APPENDIX - 6 CONTINUED

GROULP 6 <400 MG/KG D

ANIMAL BODY ADRENALS
NUMBER
WEIGHT WEIGHT RATIO WEIGRT
GH GM % GM

152.30 . 0300 . 0183 .730
132,10 . 0310 . 0238 . 632
148.00 , 03690 . 0243 . 670
157.690 . 03350 . 0222 ,710
161.89 . 0390 0241 . 731

152.40 . 0342 . 0225 LT
12.736 , 003740 . 00241 . 0543
GROUP 7 <300 MG/KG D

ANIMaL BQDY RDRENALS
NUMBER

WEIGHT WEIGHT RATIO WEIGHT RATIO

(R, ] [,] 4 GM “4

139.60 . 0390 . 0279 .831 .452
139.70 . 3380 . 0272 . 643 L 462
136.20 . 0340 . 0250 597 L3512
136.30 . 0350 . 9257 .632 .508
138.390 . 0393 . 0282 . 682 . 493
138.025- , 0370 .0268S+ .663

1.708 . 00233 . 00142 . 0298




PROJECT: 230233 SPECIES: RaT SEX: MALE WEEK

APPENDIX ~ 6
INDIVIDUAL AND MEAN TERMINAL BODY WEIGHTS
ORGAN WEIGHTS, ORGAN ~ BODY WEIGHT RATIOS
AND STANDARD DEVIATIONS
TUO-WEEK GAVAGE ADNINISTRATION OF PET T3 RATS

GROUP 1t (CONTROL MG/KG >

ANINAL 800Y LIVER KIDNEYS
NUNBER
NEIGHT WEIGHT RATIO WEIGHT RATIO
[~ [~ ] X [~ ] X

160.20 $.423 3.38%
139.3¢0 4.3529 3.246
121.30 6.299 3.673
1359.10 S.073 3.2v8 336 <343
172.40 S.30 3.428 .346 .79t

1.214 L7338
!
!
1
1
163.60 3.627 3.439 1.333 . 827
1
t
i
1

148 321
.358 . 793

162.30 5.663 3.486 313 .308
160.10 $.4682 3.424 3740 . 388
151.10 $.070 3.3355 208 TIT
169.60 6.282 3.704 .37¢ .368

160.84 S.0 0 3.4335 1.301 .309
9.9389 . 5837 13591 . 381§ . 0294
GROUP 2 (2% NG/XG D
BODY LIVER KIDNEYS

WEIGHT WEIGHT RATIO HEIGHT RATIC
o onN k] oM ks

.31S .289 .??S
. 434 .393 .33
.389 212 .75

Iha

166.30 .S13
159.20 . 383
159.20 . 396
181.80
161.64

s =
B - .o

I42?5 . 789

Clid G Gl W

(2]

159.38 . 2 '
5.3%? . .87 )

3 L3144
3S . 3544




PROJECT: 230238 SPECIES: RAT SEX: MALE WEEX

APPENDIX - 6  CONTINUED

GROUP 3 <350 MG/KG O

ANIMAL 800Y LIVER KIDNEYS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT RATIOD
GM N, ] K %

170.00 5.663 3.33 . .8090
168.40 6,034 3.583 .306
149.30 3.629 3.770 . 883
146.90 .13 3.481 . .813
150.940 5.231 3.467 .8%58

157.10 5.534 3.326 . .328
11,1852 .3690 . 1632 . L9303

GROULP 4 (100 MG/KG D

ANIMAL BODY LIVER KIDNEYS

NUMBER

WEIGHT WEIGHT RATIO WEIGHT RATIO
G GM % GH %

159.80 6.401 4.006 . 476 .9324
168.8¢0 S5.961 3.531 .372 L8132
164.60 5.373 3.387 . 348 .37
167.00 5.527 3.318 .408 . 843
157.1¢0 5.303 3.378 .335 .835¢

163 .46 S5.7S3 3.%522 .38
4,904 . 4326 . 2823 0s

? . 343
| L2348

GROUP (200 MG/KG >

ANTMAL BoDY LIVER XIDNEY3
NUMBER
WEIGHT WEIGHT RATIO WEIGHT 2aTIO0
oM GM “% GM N

162.60 . .386 1
143 .80 . . 447 1.
170.00 . . 825 i
166.90 . . 745 1
162.68 - .SQ2 1

U D W
LSy
SN Y N

(%3]

[V RN OY IS Y IN
03 0 P) s e
W~ 1N

m
(YRS}

7.
BN

s

161.98 . LS8
i0.206 . .1185¢
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1
oM -
oy
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PROJECT: 230233 SPECIES: RaT SEX: MALE UWEERX :

APPENDIX - §  CONTINUED

GROUP 6 <400 NG/KG

ANINAL 80DY LIVER KIDNEYS
NUMBER
VEIGHT WEIGHT RATIO WEIGHT RATI)
GN 2 QN X

162.50 $.99% 3.690 1.314 . 309
132.10 3.269 3.9€9 1.242 . 940
148.00 S. 79 3.913 1.249 . 344
1957.60 6.246 3.963 1.484 . 942
161.80 6.141 3.79S8 1.341 829
-
1352.440 $.389 3.8?05 1.326 .873
12.736 . 3961 L1250 . 0979 . 0636

GROUP ? <209 MG/KG O

ANIMAL 800y LIVER KIDNEYS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT RATIO
GN [~} X GM B4

139.60 6,562 4.20% 1.383 . 991
139.20 6.947 4.973 1.424 . 019
136.20 6.389 4.631 1.2640 . 928
136.30 6.143 4.50?7 1.343 . 985
138.30 6.134 4.43S 1.358 . 380
- + + +
138.025 6.4355 4.56!5 1.383 .9805
1.708 33?7 .2088 . 0606 . 3343




SPECIES: RAT

APPENCIX - 6
INDIVIDUAL AND MZAN TERMIMAL E0DY WEIIGHTS
ORGAN WEIGHTS, ORGAN / BCLCY WEIGFT RATICS
AND STANDARD DEVIATICNS
TwO=WEEK GAVAGE AOMINISTRATICN OF PET TO RATS

GROUP 1 (CONTROL MGI/KG )

ANIMAL 800y ACRENALS
NUMBER
WEIGHT WEIGHT RATIC WEIGHT
GM (<] X GM

112.49 <8350 «0217 e65C
108.40 «0440 «03263 «620
119.90 «081¢0 « 0342 «677
106490 «0430 «0802 589
1158.00 .0820 .0162 612
105.80 «02%0 «0331 632
11380 «0290 «03S «£91
111.80 «0820 «03285 «62%
112.60 <0430 «332585 648
111.39 «041¢C +J268 0692

111.3¢ «0289 «23%58 Iy
44177 «00288 »00250 20228

GROUP 2 (2% MG/KER )

ANIMAL 800Y ADRE NALS LUNGS
NUMBER

TIGHT WEIGHT A HEIGHT

GM GM GM

©
O

193,20
101462
103.490
110.30
113.73

«618
«S6A
e55¢%
517
-A

€323 (1
LR RV TR
ooao
A b b b b
N e n PO
“ a2
SN SN >N =1
L T
~ O Mo
« o »

LIRS Y]

(ST T

& ta oy . an

102.84 033 «22R

44313 i8




PROJECT: 23023% SPECIES: RaT SEX: FEMALE WEEK

AFPENCIX = & ceonTINUED

GROUP 3 (S0 MG/KE )

ANIMAL gooy AQRENALS
NUMBER
WEIGHT WEIGHT RATIO MEIGHT
(1] GM 4 GM

109.10 «0400 «0367 «T70C
112.20 «0360 «3321 «67TS
107.10 «0340 «0317 «720
78.60 «0320 <0407

102.80 «0370 «03&0 ledsSs

101.96 «83%8 [ -1 «T89
13.497 30323 «63369 «1833

GROUP 4 (100 MG/XG )

ANIMAL sooy ADRENALS
NUNBER
WEIGHT WEIGHT RATIO MEIGHT RATIC
Gm GM 2 ™ H

11340 «04C0 <0383 «65¢C «373
195.40 «03%0 «0332 «58°¢ «S553
111.20 «0328 «J297 84ag «38%
113.10 3350 « 0288 «64g «368
114.40 «040D 0250 «53E «5%¢

111.50 «337s «3335 «£31 386
Jeb01 «00321 «00229 «3283 «3134

GROUP 5 (200 MG/XG )

ANIMAL 8Q0DY ADRENALS
NUMBER
WEIGHT WI1GHT RATIO
GM M H

108.a0 0380
118.40 «0400
112.50 +0320
112.80 #3358

113.7¢C

d D s
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~dn
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PFOJECT: 220218 SPECIES: RAT SEX: FEMALE WEEK

APPENCIX - 6 ceoanTINUED

GROUP 6 (400 MG /KG )

ANIMAL 8oCy ACRENALS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT
GM GM X GM

11140 «0400 «0359 «591
11670 «0410 «0351 «68%
10S.00 »0370 20352 618
114.10 20410 «0359 «710
114,50 «0450 «0393 682

112.34 «0408 «JI63 637
3.515 «00286 «00172 «05C8

GROUP 7 (800 MG/KG )

ANIMAL B0ODY ADRENALS
NUMBER
WEIGHT WEIGHT RATIC WEIGHTY
GM GM E GM

102.00 «0430 0437 571
104.90 ERETA «0429 «$57
130.30 «0450 «0445
88.30 «0320 +03%2
92.00 «0390 «039¢

99.10 «04814 «Jols
bed810 «00594 «00360




PSQUECT: 2392:¢ SEX: FEMALE WwEEK @

APPEINCIX =~ §
INDIVICUAL AND MEAN TERMINAL S0DY WEIGHTS
ORGAN WEIGHTSs ORGAN 2 EQCY WMEIGKT RATICS
AND STANQARD CEVIATIONS
TUO=WEEX GAVAGE ADMINISTRATION GF PET TQ RATS

GROUP 1 (CONTROL mG/XG )

ANINAL 80CY LIVER KIDNEYS
NURN2ER
WEIGHT NEIGHT RATIO NEIGHT
SN ’ GN X (1.}

11340 4,231 J.832 1e092
108.40 3.89% 34593 la087
119.%0 4,081 3.387 1e117
106.90 44097 3833 la04a7
116430 44139 3568 lelll
10%.83 3.590¢ 3397 <364
11%.80 3.7286 3363 l.048
111.80 3.8%0 2479 ledagC
112.6¢C 4.166 I.700 1212
111.33 3.568 34565 la352

111.39% 3977 34572 l.059
4,177 «2033 «1732 «B8e2

GROUP 2 (25 M6/X6 )

ANTNMAL 300Y LIVER KIDNEYS
NUMBER
WEIGNT WEIGHT RATIOC WIIGKT
1] GM X GM

-

35011 183.29 3.591
gs912 101488 34803
£5¢13 13349 J.742Q
12.30 Je268
13.72 daull

Lot (o (ot A A
e o0 0 s
L EN I I )
OB D0
ERIRURERS

b e b

o
’a

135.84 3.
4.313 ol

87
€2

..
[7N¥]
m n
[ P

3

RATIC
X

S-L1)
«S84
«33

9379
«9%5e
<311
2347
«930
«229
«382

a7
«329

RATIC

-

o s 0
[ERRY TRV RNV P
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PFOJECT?: : SPECICS: RAT

APPENCIX = CONTINUED

GROLP MG/XG )

ANTMAL 8o0yY KIDONEYS
NUMBER
WEIGHT WEIGHT WEIGHT RATIO
GM GM GM X

109.190 4.010 1e087
112.20 3917 1,000
107.10 3.878 1.038

78260 34380 866
132.80 3494 «9465

101.96 « 78 eJut
13.497 «2501 «07%8

GROUP 4 (100

ANIMAL sooY LIVER KIDONEYS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT RA
GM oM 2 GM

113.4C 4.090 3.607 1.07¢C
105.40 Je7%0 14596 1.02¢
111.20 3e862 J.473 «9%97
113610 4,543 35758 l1.129
113440 “e217 3686 lalvd

111.52 44000 3.587 l.06%
2.601 #1733 «0758

GROLP 5 (240 MG/KG

ANIMAL B80CY
NUMBER
WEIGHT
G

1084430
112.48
112.50
112.80
113478

16
570




PFQUECT: SPECIESS RaT SEX: FEMALE WEEK @
APPENCIX = 6 CONTINUED

GROUP 6 ¢ 400 MG/XE )

ANINAL BOOY LIVER KIONEYS
NUMBER
WEIGHT WEIGHT RATIO WEIGHT RATIOQ
Gm GN X G 2

11140 Y 3.988 1.127 1.012
116.70 4843 3,893 1.175 1.010
105.00 4270 %o 067 1,001 . .9%3
118.10 4.824 6228 1.088 9%
114,50 PRPPH 3.879 1.08% .938
112.34 aoagy S* ses0e ¥ 109 .57S
A.E18 .2073 <1482 0653 J3327

GROUP T 800 NE/XG )

ANINAL BeDY LIVER KIDNEYS
NUNBER
WEIGHT NEIGHT RATIO WEIGHT RATIC
1] 1] 2 N b

183.00 4,812 4.672 1.381 «972
104,90 4,878 4,457 1ed2¢ «982
100.30 44289 44236 1.324 l.221
88.30 3717 4,210 «818 «324
99.30 4,838 4,638 «9%81 «J€1

S+
99.18 A.4(8 o382 «3E4 a572
$.883 <4287 «2159 -033s =331
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230-235

Appendix 8A
Analysis Report
PET

Two-Week Gavage Administration of PET to Rats
HLA Project No. 230-235

Days 1 - 16

Dosage Level Target Assay % Target
mg/kg mg/m] mg/m]

Aliquot
Aliguot

Aliquot

Aliquot 25.93038
Aliquot 25.1493
Aliquot : 25.1499

Aligquot

Aliguot
Aliguot

Aliguot

Atiguot
Aliquot

ATiquot

3 Average of two




230-235
Appendix 8A - Continued
Analysis Report
PET

Two-Week Gavage Administration of PET to Rats
HLA Project No. 230-235

Days 1 - 16
Dosage Level Target Assay %X Target
mg/kg mg/mi  mg/ml

Aliquot 255.76  259.980
Aliquot 255.76  250.605
Aliquot 255.76  255.190

Aliquot 800 394.22  389.445

Aliguot 800 394.22 386.514
Aliquot 800 394,22 392.373

Date Mixed: 10/12/81. Date Analyzed: 10/15/81.
Data not corrected for values found in control.

Dosing: 10/19/81 - 11/4/81
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230-235
Appendix 8B
Analysis Report
PET

Two-Week Gavage Administration of PET to Rats
HLA Project No. 230-235
Archive Samples

Dosage Level Target Assa % Target
mg/kg mg/mT mg/m

Group 0 0 Used to zero
instrument

Group 2 25 23.306
Group 3 50 41.216

Group 4 100 79.587

Group 144,996
Group 251.355
Group 383.877




230-235
Appendix 9
References
Two-Week Gavage Administration of PET to Rats

HEMATOLOGY

Leukocyte Differential and Blood Morphology
Davidsohn, I., and Henry, J., Todd-Sanford Clinical Diagnosis by

Laboratory Methods, 15th Ed., W. B. Saunders Co., Philadelphia,
s PP. - .

Schalm, 0., Jain, N., and Carroll, E., Veterinary Hematology,
3rd Ed., Lea and Febiger, Philadelphia, 19/%, p. 33.

Schermer, S., The Blood Morphcloay of Laboratory Animals, 3rd
Ed., F. A. Davis Co., Philadelphia, 196/.

Miale, J., Laboratory Medicine, Hematology, 5th Ed., C. V. Mosby
Co., St. Louis, 1977.

Williams, W., Beutler, E., Erslev, A., and Rundles, R.,
Hematology, 2nd Ed., McGraw-Hill Book Co., New York, 1977.

Wintrobe, M., Clinical Hematology, 7th Ed., Llea and Febiger,
Philadelphia, 1974.

Patrick, C., Red Blood Cells: Current Aspects, ASCP Regional
Continuing Education Programs, 1978.

Erythrocyte Count (RBC), Leukocyte Count (WBC), Hemoglobin (HGB),
PYatelet Count (PLATELET), and Hematocrit (HCT).

Coulter Counter Model S-Plus Method - Coulter Electronics, Inc.,
590 West 20th Street, Hiaieah, Florida 33010.




230-235
Appendix 9 - Continued
References
Two-Week Gavage Administration of PET in Rats

CLINICAL CHEMISTRY
Albumin (ALBUMIN), Alkaline Phosphatase (ALK PHOS), Fasting Glucose

AGLUCOSE), Total Protein (T PROT), Serum Glutamic Pyruvic Transaminase
(3GPT]d, BTlood Urea Nitrogen (BUNJ.

The Centrifichem Method - Union Carbide Corporation, Clinical
Diagnostics, 402 Theodore Fremd Avenue, Rye, New Yerk 10580.

Total Globulin (GLOBULIN)

Total Protein - Albumin = Globulin (Calculated).

Albumin/Globulin (ALB/GLOB RATIO)

Albumin ¢ Globulin = Alb/Glob Ratio (Calculated).

2 Reagents used: Dyna Zyme 11, ALT{GPT)340, RD 289, J. T. Baker
Diagnostics, Division of J. T. Baker Chemical Company, Bethlehem,
Pennsylvania, March 1978,




Appendix 9 - Continued
References
Two-Week Gavage Administration of PET in Rats

URINALYSIS

Appearance (APPEAR)

H

Benjamin, M., Qutline of Veterinar Clinical Pathology, 2nd Ed.,

Iowa State University Press, Ames, 1961, pp. 7-3.

Coles, E., Veterinary Clinical Pathology, 2nd Ed., W. B. Saunders Co.,
Philadelphia, 1974, pp. 233-234.

PH

2733 Bili-Labstix package insert #2555AD, Ames Co., Elkhart, Revised

Profiles in Urinalysis, Ames Co., Elkhart, Indiana, 1976.

Coles, E., Veterinary Clinical Pathology, 2nd Ed., W. B. Saunders Co.,
Philadelphia, 1974, p. 240.

Modern Urine Chemistry, Ames Co., Division of Miles Laboratories, Inc.,
ETkhart, 1377, p. 22.

Olsen, R., “Urinalysis in Canine Practice," from: The Illinois
Veterinarian, Vol. 7, No. 4. Fall 1964, p. 2.

Glucose

Yodern Urine Chemistry, Ames Co., Division of Miles Laboratories, Inc.,
[ b Y PPy TASY — AW
CiRnare, 13774 p. 3/.

Ames Bili-Labstix package insert #2555AD, Ames Co., Elkhart,
Revised 8/80.

Coles, E., Veterinary Clinical Pathology, 2nd Ed., W. 8. Saunders Zo.,
Philadelphia, 1374, p. 242.

"Factors Affecting Urine Chemistry Tests," #9854L, Ames Co.,
Ames Product Information, 1973.

Analysis and Interpretation. Bloom, F., Tne Urine of the Dog and
Gamma Publications, Inc., ~ w York, 1960, p. 36.

Olsen, R., "Urinalysis in Canine Practice," from: The I1linois
Veterinarian, Vol. 7, No. 4, Fall 1964, p. 5.
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Appendix 9 - Continued
References
Two-Week Gavage Administration of PET in Rats

URINALYSIS

Ketones

Free, A., and Free, H., Urinalysis in Clinical Laboratory Practice,
CRC Press, Inc., Cleveland, 1975, pp. 57-62.

Kaneko, J., and Cornelius, C., Clinical Bio-Chemistry of Comestic
Animals, 2nd Ed., Vol. II, Academic Press, New York, 1970, p. 54.

SimpliTied Chemical Tests in Experimental Animals: An Exhibit,
Biochemistry Section, Miles-Ames Research Laboratory, Elkhart, p. 8.

Ames Product Information: Factors Affecting Urine Chemistry Tests,
#9854, Rev. 726 30M, Ames Co., Elkhart, 1973,

Ames Bili-Labstix, package insert #2555AD, Ames Co., Elkhart, Revised
8/80.

Modern Urine Chemistry, Ames Co., Elkhart, 1977, p. 4l.

Protein

Modern Urine Chemistry, Ames Co., Elkhart, 1977, p. 31.

Ames Product Information: Factors Affecting Urine Chemistry Tests,
#9854, Rev. 726 30M, Ames Co., Elkhart, 1873.

2nd

im

d., W. B. Saunders Co.,

>

£ Vetarinaryv Clinical Patholaoav
E., Vetarinary Clinical Patholog
1

ohia, 1974, p. 280.

T

Bloom, F., The Urine of the Dogq and Cat, Gamma Publication, Inc.,
New York, 1560, p. 35.

Simplified Chemical Tests in Experimental Animals: An Exhibit,
Biochemistry Section, Miles-Ames Research Laboratory, Slknart, p. 6.

Sinclair, J., American Society of Clinical Pathologists Commission on
Medical Laboratory Personnel Regional Medical °rogram - "Urine
Analysis," p. 40,

£

8ili-Labstix package insert #2555AD, Ames Co., 21K

mes,
/30.

Ui
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Appendix 9 - Continued
References
Two-~Week Gavage Administration of PET in Rats

URINALYSIS

Bilirubin (BILI)

Ames Ictotest package insert #2581AD, Ames Co., Elkhart, Revised 6/75.

Ames Product Information: Factors Affacting Urine Chemistry Tests,
#9854L, Rev. 726 30M, Ames Co., Elkhart, 1973.

Olsen, R., “Urinalysis in Canine Practice," from: The {1linois
Veterinarian, Vol. 7, No. 4, Fall 1964, p. ¢

Ames N-Multistix, #3104 R716 Ames Co., Division of Miles
Laboratories, Inc., Elkhart.

Profiles in Urinalysis, Ames Co., Elkhart, 1976.

Ames Bili-Labstix package insert #2555AD, Ames Co., Elkhart, Revised
8/80.

Occult Blood (0OC BLD-U)

Ames N-Multistix, #3104 k716 Ames Co., Division of Milas
Laboratories, Inc., Elkhart.

Ames Bili-Labstix, package insert #2555AD, Ames Co., Elkhart, Revised
8/80.

Ames Product Information: Factors Affecting Urine Chemistry Tests,
#9854L, Rev. 726 30M, Ames Co., Elkhart, 1973.

I

Coles, E., Veterinary Clinical Pathology, 2nd Ed., W. 8. Saunders (o.
Philadelphia, 1974, pn. 248,

Specific Gravity (SP GR)

Modern Urine Chemistry, Ames Co., Elkhart, 1977, pp. 19-22.

Coles, E., Veterinary Clinical Pathology, 2nd Ed.

> W. B. Saunders Co.
Philadelphia, 1974, pp. 234-236.

Benjamin, M., Outline of Veterinary Clinical Pathology, 2nd E4.,
Iowa State University Press, Ames, 1961, pp. 8-9.

Urobilinogen (UROBIL)

Urobilistix, package insert #2839AD, Ames Co., Elkhart, Revisad 4/75.

Modern Urine Chemistry, Ames Co., Elkhart, 1977, p. 50.

Coles, E., Veterinary Clinical Pathology, 2nd Ed., W. 3

. Saunders (Co.
Philadelphia, 13974, p. 19%3.




- 118 -

Appendix 9 - Continued
References
Two-Week Gavage Administration of PET in Rats

URINALYSIS

Microscopic Examination of Sediment

Coles, E., Veterinary Clinical Pathologqy, 2nd Ed., W. B. Saunders Co.,
Philadelphia, 1974, pp. 243-754.

Benjamin, M., Qutline of Veterinary Clinical Pathology, 2nd £d.,
Iowa State University Press, Ames, 1961, pp. 24-31.

Modern Urine Chemistry, Ames Co., Elkhart, 1977, pp. 63, 64, 66, and

.

Davidsohn, I., and Henry, J., Todd-Sanford Clinical Diagnosis by
Laboratory Methods, 15th Ed., W. B. Saunders Co., PhiTadelphia, 1974,
p. 23.

Kulter, D., van Oudheusden, A., Helvieis, A., Nechwile, M.,

van Bruel, T., and Killer P., "The Usefulness of a New Test-Strip for
the Detection of Erythrocytes and Hemoglobin in the Urine." In:
Dtsch. med. Wschr., 1974.

Profiles in Urinalysis, Ames Co., Elkhart, 1976.

Benbrook, E., and Sloss, M., Veterinary Clinical Parasitology, 3rd Ed.,
The Iowa State University Press, Ames, op. 80, 103.

Coffin, D., Manual of Veterinary Clinical Pathology, 3rd Ed., Comstock
Publishing Associates, Ithaca, 1953, p. 38.

Kark, R,

» A Primer of Urinalysis, 2nd Ed., Harper and Row, New York,
1963, p. 26.

Frankel, S., Reitman, S., and Sonnenwirth, A,, Gradwoh1's
Clinical Laboratory Methods and Diagnosis, Vol. I, 7th Ed.,
The C. V. Fosby Co., St. Louis, 1970, p. 1900.

Hepler, 0., Manual of Clinical Laboratory Methods, 4th Ed., 1962,
Charles C. Thomas, Springfield, pp. 19-23.

Flatt, R. and Carpenter, A., "Identification of Crystalline Material
in Urine of Rabbits.” American Journal of Veterinary Research, 32:
655-658, April 1971.

Flynn, Parasites of Laboratory Animals, The Iowa State University
Press, Ames, 1973, pp. 256, 262.




878213629
- 119 -

Appendix 9 - Continued
References
Two-Week Gavage Administration of PET to Rats

STAT.STICAL METHODS
Bartlett, M. S., “Some Examples of Statistical Methods of Research in

Agriculture and Applied Biology." J. Royal Statist. Soc. Suppl.,
4:137-170, 1937.

Games, P. A., and Howell, J. F., “pajrwise Multiple Comparison Procedures
with Unequal N's and/or Variances: A Monte Carlo Study." J. Ed.
Statist., 1:113-125, 1976.

Scheffe, H., “"A Method for Judging A1l Contrasts in the Analysis of
Variance.® Biometrika, 40:87-104, 1953.

Snedecor, G. W. and Cochran, W. G., Statistical Methods, 6th Ed., Iowa
State Univ. Press, Ames, 1967, pp. 258-238.




CERTIFICATE OF AUTHENTICITY

THIS 3 TO CERTIFY that the.microimages appearing on this microfiche are accurate
and compiete reproductions of the records of UJS. Environmental Protection Agency
- documents as delivered in the regular course of bdusiness for microfllming.

Date M#F%# X4 /(éd’ﬁh/w
(Mpdth m oar Curjfod Opefarsf =~ -

Place Rockville Maryland
(City) (State)

0 informatics




‘1’



