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5C-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT.
K. S. Rao, C. Staunton and R. G. McConnell

Departments of Pathology-Toxicology, G. D. Searle & Co.
and

Department of Pathology, Microscopy for Biological Research, Ltd.

INTRODUCTION:

The commercial grade finished product of SC~18862, a nutritive
artificial sweetening agent, may contain from 0-2% of a degradation
product, SC-19192. This degradation product is also produced from SC-18862
spontaneously under various laboratory conditions. The human population
consuming SC-18862 would also be exposed to varying concentrations of
SC-19192. Hence, the preclinical testing of SC-19192 for its potential
toxicity was performed. In this toxicity study SC-19192 was administrered
to young albino rats of both sexes orally in the diet for five consecutive
weeks. It was the intent of the study to evaluate the safety of multiples
of the modal estimated daily human dosage, and to induce and define such
adverse eftects as might occur only at prodigious multiples of such dosages.
The study was conducted at Searle Laboratories; Dr. Staunton's
responsibilities were confined to microscopic evaluation of tissues and

composition of the pathology report.

METHODS

Material evaluated.

SC-19192 is a fine white powder with chemical name

(5-Benzyl-3, 6-dioxon~-2-piperazine-acetic acid) lot No. IV-216 was employed

throughout this study.
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Animals, housing and diet.

One hundred young albino rats, 50 of each sex, of the Charles
River CD strain were employed. They were housed individually in suspended
wire mesh cages, acclimated to the laboratory environment for 2 weeks, and
placed on treatment at the age of 8 weeks. Powdered Rockland Rat-Mouse
Complete diet (raw meal form), Teklad, Inc. with or without the test compound
added, was fed throughout the study. Chlorinated tap water was available
ad libitum. Animal quarters were air conditioned with thermostats set
to maintain 70°F room temperature continuously; artificial fluorescent

lighting was provided on a 14 hour photoperiod.

Experimental design.

Animals were separated according to sex and assigned individual
cages by a standard randomization procedure. For technical convenience,
four groups of 25 rats each were employed; each group was further subdivided

into dosage groups of 5 animals each as follows:

No. of Rats

Dose Dosage Multiples of Estimated Per Group Total rats
Level g/Kg/day Human dose* M F 2 groups
Control 0 _— 5 5 20
Low 1 67 5 5 20
Medium 2 133 5 5 20
High 4 267 5 5 20
Very High 6 400 5 5 20

* 7.5 MPK daily orally (assumes 25% decomposition of 30 MPK SC-18862 dose to
27 kg human),



Statistical procedures.

The experimental animals comprised of four 25-rat groups,
two replicate groups of each sex. One group of each sex received
periodic hematology, urinalysis, and plasma biochemistry studies.
Therefore, the tables of average body weight, food consumption and
dosage, and the table of organ weights at autopsy, show pooled averages
for both replicates: 10 rats per point. The remaining tables of

averages are based on one replicate only and thus have 5 rats per point.

Treated group means (pooled in the case of the organ weights)
were tested for statistically significant differences from control
using Student's t-test. Those means showing significant differences
have been marked with asterisks (*) in the summary tables. Many of the
tables also show "Least Significant Differences" to aid in comparison
of groups by inspection. The calculation of these significant
differences was based on pooled within-group variances and on the
average numbers of observations in the several groups involved, so that
their agreement with the significance tests shown by asterisks is close,

but not necessarily exact.

Although not shown in the tables, groups were compared statistically
by a second procedure, the Rank Sum test, in parallel with the t-test.
Any discrepancies between the indications of the two statistical tests

were taken into account in the interpretation of the data.

Certain measurements were transformed to the logarithm prior to

statistical evaluation. The purpose of the transformation was to improve



&~

the approximation of the data to the Gaussian error distribution.

Means reported for such transformed measurements are geometric, rather
than arithmetic means. '"Least Significant Differences" are quoted as
percentages of the smaller of the two means (control or treatment) being
compared. In this way an adjustment may be made for the fact that
additive differences in the logarithmically transferred scale become
multiplicative ratios when returned to the original scale of measurement.

The variables treated in this way were the body and autopsy organ weights,

It may be noted, finally, that the 5 percent level of statistical
significance has been assigned per comparison, rather than per table
or per experiment. Thus, in the absence of biological effects of
treatment, chance alone would have led to statistically significant

differences once in every twenty comparisons on the average.

Administration of test material.

Treated groups were fed diets prepared by incorporating SC-19192
into the basal diet on a w/w basis with thorough dry mixing in a Hobart

Model V-1401 mixer. Fresh diets were prepared each week.

Fresh diet was continuously available in individual feeder jars.
Group dosage calculations were made from group mean body weight and group
mean food consumption determinations performed once a week. Food
spillage by individual animals was recorded at these intervals and food
consumption data from the rats that spilled was not used for dosage

calculations.
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Physical examinations and observations,

Animals were observed daily for survival. General posture,
locomotion, sehavior, level of motor activity and external appearance
of pelage, teeth and body orifices were evaluated prior to the initiation
of compound administration and concurrent with the body weight measurement.
Ophthalmoscopic exams (direct and/or indirect) were performed by
Dr. Youkilis. All rats were examined initially prior to treatment

and again at termination of the study.

Clinical laboratory procedures.

Hematologic and clinical chemical examinations, and urinalysis
were performed periodically on one group of 50 rats, containing 5 males

and 5 females from each dosage group.

Hematology. Blood specimens were collected from ether-
anesthetized rats via the jugular vein of each rat 5 days prior to

treatment and again after 2 and 5 weekn of treatment; the followling

paramotors woetrse measuraed:
Parameter Method
Packed Cell volume Micro methodl
Hemoglobin Cyanmethemoglobin2
Total RBC Count Coulter Counter3
Total WBC Count Coulter Counter3
Differential WBC Count Smear®
Prothrombin Time Quick5r6

Coagulation Time Sabraze's method’



Clinical chemistry. Blood specimens were collected from

ether-anesthetized rats via the jugular vein, 5 days prior to treatment
and again after 2 and 5 weeks of treatment. Determinations of the

following parameters were made on serum separated from blood after

clotting:
Parameter Method
Blood (serum)urea nitrogen Urograph method8
Glutamic pyruvic transaminase Autoanalyzer9
Alkaline phosphatase Klein et al.10
Bilirubin Malloy & Evelyn 11,12
Glucose Nelson & Somogyil3v14
Total amino nitrogen oserl5
Ornithine carbamyl transferase Reichard & Moorel6,17

Urinalysis. Urine specimens were collected immediately
prior to treatment and again after 2 and 5 weeks of treatment from rats
housed individually in metabolism cages for 7-8 hoursn. The following

parameters wero measured:

Parameter Method

Specific gravity Total solids meter
pH Bili-Labstix (Ames)
Occult blood Bili-Labstix (Ames)
Protein ' Bili-Labstix (Ames)
Glucose Bili-Labstix (Ames)
Ketones Bili-Labstix (Ames)

Bilirubin Bili-Labstix (Ames)



Postmortem examination procedures.

All animals from each of the five groups were fasted overnight,
selected at random, anesthetized with ether, and exsanguinated via the
abdominal aorta. The rats were immediately autopsied, and entire organs
or representative tissue blocks from stomach, small and large intestine,

lung, heart, liver, kidney, spleen, pancreas, pituitary, thyroid-parathyroid,

adrenal, ovary, uterus, vagina, testes, ventral and dorsal prostate, seminal

vesicle, mammary gland, urinary bladder, lymph node (mesenteric), nerve
(brachial plexus), brain, bone (rib junction), bone with marrow (femoral),
salivary gland (submax.), eye (right) and thymus were removed following

gross examination. Underlined organs were weighed fresh.

Pituitary and eye were fixed in Zenker's acetic solution; all
other tissues were fixed in cold neutral buffered formalin. Representative
blocks of the above fixed tissues from control and SC-19192 treated groups
were embedded in paraffin, sectioned and stained. Coronal sections of
brain at the level of the optic chiasma (cerebrum) and the trapezoid body
(cerebellum) were examined microscopically after luxol fast blue - PAS -
hematoxylin staining. Sections of all other tissues were stained with

hematoxylin-eosin and examined microscopically.

Stained glass mounted tissue sections from 86 rats (all 20 control,
very high, and high dose animals; 11 medium and 10 low dose animals) were
examined microscopically, including all lesions observed grossly. See

Table 9 for a listing of specific tissues examined.



RESULTS

ANTEMORTEM OBSERVATIONS

Growth, food consumption, drug consumption, and survival.

Group mean body weight, food and compound consumption are presented
in Tables 1 and 2; and Figs. 1, 2 and 3. No dose related variations in
body weight or food consumption were observed in the treated groups; mean
terminal body weight for female fats were significantly decreased at the very
high dose level. This 1is attributed to a proportional reduction in the

absolute food consumption (gm/rat/day) in the very high dose level group

females. Group mean values (g/kg/day) for compound ingestion (Table 2;
figure 3) were within roughly 5% of the proposed doses of 1, 2, 4 and 6

g/kg SC-19192,

Survival was 1007 both in control and treated groups. No deaths

occurred among the 100 animals studied.

Physical and behavioral signs.

No adverse physical or behavioral effects were apparent in treated
animals. General posture and locomotion, behavior and level of motor activity,

pelage, body orifices and excretions were unremarkable throughout the study.

No compound related eye lesions were detected by ophthalmoscopic

examination terminally.

Clinical laboratory findings.

Hematology. Periodic evaluation of red and white cell
parameters revealed nothing remarkable; coagulation measurements performed
likewise were not altered in treated animals. Group mean values are

presented in Tables 3-3; individual values are tabulated in the Appendix.
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Table

1

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Body Weight and Weight Gain

(Mean values for groups of 10 rats)

9

Days of Treatment and Intervening Periods

Treatment
Group 0 7 14 21 28 35
Body Weight, grams
Males
Control 212 238 . 293 328 358 377
Low Dose 215 241 287 326 365 377
Medium Dose 218 247 298 336 365 385
High Dose 222 245 286 329 358 382
Very High Dose 216 239 285 308 333 346
Females
Control 187 206 225 233 243 250
Low Dose 182 196 211 221 231 238
Medium Dose 177 188 204 217 224 234
High Dose 183 199 214 218 231 238
Very High Dose 187 202 215 217 223 226
Weight Gain, grams per day

Males
Control 3.71 7.77 5.06 4,20 2.71
Low Dose 3.74 6.66 5.51 5.57 1.69
Medium Dose 4.06 7.26 5.43 4.26 2.86
High Dose 3.23 5.91 6.14 4,11 3.46
Very High Dose 3.31 6.49 3.31 3.57 1.91
Females
Control 2.77 2.71 1.22 1.55 1.01
Low Dose 2.02 2.27 1.56 1.51 1.02
Medium Dose 1.63 2.33 1.93 1.09 1.47
High Dose 2.30 2.28 0.72 1.89 1.05
Very High Dose 2.16 1.92 0.39 0.82 0.54

* Mean differs significantly from control (p < 0.05).
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Food Intake and Dosage

Table 2

(Mean values for groups of 10 rats.)

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

10

Intervals between Days of Treatment

Treatment
Group 7 14 21 28 35

FOOD INTAKE, grams per rat per day

Males

Control 20.5 25.5 27.6 27.8 30.1

Low Dose 19.9 26.3 28.4 29.9 31.3

Medium Dose 21.1 26.7 25.9 27.5 29.0

High Dose 21.4 25.7 28.1 28.3 30.0

Very High Dose 19.8 26.8 25.2 27.3 29.5

Females

Control 17.9 20.2 22.4 20.7 23.8

Low Dose 18.0 20.4 22.1 24.6 23.7

Medium Dose 17.2 20.4 20.5 24.6 22.5

High Dose 17.5 20.9 19.3 23.6 24.3

Very High Dose 17.9 18.4 19.8 21.5 21.9
FOOD INTAKE, grams per kg per day

Males

Control 91.1 96.0 88.9 81.0 81.9

Low Dose 87.3 99.4 92.7 86.5 84.4

Medium Dose 90.8 97.9 81.7 78.5 77.6

High Dose 91.9 96.8 91.2 82.3 81.2

Very High Dose 87.0 102.3 85.1 85.2 86.4

Females

Control 90.7 93.9 98.0 87.2 96.5

Low Dose 95.4 100.5 102.5 108.6 101.0

Medium Dose 94.0 103.9 97.7 111.6 98.2

High Dose 91.8 101.5 89.2 104.9 103.7

Very High Dose 91.9 88.4 91.5 97.7 97.5
DOSAGE, mg per kg per day

Males

Low Dose 900 1024 1167 1081 908

Medium Dose 1870 2017 1979 1963 1985

High Dose 3784 3989 4371 4114 3549

Very High Dose 5376 6324 6455 6389 6117

Females

Low Dose 973 1025 1182 1086 985

Medium Dose 1917 2120 2287 2232 2008

High Dose 3747 4142 4274 4194 4647

Very High Dose 5625 5412 6573 6644 6388
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Hematology:

Table 3

Red Cell Data

L

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

14

(Arithmetic means for 5 rats per group, with least significant differences)

Days of Treatment

-5 14 35
Treatment Hgb Het RBC Hgb Het RBC Hgb Hct RBC
Group (%) (%) x10%/cmm (g%) (%) x10%/cmn (g2) (%) x10%/com
Males
Control 14.0 45 6.65 15.3 47 7.48 17.0 49 8,20
Low Dose 13.5 44 6.61 16.0 48 7.39 16.1 49 8.09
Medium Dose 14.2 46 6.96 15.7 46 7.07 16.4 50 8.11
High Dose 13.9 46 6.68 15.2 46 7.41 16.0% 49 8.24
Very High Dose 13.5 44 6.58 15.6 47 7.40 16.3 49 8.41
Standard
Error of Mean 0.29 0.92 0.19 0.36 0.98 0.20 0.33 0.97 0.18
Least Signifi-
cant Difference 0.84 2.72 0.55 1.07 2.88 0.59 0.98 2.86 0.53
Females
Control 15.0 44 6.97 14.6 45 7.44 15.8 47 7.88
Low Dose 15.1 45 6.99 15.2 44 6.96% 16.3 46 7.66
Medium Dose 14.8 45 6.93 15.1 46 7.27 15.8 46 8.02
High Dose 15.2 45 6.84 15.4% 47% 7.58 16.7 47 6.70%
Very lligh Dose 14.5 44 6.80 14.3 45 7.59 15.9 48 8.19
Standard
Error of Mean 0.36 0.90 0.19 0.27 0.81 0.15 0.45 1.02 0.23
Least Signifi-
cant Difference 1.05 2.59 0.56 0.80 2.4 0.45 1.32 3.0 0.69

* Mean differs significantly from Control (P < 0.05).
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Table 5

SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Coagulation Time

(Arithmetic means for 5 rats per group, with least significant differences)

Days of Treatment

Treatment =2 35 =3 35
Grou Coagulation Coagulation Prothrombin Prothrombin
P Time Time Time Time
(seconds) (seconds) (seconds) (seconds)
Males
Control 103 124 12.3 12.3+
Low Dose 117 130 11.2 11.8
Medium Dose 139 114 12.8 11.7*
High Dose 124 130 12.4 13.1%
Very High Dose 133 132 12.6 13.2
Standard Error of Mean 5.82 7.38 0.40 0.51
Least Significant Differences 17.17 21.80 1.18 1.52
Females
Control 124 153 12.0 13.7
Low Dose 121 135 12.0 11.9*+
Medium Dose 106 143 12.0 12.4
High Dose 129 136 11.9 12.8
Very High Dose 126 139 12.4 12.9%
Standard Error of Mean 7.42 6.91 0.26 0.50
Least Significant Differences 21,90 20.40 0.77 1.47

* Mean differs significantly from control (p < 0.05)
+ Only 4 animals
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No biologically meaningful variation attributable to compound administration
was observed in the parameters measured. Occasionally some of the treated
groups showed inconsistent significant deviations from the control in some of
the parameters; but all of these are considered to be chance deviations and do

not have any bilological significance.

Clinical chemistry. Group mean plasma biochemistry values are
presented in Table 6 and 7; individual values are tabulated in the Appendix.
No unequivocal evidence of treatment related alteration of plasma biochemistry
values was evident in groups receiving SC-19192. However, treated females
exhibited a significant decrease in serum glutamic pyruvic transaminase (GPT)
and alkaline phosphatase (AP) values at low and medium dose levels and not
observed at the high and very high dose levels; such alteration was inversely

related to dosage, and was not considered biologically meaningful.

Urinalysis. The results of urinalysis (pH, specific gravity,
volume, blood, protein, glucose, ketones, microscopic ketones) showed no
evidence of treatment related effect. Results of urinalysis performed on

individual rats are presented in the Appendix.

POSTMORTEM OBSERVATIONS

Organ weights.

Group mean organ weight values are presented in Table 8; individual
values may be found in the Appendix. No evidence of dose related organ
weight alterations was evident. Numerous organs (heért, seminal vesicle,
prostate, adrenal, pituitary, ovaries and uterus) in the very high dose group
exhibited statistically significant, generally non dose-related decreases in
absolute weight; such weight alterations appear to be proportional to the reduced

body weights.



5C-19192:

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Table 6

Blood Plasma Biochemistry

ko]

~

(Arithmetic means for 5 rats per group, with least significant differences)

Days of Treatment

14

Treatment Total Total

Group Anmino Amino

BUN AP Glucose Nitrogen BUN GPT AP Glucose Nitrogen
mg’ I.U. mgZ mg? mgZ I.U. I1.U. mg% mg?
Males

Control 13.3 245 142 8.46 15.5 36.6 205 115 7.90
Low Dose 18.2 262 146 8.27 21.0 28.8 225 111 7.88
Medium Dose 13.0 283 124 8.76 14,4 20.8 215 100 8.36
High Dose 11.3 220 138 8.51 14.5 20.8 186 119 8.12
Very High Dose 11.7 238 137 8.04 16.1 21.0 182 124 7.99
Standard Error .

of Mean 2.4 22.7 8.4 - 2.1 9.4 19 10.1 -
Least Significant

Differences 7.16 67 24.8 0.70 6.3 27.9 56.0 29.7 0.84

Females

Control 13.0 204 135 8.55 14,6 19.0 181 160 7.38
Low Dose 15.1 132% 129 8.09 15.2 18.2 109*% 136 7.78
Medium Dose 15.6 178 129 8.34 15.9 19.8 132 131 7.73
High Dose 15.5 161 134 8.74 17.8 18.8 139 137 7.84
Very High Dose 13.5 166 129 8.90 16.4 19.0 153 129 7.50
Standard Error

of Mean 0.98 17.3 7.2 - 0.77 2.13 16.6 5.6 -
Least Significant

Differences 2.90 51 21.3 0.60 2.28 6.27 48.9 16.5 0.98

* Mean differs significantly from control (p < 0.05)



S§C-19192:

Post-Treatment Blood Plasma Biochemistry

Table 7

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

19

(Arithmetic means for 5 rats per group, with least significant differences)

Amino

Treatment BUN GPT AP Glucose Nitrogen Bilirubin  OCT.

Group mg7 I.U. I1.U. mgd mga mg7 1.U.

Males

Control 18.0 27.4 138 187 6.31 .16 0.24
Low Dose 15.5 22,2 132 185 6.32 .15 0.25
Medium Dose 18.1 27.0 185 186 6.68 J14% 0.25
High Dose 16.4 30.0 137 182 7.35% .15 0.26
Very High Dose 18.5 23.4 119 188 6.01 .16 0.12
Standard Error

of Mean 0.95 3.5 18.3 8.6 - .01 0.13
Least Significant

Differences 2.96 10.4 54.0 25.3 0.81 .02 0.39

Females

Control 15.5 31.2 129 192 6.50 .18 0.09
Low Dose 19.2 21.6% 79% 175 6.75 .17 0.12
Medium Dose 17.8 22.0% 93 184 6.21 .17 0.36
High Dose 19.4 27.8 121 191 6.22 .17 0.15
Very High Dose 19.2 24.2 112 168 6.73 .17 0.22
Standard Error _

of Mean 1.51 2.9 14.5 8.8 - .01 0.10
Least Significant

Differences 4.5 8.54 43 25.9 0.68 .03 0.31

* Mean differs significantly from control (p < 0.05)
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Gross and microscopic findings.

The organs examined microscopically are presented in Table 9.
The histopathologic report from Dr. Staunton of Microscopy for Biological
Research, Ltd., on complete microscopic findings for each animal is presented
in toto in the appendix. Summary of pathological conditions is presented

in Tables 10-12. The conclusions thereof are reproduced below.

Tissues from 86 rats were processed and examined histologically.
Multiple pathologic conditions were found. Most findings are considered

to be incidental and unrelated to drug ingestion.

Of possible significance is the incidence of parasites in the
colon. In the control group 6 of 20 rats were affected, in the very high
dose group there were none of 20, The high group contained 1 out of 20.
A few rats in the medium and low groups were affected and these were not

statistically significant,

Mild chronic murine bronchitis was found in most animals and
is considered to be due to intercurrent colony infection. Focal mild
chronic inflammation of the liver and bile ducts was also a frequent

finding and believed to be due to intercurrent colony infection.

The finding of crystalline deposits is believed to be artifact

and not significant.

SUMMARY AND CONCLUSIONS

A five week oral toxicity study was conducted employing continuous
dietary administration to 8 week old Charles River CD strain male and

female rats. The compound was administered at mean daily dosage levels
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S$C-19192:

ANTMALS EXAMINED

LUNG

SRONCIHUS

HEART

ARTERY

KIDNLCY

pILE DUCT
LIVER

SPLEEN

oRALY

MENINGES
STUMACH

CILON
INTESTINE
PANCHE{-AS

I1SLET

ADSENAL CORTEX
ADREMAL MEDULLA
PITUITARY

COTHYRDTO

PARATHYRGT D
LYMPH NODE
SALIVARY GLAND
THYMUS

TESTLS

S INAL VESICLE
PROSTATE
BLAUDER

UVARY

UTLRUS

avipuly

BUNL

BIONE MARROW
MUSCL L.

SKIN ANU SUBCUTIS
MAMMALY GLAND
Yt

VAGINA

NERVE

SUMMARY OF
TOTAL

’ 8o

19
19
80
51
81
54
84
80
60
60
15
80
80
8C
80
&0
50
78
80
30
15
59
59
40
40
40
78
40
40

4
60
60
60
80
76
&3
39
60

TUTALS 2460

Table 9

OrRGANS EXAMINLD

CONTROL V.

?
[

20
20
20
19
20
20
20
2Q
20
20
19
20
20
24
20
20
20
19
20

2
17
19
20
10
10
10
20
10
10

1
20
20

2
<

20
20
20
20

655 6

HYGH

20

19
19
20
19
20
20
29
20
20
20
13
20
20
29
20
20
20
20
20
12
19
20
20
10
10
10
19
10
10

20
20
20
20
17
20
10
20

54

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

HIGH

20

20
20
20
19
20
20
20
20
20
20
20
20
20
20
20
20
20
19
20

14
20
19
10
10
10
20
1¢
10

20
20
20
20
19
20
10
20

664

22

MU LN

11

10
10

0
10
10
10
10
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S§C-19192:  FIVE WEEK ORAL TOXICITY ST'™M” IN THE RAT

LUNG

BRONCHUS

HEART

ARTERY

KIDNEY

BILE DUCT
LIVER

SPLEEN

bRAIN

MENINGES
STUMACH

COLON
INTESTING
PANCREAS

ISLET

ADRENAL CORTEX
AURENAL MioULLA
PITUITARY
THYROID
PARATHYRULID
LYNDIE ROULY
SALIVARY GLANU
THYMUS

TESTIS

SEMAINAL VESICLE
PRISTATE

oL ABDER

OVARY

UTERUS

OvIDUCT

BONE

EONC MARRDOW
MUSCLEC

SKIN AND >USBCUTIS
MAMARY GLAND
tYE

VAGINA

NERVE

ANIMALS EXAMINED

Table 9 (cont.)

SUMMARY OF ORGANS EXAMINED

TOTAL

Bod

79
75
80
57
81
84
84
80
60
60
5
80
80
80
80
. 80
80
73
80
30
75
59
59
40
40
40
73
40
40
4
60
60
60
80
16
63
39
60

TOTALS 2460

LOW

15

10
10
10

0
11
14
14
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OV OOCOOoOOoOOVMTVNOVMUVUNOO O
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Table 10
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

SUMMARY OF PATHOLOGICAL CONDITIGNS BY GROUP 23
TASLE 48 1
NON-NEGPLASTIC TOTALS
TOTAL CONTROL V. HIGH HIGH Mi-0) UM

LUNG

GRANULOMATOUS [INFLAMMATION 17 719 - 0/ 20 17 19 0 20 o/ 10
LUNG ‘

ABSCESS 2/ 19 0/ 20 0/ 19 1/ 20 0/ 14
LUNG

EUEMA, PULMINARY 17 79 0/ 20 17 19 0/ 20 0/ 10
LUNG

CHRUONIC MURINE BRONCHITIS 76/ 19 16/ 20 197/ 19 20/ 20 9/ 10
HEART

FIsrnSIS 4/ 80 0/ 20 2/ 20 1/ 20 0/ 19
HEART

CHRONIC INFLAMMATION 1687 89 o/ 20 3/ 20 5/ 20 1/ 10
K1ONIY

HYDROMNEPHROSTS 4/ 81 u/ 20 2/ 20 0/ 20 0/ 10
KIDNEFY

CALCIFICATION 13/ 81 47 20 4/ 20 1/ 20 2/ 1
KIoNPyY

NECKISIS 1/ &1 0f 20 1/ 20 ¢/ 20 0O/ 1lvu
KIDNEY

GLOMERULOSCLERDSIS 27 8l 0/ 20 o/ 20 o/ 20 0/ 10
KIUNEY

CHRUONIC INFLAMMATION 31/ 81 57 20 9/ 20 1/ 20 5/ 10
KIBNEY

PIOMENT 2/ 381 0/ 20 0/ 20 07 20 0/ 10
>Ibe QT

HYP L RPLASTA 4/ 84% 0/ 20 27 20 G/ 20 0/ 10
BsILtL OUCT

CHRUNIL TINFLAMMATION 31/ &4 3/ 20 87 20 4f 20 5/ 10
LIV .

VACU N TZATITUN 2/ 84 0/ 20 1/ 20 O/ 20 0/ 10
tivie

NECRUSTS 87 84 1/ 20 47 20 o/ 20 1/ 190
LIvEw

CHRONTC INFLAMMATION 43/ 84 10/ 20 117 20 10/ 20 6/ 10
STOMACH :

CHRUNIC INFLAMMATION 1/ 75 0/ 19 0/ 18 o/ 20 17 9
COLVIN

CRYSTALL INiz vEPOSITS 20/ &0 1/ 20 3/ 29 5/ 20 4/ 10
COLUON

PARASITES 117 30 6/ 20 0/ 20 17 20 37 10
CUOLUN

CH2ONTC INFLAVMATION 17 80 17 20 07 20 0/ 20 0/ 10
INTESTING

CRYSTALLINE OtPCSITS 26/ 80 3/ 20 10/ 20 4/ 20 3/ 10
PANL REAS

CHROUNIC INFLAMMATION 1%/ 80 4/ 20 6/ 20 2/ 2G 2/~ 10
ADRENAL CORTEX

VACUSLT ZATIUN, SLIGHT 52/ 8Q 137 20 13/ 20 117 20 8/ 10
THYRUL)D

CHIUNIC INFLAMMATION 1/ 80 0f 20 u/ 20 Of 2¢ 0/ 10



; Table 10 (cont.)
' SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT 24

SUMMARY OF PATHULOGICAL CUNDITICONS BY GROUP
TABLE 328 1

NON-NEDPLASTIC - TOTALS
TOTAL CONTROL V. BIGH HIuH MED TUM

TESTIS ~

HYPOSPERMIA 1/ 40 o/ 10 07 10 G/ 10 o/ 5
SEMINAL VESICLE

CALC LFICATIUN 1/ 40 0/ 10 1/ 10 0/ 10 o/ 5
PROSTATE

CHRONIC INFLAMMATION 6/ 40 1/ 10 1/ 10 3/ 10 1/ 5
BLADDER

HYPERPLASTIA, SLIGHT 1/ 738 o/ 20 07 19 1/ 20 o/ 10
BLADDER

CALCULUS 5/ 18 1/ 20 0/ 19 1/ 20 0/ 10
BLADDER

ACUTE INFLAMMATION 1/ 78 0/ 20 1/ 19 0/ 20 0/ 10
BLADDER

CHRUNIC INFLAMMATION 1/ 78 C/ 20 0/ 19 0/ 20 1/ 10
OVARY .
PIGMENT 1/ 40 0/ 10 0/ 10 0/ 10 o/ 5
OVARY

cYST 1/ 40 1/ 10 0/ 10 0/ 10 0of 5
SKIN AND SUBCUTIS

ULCERATION 2/ 80 ¢/ 20 17 20 0/ 20 o/ 10
VAGINA .

CYST 1/ 39 o/ 9 0/ 10 1/ 10 0o/ 5
AGINA

CHRONIC INFLAMMATION 2/ 39 o/ 9 1/ 190 0/ 1¢C o/ 5



SC-19192:
SUMHARY OF

LUNG

GRANULOMATOUS INFLAMMATION

LUNG

ABSCESS
LUNG

EDIZMA, PULMONARY
LUNG

CHRONIC MURINE ORONCHITIS

HEART

FIBROSIS
HEART

CHRUNTC INFLAMMATION
KIDMNEY

HYDRONEDPHROSIS
KIDNEY

CALCIFICATION
KIDNEY

NECKDSIS
KIDNEY
GLOMERULOSCLERUSIS
KIDNEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT

ILE DucCT
HYPERPLASIA
BILE DUCT

CHRONTIC INFLAMMATION
LIVER

VACUOLIZATION
LI1ViK

NECROSIS
LIVER :
CHRONIC INFLAMMATION
STOMACH

CHRUNIC INILAMMATION
COLON

CRYSTALLINE DEPOSITS
COLON

PARASITFES
CUOLUN

CHRONIC INFLAMMATION
INTESTINE

CRYSTALLINE DEPOSITS
PANCKEAS

CHRIINIC INFLAMMATION
ADRENAL CUORTEX

VACUULTIZATIuN, LLIGHT

THYRQO 1D
THRUNTC INFLAMMATIUON

TGTAL

1/
2/
17
76/
4/
18/
4/
137/
1/
2/
31/
2/

4/

2/
8/
43/

1/
26/
15/
52/

1/

79

19

793

79

80

81

81

81

51

81

81

84

84

84

a4

75

80

80

80

80

80

80

80

Table 10 (cont.)

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
PATHOLOGICAL

TALLL
NON-NEOPLASTIC

CONJTTIONS
38 1

LGW

o/

BV

of
10/
17/
3/
2/

2/

2/
2/
6/
1/
2/
6/
0/
1/
1/
o/

1/
1/

1/

10
10
10
10
10
10
11
11
11
11
11
11
14
14
14
14
14

9
10
10
10
10
10
10

10

2]
L

8Y Ganup



SC-19192:
SUMMARY U#F

TESTIS
HYPUSPERMIA
SEMIMAL VESIGLE
CALCIFICATIUN
PRUSTATE
CHRINTC INFLAMMATION
GLADUDER '
HYPERPLASTA, SLIGHT
BLADDER
CALCULUS
BLAJDER
ACUTE INFLAMMATION
BLADDER
CHRUNIC INFLAMMATION
OvARY
PIGMENT
OVARY
CYST
SKIN AND SUBCUTIS
ULCERATION
VAGINA
CYST
- VAGINA
CHRAONIC INFLAMMATION

Table 1U (cont.)
FIVFE WERX NRAL TOXICITY STUDY IN THE RAT

PATHOLOGICAL

TAMLE

NUN—-NEOPLASTIC

TOTAL

1/
1/
6/
1/
5/
1/
1/
1/
1/
2/
1/

2/

40

40

18

78

40

40

39

39

LOW
1/
o/
0/
0/
3/
0/
o/
1/
0/
1/
G/
i/

a8

v

\n

10

CONOITIUNS HY GRUOUP

1
TOTALS

26



Table 11 :
$r-17192: FIVE WEEK ORAL TNXICITY STUDY IN THE RAT 27
SUMMARY UF PATHOLUOGICAL CONODITIONS 8Y GROUP
TApLY 388 2

NON-NEQPLASTIC MAL &
TOTAL CONTROL Ve HIGH HIGH MEDTUM

LUNG .

GCRANULDOMATOUS INFLAMMATION 0/ 39 Q7 10 osr 9 0/ 10 0/ 5
LUNG

ABSCESS z2/ 39 0/ 10 0/ 9 1/ 10 o/ 5
LUNG

EDENAy PULMONARY 1/ 3s ¢/ 1¢C 1/ 9 0/ 16 0/ 5
LUNG

CHRUINIC MURIMNE BRUONCHITIS 36/ 39 10/ 10 9/ 4 107 10 5/ 5
HEART

FI3RNDSIS 37 40 o/ 10 27 10 1/ 10 o/ 5
HEART . )

CHRUNIC INFLAMMATION 13/ 40 37 10 37 10 4/ 10 1/ 5
KITONLY

HYDRONEPHROSITS 0/ 41 ¢/ 10 0/ 10 0/ 10 o/ 5
KIDNEY

CALCIFICATIUN -2/ 41 1/ 10 0/ 10 0/ 10 0/ 5
KRISNEY ' ’

NeCR1IISI1S 0/ 41 0/ 10 g/ 10 0/ 10 o/ 5
KIONEY : :

GLOMERAULOSCLERDSIS 1/ 4} 0/ 10 0/ 10 0/ 10 o/ >
KIDNLY

CHRAOUNIC TINFLAMMATIOCN 167 41 2/ 10 5/ 10 3/ 10 2/ >
KTIUNEY

PIGMENT 1/ 41 ¢/ 1¢C 0/ 10 0/7. 10 0/ 5
dibi DUCT

HYPERPLASTA 3/ 44 0/ 10 1/ 1¢ 0/ 10 Qf 5
BILe DUCY

CHRUNTIC INFLAMMATION 17/ 44 5/ 106 4/ 10 2/ 10 2/ 5
LIVER : :

VACUDLITZATLON 2/ 44 ¢/ 10 1/ 10 0/ 10 0/ 5
LIVokR

NECKOSIS 37 44 0/ 10 1/ 10 0/ 10 1/ b5
LIVER

CHRONIC INFLAMMATION 28/ 44 7/ 10 6/ 10 6/ 10 5/ 5
STUMACH :

CHRONIC INFLAMMATION 1/ 38 0o/ 9 0/ 10 0/ 10 1/ 4
COLON

CRYSTALL INE DePESITS 15/ 40 b/ 10 17 10 5/ iu 3/ )
COLON »

PARASITES 9/ 40 4/ 10 0/ 10 1/ 10 3/ 5
COLDN

CHRUNTC INFLAMMATIUN 17 40 1/ 10 0/ 10 0/ 10 a/ 05
INTESTINE

CRYSTALLING DEPUSITS 12/ 40 1/ 10 5/ 10 3/ 10 I/ >
PANCKIEZAS

CHRONIC INFLAMMATION 9/ 40 2/ 10 5/ 10 0/ 10 14 5
ADRENAL CURT=X

VACUNMLTIZATIUN, SLIGHT . 34/ 40 5/ 10 /7 10 s/ 10 5/ 5

THYROGLIO
CHRONIC INFLAMMATION 17 40 0/ 10 G/ 10 o/ 10 or o



Table 11 (cont.)
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT 23
SUMHMARY GF PATHULODGICAL CUONUITIONS Y GROUP N
TABLE sy 2

NON-NEOPLASTIC MALLE
TOTAL CONYROL V. HIGH HIGH MED TUM
TESTIS
HYPUSPERMIA 1/ 40 0/ 10 0/ 10 0/ 10 0o/ b
SEMINAL VESICLE
CALCIFICATION 1/ 40 6/ 10 1/ 10 0/ 10 o/ 5
PROSTATE S
CHRONIC INFLAMAATION 6/ 40 1/ 10 . 1/ 10 3/ 10 i/ 5
BLADDER :
HYP CRPLASTA, SLIGHT Cc/ 39 0/ 10 . 0o/ 9 0/ 10 o/ 5
BLADDE®R :
CALCULUS 5/ 39 1/ 10 0o/ 9 1/ 10 c/ 5
BLADUDER ,
ACUTE INFLAMMATICN 0/ 39 0/ 10 o/ 9 0/ 10 0/ 5
BLADUDER
CHRONIC INFLAMMATION 0/ 39 0/ 10 o/ 9 0/ 10 o/ 5
OVARY _
PIGMENT 0/ 0 0o/ O o/ 0 o/ 0O 0/ ©
OVARY _
CYST 0/ O 0o/ © 0o/ O o/ 0 0/ O

SKIN AMND SUSCUTIS
ULCERATION 0/ 40 0/ 10 0/ 10 0/ 10 o/ 5



-

Table 11 (cont.)
SC-19192: *vI1v™ ""EEK ORAL TOXICITY STUTDV IN THE RAT

SUMMARY UF DPATHULOGICAL CCNOITIUNS BY GROUP
TABLEL @86 2

NON=-NeOPLASTIC MALE
TOTAL LOw

LUNG

GRANULOAATOUS INFL AMMATION c/ 39 0/ 5
LUNG

ABSCESS . 2/ 39 17 5
LUNG

EDEMA, PULMONARY 1/ 39 0o/ 5
LUNG

CHRUNIC MURINE BRUNCHITIS 39/ 39 5/ 5
HEART

FIBROSIS 3/ 40 97 S
HEART

CHRONTIC INFLAMMATIQON 13/ 40 2/ 5
RIONEY ‘
HYDRUNEPHROSIS 0/ 41 0/ 6
KIDNLY ‘
CALCIFICATIUN 2/ 41 17 6
KIDNEY

NECFAOSIS 0/ 41 0/ 6
KIONEY

GLOMERULOSCLERAOSIS 1/ 41 17 6
KIDNLY

CHRONIC INFLAMMATION 167 41 4/ &
KIDNTY

PIGMENT 1/ 41 1/ 6
ILEe DUCT

HYPERPLASTIA 3/ 44 2/ 9
sILe DUCY

CHRONIC INFLAMMATION 177 44 4/ 9

c LTIVER

VACUOLTZATINON 2/ 44 17 9
LIVER

NECRNSTS 3/ 44 17 9
LIVER

CHRONIC INFLAMMATION 287 44% 4/ 9
STUMACH

CHRONIC INFLAMMATIUN 1/ 38 0/ 5
COL N

CRYSTALLINE DEPOSITS 15/ 40 17 5
COLUON

PARASITES 9/ 40 1/ 5
COLON

CHRONIC INFLAMMATION 1/ 40 6/ 5
INTESTINE .
CRYSTALL INE DEPQOSITS 127 40 2/ 5
PANU Ke AS

CHRUONTC INFULAMMATION 9/ 40 17 5
ADRENAL CORTLCX

VACUNHLTZATIUN, SLIGHT 34/ 40 5/ 5

THYHROTD
CHRONIC INFLAMMATION 1/ 40 1/ 5



Table 11 (cont.)
SC-19192: FIVE WERW APAL TOXICITY STUNDVY IN THE RAT 30

SUMMARY 1TF PATHULOGICAL CONDITICNS 3Y GROUP
TABEE" 438 2

NON=NCGPLASTIC MALL
TOTAL LOW

TESTIS

HYPOSPERMIA ' 1/ 40 1/ 5
SEMINAL VESTCULE

CALCITICATION 1/ 40 o/ 5
PROSTATE

CHRUNIC INFLAMMATION 6/ 40 o7 5
BLADDLR

HYPLELPLASIA,y SLIGHT 0/ 39 o/ 5
BLADGER

CALCULUS 5/ 39 3/ 5
BLAUDER

ACUTE INFLAMMATIUN 0/ 39 0o/ 5
BLADDE:R -

CHRONIC INFLAMMATIO 0/ 39 0/ 5
OVARY

PIGMENT G/ 0 ¢/ 0
OVARY

CYST 0/ © ¢/ 0

SKIN AND SUBCUTIS
ULCERATION 0/ 40 ¢/ 5

a



v ; Table 12

SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT 3L
¢ SUMMARY UF FATHOLUGICAL CONDITIONS BY GROUP
TABLE BB 3
. NON=-NEOPLASTIC FEMALE
~ TUTAL CONTRUL Ve HIGH HIGH MEDT UM
LUNG
O GRANULGMATOUS INFLAMMATION 1/ 490 0/ 10 1/ 10 0/ 10 0/ 5
LUNG
ABSCESS 0/ 40 0/ 10 0/ 10 0/ 10 0o/ 5
t  LLUNG
LDiEMAy PULMONARY 0/ 40 0/ 10 0/ 10 0/ 10 o/ 5
LUNG
{  CHRUNIC MURINE BRONCHITIS 37/ 40 8/ 10 10/ 10 10/ 10 4 5
HEAR T
FI8RUSIS 1/ 40 0/ 10 0/ 10 0/ 10 0/ 5
{0 HEART
CHRONIC INFLAMMATION S/ 40 3/ 10 0/ 10 1/ 10 o/ 5
KIDMEY
C HYDRINEPHXRDSIS 47 40 0/ 10 2/ 10 0/ 10 0/ 5
KIDNEY
CALCIFICATITON 11/ 40 3/ 10 4/ 10 1/ 10 2/ 5
" Klunty
NECHROSIS 1/ 40 0/ 10 1/ 10 0/ 10 o/ 5
KIDNEY
€ GLOMERPULOSCLERDSIS 1/ 40 0/ 10 0/ 10 0/ 10 o/ 5
KIUNEY
CHRONIC INFLAMMATION 15/ 40 3/ 10 4/ 10 4/ 10 3/ 5
£ KIviey
PIGMENT 1/ 40 0/ 10 6/ 10 0f 10 G/ 5
Ly ouer
€. HYPCERPLASIA 1/ 40 0/ 10 1/ 10 0/ 10 6/ 5
BILY DUCT
CHRONIC INFLAMMATION 14/ 40 3/ 10 4/ 10 2/ 10 3/ 5
G LIVER
VACUDLTZATION 0/ 40 0/ 10 ¢/ 10 0/ 190 v/ 5
LIVeR
« NECROSTS 5/ 40 1/ 10 3/ 10 0/ 10 o/ 5
Liveh
CHRONIC INFLAMMATION 15/ 40 3/ 10 5/ 10 4/ 10 1/ 5
{ STOMACH
CHRONIC INFLAMMATION 0/ 37 0/ 10 0/ 8 o/ 10 0o/ 5
COLON
{ CeYSTALL INE DEPUSITS 5/ 40 27 10 2/ 10 0/ 10 1/ 5
COL N ;
PALASITES 2/ 40 2/ 10 37 10 9/ 10 0o/ 5
{  COULUN
CiHONIC INFLAMMATION 0/ 40 c/ 10 0/ 10 0/ 10 o/ >
INTESTINF
¢ CRYSTALLINE DEPUSITS 14/ 40 2/ 10 5/ 10 1/ 10 2/ 5
PANCKEAS
CHAUNIC INFLAMMATION 6/ 40 27 10 1/ 10 2/ 1C 1/, 5
(  ADRENAL CORTEX :
VACUOLYZATIUNy SLIGHT 18/ 4C 4/ 10 64 10 3/ 10 3/ 5
. THYROILD
SH2UNIC INFLAMMATION 0/ 40 0/ 10 o/ 10 O/ 10 0/ 5
{
f



5

Table 12 (cont.)
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT 32
SUMMARY OF PATHOLUGIGCAL CUNDITIONS Y GROUP
TABLE 4 3

NON=-NEOSPLASTIC FEMALC
TOTAL ~ CONTROL V. HIGH HIGH MEDTUM

SBLADDER

HYPERPLASTA, SLIGHT 1/ 39 0/ 10 0/ 10 /7 16 . osr 5
BLADEGER :
CALCULUS 0/ 39 6/ 10 0/ 10 6/ 10 o/ 5
BLADDH

ACUTE INFLAMMATION 17 39 0/ 10 1/ 10 0/ 10 o/ 5
BLADDER

CHRUNIC INFLAMMATION 17 39 0/ 10 0/ 10 07 10 1/ 5
OVARY :
PIGMENT 1/ 40 07 10 0/ 10 0/ 10 0/ 5
UVARY

CYST 1/ 40 17 10 0/ 10 0/ 19 o/ 5
SKIN AND SUBCUTIS

ULCERATION 2/ 40 6/ 10 1/ 10 0/ 10 0/ 5
VAGINA

CYsT 1/ 39 o/ 9 0/ 10 1/ 1¢ o/ >
VAGINA

CHRONIC INFLAMMATION 2/ 39 o/ 9 1/ 10 0/ 10 o/ >



N

F

Table 12 (cont.)
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
SUMMARY OF PATHOLOGICAL CONDITLUNS BY GROUP
TALLE g8 2

NON-NEOPLASTIC FEMALL
TOTAL LOW

LUNG

CHANULOMATUUS INFLAMMATION 1/ 40 0o/ 5
LUNG )

ABSTESS 0/ 40 6/ 5
LUNG '
E0-MMAy PULMUNARY 0/ 40 0/ 5
LUNG

CHAIONIC MURINE BRONCHITIS 37/ 40 5/ 5
HEAR

F136¢0SIS 1/ 40 l/7 5
HEa“w T

CHRONIC INFLAMMATION 5/ 40 17 5
KIONLY

HY OPONEPHROSTS 4/ 40 2/ 5
KIONCY
CALCIFICATION 11/ 40 1/ 5
KIDNEY
NECRDSIS 1/ 40 0o/ 5
KIUNEY .
GLOMeXULOSCLERDSIS 1/ 40 1/ 5
KIDNEY
CHALNTIC INFLAMMATION 15/ 40 1/ 5
KIUNEY .
PIGHMENT 1/ 40 1/ 5
ILE pucy
_ HYPERPLASTA 1/ 40 0/ 5
" BILE NUCTY

CHRONIC INFLAMMATION 14/ 40 2/ 5
LIVER

VHAECUOLTZATIOUN 0/ 40 o/ 5
LIVER

NECHOSIS 5/ 40 17 5
LIVER

CHIXONIC INFLAMMATION 1%/ 40 2/ 5
STOMACH

CHREUNIZ INFLAMMATION 0/ 37 0/ 4
COL N

CRYSTALLINE DEPOSITS 5/ 40 o 5
COLUN

PARASITLES 2/ 40 0o/ 5
COLON '
CHRUNIC INFLAMMATION 0/ 40 of 5
INTESTINFE

CRYSTALLINE DEPUSITS 14/ 40 4/ 5
PANC RT AS

CHRUNIC INFLAMMATION 6/ 40 0/ 5
ADRz NAL CURTEX

VACUDLITZATIUN, SLIGHT 167 40 2/ 5
THYRGID

SHRONTC INFLAMMATION 0/ 40 0/ 5



LT
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Table¢ 12 (cont.)

§C-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
- SUMMARY UF PATHOLOGICAL CONDITICNS BY GROUP
VABLC 68 3

K

¢

v

NON—-NEOPL ASTIC FEMALE

_ TOTAL LOW
BLADDER

HYPERPLASTA, SLIGHT 1/ 39 0o/ 4
BLADDRER

CAL.CULUS 0/ 39 0/ 4
BLADDER

ACUTE INFLAMMATION 1/ 39 0/ 4
SLADDER

CHRONIC INFLAMMATION 1/ 39 0/ 4
Ovary

PI1GMENT 1/ 40 1/ 5
OVARY '
CYST 1/ 40 o/ 5
SKIN AND SuUBCUTIS

ULCERATION 2/ 40 17 5
VAGINA

CYST 1/ 39 0o/ 5
VAGINA

CHRONIC INFLAMMATION 2/ 39 17 5



35

of 0, 1, 2, 4 and 6g/kg * 5%, multiples of 0, 67, 133, 267 and 400 times

respectively, the modal oral human dosage. Physical examinations were
performed terminally. Ophthalmoscopic examination was conducted at pre-
Rx and terminally. Hematology, clinical chemistry and urinalysis
parameters were evaluated at pre Rx, 2 and 5 weeks. All animals were
promptly necropsied and representative tissues from control and treated

animals processed for microscopic examination.

Survival in both the control and the treated groups was 100%.
Physical examination findings were unremarkable. Food consumption and
body weight gain were comparable between the control and the treated animals
except the very high dose females which showed a significant reduction in the
terminal body weight. This is attributed to a proportional decrease in the

absolute food consumption (gm/rat/day).

Findings for hematology, clinical chemistry and urinalysis were
generally unremarkable. However, low and medium dose level females exhibited
a sipnificant decrease in GPT and AP values. Such alteration was inversely

related to dosage and was not considered biologically meaningful.

No evidence of treatment related organ weight alterations was
evident. Group mean organ weights of treated groups are comparable with the
concurrent controls. Postmortem findings, gross and microscopic, were un-
remarkable; several instances of incidental disease were observed, but no

indication of compound related observations was present.

It is concluded that continuous dietary administration of SC-19192
to 8 week old rats of both sexes for 5 consecutive weeks at approximately 1,

2, 4 and 6 g/kg causes no biologically meaningful alterations in clinical
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laboratory or postmortem findings; moderate decrease in terminal body weight
and in absolute (gm/rat/day) food consumption occurred in very high dose level

females.
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5C-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Hematology: Red Cell Data
(Individual Values: Group A)
Days of Treatment
Treatment -5 14 35
and Hgb  Hct RBC Hgb  Het RBC Hgb  Hct RBC
Rat No. (g%) (%) x105/cmm (gZ) (%) x105/cmm (gZ) (%) x10%/cmom
Control
10cM 15.6 48 7.49 15.6 52 8.42 17.3 50 8.79
12CM 12.9 42 6.27 14.6 44 6.83 16.1 49 7.83
17¢M 13.2 44 6.63 15.5 46 7.92 16.6 51 8.51
18CM 13.8 45 6.13 15.0 45 6.94 18.2 45 7.72
21CcM 14.5 47 6.72 15.6 47 7.31 16.8 49 8.15
Low Dose
21LM 13.2 43 6.14 16.8 50 8.07 15.9 48 7.63
4LM 13.5 43 6.57 15.5 48 6.83 16.1 47 7.95
141M 14.4 47 7.08 15.2 46 7.11 15.9 49 8.08
19LM 13.3 43 6.91 15.6 48 7.33 16.4 49 8.41
22LM 13.3 45 6.36 16.7 49 7.59 16.2 50 8.38
Medium Dose
1MM l4.4 47 6.65 14.6 46 6.81 16.2 49 7.73
SMM 14,8 47 7.19 15.0 45 7.35 16.6 49 7.93
s8MM 14.1 46 6.30 17.3 49 7.22 16.6 52 B.24
20MM 13.2 43 7.52 15.5 44 6.71 15.9 48 8.37
23MM 14.4 46 7.16 16.2 47 7.28 16.8 - 8.30
High Dose
3HM 13.8 46 6.74 16.3 47 7.23 17.1 53 8.91
6HM 13.5 44 6.14 14.3 44 7.59 15.3 47 8.04
9HM 14.1 45 6.58 15.2 46 8.02 15.8 49 7.70
15HM 14.4 - 7.18 14.9 47 7.14 16.8 49 8.37
25HM 13.8 47 6.78 15.5 46 7.05 14.9 49 8.17
Very High Dose
7VHM 12,9 42 6.50 14.3 46 7.31 16.2 48 7.91
11VHM 13.8 47 6.31 16.0 50 7.38 16.1 50 8.31
13VHM 13.9 45 6.35 15.6 48 7.28 17.1 50 8.73
16VHM 13.5 40 6.77 16.8 47 7.87 17.3 53 9.04
24VHM 13.5 44 6.95 15.3 43 7.16 14.7 45 8.04
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SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Hematology: Red Cell Data
(Individual Values: Group B)
Days of Treatment
Treatment -5 14 35
and Hgb Hct RBC Hgb  Het RBC Hgb  Hct RBC
Rat No. (g2) (%) x105/cmm  (g%) (%) x105/cmm (g%) (%) x10%/cmm
Control
2CF 14.6 45 6.85 4.1 43 6.88 14.3 44 7.65
3CF 14.3 43 7.15 14.6 - 7.70 15.5 47 8.34
14CF 1l4.6 46 6.59 14,3 45 8.27 15.5 47 7.59
17CF 16.0 45 7.30 14,7 45 7.00 16.5 49 8.11
23CF 15.3 42 6.96 15.2 45 7.36 17.1 47 7.70
Low Dose
4LF 14.7 44 6.76 15.2 44 7.26 15.6 44 7.48
9LF 15.6 47 7.59 15.6 48 7.00 16.2 48 7.72
12LF 13.7 42 6.34 14.1 42 6.78 15.2 44 7.39
13LF 15.9 46 7.16 15.0 44 6.95 17.1 48 7.67
21LF 15.5 45 7.10 16.3 43 6.80 17.4 48 8.02
Medium Dose
SMF 15.6 48 7.58 15.4 46 7.20 16.4 49 8.65
6MF 13.8 43 6.55 14.6 44 7.03 14.0 43 7.31
10MF 15.2 47 6.45 14.6 45 7.48 15.6 47 7.95
11MF 13.7 42 6.35 14.7 45 7.20 15.9 45 7.36
16MF 15.8 47 7.70 16.0 50 7.46 17.3 48 8.82
High Dose
15HF 14.3 42 6.67 "15.6 44 7.28 15.9 48 7.33
18UF 15.9 47 7.27 15.4 48 7.72 16.6 49 8.17
20HF 14.4 45 6.59 15.7 48 7.92 18.1 47 8.03
22HF 14,9 45 6.52 14,9 48 7.60 17.5 49 8.13
25HF 16.4 45 7.14 15.4 47 7.38 15.2 44 6.83
Very High Dose
1VHF 14.6 45 6.83 13.7 45 7.33 15.5 47 8.30
7VHF 14.6 45 6.91 14,4 44 7.49 15.9 47 7.64
SVHF 14.6 44 7.10 15.0 45 8.12 i6.5 51 8.71
19VHF 14.3 42 6.73 13.4 43 7.73 15.9 50 8.79
24VHF 14,3 42 6.45 15.0 46 7.28 15.8 44 7.51
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Appendix Table 3
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Coagulation Measurements

(Individual Values: Group A)

Days of Treatment

Treatment -5 35 -5 35
and Coagulation Coagulation Prothrombin Prothrombin
Rat No. Time Time Time Time
(sec) (sec) (sec) (sec)
Control
10CM 106 143 11.7 13.4
12CM 97 141 12.7 12.0
17CM 125 85 13.3 10.2
18CM 87 134 11.3 14.2
21CM 100 119 12.3 11.8
Low Dose
2LM 130 124 11.5 11.1
41M 128 126 11.3 10.6
14LM 110 122 11.0 -
19LM 122 140 12.3 12.1
221LM 97 139 11.1 13.4
Medium Dose
1MM 124 108 15.0 -
SMM 136 104 12.4 11.4
8MM 154 144 12.3 11.6
20MM 131 92 11.7 11.2
23MM 150 120 12.5 12.6
High Dose
3HM 112 139 11.7 12,2
6HM 140 140 13.0 13.8
9HM 127 136 13.1 12,2
15HM 135 133 12.5 -
25HM 105 103 11.9 14.0
Very High Dose
7VHM 138 132 12,7 13.2
11VHM 139 129 14.3 14.0
13VHM 138 146 11.7 11.8
16VHM 130 120 12.1 13.2

24VHM 119 132 12.1 13.8
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Appendix Table 3 (cont.)
SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Coagulation Measurements

(Individual Values: Group B)

Days of Treatment

Treatment =5 35 =5 35
and Coagulation Coagulation Prothrombin Prothrombin
Rat No. Time Time Time Time
(sec) (sec) (sec) ~ _(sec)
Control
2CF 134 129 11.9 13.1
3CF 145 147 12.9 14.2
14CF - 115 167 10.9 14.0
17CF 94 162 12.1 14.0
23CF 130 157 12.0 13.0
Low Dose
4LF 120 155 11.5 11.2
9LF 118 137 12.3 -
12LF 131 137 ‘ 11.9 11.8
13LF 116 128 12.2 12.1
21LF 118 119 11.9 12.4
Medium Dose
SMF 117 143 12.5 10.8
6MF 124 108 12.0 14.2
10MF 99 167 11.6 12.8
11MF 90 138 12.2 13.2
16MF 98 158 11.5 11.2
High Dose
15HF 112 150 12.9 13.4
18HF 146 134 12,2 13.4
20HF 135 143 11.6 12,0
22HF 132 128 11.0 11.0
25HF 118 123 11.8 14,2
Very High Dose
1VHF 158 126 13.1 -
JVHF 97 154 12.1 13.0
8VHF 118 150 12.3 14.6
19VHF 141 129 12.9 11.2

24VHF 116 136 11.5 12.8




Appendix Table 4

SC~19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Blood Plasma Biochemistry
(Individual Values: Group C)
Treatment s Days of Treatment "
N :“g BUN ~ GPT AP Glucose Total BUN  GPT AP Glucose Total
at Xo. mgZ I.U. I.U. mgi Amino N mgk I.U. I.U. mgZ Amino N
Control
4CM 10.8 13 289 112 8.60 12.1 105 209 104 7.76
9CM 13.4 11 183 141 8.30 18.5 22 154 102 8.79
16CM 16.7 10 309 188 8.94 18.2 24 249 99 8.03
18CM 12.2 17 174 125 7.74 15.6 19 186 141 7.53
22CM 13.6 11 269 142 8.71 13.1 13 227 131 7.38
Low Dose
6LM 16.3 24 232 159 8.27 19.1 21 199 107 7.81
8LM 12.9 22 255 164 7.83 15.7 23 221 92 8.72
15LM 10.9 12 251 127 8.27 15.5 15 217 133 7.25
17LM 38.9 13 319 131 8.71 37.1 72 272 128 8.47
25LM 11.9 12 254 148 - 17.8 13 214 94 7.14
Medium Dose
1MM 14.8 13 316 143 9.11 13.4 20 277 85 -
MM 13.7 14 221 111 8.43 15.9 19 209 97 9.24
7MM 11.9 15 336 119 8.77 9.0 20 184 60 8.54
10MM 11.5 18 327 114 8.71 18.7 26 234 125 8.03
24MM 13.1 17 216 133 - 14.9 19 172 135 7.61
High Dose
2HM 10.4 16 191 125 8.97 16.7 27 173 94 8.73
SHM 12.2 15 233 116 9.33 10.7 25 165 85 9.15
12HM 10.6 17 288 136 8.36 17.0 32 274 128 7.66
21HM 11.5 11 162 158 7.57 16.2 4 142 135 7.67
23HM 12.0 15 225 157 8.30 12.0 16 174 152 7.40
Very High Dose
11VHM 13.4 23 306 156 7.21 18.4 27 253 115 8.23
13VHM 11.9 0 251 132 8.84 14.0 26 151 125 8.10
14VHM 11.3 34 190 139 8§.19 15.7 17 125 134 7.77
19VHM 9.9 20 240 128 7.81 15.6 19 170 115 7.65
20VHM 11.8 7 202 129 8.14 16.9 16 211 131 8.18
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SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Blood Plasma Biochemistry
(Individual Values: Group D)
Treatment " Days of Treatment 1
Ri:dNo BUN  GPT AP  Glucose Total BUN  GPT AP Glucose Total
: ngl 1.U. I.U. mgZ Amino N mgZ I.U. I.U. mg%Z Amino N
Control
9CF 13.3 0 271 131 8.66 14.7 16 247 176 -
12CF 14.7 5 224 153 8.00 14.6 18 206 152 6.89
18CF 12.9 0 147 120 8.76 15.2 18" 129 142 8.51
21CF 11.8 2 212 127  8.90 14.9 20 182 132 6.92
24CF 12.1 11 164 142 8.42 13.7 23 141 164 7.18
Low Dose
4LF 16.8 12 121 127 8,08 17.4 22 97 141 7.60
13LF 14.4 14 180 125 8.12 14.9 20 127 126 -
17LF 14.7 14 138 142 B8.15 13.4 15 132 133 8.32
22LF 14.8 10 135 120 8.19 14.1 13 107 129 7.66
23LF 14.8 12 87 131 7.90 16.2 21 81 152 7.56
Medium Dose '
6MF 15.6 5 180 132  9.45 17.4 19 172 127 7.57
SMF 15.9 13 211 119 8.64 "14.9 29 169 139 7.12
16MF 18.1 3 119 111 8.66 14.3 11 90 118 7.77
19MF 14.7 19 152 121 7.73 14.7 24 140 129 7.16
25MF 13.8 0 230 163 8.11 18.1 16 87 142 9.01
High Dose
1HF 10.2 2 141 144  8.67 16.6 21 138 | 170 -
2HF 13.9 & 147 140 8.71 21.0 21 127 131 7.28
3HF 15.1 - 16 277 123 - 18.1 19 209 125 7.22
7HF 18.7 3 171 141 8.83 18.5 20 110 120 8.54
15HF 19.4 15 121 162 - 15.0 13 113 138 8.34
Very High Dose
S5VHF 17.3 13 171 146 8.52 18.1 17 157 133 6.50
10VHF 11.3 0 154 133 8.43 17.2 23 141 121 7.18
11VHF 13.3 13 161 123 9.50 17.3 17 122 132 8.34
14VHF 13.5 10 152 119 9.17 16.5 12 147 130 8.14
20VHF 12.1 8 191 125 - 13.0 26 196 131 7.34
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$C-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Blood Plasma Biochemistry

(Individual Values: Group C)

Days of Treatment

Treatment 35
and Bili~ Total
Rat No. BUN GPT AP rubin Glucose OCT Amino N
mg# 1.U0. I.U. mgi mgZ 1.U. mgZ
Control »
4CM 18.5 30 167 .14 189 .34 6.44
9CM 16.5 20 84 .16 168 14 5.69
16CM 21.4 29 190 .18 188 .22 6.38
18CM 18.8 28 117 .17 191 .05 6.45
22CM 14.9 30 132 .17 197 47 6.58
Low Dose
6LM 13.1 15 73 .15 173 0 5.89
SLM 15.1 22 149 .16 220 .02 6.71
15LM 16.0 18 147 .15 198 .04 6.01
171M - 35 133 .15 148 1.15 6.08
25LM 17.7 21 157 .15 186 .04 6.92
Medium Dose
1MM 20.8 37 214 .14 215 .60 6.98
3MM 14,7 19 112 .13 176 .14 6.58
MM 18.5 26 215 .15 178 .01 7.00
10MM 16.1 34 211 .14 181 .38 6.33
24MM 20.3 19 175 .16 178 .12 6.50
High Dose
2HM 17.0 19 111 .13 178 .05 7.37
5HM 18.8 50 128 .14 160 .76 6.83
12HM 16.7 20 205 .14 179 .0l 9.11
21HM 13.9 28 114 .16 198 .37 6.27
23HM 15.6 33 129 .17 196 .09 7.15
Very High Dose
11VHM 19.5 25 187 .15 182 .08 5.73
13VHM 17.4 20 72 .16 165 .10 6.80
14VHM 20,6 27 84 .15 224 .23 5.66
19VHM 18.2 22 120 .16 180 .003 5.45

20VHM 17.0 23 132 .17 190 .17 6.43
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Appendix Table 5 (cont.)
§C-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Blood Plasma Biochemistry
(Individual Values: Group D)

Days of Treatment

Treatment 35
and Bili- Total
Rat No. BUN GPT AP rubin Glucose OCT Amino N
mg7 1.0, I.U. mg% mg I.U. mgZ
Control
9CF 18.4 46 183 .19 194 .05 6.86
12CF 15.7 26 177 .17 215 .21 6.08
18CF 16.7 28 101 .18 189 .05 6.51
21CF 14.9 28 106 .18 164 .09 6.75
24CF 12.0 28 77 .17 200 .05 6.31
Low Dose
4LF 19.6 20 62 .13 186 .03 5.65
13LF 22.8 19 102 .16 142 .11 7.04
17LF 19.3 24 91 .17 174 .04 7.34
22LF 18.3 23 80 .18 198 .15 6.87
23LF 16.0 22 58 .21 177 .36 6.87
Medium Dose »
6MF 21.7 21 139 .13 204 .09 6.93
8MF 21.5 19 96 .18 176 1.13 6.64
16MF 22.6 29 66 .19 211 .39 5.38
19MF 12.3 20 90 .17 178 .16 6.50
25MF 11.0 21 72 .18 151 .04 5.62
High Doge
1HF 20.8 22 122 .15 203 .09 5.89
2HF 20.5 18 88 .15 210 .04 6.16
3HF 21.8 29 166 .15 176 .18 6.30
7HF 16.9 36 151 .17 198 .11 6.56
15HF 17.2 34 80 .21 167 .31 6.19
Very High Dose
5VHF 23.0 18 123 .14 162 .05 7.03
10VHF 21.1 23 116 .19 175 .12 5.90
11VHF 16.9 25 83 .16 191 .50 6.64
L4VHF 18.7 18 104 .18 155 .12 7.32

20VHF 16.1 37 132 .19 156 31 6.77
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Appendix Table 7
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SC-19192: FIVE WEEK ORAL TOXICITY STUDY IN THE RAT
Urinalysis
(Individual Values: Group A)
Treatment RBC/HPF WBC/HPF ~ Casts/LPF Bacteria Crystals
and Weeks of Treatment
Rat No. 0 2 5 0 2 5 0 2 5 0 2 5 0 2 5
Control
10CM 0-1 0 2-3] 0 0 0-5] 0 0 0} o0-1 2 0-1}y 2 0-1 0-1
12CcM 0 0 0 jo-1 O 0 0 0 0 1 3 2 2 0-1 0-1
17¢M 0 0 0 |o-2 0 0240 0 0 1 3-4 1 1 2 0-1
18CM 0 0 0 0 o0-1 O 0 0 0 0 3-4 0-1}1 1 2 0-1
21CM 0 0 0 {2-4 O 0 0 0 0 2 2-3 1 3 2 0-1
Low Dose
21LM 0 0 0 0 0] 0 0 0 0 1 2 1 1 0-1 1
41LM 0 0 0 {0-2 0 0 0 0 0 0 3 0-1y 1 0-1 0O-1
14LM 0 0 0 0 0 5-10{ O 0 0 0 2 2 11-2 0-1 1
191LM 0 0 0 0 0 0 0 0 0 0 2-3 1 1 1 0-1
22LM 0 1-3 0 0 0 0 0 0 0O 1 1 0-1] 1 1 1
Medium Dose
1IMM 0 0 0 {0-1 2-3 0-2 | O 0 0 2 1 2 {2-3 0-1 1
5MM 0 0 0 0 0 0 0 0 0} 0-1 2 1 {01 1 0-1
8MM 0 0 0 0 0 0 0 0 0 2 2 1{1-2 0-1 '1
20MM 1-3 0 0 0 01 O 0 0 0] 1 1 2 {0-1 0-1 1
23MM 0 0 0 [2-4 O 0 0 0 0} 0-1 2-3 0-1| 2 0 0-1
High Dose
3HM 0-1 O 0 0 0 030 0 0 0-1 1 2 }11-2 1 0-1
GHM 0 0 0 {1-3 0 0 0 0 0 3 2 0-1}| 1-2 0-1 0O-1
9HM 0 0 0 jOo-1 O 0 0 0 0 1 2 0-110-1 1 1
15HM 0 0 5-6| O 0 23} 0 0 0] 1-2 1 2 12-3 1 0-1
25HM 0 0 0 {0-1 O 0 0 0 0 0 2 0-1] 0-1 0-1 0-1
Very High Dose
7VHM 0 0 0 0 0 0 0 0 0 2 3 1 2 1 0-1
11VHM 0 0 0 0 2-4 0 0 0 0 0 2 1 {0-1 1 0-1
13VHM 0 0 1-2{ © 0 0-21]0 0 0 0 1 3 1 1 1
16VHM 0 0 0-21 O 0 0 0 0 0} 0-1 2 2 1 0-1 1
24VHM 1-3 1-3 0 j0-1 0-1 O 0 0 0 1 2 1 1 1 1




Appendix Table 7 (cont.)

SC-19192: FIVE WEEK ORAﬂrTOXICITY STUDY IN THE RAT

URINALYSIS
(Individual Values: Group A)

Treatment pH Sp. Gravity Protein
and Weeks of Treatment

Rat No. 0 2 5 St I 2 5 0 2 5
Control

10cM 8.0 8.5 9.0 1.029 1.038 1.048 0 0 0
12¢cM 8.0 8.5 9.0 1.027 1.034 1.032 0 1 0
17CM 8.0 9.0 9.0 1.058 1.035 1.020 0 0 0
18CM 8.0 9.0 7.5 1.024 1.028 1.034 0 2 0
21CM 8.5 9.0 9.0 1.031 1.035 1.042 0 1 0
Low Dose

2LM 8.0 9.0 9.0 1.042 1.042 1.038 0 0 0
41M 8.0 8.0 8.0 1.047 1.038 1.038 0 0 0
141M 8.0 9.0 7.5 1.054 1.048 1.035 0 0 0
19LM 9.0 8.0 8.0 1.041 1.034 1.038 0 0 0
221LM 8.0 8.0 7.0 1.020 1.028 1.028 0 0 0
Medium Dose

1IMM 8.5 9.0 8.5 1.040 1.035 1.042 0 0 0
S5MM 8.0 9.0 7.5 1.065 1.040 1.035 1 1 0
8MM 8.0 8.5 9.0 1.030 1.038 1.035 0 0 0
20MM 7.5 8.0 7.5 1.062 1.035 1.036 1 0 0
23MM 8.5 8.0 7.5 1.071 1.030 1.040 0 0 0
High Dose

3HM 8.0 8.5 8.0 1.043 1.044 1.040 0 0-1 0
6HM 8.0 9.0 7.5 1.036 1.042 1.038 0 0 0
9HM 8.5 9.0 8.5 1.063 1.042 1.038 1 0 1
15HM 8.5 8.5 7.0 1.062 1.050 1.050 0 0 0
25HM 8.0 9.0 7.0 1.032 1.025 1.035 0 0 0
Very High Dose

7VHM 8.5 8.5 7.0 1.040 1.044 1.044 0 1 0
11VHM 7.5 8.0 8.5 1,027 1.035 1.035 0 0 0
13VHM 7.5 9.0 8.5 1.037 1.050 1.040 0 0 0
16VHM 8.0 8.0 8.5 1.040 1.035 1.046 0 0 0
24VHM 8.0 6.0 6.5 1.036 1.035 1.048 2 0 0
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Appendix Table 7 (cont.)
(Individual values:

FTIVE WEEK ORAL TOXICITY STUDY IN THE RAT
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Appendix Table 7 (cont.)

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

Urinalysis

(Individual Values: Group B)
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Treatment
and
Rat No.

RBC/HPF

WBC/HPF

N

Casts/LPF
Weeks of Treatment
5 0 2 5

Bacteria

2 5

Crystals

0

2

Control
2CF
3CF
14CF
17CF
23CF

Low Dose
4LF
9LF
12LF
13LF
21LF

Medium Dose
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High Dose
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25HF
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Urinalysis

(Individual Values:

Appendix Table 7 (cont.)

Group B)

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

57

Treatment pH Specific Gravity
and Weeks of Treatment
Rat No. 0 2 5 0 2 . 5
Control
2CF 8.5 7.0 9.0 1.041 1.030 1.035
3CF 8.0 6.5 8.5 1.043 1.029 1.042
14CF 8.0 8.5 6.5 1.029 1.022 1.025
17CF 8.0 7.5 9.0 1.040 1.029 1.030
23CF 8.0 8.0 9.0 1.032 1.034 1.046
Low Dose
4LF 8.0 8.5 8.0 1.050 1.030 1.033
9LF 8.0 9.0 9.0 1.024 1.030 1.025
12LF 8+5 8.5 8.5 1.019 1.032 1.032
13LF 8.0 9.0 9.0 1.020 1.024 1.027
21LF 7.5 9.0 9.0 1.022 1.030 1.038
Medium Dose
S5MF 8.0 7.5 6.5 1.025 1.032 1.035
6MF 8.5 8.5 9.0 1.022 1.018 1.042
10MF 8.5 8.5 8.5 1.042 1.035 1.035
11MF 8.0 9.0 9.0 1.040 1.026 1.040
16MF 8.5 9.0 9.0 1.032 1.030 1.032
High Dose
15HF 8.0 9.0 8.5 1.037 1.032 1.044
18HF 8.0 9.0 8.5 1.035 1.035 1.042
20HF 8.0 8.0 6.5 1.038 1.026 1.035
22HF 9.0 8.5 8.5 1.041 1.024 1.048
25HF 8.0 8.5 8.5 1.018 1.034 1.044
Very High Dose
1VHF 8.5 7.0 8.5 1.028 1.035 1.040
7VHF 8.0 8.0 9.0 1.031 1.020 1.038
8VHF 8.0 7.5 8.5 1.052 1.025 1.044
19VHF 7.5 8.5 7.5 1.036 1.032 1.040
24VHF 8.5 7.5 9.0 1.027 1.025 1.032
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Appendix Table 7 (cent.)

FIVE WEEK ORAL TOXICITY STUDY IN THE RAT

SC-19192:

Urinalysis

Group B)

(Individual Values:
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INTRODUCT ION

ON DECEMBER 2, 1971, PREPARED SLIDES FROM 86 RATS WERE RECEIVED

FOR HISTOPATHOLOGICAL EVALUATION.

THE RATS WERE NUMBERED AND DISTRIBUTED AMONG GROUPS AS FOLLOWS:

GROUP

CONTROL

VERY HIGH

HIGH

MEDIUM

PATHOLOGY NOS. ANIMAL NOS.

90082 - 90086 ALOCM*, AL2CM*, ALTCM*, AL8CM¥, A21CM*
90087 —~ 90091 C4CM,  C9CM, CL&CM, C18CM, C22CM
90092 — 90096 B2CF*, B3CF*, B14CF*, BL7CF*, B23CF*
90097 - 90101 PoCF, DL2CF, D18CF, D21CF, D24CF
901,02 - 90106 ATVHM*, ALLVHM*, AL3VHM*, ALEVHM*, A24VHM*
90107 ~ 9011L C1lVHM, C13VHM, C14VHM, C19VHM, C20VHM
90112 - 90116 BLVHF*, BTVHF*, B8VHF*, BLOVHF*, B24VHF*
90117 - 90121 D5VHF, DIOVHF, D11VHF, DI4VHF, D20VHF
90122 - 90126 A3HM, A6HM, A9HM, ALS5HM, A25HM

90127 - 90131 C2HM, C5HM, Cl2HM, C21HM, C23HM

901,32 — 90136 B1L5HF s BL8HF, B20HF, B22HF, B25HF

90137 - 90141 DIHF, D2HF, D3HF, DTHF, DISHF

90142 — 90146 AI1MM, ASMM, A8MM, A20MM, A23MM

901,52 - 90156 BSMF, BOMF, BLOMF, BLIMF, BLOMF

90161 D25MF

90162 — 90166 A2LM, A4LM, Al4LM, ALSLM, A22LM

90167 — 90170 CoLM, C8LMy C15LM, CL7LM

90172 — 90176 B4LF, BSLF, BL2LF, Bl3LF, B21LLF

90181 D23LF :
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THE TISSUES SUBMITTED FOR EVALUATION INCLUDED: LUNG, BRONCHUS,
HEART, ARTERY, KIDNEY, BILE DUCT, LIVER, SPLEEN, BRAIN, MENINGES,
STOMACH, COLON, INTESTINE, PANCREAS, ISLET, ADRENAL CORTEX, ADRENAL
MEDULLA, PITUITARY, THYROID, PARATHYROID, LYMPH NODE, SALIVARY GLAND,
THYMUS, TESTIS, SEMINAL VESICLE, PROSTATE, BLADDER, OVARY, UTERUS,
OVIDUCT, BONE, BONE MARROW, MUSCLE, SKIN AND SUBCUTIS, MAMMARY GLAND,
EYE, VAGINA, NERVE., ALL TISSUES WERE STAINED WITH HEMATOXYLIN AND
EOSIN WITH THE EXCEPTION OF BRAIN, MENINGES, NERVE AND OCCASIONALLY
ARTERY. THESE LATTER WERE STAINED WITH LUXOL FAST BLUE-PERIODIC ACID
SCHIFF-HEMATOXYLIN.

OIL RED O STAINS WERE EVALUATED ON CERTAIN OF THESE ANIMALS
INDICATED BY AN ASTERISK. THE TISSUES SUBMITTED FOR OIL RED O EVALUA-
TION INCLUDED: HEART, KIDNEY, LIVER, AND ADRENAL.

MAY-GRUNWALD GIEMSA STAINED BONE AND BONE MARROW SMEARS WERE
RECEIVED AND REVIEWED ON ALL ANIMALS IN THE CONTROW» VERY HIGH, AND

HIGH GROUPS.
ALL TISSUE SECTIONS WERE THEN SUBJECTED TO MICROSCOPIC REVIEW.
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SUMMARY

TISSUES FROM 86 RATS WERE PROCESSED AND EXAMINED HISTOLOGICALLY.
MULTIPLE PATHOLOGIC CONDITIONS WERE FOUND. MOST FINDINGS ARE CON-
SIDERED TO BE INCIDENTAL AND UNRELATED TO DRUG INGESTION.

OF POSSIBLE SIGNIFICANCE IS THE INCIDENCE OF PARASITES IN THE
COLON. IN THE CONTROL GROUP 6 OF 20 RATS WERE AFFECTED, IN THE VERY
HIGH GROUP THERE WERE O OF 20. THE HIGH GROUP CONTAINED 1 OF 20. A
FEW RATS IN THE MEDIUM AND LOW GROUPS WERE AFFECTED AND THESE ARE NOT
STATISTICALLY SIGNIFICANT.

MILD CHRONIC MURINE BRONCHITIS WAS FOUND IN MOST ANIMALS AND IS
CONSIDERED TO BE DUE TO INTERCURRENT COLONY INFECTION. FOCAL MILD
CHRONIC INFLAMMATION OF THE LIVER AWD BILE DUCTS WAS ALSO A FREQUENT
FINDING AND BELIEVED TO BE DUE TO INTERCURRENT COLONY INFECTION.

THE FINDING OF CRYSTALLINE DEPOSITS IS BELIEVED TO BE ARTIFACT

AND NOT SIGNIFICANT.



1110 UARLY SVHEELS 20RES - As0mAR B
: i : :

MICROSCOPY FOR BIOLOGICAL RESEARCH, LTD.

G. D. SEARLE & CO.
PROJECT P-T NO. 972571
SC-19192

POSITIVE OIL RED O STAIN

GROWP POSITIVE/GROUP TOTAL PATHOLOGY NOS. ANIMAL NOS. ADRENAL
CONTROL - 9/9 90082 A10CM 1+
90083 AL2CM 1+
90084 AL7CM 1+
90085 A18CM TRACE
90086 A21.CM 1+
90092 B2CF 1+
30093 B3CF 1+
90094 B14CF 1+
90096 B23CF 1+
GROUP POSITIVE/GROUP_ TOTAL PATHOLOGY NOS. ANIMAL NOS. ADRENAL
VERY HIGH 10/10 901,02 ATVHM 2+
90103 ALLVHM 1+
901,04 AL3VHM 1+
901,05 AL6VHM 1+
90106 A24VHM TRACE
90112 BLVHF 1+
90113 BTVHF 1+
90114 BBVHF 2+
90115 B19VHF 1+
90116 B24VHF 2+

ALL OTHER OIL RED O STAINED TISSUES WERE NEGATIVE.
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BONE MARROW SMEARS

MAY-GRUNWALD GIEMSA STAINED BONE AND BONE MARROW SMEARS WERE
EXAMINED FROM ALL ANIMALS IN THE CONTROL, VERY HIGH, AND HIGH GROUPS.
ON REVIEW, THE BONE MARROW CELLULARITY AND CELL DISTRIBUTION

APPEARED WITHIN NORMAL RANGE IN ALL ANIMALS.
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SUMMARY OF PATHOLUGICAL CONDITIONS BY GROUP —

- R,

TABLE 88 1 ®
NDN—NEUPLASTIC TOTALS
TOTAL CONTROL V. HIGH HIGH MEDTUM

LUNG

GRANULOMATOUS INFLAMMATION 1/ 79 0/ 20 17 19 0/ 20 G/ 10
LUNG

ABSCESS 27 19 0/ 20 07 19 17 20 0/ 10
LUNG -

EDEMA, PULMONARY 17 79 0/ 20 17 19 0/ 20 0/ 10
LUNG

CHRONIC MURINE BRUNCHITIS 76/ 19 18/ 20 197 19 20/ 20 9/ 10 -
HEART

FIBROSIS 4/ 80 0/ 20 2/ 290 1/ 20 0/ 190
HEART

CHRONIC INFLAMMATION 187 80 6/ 20 3/ 20 5/ 20 1/ 10
KIDNEY

HYDRONEPHRUSIS 4/ 81 07 20 2/ 20 0/ 20 ¢/ 10 -
KIDNEY ,

CALCIFICATION 13/ 81 4/ 20 4/ 20 i/ 20 2/ 10
KIONEY -

NECKSIS 1/ 81 0r 20 17 20 0/ 20 0/ 19
KIDNEY

GLOMERULOSCLEROSIS 2/ 81 0/ 20 o/ 20 0/ 20 07 10 -
KIDNEY '

CHRONIC INFLAMMATION 317 81 57 20 97 20 T/ 20 5/ 1v
KIDNEY

PIGMENT 2/ 81 o/ 20 0/ 20 s 20 0/ 10
BILE DUCT

HYPERPLASIA 47 84 0/ 20 27/ 20 0/ 20 o/ 190 _
BILE DUCT

CHRUNIC INFLAMMATION 31/ &4 3/ 20 8/ 20 4/ 20 5/ 19
LIVER -

VACUOLIZATION 2/ 84 0/ 20 17 20 0/ 20 07 10
LIVER

NECROSIS 8/ 84 1/ 20 4/ 20 g/ 20 17 10 -
LIVER

CHRONIC INFLAMMATION 43/ 84 107 20 i1/ 20 10/ 20 6/ 10
STOMACH -
CHRUNIC INFLAMMATION 1/ 75 o/ 19 0/ 18 0/ 20 17 9
COLIN

CRYSTALLINE DEPOSITS 20/ &0 1/ 20 3/ 29 57 20 4/ 10
COLON

PARASITES 11/ 80 o/ 20 07 20 17 20 3/ 190
COLUN —
CHRUONIC INFLAMMATION 17 80 17 20 0/ 20 07 20 0/ 10
INTESTINE

CRYSTALLINE DePGSITS 26/ 80 37 20 10/ 20 4/ 20 37 10 .
PANCREAS

CHRUNIC INFLAMMATYION 15/ 80 4/ 20 6/ 20 2/ 20 2/ 10
ADRENAL CORTEX

VACUUBLI ZATIUN, SLIGHT 52/ 8¢Q 137 20 13/ 20 11/ 20 8/ 1¢
THYRKGID

CHRUONIC INFLAMMATION 1/ 80 0/ 20 v/ 20 0/ 20 0o/ 19

VE N W QRiNtd
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SUMMARY OF PATHULGGICAL CONDITICNS B8Y GROUP

TESTIS

HYPOSPERMIA

SEMINAL VESICLE
CALCIFICATIUN
PROSTATE

CHRUNIC INFLAMMATION
BLADDER

HYPERPLASIA, SLIGHT
BLADDER

CALCULUS

BLADDER

ACUTE INFLAMMATION
BLADDER

CHRUNIC INFLAMMATION
OVARY

P IGMENT
OVARY

Cys1i

SKIN AND SuBCUTIS
ULCERATION
VAGINA

CYsT
VAGINA

CHRONIC INFLAMMATION

TABLE BB 1
NON-NEDOPLASTIC TOTALS
TOTAL CONTROL V.
1/ 40 0/ 10 o/
17 40 0/ 10 1/
6/ 40 1/ 10 1/
17 78 0/ 20 o7
5/ 78 17 20 0/
17 78 07 20 1/
17 78 ¢/ 20 0/
1/ 40 0/ 10 0/
17 40 17 10 o7
2/ 80 0/ 20 i/
1/ 39 o/ 9 0/
2/ 39 o/ 9 i/

10
10
10
19
19
19
19
10
10
20
10

10

HIGH

07
0/
37/
1/
1/
o/
o/
0/
o/
0/
1/

o/

10
10
10
20
20

20

10
10
20

10

MEDIUM

0/
0/
L/
o/
0/
0/
1/
o/
o/
o/
474

o/

5

5

5

10

10

10

10

[

10
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SUMMARY OF PATHOLOGICAL CONDITIONS BY GROUP

LUNG

GRANULOMATOUS INFLAMMATION

LUNG

ABSCESS
LUNG

EDEMA, PULMONARY
LUNG

CHRONIC MURINE BRONCHITIS

HEART

FIBROSTS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRUNEPHROSIS
KIDHEY

CALCIFICATIUON
KIDNEY

NECROSIS
KIDNEY

GLOMERULOSCLEROSIS
KIDNEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT

s8ILE UuCT

HYPERPLASTA
siLE DUCT

CHRONTC INFLAMMATION
LIVER

VACUOLIZATION
LIVEk

NECROSIS
LIVER

CHRONIC INFLAMMATION
STOMACH

CHRKONIC INFLAMMATION
COLUN

CRYSTALLINE DEPOSITS
COLON

PARASITFS
COLIN

CHRONIC INFLAMMATION
INTESTINE

CRYSTALLINE UEPDSITS
PANCREAS

CHRONIC INFLAMMATION
ADRENAL CORTEX

VACUULTZATIUN, SLIGHT
THYKOLD

CHRUNIC INFLAMMATION

TABLE
NUN—NEOPLASTIC
TOTAL LOwW
17 79 o/
2/ 19 i/
17 79 o/
167 19 10/
4/ 890 1/
18/ 80 3/
4/ 81 2/
137 8l 2/
17 81 874
2/ 81 2/
317 81 5/
2/ 81 2/
4/ 84 2/
31/ 84 &/
2/ 84 1/
8/ 84 2/
43/ 34 o/
17 75 o/
20/ 8¢ 1/
11/ 8¢C 1/
1/ 890 G/
2o/ 80 Y4
157 80 1/
52/ 80 1/
1/ 80 1/

38

10

10

10

10

10

10

11

11

11

11

11

11

14

14

14

14

14

10

10

10

10

10

10

10

1
TOTALS

{
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SUMMARY OF PATHOLOGICAL CONDITIONS 8BY GROUP
TABLE
NUN-NEOPLASTIC

TESTIS
HYPUSPERMIA
SEMINAL V&SICLE
CALCIFICATIUN
PROSTATE
CHRUNIC INFLAMMATION
BLADCER
HYPERPLASIA, SLIGHT
BLAODER
CALCULUS
BLAODER
ACUTE INFLAMMATION
BRLADDER
CHRONIC INFLAMMATION
OVARY
PIGMENT
OVARY
CyYsT
SKIN AND SuUBCUTIS
ULCERATION
VAGINA
cYst
VAGINA
CHRONIC INFLAMMATION

TOTAL

1/
1/
6/
1/
5/
17
1/
1/
1/
2/
17

2/

40

40

40

18

78

78

78

40

40

80

39

LOW
1/
c/
o/
o/
3/
o/
0/
1/
0/
1/
G/

1/

88 1
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SUMMARY OF PATHOLOGICAL CONDITIONS BY GROUP
TABLE 8B 2

NON-NEOPLASTIC MALE
TOTAL CONTROL V. HIGH HIGH MED IUM
LUNG '
GRANULDOMATOUS INFLAMMATION 0/ 39 0/ 10 0o/ 9 0/ 10 o/ 5
LUNG
ABSCESS 27 39 0/ 10 o7 9 1/ 10 0o/ 5
LUNG
EDEMA, PULMUNARY L/ 39 c/ 10 1/ 9 0/ 10 o/ 5
LUNG
CHRONIC MURINE BRONCHITIS 39/ 39 10/ 10 9/ 9 10/ 10 5/ 5
HEART
FIBROSIS 3/ 40 0/ 10 2/ 10 1/ 10 o/ 5
HEART
CHRUNTC INFLAMMATION 13/ 40 3/ 10 3/ 10 4/ 10 1/ 5
KIUNEY
. HYDRONEPHROSIS 0/ 41 0/ 10 0/ 10 0/ 10 o/ 5
KIDNEY
CALCIFICATION 2/ 41 1/ 10 0/ 10 0/ 10 0o/ 5
KIDNEY
NECRUSIS 0/ 41 0/ 10 0/ 10 0/ 10 o/ 5
KIDNEY
.. GLOMERULOSCLEROSIS 1/ 41 0/ 10 07 10 0/ 10 0o/ 5
KIDNEY
CHRONIC INFLAMMATION 16/ 41 27 10 5/ 10 3/ 10 2/ 5
KIDNEY
PIGMENT 17 41 ¢/ 10 0/ 10 07 10 o/ >
BILE DUCT
HYPERPLASIA 3/ 44 0/ 10 1/ 10 0/ 10 o/ 5
BILE DUCT
CHRUNIC INFLAMMATION 17/ 44 5/ 10 4/ 10 27 10 2/ 5
LIVER
VACUOLIZATION 27/ 44 ¢/ 10 1/ 10 0/ 10 o/ 5
LIVER
NECROSIS 3/ 44 0/ 10 1/ 10 0/ 10 1/ 5
LIVEK
CHRONIC INFLAMMATION 287 44 - 1/ 10 6/ 10 6/ 10 5/ 5
STOMACH
CHRONIC INFLAMMATION 1/ 38 o/ 9 0/ 10 0/ 10 17 4
COLON
CRYSTALL INE DEPGSITS 15/ 40 5/ 10 1/ 10 5/ 10 3/ 5
COLON
PARASITES 9/ 40 4/ 10 0/ 10 1/ 10 3/ 5
COLON
CHRUNIC INFLAMMATION 1/ 40 i/ 10 0/ 10 0/ 10 0/ 5
INTESTINE
CRYSTALLINE DEPUSITS 12/ 40 17 10 5/ 10 3/ 106 1/ 5
PANCREAS
CHRONIC INFLAMMATION 9/ 40 2/ 10 5/ 10 0/ 1¢ 1/ 5
ADRENAL CURTEX
VACUOLTIZATIUN, SLIGHT 34/ 40 9/ 10 7/ 10 8/ 10 5/ 5
THYROI1D

- CHRONIC INFLAMMATION 1/ 40 07 10 0/ 10 0/ 10 0o/ »>

_ ® >
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SUMMARY OF PATHOLOGICAL CONDITIONS B8Y GROUP
TABLE BB 2

K NON—-NEOPLASTIC MALE
TOTAL CONTROL V. HIGH HIGH MED 1UM

TESTIS

HYPUSPERMI A 1/ 40 0/ 10 0/ 10 0/ 10 o/ 5
SEMINAL VESICLE

CALCIFICATION 1/ 40 o/ 10 1/ 10 0/ 10 o/ 5
PROSTATE

CHRONIC INFLAMMATION 6/ 40 17 10 1/ 10 3/ 10 1/ 5
BLADDER

HYPERPLASIA, SLIGHT o/ 39 0/ 10 o/ 9 0/ 10 o/ 5
BLADDER

CALCULUS 5/ 39 1/ 10 0/ 9 1/ 10 o/ 5
BLADDER

ACUTE INFLAMMATION 0/ 39 0/ 10 o/ 9 0/ 10 o/ 5
BLADDER

CHRONIC INFLAMMATION 0/ 39 0/ 10 o/ 9 0/ 10 o/ 5
OVARY

PIGMENT o/ © o/ 0 o/ 0 o/ 0 o/ ©
OVARY

CYST 0/ O o/ © o/ © o/ 0 o/ o
SKIN AND SUBCUTIS

ULCERATION 0/ 40 0/ 10 0/ 10 0/ 10 o/ 5

..
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SUMMARY UOF PATHUOLOGICAL CONDITIONS BY GROUP

TABLE 8B 2
NON-NEOPLASTIC MALE
TOTAL LOwW

LUNG

GRANULOMATQUS INFLAMMATIDN 0/ 39 0/ 5
LUNG

ABSCESS 27 39 1/ 5
LUNG

EDEMA, PULMUNARY 1/ 39 0/ 5
LUNG

CHRUNIC MURINE BRUNCHITIS 39/ 39 5/ 5
HEART

FIBROSIS 3/ 40 o/ S
HEART

CHRONIC INFLAMMATION 137 40 27 5
KIDNEY

HYDRUNEPHROSIS Q7 41 0/ 6
KIDNEY

CALCIFICATION 2/ 41 1/ 6
KIDNEY

NECKOSIS 07 41 0/ &
KIONEY

GLOMERULOSCLERDSIS 17 41 17 6
KIDNEY

CHRONLIC INFLAMMATION 16/ 41 4/ &
KIDNEY

PIGMENT 1/ 41 1/ 6
BILE DUCT

HYPERPLASIA 3/ 44 2/ 9
S8ILE DUCT

CHRONIL INFLAMMATION 177 44 4/ 9
LIVER

VACUOLIZATION 2/ 44 1/ 9
LIVER

NECROSIS 3/ 44 1/ 9
LIVER

CHRUNIC INFLAMMATION 287 44 4/ 9
STUMACH

CHRUNIC INFLAMMATIUN 1/ 38 0/ 5
COLUN

CRYSTALLINE DEPODSITS 15/ 40 17 5
COLUN

PARASITES 9/ 40 1/ 5
COLON

CHRONIC INFLAMMATION 1/ 49 a7/ 5
INTESTINE

CRYSTALLINE DEPOSITS 12/ 406 2/ 5
PANC&EAS

CHRUNIC INFLAMMATION 9/ 40 1/ 5
ADRENAL CORTEX

VACUOLIZATIUNy SLIGHT 34/ 40 5/ 5
THYRUID

CHRUNIC INFLAMMATION 1/ 49 1/ 5

{
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MICROSCOPY FUR BIOLOGICAL RESEARCH, LTD.

SUMMARY OF PATHOLOGICAL CONDITICNS 8Y GROUP ‘:‘

TESTIS

HYPOSPERMIA

SEMINAL VESICLE
CALCIFICATION
PROSTATE

CHROUNIC INFLAMMATION
BLADDER

HYPERPLASIA, SLIGHT
BLADDER

CALCULUS

BLAUDER

ACUTE INFLAMMATIUN
BLADDER

CHRUNIC INFLAMMATION
OVARY

PIGMENT

OVARY

CYST

SKIN AND SUBCUTIS
ULCERATION

TABLE
NON-NEOPLASTIC

TOTAL LOW
1/ 40 1/
1/ 40 0/
6/ 40 0/
0/ 39 o/
5/ 39 3/
0/ 39 0/
0/ 39 0/
o/ O o/
o/ 0 0/
0/ 40 c/

LR K

BB 2 o
MALE
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MICROSCOPY FOR BIOLOGICAL RESEARCH, LTD.

SUMMARY OF PATHOLOGICAL CONDITIONS BY GROUP
‘ TABLE BB 3

NON-NEOPLASTIC FEMALE
TOTAL CONTROL V. HIGH HIGH MEDIUM

LUNG | ,

GRANULGOMATOUS INFLAMMATION | 17 40 0o/ 10 17 10 o/ 10 o/ 5
LUNG i

ABSCESS o 0/ 40 07 10 0/ 10 0/ 1¢ 0/ 5
LUNG °

EDEMA, PULMONARY ' U/ 40 0/ 10 0/ 10 0/ 10 o/ 5
LUNG '

CHRGNIC MURINE BRONCHITIS 37/ 40 8/ 10 167 10 107 10 4/ 5
HEART

FIBROUSIS 17 40 0/ 10 0/ 10 o/ 10 0o/ 5
HEART

CHRONIC INFLAMMATION 5/ 40 37 10 0/ 10 17 10 o/ 5
KIDNEY

HYDRONEPHROSIS 4/ 40 0/ 10 2/ 10 0/ 10 9/ 5
KIDNEY

CALCIFICATION 11/ 40 3/ 10 4/ 10 1/ 10 27 5
KIONEY

NECROSIS 1/ 40 0o/ 10 17 10 0/ 10 0/ 5
KIDNEY

GLOMERULQSCLERDSIS 1/ 490 0/ 10 0/ 10 0/ 10 0/ 5
KIDNEY

CHRONIC INFLAMMATION 15/ 40 3/ 10 4/ 10 4/ 10 3/ 5
KIDNEY %

PIGMENT 1/ 40 0/ 10 0/ 10 o7 1¢ o/ 5
BILE DUCT

HYPERPLASIA 17 40 0/ 10 i/ 10 0/ 10 o/ 5
BILE DUCT

CHRONIC INFLAMMATION 14/ 40 37 10 4/ 10 2/ 10 3/ 5
LIVER

VACUQLIZATION 0/ 40 0/ 10 0/ 10 0/ 10 o/ 5
LIVER

NECRNSIS 5/ 40 1/ 10 3/ 10 0/ 10 0/ 5
LIVER

CHRUONIC INFLAMMATION 15/ 40 37 10 5/ 10 4/ 10 17 5
STOMACH

CHRUNIC INFLAMMATION or7 37 07 10 o/ 8 0/ 10 o/ 5
COLON

CRYSTALL INE DEPUSITS 5/ 40 2/ 10 2/ 10 0/ 10O 17 5
COLUN ‘ )

PARASITES 2/ 40 2/ 10 o/ 10 3/ 10 o/ 5
COLON

CHRUONIC INFLAMMATION 0/ 40 ¢/ 10 07 10 o/ 10 o7 5
INTESTINE

CRYSTALLINE DEPUSITS 14/ 40 27 10 5/ 10 1/ 10 27/ 5
PANCREAS

CHRUNIC INFLAMMATION 6/ 49 2/ 10 17 10 2/ 1¢ 1/ 5
ADRENAL CORTEX

VACUOLIZATION, SLIGHT 18/ 4¢Q 4/ 10 6/ 10 3/ 10 3/ 5
THYROID

CHRONIC INFLAMMATION 0/ 49 0/ 10 0/ 10 0/ 10 0o/ >
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SUMMARY OF PATHOLOGICAL CONDITIONS 8Y GROUP

SLADDER

HYPERPLASTA, SLIGHT
BLADDER

CALCULUS

BLADDER

ACUTE INFLAMMATION
BLADDER

CHRONIC INFLAMMATION
OVARY

PIGMENT
OVARY

CYST
SKIN AND SUBCUTIS
ULCERATION
VAGINA

CYST
VAGINA

CHRONIC INFLAMMATION

TABLE 8B 3
NON-NEOPLASTIC FEMALE
TOTAL CONTROL V.
1/ 39 0/ 10 o/
0/ 39 o/ 10 0/
17 39 0/ 10 1/
1/ 39 o/ 10 o/
1/ 40 0o/ 10 0/
17 40 1/ 10 0/
2/ 40 0/ 10 1/
1/ 39 o/ 9 o/
2/ 39 o/ 9 1/

HIGH
10
10
10
10
10
10
10
10

10

HIGH

1/
o/
0/
0/
0/
o/
o/
1/

0/

10
10
10
10
10
10
10
10

10

MED TUM
o/ 5
or 5
or 5
1 s
o/ 5
or 5
o/ 5
o/ 3
o/ 5
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MICRUSCOPY FOR BIGLOGICAL KESEARCH, LTD.

SUMMARY OF PATHOLUOGICAL CONDITICNS BY GROUP
TABLE 8B 3

NON-NEDOPLASTIC FEMALE
TOTAL LOwW

LUNG

GRANULOMATOUS INFLAMMATION 1/ 40 0o/ 5
LUNG

ABSCESS 0/ 40 o/ 5
LUNG

EDEMA, PULMUNARY 0/ 40 o/ 5
LUNG

CHRONIC MURINE BRONCHITIS 37/ 40 5/ 5
HEART

FIBROSIS 1/ 40 1/ 5
HEART

CHRONIC INFLAMMATION 57 40 /7 5
KIDNEY

HYDRONEPHROSIS 4/ 40 27 5
KIDNEY

CALCIFICATION 11/ 40 1/ 5
KIDNEY

NECROSIS 1/ 40 o/ 5
KIONLEY

GLOMERULOSCLERDOSIS 1/ 4Q 1/ 5
KIDNEY

CHRUNIC INFLAMMATION 157 40 17 5
KIDNEY

PIGMENT 1/ 40 17/ 5
BILE OLUCT

HYPERPLASIA 1/ 40 o/ 5
BILE DQUCT

CHRONIC INFLAMMATION 14/ 40 27 5
LIVER

VACUOLTIZATION 0/ 40 o/ 5
LIVER

NECROSIS 5/ 40 1/ 5
LIVER

CHRONIC INFLAMMATION 15/ 4¢ 2/ 5
STOMACH

CHRONIC INFLAMMATION 0/ 317 0o/ 4
COLUN

CRYSTALLINE DEPNSITS 5/ 40 o7 5
COLON

PARASITES 2/ 40 0o/ 5
COLUN

CHRUNIC INFLAMMATION 0/ 40 97 5
INTESTINE

LRYSTALLINE DEPUSITS 14/ 40 4/ 5
PANCREAS

CHRUNIC INFLAMMATION 6/ 40 0o/ 5
ADReENAL CORTEX

VACUGLIZATION, SLIGHT 18/ 40 2/ 5
THYRGID

CHRONIC INFLAMMATION 0/ 40 o/ 5
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MICROSCOPY FUR SBIULOGICAL RESEARCH, LTD.

SUMMARY OF PATHOLOGICAL CONDITIOCNS BY GROUP
TABLE BB 3

AALE B V'~

L A

° NON—-NEOPL ASTIC FEMALE
, TOTAL LOW
BLADDER
HYPERPLASIA, SLIGHT 1/ 39 o/ 4
BLADDER
CALCULUS 0/ 39 o/ 4
BLADDER
ACUTE INFLAMMATION 1/ 39 0/ 4
BLADDER
CHRONIC INFLAMMATION 1/ 39 o/ 4
OVARY
PIGMENT 17 40 1/ 5
OVARY
CYST 1/ 40 o/ 5
SKIN AND SUBCUTIS
ULCERAT ION 2/ 40 1/ 5
VAGINA
CYST 1/ 39 o/ S
VAGINA
CHRONIC INFLAMMATION 2/ 39 1/ 5
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MICROSCOPY FOR BIOLOGICAL RESEARCH, LTD.

LUNG

GRANULOMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMONARY
LUNG

CHRONIC MURINE BRONCHITIS
HEART

FIBROSIS
HEART

CHRONIC INFLAMMATION
KIONEY

HYDRONEPHROSI S
KIDNEY

CALCIFICATION
KIUNEY

NECROSIS
KIDNEY

GLOMERULOSCLERDOSIS
KIONEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT
BiLe DUCT

HYPERPLASIA
BIte DUCT

CHRONIC INFLAMMATION -
LIVER

VACUOUL IZATION
LIVER

NECROSIS
LIVEK

CHRONIC INFLAMMATION
STUMACH

CHRUNIC INFLAMMATION
COLON

CRYSTALLINE DEPDSITS
CUOLON

PARASITES
COLON

CHRONIC INFLAMMATION
INTESTINE

CRYSTALL INE DEPDSITS

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

MALE

N®OCOW

WooOOWw

SO OW

TABLE

MO SOV

CTZOOWY

A

GROUP
9 9
0 o
0 0
8 8
7 8
0 ©
0O o0
0 O
1 1
0 0o
1 1
0O o
0 1
0 0
60 0O
0 1
0 0
0 0
1 1
0 0
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MICROSCOPY FOR BIOLOGICAL RESEARCHy LTD.

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

o
A XN § T ¥

TABLE A 2
MALE GROUP CONTROL
9 9 9 9 9 9 9 9 9 9
0 0 0 0 0 0 0 0 0 O
0O 0 0 0 0 0 0 0 0O 0O
8 8 8 8 8 8 8 8 9 9
2 3 4 5 6 1T 8 9 0 1
PANC REAS
CHRONIC INFLAMMATION l1 0 0 0 0 0 O 1 0 O
ADRENAL CORTEX
VACUOLIZATION, SLIGHT 1 1 0 1 1 1 1 1 1 1
THYROID
CHRONIC INFLAMMATION ¢ 0 0 0 0 O O 0 0 o0
TESTIS
HYPOSPERMI A 0 0 0 0 0 0 0 0 0 0
SEMINAL VESICLE
CALCIFICATION 0 0 ¢ 0 0 0o 0O O 0 O
PROSTATE
CHRONIC INFLAMMATION 0O 0 0 0 0 0 0 0 0 1
BLADDER
HYPERPLASIA, SLIGHT ¢ 6 0 0 0 0 0 0O 0 O
BLADDER
CALCULUS O 0 0 6 0 0 0 1 0 9
BLADDER
ACUTE INFLAMMATION 6 0 0 0 0 0 O ¢ 0 o
BLADDER
CHRONIC INFLAMMATION 6 0 0 0 0 0 0 O 0 o
OVARY
PIGMENT NE NE Nt NE NE NE NE NE NE NE
OVARY
CYST NE NE NE NE NE NE NE NE NE NE
SKIN AND SUBCLUTIS
ULCERATION ¢ 0 0 0 0 0 0 0 0 o0
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LUNG

GRANULUMATOUS INFLAMMATION
LUNG

ABSCESS

LUNG

EDEMA, PULMUONARY
LUNG

CHRONIC MURINE BRONCHITIS
HEART

FIBROSIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRUNEPHROSIS
KIDNEY

CALCIFICATION

KIDNEY

NECRNOSIS
KIDNEY

GLOMERULOSCLERDSIS
KIDNEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT
BILE bLUCT

HYPERPLASIA
gILE DUCT

CHRONIC INFLAMMATION
LIVER

VACUOLTIZATION
LIVER

NECRIISIS
LIVER

CHRUNIC INFLAMMATION
STOMACH

CHRUONIC [INFLAMMATION
COLON

CRYSTALLINE DEPOSITS
COLUN

PARASITES
COLON

CHRUNIC INFLAMMATION
INTESTINE

CRYSTALLINE DEPUSITS

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

FEMALE

NOVC O
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TABLE
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GROUP
9 9
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MICROSCOPY FOR BIDLUGICAL RESCcARCH, LTU.

NON—NEOPLASTIC PATHOLOGICAL SUMMARY

VI & e

TABLE 3 2
FEMALE GROUP CONTROL
9 9 ¢ 9 9 9 9 9 g 9
O 0 0 0 0 0 0 O 0 O
0 0 0 0 0 0 0 0 1 1
9 9 9 9 9 9 9 9 0 O
2 3 4 5 6 T 8 9 0 1
PANCREAS
CHRONIC INFLAMMATION o 0 9 1 0 0 1 0 0 O
ADRENAL CORTEX
VACUOLIZATION, SLIGHT 1 0 0 6 0 1 0 1 0 1
THYROID
CHRONIC INFLAMMATION o 0 0 0 0 0 0 0 0 O
BLADDER
HYPERPLASIA, SLIGHT 0 0 09 6 0.0 0 0 0 O
BLADDER
CALCULUS O 0 ¢6 ¢ 0 0O 0 0 0 o0
BLADDER
ACUTE INFLAMMATION O 0 0 6 0 O 0 O O O
BLADDER
CHRONIC INFLAMMATION 0O ¢ 0 0 0 0 0 0 o0 o
OV ARY
PIGMENT O 06 0o 0 0 0 0O O 0 O
OVARY
CYST 0 0 0 ¢ 0 0 0 0 0 1
SKIN AND SUBCUTIS
ULCERATION 0 ¢ 0 0 0 0 6 0 0 o
VAGINA
CysT 0 0 0 0 0 0 0O U NEO
VAGINA
CHRONIC INFLAMMATION 0O 0 0 0 0 0 0 O Nt O
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MICROSCOPY FUOR BIOLUGICAL RESEARCH, LTD.

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

PR
ARSI & TT 1

TABLE C 1
MALE GROUP Ve HIGH
9 9 9 9 9 9 9 9 9 g
O 6 0 0 0 0 0 0 0 O
1 1 1 1 1 1 1 1 1 1
0O ¢ 0 0 0 0 O 0 1 1
2 3 4 5 6 7T 8 9 0 1
LUNG
GRANULUOMATOUS INFLAMMATION 0 0 NEO O 0 0 0 O v
LUNG :
ABSCESS 6 0 NEO O O 0 O 0 O
LUNG
EDEMA, PULMONARY 0 0 NEO O O O 0 1 O
LUNG
CHRONIC MURINE BRONCHITIS 1 1 N1 1 1 1 1 1 1
HEART
FIBROSIS O 0 0 0 0 0 O 0 1 1
HEART
CHRUNIC INFLAMMATION 1 1.0 01 0 O 0 0 O
KIDNEY
HYDRONEPHROSIS 0 ¢ 0 0 0 0 O ¢ 0 0
KIDNEY
CALCIFICATION 6 0 0 ¢ 0 0 0 0O 0 0O
KIDNEY
NECROSIS 6 ¢ 0 0 0 0O 0 O 0 O
KIDNEY
GLOMERULOSCLEROSIS 6 o0 ¢ 0 0 0 0 0 0 O
KIDNEY :
CHRONIC INFLAMMATION 1 1 0 0 1 0 0 1 1 0O
KIDNtY
PIGMENT O 0 ¢ ¢ 0 0 ¢ ¢ 0o 0
BILE DUCT
HYPERPLASIA 1 6 0o o 0 0 0 0 0O 0
BlILE DUCT
CHRONIC INFLAMMATION ¢c 0o 09 0 1 0 1 1 1 o
LIVER
VACUUL IZATION 0 0 0 0 0 0 0 0 o0 1
LIVER
NECROSIS 1 0 ¢ 0 0 0 0 ¢ 0 O
LIVER
CHRONIC INFLAMMATION 1 0 1 1 1 0 1 1 0 o0
STOMACH
CHRUNIC INFLAMMATION O 0 0 ¢ 0 0 ¢ 0 0 0O
COLON
CRYSTALLINE DEPOSITS 0O 0o 0 ¢ 1 0 0o 0 0 0
COLON
PARASITES 0 0 0 0 0 0 06 0 0 ¢
COLON
CHRONIC INFLAMMATIUN ¢ 6 0 o 0 0 0 0 0 o0
INTESTINE
CRYSTALLINE DEPUSITS ¢ 6 1 1 © 0 0 1 1 1
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MICROSCOPY FOR BIULOGICAL RESEARCH, LTD.

NON—-NEOPLASTIC PATHOLGOGICAL SUMMARY

L
AL X TT

TABLE C 2
MALE GROUP V. HIGH
3 9 9 9 9 9 9 9 9 9
0 0 0o 0O 0 0 O O 0o O
1 1 1 1 1 1 1 1 1 1
6o 6 0 ¢ 0 ¢ 0 O 1 1
2 3 4 5 6 1T 8 9 0 1
PANCREAS %
CHRONIC INFLAMMATION 1 0 o1 1 0 1 1 O Q
ADRENAL CORTEX
VACUNLT ZATION, SLIGHT ¢ 1 0 1 1 1 1 ¢ 1 1
THYROID
CHRONIC INFLAMMATION 0 o o 0 0 0 0 0 0 O
TESTIS
HYPOSPERMIA o 0 0 O 0 6 0 0 0 ©
SEMINAL VESICLE
CALLIFICATION 0O o 0 6 0 0 6 0 1 o0
PROSTATE
CHRONIC INFLAMMATION 0O 0 1. 0o 0 0O 0 ©0 0 O
BLADDER
HYPERPLASIA, SLIGHT 0O 0 ¢ 0 0 0 ©0 0O NEO
BLADDER
CALCULUS 0 0 0 0 0 0 O OO NEO
BLADDER
ACUTE INFLAMMATION 6 6 0 0 0 0 ¢ 0 NEO
BLADDER
CHRONIC INFLAMMATION 0O 0 6 0 0 0 0 0O NEO
OVARY
PIGMENT NE NE NE NE NE NE NE NE NE NE
OVARY
CYST NE NE NE NE NE NE NE NE NE NE
SKIN AND SUBCUTIS
ULCERATION o o 0 0 0 0 O 0 O O
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MICROSCUPY FOR BIULOGICAL RESEARCH,

LUNG

GRANULOMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMONARY
LUNG

CHRUONIC MURINE BRONCHITIS
HEART

FIBROSIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRONEPHROSIS
KIDNEY

CALCIFICATION
KIDNEY

NECRDSIS
KIDNEY

GLOMERULOSCLERDSIS
KIDNEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT
BILE DUCT

HYPERPLASIA
BILE DUCT

CHRUNIC INFLAMMATION
LIVEK

VACUOLIZATION
LIVER

NECKODSIES
LIVEK

CHRUNIC INFLAMMATION
STOMACH

CHRUNIC INFLAMMATION
COLON

CRYSTALL INE DEPOSITS
COLON

PARASITES
COLON

CHRONIC INFLAMMATION
INTESTINE

CRYSTALLINE DEPDSITS

FEMALE

N =OWY

Wk~ Y

ol o R Ts]

W e e OO

O e e OO

G6ROUP
9 9
0 0
1 1
1 1
1 8.
0 ©
0 o
o 0
1 1
0 O
0O O
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g 1
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0 O
o 1
0 0
0 0
0 1
0 O
0 1
0 1
NE O
1 0
0 0O
6 0
0 O
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MICRQOSCOPY FOR BIOLOGICAL RESEARCH,

PANCREAS

CHRONIC INFLAMMATION
ADRENAL CORTEX

VACUOLIZATION, SLIGHT
THYRO 1D

CHRONIC INFLAMMATION
BLADDER

HYPERPLASIA, SLIGHT
BLADDER

CALCULUS

BLADDER

ACUTE INFLAMMATION
BLADDER

CHRONIC INFLAMMATION
OVARY

PIGMENT
OVARY

CYST
SKIN AND SUBCUTIS

ULCERATION
VAGINA

CYST
VAGINA

CHRONIC INFLAMMATION

NON—-NEOPLASTIC PATHOLOGICAL SUMMARY

FEMALLE

N -0 0

0

Q) = e OO

F ek

TABLE

Ut b e OO

O =~ O Y

D

GROUP
9 9
0 ¢
1 1
1 1
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0O 0O
1 0
0 ©
0o 0
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0O O
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0 O
0O O
0 o
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MICROSCOPY FOR BIULOGICAL RESEARCH,

LUNG

GRANULOMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMUNARY
LUNG

CHRUNIC MURINE BRONCHITIS
HEART

FI3ROSIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDKUNEPHROSIS
KIDNEY

CALCIFICATION
KIDNEY

NECROSIS
KIDNEY

GLOUMERULOSCLEROSIS
KIDNEY

CHRONIC INFLAMMATION
KIDNEY

PIGMENT
BlLe DUCT

HYPERPLASIA
BILE DUCT

CHRUNIC INFLAMMATION
LIVER

VACUOLTIZATIUN
LIVER

NECRDSIS
LIVER

CHRONIC INFLAMMATION
STOMACH

CHRUNIC INFLAMMATION
COLUN

CRYSTALLINE DEPOSITS
CULUN

PARASITES
COLUN

CHRONIC INFLAMMATION
INTESTINFE

CRYSTALLINE ODEPDSITS

NON—-NEOPLASTIC PATHOLOGICAL SUMMARY

MALE
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MICROSCOPY FUR BIULOGICAL RESEARCH, LTD.

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

TABLE E 2
MALE GROUP HIGH
9 9 9 9 9 9 9 9 9 9
0 0 0o 0o 0 0 0O 0 0 O
1 1 1.1 1 1 1 1 1 1
2 2 2 2 2 2 2 2 3 3
2 3 4 5 6 7T 8 9 0 1

PANCREAS

CHRUNIC INFLAMMATION 0 0 ¢ 0 0 0 O O 0 o
ADRENAL CORTEX

VACUOLTZATION, SLIGHT 1 1 1 1 1 1 1 1 0 ¢
THYROID

CHRUNIC INFLAMMATION 0 06 0o 0 O 0O 0 O 0 O
TESTIS

HYPUSPERMIA 6 0o 0 6 0 0 0 O 0 0O
SEMINAL VESICLE

CALCIFICATIUN g o0 ¢ 0 0 O ©0 0 O 0
PROSTATE

CHRONIC INFLAMMATION ¢ o0 1 01 0 0 0 1 o0
BLADDER

HYP ERPLASITA, SLIGHT 0O o 6 0 0 0O 0o 0 0 O
BLADDER

CALCULUS 0 0 0 0 0 0 1 0O 0 O
BLADDER

ACUTE INFLAMMATION 6 0 0 0 0 0 O 0 0O 0O
SB8LADUER

CHRONIC INFLAMMATION g ¢ 0o 6 0 0 O O O O
OVARY

PIGMENT NE NE NE NE NbE NE Nt NE NE NE
OVARY

CyYsy Ne NE NE NE NE NE NE NE NE NE

SKIN AND SUBCUTIS
ULCERATION o 0 0 0 0o 0 O 6 0 0
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LUNG

GRANULTMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMIINARY
LUNG

CHRONIC MURINe BRONCHITIS
HEART

FIB3ROSIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRUNEPHROSIS
KIONEeY

CALCIFICATIUN
KIDNEY

NECROSIS
KIDNEY

GLOMERULOSCLEROSIS
KIDNEY

CHRUNIC INFLAMMATION
KIUNEY

PIGMENT
BIL: DUCT

HYPERPLASIA
BILE DUCT

CHRONIC INFLAMMATION
LIVER

VACUGL J ZATIUN
LIVER

NECKRUSIS
LIVER

CHRONIC INFLAMMATION
STUMACH

CHRONIC INFLAMMATION
COLUN

CRYSTALLINE DEPOSITS
COLON

PARASITES
COLIN

CHRONIC INFLAMMATION
INTESTINE

CRYSTALLINE DEPUSITS

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

FEMALE

NWeoOoWw
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TABLE
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MICROSCOPY FGR BIOLOGICAL RESEARCH, LTD.

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

LAY W RN IY e

TABLE F 2
FEMALE GROUP HIGH
9 9 9 %9 9 9 9 9 9 9
¢ 0 ¢ 0 0 0 0 0 0O O
1 1 1 1 1 1 1 1 1 1
3 3 3 3 3 3 3 3 4 4
2 3 4 5 6 T 8 9 0 1
PANCREAS
CHRUNIC INFLAMMATION 0 o 6 o 0o 0 1 0 1 O
ADRENAL CORTEX
VACUOLIZATION, SLIGHT O 0 0 ¢ 0 0 1 1 0 1
THYROID
CHRONIC INFLAMMATION O 0 0 0 0O 0 O 0 O 0
BLADDER
HYPERPLASIA, SLIGHT 1 0 ¢ 0 0 0 O O O 0
BLADDER
CALCULUS o 6 0 0 0 0 0 0 0 O
BLADDER
ACUTE INFLAMMATION O 0o 0 0 0o 0 0 0 0 O
BLADUER
CHRONIC INFLAMMATION o 0 0 0 0 0 ©0 ¢ 0 O
OVARY
PIGMENT 0O 0 00 0 0 0 0.0 O
OVARY '
CYST ¢ 0 0 0 0 0 O O O O
SKIN AND SuBCUTIS
ULCERATIOUN o 6 0 0 06 0 6 ©0 0 O
VAGINA :
CYs1 o ¢ 0 0 0 0 0 0 0 1
VAGINA
CHRONIC INFLAMMATION 9 0 0 0 ¢ O O O 0 o0
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LUNG

GRANULUMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMONARY
L UNG

CHRUNIC MURINE BRONCHITIS
HEARTY

FIBROSIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRONEPHROSIS
KIDNEY

CALCIFICATION
KIUNEY
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KIDNEY

GLOMERULOSCLEROSIS
KIDNEY

CHRUNIC INFLAMMATION
KIONEY

PIGMENT
BIlLEe DUCT

HYPERPLASIA
BILE OUCT

CHRONIC INFLAMMATION
LIVER

VACUOLIZATION
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CHRUNIC INFLAMMATION
COLON

CRYSTALLINE DEPOSITS
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INTESTINFE
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NON-NEOPLASTIC PATHOLOGICAL SUMMARY
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PANCREAS
CHRONIC INFLAMMATION
ADRENAL CORTEX

VACUOLIZATION, SLIGHT
THYROID

CHRONIC INFLAMMATION
TESTIS

HYPOSPERMIA

SEMINAL VESICLE
CALCIFICATION
PROSTATE

CHRONIC INFLAMMATION
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BLADDER

ACUTE INFLAMMATION
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CHRONIC INFLAMMATION
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PIGMENT
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SKIN AND SUBCUTIS
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NON-NEOPLASTIC PATHOLOGICAL SUMMARY
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PANCREAS

CHRONIC INFLAMMATION
ADRENAL CORTEX
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THYROID
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LUNG
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BILE DUCT

HYPERPLASTA
BILE DUCT -
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LIVER
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CRYSTALLINE OEPOSITS

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

MALE

NO GO

ui@r—o~o'

OO0

TABLE

VIO O

CO=OW

1

GROUP

~NO~OWw

NE
NE
NE
NE
NE
NE
NE
NE
NE
NE
NE

NE

NE
NE
NE
NE

NE

=W

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

1

OO OV

NE
NE
NE
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NE
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NE
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MICROSCOPY FOR BIOLDGICAL RESEARCH,

PANCREAS

CHRONIC INFLAMMATION
ADRENAL CORTEX

VACUDLTZATIUN, SLIGHT
THYRGID

CHRONIC INFLAMMATION
TESTIS

HYPOSPERMIA

SEMINAL VESICLE
CALCIFICATIUN
PROSTATE

CHRONIC INFLAMMATION
BLADDER

HYPERPLASIA, SLIGHT
BLADDER

CALCULUS

BLADDER

ACUTE INFLAMMATION
BLADDER

CHRONIC INFLAMMATION
OVARY :

PIGMENT
DVARY

CYsST
SKIN AND SUBCUTIS
ULCERATION

NON-NEOPLASTIC PATHOLOGICAL SUMMARY

MALE

NO o~ OO

0

0

NE NE NE NE NE

NE NE NE NE NE

0

Wo=ov

0

0

0

SO =OO

0

0

TABLE

Vi O ¢

0

0

¢

OO =~OW

0

0

I

GROUP

“N O OW

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

O m~OWw

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

LTD.

2

OO0

NE

NE

Nt
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LUNG

GRANULOMATOUS INFLAMMATION
LUNG

ABSCESS
LUNG

EDEMA, PULMIONARY
LUNG

CHRUNIC MURINE BRUNCHITIS
HEART

FIBRASIS
HEART

CHRONIC INFLAMMATION
KIDNEY

HYDRUNEPHROSIS
KIDNEY

CALCIFICATION
KIDNEY

NECROSIS
KIONEY

GLUMERULGSCLEROSIS
KIDNEY

CHRONIC INFLAMMATYION
KIDNEY

PIGMENT
B8ILE DUCT

HYPERPLASIA
BILE DUCT

CHRONIC INFLAMMATION
LIVER

VACUOLIZATIUN
LIVER

NECROSIS
LIVER '

CHRONIC INFLAMMATION
STOMACH

CHRONIC INFLAMMATION
COLON

CRYSTALLINE DEPOSITS
COLON

PARASITES
COLON

CHRONIC INFLAMMATION
INTESTINE

CRYSTALLINE DEPOSITS

NON-NEDPLASTIC PATHOLOGICAL SUMMARY
TABLE

FEMALE

N~ 0O W

W o=y SO

(&}

<

[~ o T « B &

<

3 9
9 0O
1 1
7T 7
4 5
0 ©
c 0
0 0
1 1
0 1
1 ¢
0 1
0 0
0 ©
g O
1 O
0 ©
0O ©
1 1
0 0
0 O
1 G
NE ©
0 0O
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0 0
0 1

N O
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1
GROUP LOwW
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MICROSCUOPY FOR BIOLOGICAL RESEARCH, LTD.

NON—-NEOPLASTIC PATHOLOGICAL SUMMARY

wd
VEN W IuNR

TABLE J 2
FEMALE GROUP LOW
9 9 9 9 9 9
9 0 ¢ ¢ 0 0O
1 1 1 1 1 1
7T 7 7T 1T 1 8
2 3 4 5 6 1
PANCREAS
CHRONIC INFLAMMATION 0O 0 0 0 0 NE
ADRENAL CORTEX
VACUOLIZATION, SLIGHT 1 1 0 0 0 Ne
THYROID
CHRONIC INFLAMMATION 6 0 0O 0 O NE
BLADUDER
HYPERPLASTIA, SLIGHT O 0 NE O O NE
BLADDER
CALCULUS 0 0O NE G O NE
BLADDER
ACUTE INFLAMMATION 0O O NE O O NE
BLADDER
CHRONIC INFLAMMATION 0 0O NE O O NE
OVARY
PIGMENT 0 0 1 0 O NE
OVARY
CYST O 0 0 G 0 NE
-KIN AND SUBCUTIS
ULCERATIOUN O 0 1 O 0 NE
VAGINA
CYST 0O 6 0 0 0 NE
VAGINA
CHRONIC INFLAMMATION 0 0 1 0 0 NE

{
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SUMMARY OF ORGANS EXAMINED ¢
TOTAL CONTROL V. HIGH HIGH MEDIUM -
NO. ANIMALS EXAMINED 86 20 20 206 11
LUNG 19 20 13 20 10
BRONCHUS 79 20 19 20 10 -
HEART 80 20 20 20 10
ARTERY 517 19 19 19 0
KIDNEY 81 20 20 20 10
BILE DUCT 84 20 20 20 10
LIVER 84 20 20 20 10
SPLEEN 80 20 20 20 10 -
B8RAIN 60 20 20 20 0
MENINGES ‘ 60 20 20 20 0
STOMACH ‘ 75 19 13 20 9
COLON 80 20 20 20 10
INTESTINE 80 20 20 20 10
PANCREAS 80 20 20 20 10 -
ISLET 80 20 20 290 10 '
ADRENAL CORTEX 80 20 20 20 10
ADRENAL MEDULLA 80O 20 20 20 10 -
PITUITARY 78 19 20 19 10
THYRDID 80 20 20 20 10
PARATHYROID 30 2 12 8 6 -
LYMPH NUDE 75 17 19 19 10
SALIVARY GLAND 59 19 20 20 Q
THYMUS 59 20 20 19 0 —
TESTIS 40 10 10 10 >
SEMINAL VESICLE 40 10 10 10 5
PROSTATE 40 10 10 10 5 -
BLADDER 78 20 19 2C 10
UVARY 40 10 10 1¢ 5
UTERUS 40 10 19 10 5 .
OVIDUCT 4 1 2 1 J
BONE 60 20 20 20 0
BONE MARRUMW 60 20 20 20 0
MUSCLE 60 20 20 20 J
SKIN AND SUBCUTIS 80 20 20 20 10
MAMMARY GLANOD 16 20 17 19 10 -
cYE &3 20 20 20 b4
VAGINA 39 9 10 10 b
NERVE 60 20 20 26 0 -

TUTALS 2460 655 664 664 237
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NO.

MICROSCOPY FOR BIOLOGICAL RESEARCH,

LUNG

BRINCHUS

HEART

ARTERY

KIDNEY

BILE DUCT
LIVER

SPLEEN

BRAIN

MENINGES
STUMACH

COLON
INTESTINE
PANCREAS

ISLET

ADRENAL CORTEX
ADRENAL McDULLA
PITUITARY
THYROIOD
PARATHYROTID
LYMPH NODE
SALIVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLE
PROSTATE
SLADDER

OVARY

UTERUS

GVIDUCT

BONE

SONE MARROW
MUSCLE

SKIN AND SUBCUTIS

MAMMARY GL AND
EYE

VAGINA

NERVE

ANIMALS EXAMINED

LTD.

SUMMARY OF ORGANS EXAMINED

TOTAL

86

79
79
80
51
a1
84
84
80
60
60
5
80
80
80
80
80
80
78
80
30
15
59
59
40
40
40
78
40
40

4
60
60
60
80
76
63
39
60

TOTALS 2460

LOW

15

10
10
10

0
11
14
14
10

—
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PATHOLDGY

MAL Y

MILROSCHRY FUx

NUM3ER Goany
GROUP

TI55J=5 FXAMINED

ALL

LUNG

SN

LUNG
NG
Hi ARY
ATien
KTaong
DTL &
LIVER
SPL
REATN

HUS
Y

Y
nucrT

N

MENINGES

STOIMA
CUOL N
INTES

CH

Tine

PANCRIEAS

IsLeT
ADR =N
AN LN
PLITUI
THYR:S
LYM#r
SALILY
THY MY
TFEaTI

AL CIRTEX

AL MEDULLA
TARY

"

NI E:

AxY GLAND

S

S

SeMINAL VESTCLE

PnsT
BLLAD
HONY

BTN
MUSCL
5KIN
MAMM A
Yt

NF Ve

U GAN

ATY
(S

MAK RO

i

ANG SUBCUTIS
2Y GLANWD

S OWE&LD HISTOLOGICALLY

CUNTRUL

sITMLOGICAL RESEARCH,

AHIMAL NUMBER
P-T NO.
NOT wEMARKABLE,

CHRONIC MUSTINE gRONCHITILIS - THERE IS
PERTOBRONCHLIAL LYMPHOCYTIC INFILTRATE
INTERSTITIAL INFLAMMATION AND FIBRUSIS.

Pz 2
LT,

ALOCHM

9725871

EXCEPT

MASSIVE
AND PATCHY FOCI OF

CRYSTALLINF DEPUOSITS — GRAY=3LUE AMORPHOUS AND
CRYSTALL INE MATERIAL IS PRESENT IN THE wALL,. CHIFFLY

IN THE S5FRIISA.

o s Sy

LR IS TV TR

=ure,
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DANCREAS
CHRONIC IMPLAMMATION — THE INTERSTITIAL TISSUES
SHitw INFILTRATIUN DY MGNONUCLEAR CELLS AND INGREASE IN
FISROUS STROMAL

ADRENAL CIeTHX
VADUIL IZAT UINy SLIGHT — PARENCHYMAL CcLLS CONTAIN
VALUGL S .
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PATHOLOGY

MALE

TISSUL

LUNG
S (NG
HFEART
ART R
KIDNF
o EI
LIvea
SPLEH
ARATN
MENIN
STi'MA
Caba
INTES
PANUK
IsL+7
Ao
ADEEN
PITUIL
THY ML
Ly™MDH
SAL 1Y
THY MU
TESTI
SEMIN
PROST
BLAD
BN
BUIN
MUSTL
SKIN
MAMMA
CYE
NERVE

ALL ORGAN

L UNG

LIVER

¢

ILON

Pave 4
MICROSLOPY FUx 3I0LGGICAL RESEARCH, LTO.

NUMAER 90083 ANIMAL NUMBER Al12CM

LROGUP CONTROL o-T ND. 372571

S EXAMINED

HUS

Y
Y
DUCT

N

HES
CH

TINE
tAS

Al COIRTEX
AL McuOULLA
TARY

o

NLDE

ALY GLAND
5

S

AL VESICLE
ATt

b

MAR W

t

ANTY HURBCOTIS
HY GL AND

S WirRt HISTOLOGICALLY NOT REMARKABLE, CXCEPT

CHRONIC MURTINE BRONCHITIS - THERE IS MASSIVE

PrEZ TREGNUHTAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF

INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHRUONTC INFLAMMATION — THi INTERSTITIAL TISSUES
SHiiw INFILTRATION BY MONONUCLEAR CELLS AND INCXEASE IN
FIREGUS STROMA.

PARASTTES = PARASITES ARE PRESENT IN THE LUMEN,
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COLON
CrPONTC INFLAMMATION - THER= IS INFILTRATION BY
MONTONUCLEARK CELLS IN THE MUCUSA AND SUBMUCOSA.

ADRENAL COHETEX
VACUDL TZATIONe SLIGHT - PAKENCHYMAL CtLLS CONTAIN
VACUULES.
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PATH

MALFE

T

ALL

L UNG

LIVEs

COLON

PAGC

MIUOSCOPY FArR SINLOGICAL RESEARCH, LTN.

72

NLOSY NOMAFR “Oloa ANTMAL NUMBER Al1T7CM

GRUIUP CONTRIL P=-T NDs 972571

55UES SKAMINED

LG

BRUNGHUS

HiaxT

ARTHRY

KINNeY

SILE UlT
LIVea

SPLutN

BRATN

MENTNGES
STOMACH

CubL ON
INTESTINE
PANG < {-AS

IsLer

ADRKENAL CORTEX
ADRENAL MIDULLA
PITUITARY

THY <10

LYMDH NOoE
SALLVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLE
DROISTATE
BLADD

BUINF
BONE MARROW
MUSCLE

SKIN AND SUBCUTIS
MAMMARY GL AND)

Fye:

NE &V

ORGAnNS WERKE HISTOLOGICALLY NOV REMARKABLE, EXCEPT

CHAONTC MURTINE BRONCHITIS - THERE IS MASSIVE

PEVIBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF

INYERSTITIAL INFLAMMATION AND FIBROSIS.

CHRONTC INFLAMMATION - THC INTERSTITIAL TISSUES

SHW INFILTRATION 8Y MUNONUCLEAR CELLS AND INGCREASE IN

FIBROUS STeNMA.

PASASITLS - PARASIIES AKE PRESENT IN V1HE LUMEN.
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1=5-72

PATHOLDGY NUMBER 90085

MAL

ANIMAL NUMBER AL18CM

oRIP CONTRGL P-T NO. 972571

TISSULS EXAMINED

AL

LG

HEART

R RS

LUNG

GRONCHUS

Hi-Ar T

KTUNEY

SILE DUCTY
LiveRr

SPLEEN

BRAIN

MENINGES

COLON

INTEST INE
PANCREAS

ISLET

ADRENAL CDRTEX
ADRENAL MEDULLA
PITUITARY
THYROID
PARATHYROID
LYMPH NOOE

SAL IVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLE
PROSTATH
SLADROER

AN

BN MA T RUW
MUS{LL

SKIN AN Sudlurlis
MAMMARY GLAND
EYF

NE e VE

RGANS Wimy HISTILOGICALLY NOT KEMARKABLE, EXCEPT
CHEONTC MURINE ORONCHITIS — THERE IS MASSIVE

PrATBRONCHTIAL LYMPHOCYTIC INFILTRATE ANO PATCHY FiC
INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHSUONTC INCLAMMATION - To{ INTERSTITIAL TISSUES
SHUW INFILT2ATION 3Y MUNMGNUCLEAR CELLS ANU INCREASFE
FEAROUS STROMA,

DUTT

CHIUNTO INFLAMMATION — ThERE IS INFILTRATION AY
MIBONUCL CA2 CELLS IN THE MUCUSA AND SUBMIUC(SA.
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LORTEX
VACUDL TZATLON,
VACUILES,

SLIGHT - PARENCHYMAL CELLS CONTAIQN
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PATHOL 35y

MALE

TISSUES

ALL

LINMG

GRJUP

TRAMINED

LUNG

SRONCHUS

HEART

ARTERY

KIoNsY

siLte DUCTY
LIVER

SPLEEN

ARATN

MENINGES
STIMACH

COpN
INTESTINE
PANCHFEAS

ISLET

ADKENAL CORTEX
ADRoNAL MEDULLA
PITUITARY
THY®ROID

LYMPH NudE
SALIVAKY GLAND
THYMUS

TESTIES

SEMINAL VESICLE

MURMBER 9

AEY

WA

PROSTATE

BLADDER

AN

ANNE MARQOW
MUSTL Y

SKIM AND SUsCuTIsS
GAMMARY  SLAND

o

NE v

URGANS wERE HISTOLOGICALLY NOT

CHIONIC MURING

17

CUONTRAOL

SRONCHITIS -

~ESEARCH,

ANIMAL NUMBER
REMARKABLE,

LT,

.4CM

972571

CXCEPT

THERE IS5 MASSIVE
PEWIBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY #0CI 0OF

INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHUONIC

INFLAMMATION -
SHIW INFILTYATION BY MONUNUCLEAR CELLS AND INCREASE IN

FIRROUS STRUOMA,

PALGE

THe INTERSTITIAL TISSUCS
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~ITLE DLOT
CHRONTC INFLAMMATION — THERE IS INFILT<ATION BY
MONONUCL=AR CELLS TN THE “UCDSA AND SuU=MUCNSA.

LIVE®
CHRONIC INFLAMMATION - THe INTERSTITIAL TISSUES
SHOw INFILTRATION 3Y MUNDNUCLEAR CELLS AND INCREASL IN
FIBKROUS S5TROMA,

CULON

CRYSTALLINE DEPASITS - GRAY=-HBLUE AMORPHGUS AND
CRYSTALL INE MATERIAL IS PRESENT IN THE WALL, CHIEFLY
IN THE SERUSA,

APRENAL CORTFEX
VALUOLTZATION, SLIGHT - PARENCHYMAL CELLS CONTAIN
VALCUILFES,
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1-5-72
PATHOLAOAGY NUMBER 90088 ANIMAL NUMBER C9CM

MALE GROUYP CONTROL P=T ND. 972571

TISSUFS ZXAMINED

LUNG

BRUNC HUS

HEART

ARTERY

KIONEY

BILE DUCT
LIvis

SPLEEN

HBRAIN

MENINGES
STITMACH

COLON

INTEST Ins
PANCREAS

ISLET

ADEENAL CURATEX
ADRENAL MEDULLA
PITUITARY
THY A0 ID

LYMPH NODE
SALIVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLE
PROSTATF
BLADDER

BUNE

PN MARKROW
MUSCL S

SK I AND SUHCUTIS
MAMMARKY GLAND
LY?®

NEEVE

ALL ORGANS WER: HISTOLOGICALLY NOT REMARKABLES EXCEPT

13

L UNTG
CHRONIC MURINE BRONCHITIS - THERE Is MASSIVF
PERTSRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY EDCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

HUART

CHRUNTC INFLAMMATION - THE INTERSTITIAL TISSUES
SHiIw INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIARUUS STHUMA,

i
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K TUNFY :
CALCIFICATION ~ +0OCAL CALCIFICATIOGN I35 PRESEUNT
IN THE TUBULAR EPITHELIUM,

KITIONEY
CHRONTIC INFLAMMATION - THE INTERSTITIAL TISSUES
SHOW INFILTRATION BY MUNONUCLEAR CELLS AND INCKFASE IN
FIBROUS STRIMA,

oILE DUCT
CHRONIC INFLAMMATYION - THERE IS INFILTRATION BY
MUNUONUCLEAR CELLS IN THE MUCOSA AND SUBMUCOSA.

LIVER
CHRONIC INFLAMMATION = THE INTERSTITIAL TISSUES
SHUA INFILTRATION 8Y MUNONUCLEAR CELLS AND INCREASE IN
FIARIOUS STRUMA.

INTESTINE

CRYSTALLINe VEPOSITS - GRAY-BLUE AMORPHOUS AND
CRYSTALLINF MATERTIAL IS5 PRESENT IN THE WALL, CHIEFLY
IN THt SERDSA.

ADREMAL CHOKTEX
VACUBLLIZATION, SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUULES.
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MICRASCUPY FOR SINLOGICAL KESEARCH, LTD. ujg
M
1-5-72 ‘ -
DATHOLUGY NUMBER 0089 ANIMAL NUMBER CLl6CM
MALE GROUYP CONTROL P-T NO. 972571
TISSUES BXAMINED
LUNG -
ARINC HUS
HEART
ARTERY -
KEDNTY
AELY DUCT
LIV -
SPLLEN
ARALM
MENINGES -
STIOMACH
CULON
INTUSTINE -
PaNCREAS
ISLAT
ADENAL CUORTEX ,?
ASKENAL MEDQULLA
PITUITARY Fe!
THYROID -
LYMPH NODE
SALIVARY GLAND
THYMUS -
TESTIS
SEMINAL VESICLE
PROSTATE -
BLAODER
30N
AONE MAR K(Ow -
MUSCLE
SKIN AND SUBCUTIS
MAMMARY GLAND -
EY I
NEQVE
ALL ORGANS wERE HISTOLOGICALLY NOT REMARKABLE, EXCEPT
LUNG ' .
CHRONIC MURIME BRONCHITIS — THERE IS5 MASSIVE :
PESTERONCHTAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF 3
INTERSTITIAL INFLAMMATION AND FIBROSIS. _3a
bd
BILE DUCT i
CH2ONIC INFLAMMATION — THi:RE IS INFILTRATION 8Y W,S
MONONUCLEAR CFLLS IN THE MUCOSA AND SU3SMUCOSA. é
;«}k - !
\5-'-‘ i
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(ORI IR 1Y
CRYSTALLING DEPOSITS = GRAY-CLUE AMORPHUOUS AND
CRYSTALLINE MATERTAL IS PRES&NT IN THE WALL,y CHIFFLY
IN THE SER{ISA.

COLON
PACASITES — PARASITFES ARF PRESENT IN THE LUMEN,

PANCHEAS
CHRONTC TNFLAMMATION — THE INTERSTITIAL TISSULS
SHOW INFILTRATIUN 3Y MONONUCLEAR CELLS AND INCREASE IN
FIARIIUS STOMA,

ADCEMAL CORTEX
VACUOLTZATIUNy SLIGHT — PARENCHYMAL CELLS CUNTAIN
VAUUUL £S. .

SLADDES
CALCULUS = CALCAREQUS MATFRIAL IS PRESENT IN THE
LUMINAL SPACE.
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[=5—-72

PATHULOGY NUMBER

MAL £

GROuP

9CQA9C

CUNTROL

TISSUES EXAMINED

LUNG
DIUINC HUS
HEART
ARTERY
KIDNEY
BiL: DUCT
LIVER
SPLERN
FRATN
MENINGES
ST MACH
CULIN
INTSSTINE
PANMCREAS
IsL.T

A NAL

CORTIEX

ADKENAL MIOULLA

THYRETD
SALIVARY
THYMUS
TESTES

GL ANY

S5eMINAL VESICLE

PRNLSTAT
SLADD
3.
RIARYS
MUSELS
SKIn AND
RBENS Y

ALL 15 s

L UNG

CHRONIC MURINE

MAKHMY

NER T

SUACUTIS

-l WD

HISTRALAOGICALLY NOT

SRONCHITI S

P TBRONCHTAL LYMPHOCYTIC
INTERSTITIAL INFLAMMATION

LIILON

REMARKABLE,

INFILTRATE
AND

ANIMAL NUMBER (18CM

P-=T NO. 972571

EXLEPT

THERE IS MASSIVE

FIBROSIS.

PAGE

CRYSTALLINY DEPUSITS = GrRAY-BLUE AMORPHOUS AND
CRYSTALLINE MATERIAL IS PRESENT IN THE WALL, CHIFEFLY
IN THE SER0OSA.

ADRENAL CUrTIIX

VACUOGLTZATION, SLIGHT ~ PARENCHYMAL CELLS CONTAIN

VACUOLES,

17

AND PATCHY F0OCI
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1-5-72

PATHOL GY NUMRER 9091 ANIMAL NUMBER C22CM
MAL t LROUP CUNTROL P-T NO., 972571

FISSUES £XAMINED

LUNS
ARONCHUS
HEART
ATy

KIonNTy
BWIL: uCT
LiveR

SPLITEN

DRATH

MENINGES
STi*MACH

Ll -

TNTSST N
PANURT AN

I-L0T

ADRENAL CORTEX
AURENAL MEDULLA
PITUTTARY

THY 6

LYMDH NNy
SaLIvary GLAND
THYHUS

TeESTIS

SEMEINAL VESICLE
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L i
CH2ONTD MURINE SRONCHITIS - THERE IS MASSIVE
PERTBRUNCHIAL LYMPHIOICYTIC INFILTRATE AND PATCHY FOCT UF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

ke LoONEY
CHWUONTC INFLAMMATION — THe INTERSTITIAL TISSUES
SHYe TRUTLTAATION BY MONONUCLEAR CELLS AND INCREASE IN
FIsRTUS STHMMA,
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SILE DUCT
CHEONTC INTLAMAATION — THERES IS INFILTRATION 1Y
MONONUCLEAR CELLS IN THE MUCHSA AND SUSMUCDSA.

LIVER
CHRONTC INFLAMMATION - THE INTERSTITIAL TISSUES
SHYW INFILTRATION BY MONONUCLEAR CELLS AND INCKCASE IN
FIBROUS STROMA,

ADRENAL CHNRTEX
VACUTIL TZATTUNg SLIGHT — PARENCHYMAL CELLS CONTALN
VACUULES.

FROSTATE
CHREONTC INVLAMMATION — THE INTERSTITIAL TISSUFES
SHYW INFILTRATION 3Y MONUNUCLEAR CELLS AND INCRFASF IN
FIAKOUS STRUOMA,
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PERTARUNCHIAL LYMPHOCYTIS INFILTRATE AND PATCHY FUUT 3F

INTERSTITIAL INFLAMMATION ANU FIBRUSIS.

COLN

CRYSTALLINGE 0UPUSTITS = GRAY-3LUE AMDKPHIUS AND

CRYSTALLING MATERIAL IS PRESSNT IN THE WALL, CHISFLY
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¢ Lo
PARASITES = PARASITES ARE PRESENT IN THE LUMEN.
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PATHOLTIGY NUMBER  9¢0%5 ANIMAL NUMBER G317CF

F=MALY LROYP CONTROL P-T Nu. 972571
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LUNG

HEART

CHONIC MURINE BRUONCHITIS - THERE IS MASSIVE
PERTBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHRUNTC INFLAMMATIUN - THr INTERSTITIAL TISSUES
SHitW INFILTRATION 3Y MONONUCLEAR CELLS ANO INCRFASE IN
FISRIUS STrOMA.
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CHUUNTC INFLAMMATION — TH: INTERSTITIAL TISSUES
SHUW INFILTRATIUN BY MONAONUCLEAR CELLS AND INCREASE IN
FIBROUS STKOMA,

CHTONIC INFLAMMATION — THr INTERSTITIAL TISSUES
SHIW INFLLTRATION 3Y MONOUNUCLEAR CELLS AND INCREASE IN
FIBROUS STROMA,

CHRUNIC INFLAMMATION -~ TH: INTERSTITIAL TISSUES
SHiw INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIS3RUUS STRNMA,
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INTERSTITIAL INFLAMMATION ANC FIBROSIS.
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CHIUONTC MURING BRONCHITIS - THERE IS MASSIVE
PERIBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

CRYSTALLINE DEPUGSITS = GRAY=BLUE AMORPHOUS AND
CRYSTALUINLG MATERIAL IS PRESENT IN THE wALLy CHIEFLY
IN THE SERNSA,

SE MR R

B Tt

RN Wruy  wl0s SEamniie DM - 01w



ADRINAL

PAGE

ATCROSCUPY FUR BIGLOGICAL RESEARCH, LTD.

CORTEX
VACUOL TZATINN,
VACUOLES.

SLIGHT

- PARENCHYMAL C:ELLS CONTAIN
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FEMALF GRIUP CONTROL P-T NO. 972571
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®:
CTOMEY
CALCIFICATION — #0CAL CALCIFICATION 1S PRESENT _
IN THE TUBULAR ePITHELTUM.
K INNEY -
CHRONIC INFLAMMATIGN — TH= INTERSTITIAL TISSUES
SHYw INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIAKOUS STROMA, .
DANCEEAS
CHRONIC INFLAMMATION — THE INTERSTITIAL TISSUELS -
SHItW INFILTRATION BY MONONUCLEAR CELLS AND INCREASE [N
FIAROUS STROMAL
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TIA M SaBNe ..

ADAENAL FNRTIX
VACUOLTZATION, SLIGHT — PAKENCHYMAL CELLS CONTAIN -
VACUDLES.

N

Ao WrY  TRECY TEMSAG OOY( O IR



MICKUSCiY FOR

1-5-72

PATHOLIGY

FiMALE

TISSUES

ALL

L UNG

h RRH S

GROUYP

CXAMINGD

LUNG

SRUNCHUS

He ART

ARTERY

KlidhieY

AL - OULT
LIVSK

SPLLEEN

BATN

MENTINGES
STIIMACH

COLON
INTESTINE
PANCKFAS

ISLFT

ADRENAL CRRTEX
ADRLNAL MEDULLA
PITULTARY
THYZD

LY MPi NODLE
THYMUS

BLANNER

OVARY

UTERUS

i

BUNL MAREOW
MUSCLEF

SKIN
MAMMARY GLAND
EYE

NERV e

CRGANS

CHEONT

NUMBER 9y

MR INE

12¢

CUNTROL

AND SUBCUTIS

whel HISTOLOGICALLY

HRUNCHITTS -

ANIMAL NUMBER

P—T NO.

NOT %EMARKABLE,

THERE IS

PECTERDNCHIAL LYMPHOCYTIC INFILTRAT:

INTEESTITIAL
Y
CALCITICATION -
1N THD TUBULAR
guey

CHRONIC
MONONUCL - Av

INFLAMMAT I ON

INSLAMMATION
IN THE

CHLLS

ANU FIBRUSI

FOCAL CALCTFICATION IS
P TTHEL T UM,

THIRE ©S
MUCUDA AND

BIJLOGICAL ReSEARCH, LTD.

D210F

972571

EXCEPT

MASSIVE

AN PATCHY +#0CT
Se

PEESENT

INFILTZAYTION 3Y
SUBMICOSA,

o

B A ;g;m

WONE ‘wYieOY SN0 VALBHOS DOMWA O G0



NTEST [N

ALCHROSCEPY FOR BIOLOGICAL RESEARCH, LTD,

PAGE 33

CRYSTALLIMNE QEPUSITS = GRAY-SLUE AMORPHDUS AND
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ChAivUONL T INFLAMMATION = THE INTERSTITIAL TISSUES
SHOW INFTLTRATION HY MONONUCLEAR CELLS AND INCREASLE IN
FIRROUS ST@MMA,
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CALCIFICATION — FOCAL CALCIFICATION IS PRESENT
In THE TUBULAR EPITHELLUM.

CHREONIC IMFLAMMATION - THE INTERSTITIAL TISSuUES
SN INFILTRATION 2Y MONONUCLEAR CELLS AND INCREASFE IN
FIAROUS STRIMA,.

CHRONIC INFLAMMATION — THERE IS INFILTRATION RY
MONDNUCL FAR CELLS IN THE MUCOSA AND SUBMUCOSA.

NECRISTIS — THERE IS A FOUAL LSS OF WUCLEAR AN
CYTOPLASHMIL CETAILS WITH DISRUPTION UF AOUNDARIES AND
INFLAMMATONRY ReSPUNSE.

CHRONTC INFLAMMATION — THe INTERSTITIAL TISSUES
SHOW INFILTRKATION 3Y MONONUCLEAR CELLS AND INCKEASE IN
FIRROUS S5TROMA,

CRYSTALLINE DEPOSITS — GRAY-SLUE AMORPHQOUS AND
CRYSTALL INt MATERIAL IS PRESENT IN THE WALLs CHIEFLY
IN THE SEROSA. :

ADRENAL CORTLX

OVARY

VACUDLIZATION, SLIGHT - PARENCHYMAL CELLS CONTAIN
VACUTLES.

CYST — THF FIBROUS WALL 1S LINED BY MATURE
EPTTHELIAL CELLS. THE LUMEN IS FILLED WITH SECRETIUN.
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CHRONTL INFLAMMATION — THE INTERSTITIAL TISSUES
SHUW INFILTRATION 3Y MONUNUCLEAR CELLS AND INCREASE IN
FIAROUS STRIOMAL

HYPERPLASIA — THERT IS AN INCREASE IN THE NuUMBge
OF INDIVIOUAL GLANDULAR STRUCTURES.

MECROSTS — THERE IS A FOUCAL LOSS OF MUCLEAR AND
CYTOPLASHIC UETAILS wWITH DISKRUPTION OF SDUNDARIES ANO
INFLAMMATORY RESPUNSE.

CHRUNIC INFLAMMATION — THE INTERSTITIAL TISSUCS
SHiw INFILTAATION BY MUNONUCLEAR CELLS AND INCREASE IN
FIHiys STROMA,

CHUONIC INFLAMMATION - THE INTERSTITIAL TISSUES
SHIJW INFILTRATION 3Y MONTNUCLEAR CELLS AND INCREASE IN
FISRUUS STiiiMA,
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K TUNEY
CHRONIC INFLAMMATION — THrE INTERSTITIAL TISSUES
SHOW INFILTRATION 3Y MONONUCLEAR CELLS AND INCR:zASE IN
FIBRIOUS STROMA,

ADRENAL COKTEX
VACUBLTIZATION, SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUDLES.
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CRYSTALLINE MATERIAL IS PRESENT IN THE WALL, CHIEFLY
IN THe SFEROSA,

CHRONTC INFLAMMATION ~ THE INTERSTITIAL TISSUES
SHOW INFILTRATION PY MONGNUCLEAR CELLS ANND INCREASIE IN
tHIDR0US STrmMA,
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MICROSCOPY FOR BIDLOGICAL RESEARCH, LTD.

1-5-72
SATHOLOGY NUMBER 90105 ANTMAL NUMBER AloVHM
MAL L ’ GRrROUP Ve HIGH P-T NO. 972571

TEISSOES = XAMINED

LUNG

BRONCHUS

HEAQT

ARTERY

KIDNEY

BILe uUCY
Liven

SPLEEN

BIATN

MENTINGES
STUOMACH

CrLisn
INTESTINE
PANCREAS

ISLET

ADRENAL CORTEX
ADRENAL MEDULLA
PITUITARY
THYRMTOD
PARATHYRNID
LYMPH NJDE
SALIVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLSF
PROSTATE
ALADDER

BUNLE

BUNI MARROW
MUSLLF

SKIN AND SUBCUTIES
MAMMARY GLAND
EYE

NERVE

ALL ORGANS WERE HISTOLOGICALLY NOTV REMARKABLE, EXCEPT

L UNG
CHRONIC MURINE BRUNCHITIS — THERE IS MASSIVE
PERIBRONCHIAL LYMPHUOCYTIC INFILTRATE AND PATCHY FQCI OF
INTERSTITIAL INFLAMMATIUON AND FIBROSIS.

LIveER

CHRONIC INFLAMMATION ~ THi INTERSTITIAL TISSUES
SHIW INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIBROUS STROMA,
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MICSOSLUPY Fur BINLOGICAL RESEARCHy LTD.

INTESTING
CRYSTALLINY LePOSITS — GRAY-BLUE AMORPHOUS AN
LRYSTALLING MATERIAL IS PRESENT IN THE WALL y CHIEFLY
IN THE SEROSA,

PANCREAS
CHZONTC INFLAMMATION ~ THE INTERSTITIAL TISSUES
SHIW INFILTRATION BY MONUNUCLEAR CELLS AND INCREASE IN
FIBROUS STROMA,

ADRENAL CORTEX
VACUUL TZATIONy SLIGHT ~ PARENCHYMAL CLLLS CONTATN
VACUOLES,
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PATHOLNGY

MALE

TISSuUE

LUNG

BROINC
HEART
ARTER
KTONE
PILE

LIVER
SPLE

BEAIN

MENIN
STOMA
COLON
INTES
PANCR
ISLET

ADREN
PITUI
THYRD

PAGE 45
MICROSCOUPY FOR BINLDGTCAL RESEARCH, LTD,.

NUMBER 350106 ANIMAL NUMBER A24ViM
LRIUP V. HIGH P=T NDO, $723571

S EXAMINED

HUS
Y

Y
BUCT
N

GFS
CH

TINE
EAS

ADRENAL CORTEX

AL MEDULLA
TARY
in

LYMPH NODE

SAL LV
THY M
TESTI
SEMIN
PROST
aLany
BUNE

SUNE

MUSCL
SKIN
MAMMA
£YE

NERVE

ALL ORGAN

~ L UNG

HEART

ARY GLAND
S

S

AL VESICLE
ATE

R

MAR RUw

.

AND SURBCUTIS
RY GLAND

S WERE HISTOLOGICALLY NOT REMAPKABLE, tXCEPT

CHRONTC MURINE BRONCHITIS -~ THERE IS MASSIVE
PEXTBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AN FIBROSIS.

CHRUNIC INFLAMMATION — THE INTERSTITIAL TISSUES
SHIW INFILTRATIUN BY MONONUCLEAR CELLS AND INCREASE IN
FIRROUS STROMA,
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SILE BULT

LIVE®

CHLON

EANCREAS

PAGE 45

MICROSCOPY FOR S8IGLUGCICAL RESEARCH, LTD.

CHRONIL INFLAMMATION
SHY INFILT#RATION 3Y
FI3ROUS STROMA.

CHRONIC INFLAMMATION
MANGNUCLEAR CELLS IN

CHRONIC INFLAMMATION
SHOW INFILTRATION oY
FI3ROUS STrRUMA.

CRYSTALLINE CEPOSITS
CRYSTALLINE MATERIAL
IN THE SERTSA.

CHRONTIC INFLAMMATICN
SHUW INFILIRATION 3Y
FIBROUS STROMA,

ADRENAL CORTEX
VACUNLTZATION, SLIGHT — PARENCHYMAL CtLLS CONTAIN

VAZCUOLES.

~ THe INTERSTITIAL TISSUES
MONONUCLEAR CELLS AND INCREASE IN

- THERE IS INFILTRATION 8Y
THE MUCDSA AND SuUBSMUCOSA,

~ THE INTERSTITIAL TISSUFES
MONONUCLEAR CELLS AND INCREASE IN

- GRAY-GLUE AMORPHOUS AND
IS PRESENT IN THE #WALLs CHIEFLY

- THe INTERSTITIAL TISSUES
MONONUCLEAR CELLS AND INCREAS:E IN

WEA W A,
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PATHOLOGY

MAL £

TISSUE

LUNG
BRONC
HIEART
AKTER
KIUNE
BILF
LIVFE«
SPLiEE
BRAIN
MENTM
STOMA
CULIN
INTES
PANC R
ISL-T
ADSE N
ADRFN
PITUT
THY =}
LYMPH
SAap 1y
THYMY
TESTI
SEMLIN
PRAOST
RLADD
AUONY
DUNE
MUSCL
SKIN
MAMAMA
tYE
NPV

ALL ORGAN

LUNG

A NaL Ci)

PAGE &7

MICROSCOPY FOR BIOLOGICAL RESEARCH, LTO.

NUMBFR 92107

GROUP V. HIGH

S EXAMINED

HUS

Y
Y
BUCT

N

GES
CH

TINE
tAS

AL CuRTEX
AL MEDULLA
TARY

I

NODE

ARY GL ANY
S

S

AL VESICLE
ATE

R

MARROW
ANT SUBCUTIES
PY GLAND

S WEFE HISTOLDGICALLY NOT

CH2ONIC MURINE BRUNCHITIS
FERTORONCHIAL LYMPHOCYTIC
INTERSTITIAL INFLAMMATION

RTEX
VACUOLLZATION,
VACUULES.

ANIMAL NUMBER

CllVHM

P-T NO. 972571

REMARKABLE, EXCCPT

- THERE IS MASSIVE
INFILTRATE ANU PATCHY FOCI
AND FIBROSIS.

SLIGHT ~ PARENCHYMAL CELLS CONTAIN
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MICRDSCOPY FOXK BLIGLOGICAL RESEARCH, LTD.

1+5-T72
PATHOLGGY NUMBER 90198
Mal & GROYP Ve HIGH

ALL

LUNG

tILE

TISSUES LXAMINFD

LUNG

BRONCHUS

HEART

ARTERY

KIVDNDY

AL DUCT
LIvER

SPLeEN

BRAIN

MENTINGES
STUMACH

CIOLON

INTEST NG
PANC®T AS

ISLoT

ADSKENAL CORTEX
ADR=NAL MEZULLA
PITUITARY
THY R )
FATATRHY- O D

LY M NODE
SALIVARY GL AN
THYMUS

TESTIS

SEMINAL VESTCLE
PRASTATE

AR
SN
SOIN T MARAN R

MUS L

sal AN SUECUT LS

LY e

NIV

URGANS Wl e HISTOLOG ICALLY NOT KEMARKABLE, £XCEFPT

CHEONTC MURINF 3IRONCHITIS

PUCTRRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY R0CT nF

ANIMAL

NUMBER C13VHM

P-T NO. 972571

THERE IS MASSIvVE

THTERSTITLIAL INFLAMMATION AN FIBRDSIS.

oucty

PAGE

CHRUNTC INFLAMMATION — THERE IS INFILTRATION HY

MINDOINUCL E AR

CELLS IN THE

MUCOSA AND SuBMUCDSA,
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PAGE 49
MIC?OSCOPY FUR 3I0LDGILAL RESEARCH, LTD.

LIVER
CHREONIC INFLAMMATION — THE INTERSTITIAL TISSUeS
SHUW INFILTKATION DY MONINUCLEAR CELLS ANO INCREzASE IN
FIBROUS STRUMA.

B ANCKREAS
CHRONIC INFLAMMATION — THE INTERSTITIAL TISSUES
SHOW INFILTRATION 3Y MONONUCLEAR CELLS AND INCREASE IN
FIBRUUS STRIMA,

AURENAL CUORTEX
VACUBLIZATICN, SLIGHT — PARENCHYMAL CELLS CUONTAIN
VACUULES. '
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MICROSCOPY FUR SIULOGICAL RESEARCH, LTu.

1-5-12
PATHOLOGY NUMBER 90109
MALE GROUP Ve

TISSUES EXAMINED

LUNG

BRONCHUS

HEART

ART cnY

KTDNEY

BILE [WUCT
LIVEK

SPLEEN

BRATN

MENINGES
STOMACH

CUOLON
INTESTINE
PANCREAS

I5LET

ADRENAL CORTEX
ADREMAL MEOQULLA
PITUITARY
THYRNID
SALIVARY CGLAND
THYMUS

TESTIS

SEMINAL VESICLE
PROSTATH
BLAJOER

BONT

BONY MARRDW
MUSCLE

SKIN AND SUBCUTIS

MAMMARY GL AND
EYE
NERVE

HIGH

ANIMAL NUMBER C14VHM

P-T NO. 972571

ALL ORGANS WERE HISTOLOGICALLY NOT REMARKABLE, CXCEPT

CHRONTIC MURINE BRONCHITIS - THERE IS MASSIVE
PERTORONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHRONIC INFLAMMATION - THE INTERSTITIAL TISSUES

L UNG

KITONEY
SHOW INFILTRATION 8Y
FIBROUS STRIMA,

SILE DUCT

CHAONTIC IMFLAMMATION

MONONUCLE AR

Cebls IN

MONONUCLEAR CELLS AND INCREASE IN

= THERE IS INFILTRATION &Y
THE MUCOSA ANU SUAMUCOSAL

N
€57 % GAHRe

RO

G2 S%

o



LIVER

INTESTINE

PAMCREAS

PAGE 51

MICEOSCOPY FOR BINDLOGICAL KESEARCH, LTl.

CHRONIC INFLAMMATION
SHIW INFILTEATION BY
FI3ROUS STROUMA,

CRYSTALLINE DEPOSITS
CRYSTALLINE MATERTIAL
IN THE SERQOSA,

CHRONIC INFLAMMATION
SHOW INFILTRATION BY
FIBROUS STRIMA,

- THE INTERSTITIAL TISSUES
MUNONUCLEAR CELLS AND INCREASE IN

- GRAY-BLUE AMORPHIDUS AND
IS PRESENT IN THE WALL, CHIEFLY

- THE INTERSTITIAL TISSUES
MUNONUCLEAR CELLS AND INCREASE IN

A M Ay
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1-5-72
PATHOLOGY NUMBER 90110 ANIMAL NUMBER C1SVHM
MALE - GROUP Ve BIGH P-T NO. 972571

TISSUES EXAMINED

LIUNG

HBRONCHUS

HEART

ARTERY

KTuNEY

SILE wucy
SPLEEN

ERATIN

MENINGES
STOMACH

CULON
INTESTINE
PANCREAS

ISLETY

ADRENAL CORTEX
ADRENAL MEDULLA
PITUITARY
THYRDID
PACATHYROI U
LYMPH NODIL
SALIVARY UGLAND
THYMUS

TESTIS

SEMINAL VESICLCE
PROSTATE

BIONE

BIONG MARR(OW
MUSCLE

SKIN AND SUBCUTIS
MAMMARY GLAND
tYE

NERVE

ALL UKGANS WiebE HISTOLOGICALLY NOT REMARKABLE, EXCEPT

L UNG
FOEMA, PULMONARY = THE ALVFOLI CONTAIN PROTEIN-
RICH FLUID AND A FEW EKYTHROCYTES.

LUMG
CHRONIC MURINE BRUNCHITIS - THERE IS MASSIVE
PERITBRRUNCHIAL LYMPHGCYTIC INFILTRATE AND PATCHY FUuCIl OF
INTERSTITIAL INFLAMMATION AN FIBROSIS.

HEART

FIRROSTS — THERE IS AN INCRFASE IN INTERSTITIAL
FIRKTIUS TISSUE.
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KIONEY

SILE DUCT

INTESTINE

PAGE 53
MICRCSLCOPY FUR BIOLUGGICAL RESEARCH, LTD.

CHREONIC INFLAMMATION — THt INTERSTITIAL TISSUES
SHOW INFILTRATION 8Y MONONUCLEAR CELLS AND INCREASE IN
FIBROUS STROMA, :

CHRUONIC INFLAMMATION — THERE IS INFILTRATION 3Y
MONUNUCLEAR CELLS IN THE MUCHSA AND SUSMUCHOSA,

CRYSTALLIME DEPOSITS — GRAY-BLUE AMORPHOUS AND
CRYSTALLINE MATERIAL IS PRESENT IN THE WALL, CHIEFLY
IN THE SERDSA.

ADRENAL LORTEX

VACUCOLTZATION, SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUDLES,

STMINAL VESTILE

CALCIFICATION - THERE ARE CALCIFIC DEPOSITS.
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MICROGSCOPY FUOk BIOLOGICAL RESEARCH, LTD.

1-5-72

PATHDOLOGY NUMBER 90111 ANIMAL NUMBER CZ20VHM

MAL £ GRNUP Ve HIGH P=T NO. 9725171

TISSUES FXAMINFED

LUNG

BRONC HUS

HEART

ARTERY

KIUNEY

BILE DUCT
LIVER

SPLEEN

ARATIN

MENTNGES
STOMACH

COLON
INTESTINE
PANCREAS

TSLET

ADRENAL CORTEX
ADReNAL MEDULLA
PITUTT ALY
THYRAIN

LYMPH NODE
SALIVARY GLAND
THYMUS

TFESTIS

SEMINAL VESICLE
PROSTATH
BLADDER

BONLE

RONE MARROW
MUSCLF

SKIN AND SUBCUTIS
MAMMARY GLAND
EYE

NERVE

ALL DEGANS WERE HISTOLOGICALLY NOT REMARKABLE, £XCEPT

54

L UNG
CHEONEC MURTNE BRONCHITIS - THERE IS MASSIVE
PECTRRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI
INTERSTITIAL INFLAMMATION AND FIBROSIS.

HEART
FIRRUSLS — THERE IS AN INCREASE IN INTERSTITIA
FIBROUS TISSUE.

LIVER

VACULLTIZATION — PARENCHYMAL CELLS CUONTAIN
NUMERIIUS SMALL VACUOLES.,
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PAGE 55 _7¥
MICRGSCOPY FOR SIOLDGICAL RESEARCH, LTD. -
: L N
INTESTINS
COYSTALLINE DEPDSITS — GRAY-BLUE AMOKPHOUS AND -

CKYSTALLINE MATERIAL [S PRESENT IN THE wWALL, CHISFLY
IN THE SER(SA.

ADRENAL CORTEX
VACUDLT ZATION, SLIGHT - PARENCHYMAL CELLS CONTAIN
VACUCLES. B
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PATHOLGGY

FEMALE

TI1S5uE

LUNG
RRONC
HEART
ARTER
KIDNE
AILF
LIVER
SPLecE
BRAIN
MENIN
STOMA
COLON
INTES
PANCR
ISLFET
ADREN
ADREN
PITUI
THYRQ
PARAT
LYMPH
SALIV
THYMY
dLADY
OVARY
UTERUY
NVIDU
30N
FONE
MUSCL
SKIN
MAMMA
EYF
VAGIN
NERVE

ALL DRGAN

LUNG

KIONEY

PAGE 36
MICRNDSCOPY FOR SIGLOGICAL RESEARCH, LTD.

NUMBER  9C11¢& ANTIMAL NUMBER B1VHF

GROUP Vo HIGH P-T ND. 272511

S EXAMINED

HUS

Y
Y
bucTy

N

GES
CH

TINE
EAS

AL CORTEX
AL MEDULLA
TARY

0

HYROID
NODE

ARY GLAND
S

ER

S

cr

MAAROW

E

AND SUBCUTIS
RY GLAND

A
S WERE HISTOLOGICALLY NOT REMARKABLE, EXCEPT

CHRONIC MURINE BRONCHITIS - THERE IS MASSIVE
PERIBRONCHIAL LYMPHUCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

HYDRONEPHRUSIS - THE PELVIS IS DILATED AND THE
ADJACENT PARENCHYMA IS REDUCED.
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LIVER

INTESTINE

PAGE 57
MICRUSCI2PY FOR BIOLOGICAL RESEARCH, LTH.

CHRONIC INFLAMMATION - THE INTERSTITIAL TISSUES
SHOW INFILTRATION BY MONONUCLEAR CELLS AND INCREASFE IN
FISROUS STKOMA.

CRYSTALLINE OEPOSITS - GRAY-RLUE AMORPHOUS AND
CRYSTALLINE MATERIAL IS PRESENT IN TH- wWALL, CHIEFLY
IN THE SERDSA,

ADRENAL CORTEX

VACUGLTZATIONy SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUODOLES.
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PAGE 58
MICRUOSCMPY FOR BIOLOGICAL KESEARCH, LTD.

PATHOLDIGY NUMBER 90113 ANTMAL NUMBER RBTVHF

FeMALE

TISSUE

LUNG
GRIONC
HEART
ARTER
KTONE
SlLE
LIV
SPL:E
RAALN
MEN TN
STOHAA
CUL M
INT S
PANUCE
ISLET
ADRoN
AR
PITu
THY =
LYMPH
SALILV
THY MU
BLAOYD
OVARY
UTE=uy
AN
BN
MUSCL
SKIN
MAMAA
tY§
VAGIH
NERVE

GROYP Ve HIGH P-T NO. 972571

S EXAMINED

HUS

Y
Y
DUCT

N

R
LEDH

4H

TINE
i AS

AL CORTEX
AL MIDULLA
TARY

10

NI E

ARY GLAND
5

bR

S

MAR RN

r

ANDY SUSCYTIS
=Y OGLANO

A

ALL DIRGANS WERFE HISTULNGICALLY NOT REMARKABLFE, EXCEPT

LUNG

ATLE

VUCT

CHTONTC MURTNE SHRUNCHITIS - THERE IS MASSIVE
PLHTERONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INVERSTITIAL INFLAMMATION AND FIBROSIS.

CHHONTC INFLAMMATIUN — THERE IS INFILTRATION RY
MUNONUCL A CELLS IN THE MUCOSA AND SURMUCOSA.
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LIVER

INTESTING

PAGE 59

MTLRISCOPY FUl olSLaOGICAL RESEARCH, LTD,

CHEONIC THPLAMMATION — THi INTERSTITIAL TISSULS
SHizW INFTILTRATTON BY MONONUCLEAR CELLS AND INCREASE IN
FI2RDIUS STHNMA,

CRYSTALLIND DEPOSITS - GRAY-3LUE AMORPHOUS AND
CHYSTALL IN: MATERIAL IS PRESENT IN THL WALL, CHIFFLY
IN THE SERDSA

1
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MICROSCUPY FUR AIGLOGICAL RESEARCH, LTD.

1-5-72
PATHOLOGY NUMBER 90114 ANIMAL NUMBER 3B3VHF
FoMALE GROUP Ve HIGH P=-T NiJs 272571

AtL

L UG

Lns

|
TISSUES EXAMINED

LUNG

BRONCHUS

HEART

AT Y

KIDNEY

BILE pucCT
Liver

SPLLEN

BaATN

MENINGES
STUMACH

COLNN
INTESTINE
PANCREAS

ISLETY

ADRENAL CORTEX
AR ENAL MEDULLA
PITUITARY
THYROID
PARATHYRUID
LYMPH NOIDE
SALIVARY GLAMD
THYMUS

BLANDDER

NVARY

UTERUS

RONL

BONE MAFROW
MUSCL ¢

SKIN ANDY SUBCUTIS
MAMMA Y GI AND
FYE

VAGINA

WNELRYE

HRGANS WERT HISTOLOGICALLY NOT REMARKABLE, =XCtPT

GRANULUMATOUS INFLAMMATION — FHERE IS A FOCAL
GEANULDIMATOUS #ROCESS CHACACTERTZED BY MONIONUCLEA < AND
MULTI-NUCLOAT =D CELLULAR INFTLTRATION,

CHAONTC MURTINE GONCHBITIS = THERE IS MASSIVE

PESDAGINCHTAL LYMPHOUYTIC INFILTRATE AN PATCHY #0001 0OF

IMPZESTITIAL INFLAMMATION AND (TBRNISIS.
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K IDNFY

SILE DUYCT

S1LE wUC

LIvee

COLN

ADRENAL

SKIN AND

PAGE ol

-
MICROSCUPY FUR BIULOGICAL RESEARCH, LT0. .
®
CALCIFICATION — FUCAL CALCIFICATION 15 PRESENT B
IN THE TUSULAR EPITHELIUM.
HYPERPLASTA — THERE IS AN INCREASE IN THE NUMRER B
NFEINDIVIDUAL GLANDULAR STRUCTURES.
) .
CHRONIC INFLAMMATION — THERE IS INFILTRATION 3Y
MONONUCL Ax CELLS IN THE MUCUSA AND SURMUCOSA. _
NECROSTIS — THERE 1S A FOCAL LOSS OF NJCLEAR AND _
CYTOPLASMIC OETAILS WITH DISRUPTION UF SOUNDARIES AND
INFLAMMATIRY RESPONSF.

CRYSTALLINE HEPOSITS = GRAY-BLUE AMORPHOUS AND
CRYSTALLING MATEXRIAL IS PRESENT IN THE WALL, CHIEFLY -
IN THE SEROSA

CURTEX —
VACUOL [ZATIUN, SLIGHT ~ PARENCHYMAL CELLS CONTALN
VACUOLES
SUICUTIS | vf'
ULCERATION — THE 3ASE UF THE ULCER [S COMPOSED R X
OF GRANULATION TISSUE COVERED BY FIBRINUUS EXUDATE. - o
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1-5=-72

PATHULOGY NUMBER 90115

ANTMAL NUMBER  319VHF

FerALE GROYP Vo HIGH P-T NUO., 972571

AL

L UNG

TISSuUeS EXAMINGD

LUNG

BRONLHUS

HUIZART

ARTERY

KIDNEY

Rlte DUCT
LIVER

SPLEEN

BRATN

MENINGES
STOMACH

COLUN
INTESTINE
PANCREAS

ISLET

ADKENAL CURTEX
Ao eNAL MEDULLA
PITOITARY
THYROIND

LYMPH NODE
SALIVARY GLAND
THYMUS

BLANGER

IVARY

UTERUS

BONE

BUNE MAHKOW
MUSCL®E

SKIN AN SUBCUTIS
HAMMARY GLAND
EY¥

VAGINA

NERVE

ORGANS WERE HISTOLOGICALLY NOT QEMARKABLE, EXCERT

CHRONIC MURTINE BRRIONCHITIS ~ THERE IS MASSIVE

vl

PEATERONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FaCI

INTERSTITIAL INFLAMMATICON AND FIBROSIS.

K IONEY

CHRONTC INFLAMMATION - TH: INTERSTITIAL TISSUES

SH'W INFILTRATION £Y MONINUCLEAR CELLS AND INCREASE IN

FIARGUS STROMA,
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AICROSCIIPY FOR RINLOGICAL RESEARCH, LTD.

CHRONIC INFLAMMATION ~ THERE IS INFILTRATION RY
MONDONUCL - A2 CELLS IN THE MUCOSA AND SUSMUCDSA.
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MICROSCUPY FOR SIJLIGTCAL #ESEARCH, LT,

1-5-72
PFATHOLIGY NUMBER 90116 ANIMAL NUMBER B24VHF
FramMALF GROUP Vo HIGH P=T NDO, 272571

TISSUFS EXAMINED

LUNG

HRDNCHUS

HeeART

ALTERY

KIONKY

SILE DUCTY
LIvEs

SPLERN

BRAIN

MENINGES

CIYL 0N
INTESTINE
PANCREAS

ISLET

ADRENAL CORTEX
ADRENAL MEDULLA
PITUITARY
THY R D
PARATHY 20T
LYMPH NIDE
SALIVARY GLARND
THYMUS

SLADDER

NVARY

UTERUS

N

BONE MARRDW
MUSCLF

SKIN AND SUBCUTIS
MAMMARY GLAND
tYe

VAGIMA

NERVE

ALL i GANS WERE HISTOLODGICALLY NOT REMARKABLE, EXCEPT

5%

L UNG
CHREONTIC MUsINE SBRONCHITIS - THERE IS MASSIVE
PLITORUNCHIAL LYMPHDCYTLIC INFILTRATE AND PATCHY FuCl
INTERSTITIAL INFLAMMATION AND FIBROSIS.

K IONFY

HYORTONEPHROSTS — THE PELVIS IS DILATED AND THE
ADJACEeNT PARINCHYMA IS REJUCED .
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MICRDSCUPY FNR BINLO3GICAL RESEARCH, LTI,

KTONEY
NECROSIS — THERE IS A FOCAL LOSS OF NUCLEAR AND
CYTOPLASMIC OETAILS wWiITH DISRUPTION OF 30UNDARIES AND
INFLAMMATORY RESPIONSE.

K IONEY

CHRONIC INFLAMMATINDN — THc INTERSTITIAL TISSUES
SHIMW INFEILTRATION 28Y MONONUCLEAR CELLS AND INCRZASE IN
FIBROUS STHOMA.

INTESTINE
CRYSTALLINE DEPOSITS - GRAY-8LUE AMORPHUUS AND
CRYSTALL INE MATERIAL IS PRESENT IN TH: WAlLLy CHIEFLY
IN THE SEROSA,.

ADRENAL CORTEX
VACUOLIZATION, SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUCLES .
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MICROSCOPY FOR BIUOLOGICAL KESEZARCH, LTD.

1-5-72
PATHILgOY MUJMBER 50117 ANIMAL NUMBER ot
FoMaL s GRIIYP Ve HIGH P-T NU., 972S71°

ALL

L UNG

oL

TISSUES UXAMINED

L UnNG
GROMCHUS
HEART
ARTRY
KIDNEY

sILE DUCT
LIVER

SPLEEN

RRAIN

MEUNTINGES

COLUN
INTESTINE
PANCREAS

IsLET

AJK -NAL CHRTCL
ADRENAL MEDULL A
PITUITAR
THYRDID

LYMPH NODF
SALTIVARY GLAND
THYMUS

BLADUFR

DVARY

UTERUS

OVIDUCT

BUNE

BOND MARROW
MUSCL

SKIN AN SUACUTIS
MAMMARY GLAND
FYE

VAGINA

NERVE

D-GAMNS WERE HISTOLODGICALLY NOT REMARKABLE, &XCEPT

LHADNTC MURINE BRONCHITIS - THERE IS MASSIVE

PEAIHRONCHEAL LYMPHUCYYIC INFILTRATE AND PATCHY FOCI

INTERSTITIAL INFLAMMATION AND FIBROSIS.

CRYSTALLINE DEPOSITS = GRAY=-SBLUE AMORPHOUS AND

CHYSTALLINE MATERTAL IS PRESENT IN THE WALL, CHIEFLY

I THE SEATNSA.
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AORENAL

MICROSLOPY FUR

CURTEX
VACUTL TZAT 10N,
VACUBLES,.

SLIGHT

i

PARENCHYMAL

PALE

BIOLOGICAL RESEARCH, LTD.

CELLS CONTAIN

67
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PATHOLLGY

FIMALE

TISSU

LUNG
BRONC
Hiz ART

MICROSCOPY FiIR BIOLOGIUAL RESEARCH, LTD.

NUMBER 990114

GROUP V.

5 EXAMINED

HUS

ARTERY

K [ONS
A &
Liviw
SPLt
DRALN
MinT
STOMA
Cabsin
INTHS
PANIE
ISLeT
ADREN
ADR N
PITUL
THY RN
PARAT
LYMPH
SAL IV
THY MY
BLAOD
OV ARY
Ul nri
BN
BN
MUSCL
SKIN
MAMELA
EYF
VAGTIN
NERY L
AlL

URGAN

FUNG

KoMy

Y
QUCT

N

GES
CH

TINE
tAS

AL CORTEX
Al MEDDULL A
TAY

I

Y YLD
NSYOE

ARY  GLAND
S

RN

)

MAR T W

¢

AND SUBCUTITS
RY GLAND

A

SOWERE HISTOLOG

CHEONTC MURINE
PruTsjlaMoHAT AL L
TNTELSTITLAL

CALUIFICATION -
ING THE TU2ULAR

ANTMAL NUMBER

HIGH

ICALLY NOIT

BRONCHITIS -~
YMPHACYTIC

FUCAL CALCLIFICATION IS

EPTTHRLLUM,

REMARKABLE,

INFILTRATE
INFLAMMATION AND FIBRUOSIS.

D1GVHF

P-T NO, 972571

EXCEPT

THERE IS MASSIVE

PAGE

PRESENT

53

AND PATCHY FOCI
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KITONFY

fILE DUCT

LIVER

LIVER

PAGE 69
MICROSCNPY Fuk BIOLOGICAL RESEARCH, LTD.

CHEONIC INFLAMMATION — THE INTERSTITIAL TISSUFS
SHOW INFILTRATION 3Y MONIINUCLEAR CELLS AND INCREASE IN
FIDROUS STROMA,

CHRUNIC INFLAMMATION - THERE IS INFILTRATION 8Y
MUNONUCLEAR CELLS IN THE MUCDSA AND SUBMUCOSA.

NECROSTS — THERE IS A FUCAL LOSS UF NUCLEAR AND
CYTOPLASMIC DETAILS WITH DISRUPTION " BAUNDARTES AND
INFLAMMATORY RESPONSE.

CHRONIC INFLAMMATION - THt INTERSTITIAL TISSUES
SHOW INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIRRDUS STROMA,
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1-5-72
PATHOLUGY NUMBER 90119 ANTMAL NUMBER OLlLVHF
FEMALE GROUP V. HIGH P-T NO., 372571

TISSUES EXAMINGD

LUNG

BRONCHUS

HCART

ARTtRY

KTDONEY

AlLe DUCT
LIVEK

SPLE=EN

HRATN

MENINGES
STOMALH

COLUN
INTESTINE
PANLREAS

[SLFTY

ADK#NAL CORTEX
ADRENAL MEDULLA
PITUITARY
THYROLD
PARATHYROID
LYMPH NOQDE
SALIVARY GLAND
THYMUS

BLADGER

{IVARY

UTZRrUS

BONE

3ONE MARRORW
MUSCL T

SKIN AND SUACUTIS
MAMMARY GLAND
Y&

VAGINA

NtkvVe

ALL ORGANS WFERE HISTOLOGICALLY N REMARKABLE, tXCEPT

LUNG
CH2UONTC MURINE BRONCHITIS — THERE IS MASSIVE
PERTHRONCHTIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI F
INTERSTITIAL INFLAMMATION AND FIBROSIS.

KRTONEY

CHRANTIC INFLAMMAYION — THr INTERSTITIAL TISSUES
SHOW INFTLTRKATION 3Y MONONUCLEAR CELLS AND INCREASE IN
FIfROUS STROMA,

[ dmaty -}
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LIVER

INTESTING

CpAGE Tl
MICRUSCUPY FOKR BLOLDGICAL RESEARCH, LTD,.

CHRONIC INFLAMMATION - THE INTERSTITIAL TISSUES
SHUW INFILTRATION 8Y MONONUCLEAR CELLS AND INCREASE 1IN
FIRROUS STROMA, :

CRYSTALLING DEPOSITS - GRAY-BLUE AMORPHOUS AND
CRYSTALLINE MATERTIAL IS PRESENT IN THE wALL, CHIEFLY
IN THE SER0SA, -

ADRENAL CHRTEX

VACUDL LZATION, SLIGHT - PARENCHYMAL CELLS CUNTAIN
VACUULES.
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1-5=-72
PATHOLOGLY NUMBER 90120 ANIMAL NUMBER D14VdF

FLMALK LiROye Vo HIGH P-T NUO. 572571

TISSULS = XAMINED

LN

SRIMCHUS

FiVoART

AT Y

KONy

STy Ul T N
Liv:

SBLEYN

CRAIN

MiNINGYS
STOMACH

G

| T JETNE I IR
PAMORTAS

IsteT

Ap AL TERTEX
AR WAL MEOULL A
PITUTTARY

THY DD
PARATHY-OID
LYMEPH MNODE
SALTVARY GLAND
THYMUS

ALADDF S

OV A-Y

UTE T Us

BNV AR

SUNT MARRUIW
MUSCL

SKIN AMD SUSCUTIS
MAMMAZY GLAND
Yy

VAGINA

Nefv™

ALL GXGANS Wen B HISTOLOGICALLY NOT 2EMARKABLE, EXCEPT

Lo

CHRONTC MU INE BSRONCHITIS — THERE IS MASSIVE

PrRTURINCHIAL LYMPHUGCYTIC INFILTRATE AND PATCHY FoCl NF

INTE=STITIAL INFLAMMATION ANU FIBRDSES.

IWOLANEY
CALCIYVIOAT IO = FOCAL CALCTIEICATION IS5 PRESENT
ING THE TUSMIAR EPITHELI UM,

e A
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MICRASCN?Y FOR 2IOLOGICAL RESEARCH,

I=-5-72

DATHALUGY MNUMBER

FEMALE

A ' L

L UNG

GJ121

TUSSUES EXAMINED

LUNG
SROMCHUS
HEART

KIUNEY

BIL: DUty
LIVEK

SPLETN

HBRATIN

MENIMNGES
STNOMACH

COLOM
INTESTINE
PANCREAS

ISLeT

AJDRENAL CORTEX
AUREFNAL MEDULLA
PITUITARY

THY <O DD
PAKATHYRINID
LYMPH NOOE
SALIVALY GLAND
THYMUS

BLAUGER

NVARY

UTEFRUS

SUINT

ROND MARRNY
MUSCL T

SKIN aNd SUscuTi]s
MAMMARY GLAND
YL

VAGINA

NERVE

A ANS WERE

CHATC WO LN

o OUP Ve HIGH

AESTOHENGLOALLY

PAG: 15
LTD.

ANIMAL NUMBER D20VHF

NOT

SRONCHITIS

PO ORAONURTAL LYMPHOICYTIC

FRTERST T A

TNy

ITNFLAMMATIUN

PEMARKKADLY ,

IMFILTRATE

P-T NU. 972571

EXCEPT

THERE IS MAssIVE
AND PATCHY ruCl

AN FIBROSIS.

CALEIFTOAT N = FOCAL CALUTFICATION 5 PRESENT

i

THE

TUsUIL AR

FRPITHEL T UM,
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PAGE T4
MICROSCOPY FOR BIOLOGICAL KESEARCH, LTD.

LIVER
NECROSIS — THERE [S A FUCAL LOSS OF NUCLEAR AND
CYTOPLASMIC DETAILS WITH DISRUPTIDN OF BOUNDARIES AND
INFLAMMATOPRY RESPONSE.

LIVER
CHRONIC INFLAMMATION - THE INTERSTITIAL TISSUES
SHOW INFILTRATION 3Y MOMONUCLEAR CELLS AND INCREASE IN
FIBROUS STRUMA,

INTESTINE

CRYSTALLINE DEPDSITS - GRAY-BLUE AMORPHOUS AND

CRYSTALLINE MATERTAL IS PRESENT IN THE WALLy CHIEFLY
IN THE SPQDHA.

P ANCREAS
CHRONIC INFLAMMATION — THE INTERSTITIAL TISSUES
SHYW INFILTRATION 3Y MONONUCLEAR CELLS AND INCREASE 1N
FIBROUS STRIMA. :

ADRENAL CORTEX
VACUDLIZATION, SLIGHT — PARENCHYMAL CELLS CONTAILIN
VACUNLES,

JBLADDER
ACUTE INFLAMMATION = THE LUMEN CONTAINS EXUDATE
AND S THE MURAL TISSUES ARE EDEMATOUS AND INFILTRATE D WITH
NEUTROPHILS.

VAGINA

CHRONIC INFLAMMATION - THERE IS INFILTRATION BY
MONONUCLEA®R CELLS IN THE MUCOSA AND SUBMUCUSA.
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MICRANCUPY FlUk 3TOLUGICAL YESEARCH, LTO.

I-5=72

PATHOLOGY NUMBER 90122 ANIMAL NUMBER  A3HM
MAL £ GROUP  HIGH P-T NOo 972571

TISSUeS FXAMINED

LUNS

IRONCHUS

HEART

KIDNEY

BILE DULT
Livee

SPLEEN

BRATIN

MoNINGES
STMACH

COLDN
INTESTINE
PANCZEAS

ISLeT

ADHENAL CIRTEX
AR ENAL MEDULLA
PITUTTARY

TiHY RO
PARATHYROLD
LYMPH NOE
SALIVARY GLAND
THYMUS

TESTIS

StMINAL VESICLE
PROSTATE
HLANEPR

BN

RONE MARKOW
MUSCLE

SKIN AN SUBCUTIS
MAMMARY GLAND
ol

NURVIE

ALL enuaNS obRE HISTUNGICALLY NOT REMARKABLE, UXCEPT

'

L UNG

LIvey

COLON

CHRONIC MUR INE BRONCHITIS - THERE IS MASSIVE
PERTERONCHTAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INVERSTITIAL INFLAMMATINON ANOD FIBROSIS.

LHAIONTC INFLAMMATION = THE INTERSTITIAL TISSUES
SHIW INFILTRATION Y MONONUCLEAR CELLS AND INCREASE IN
FISKOUS STROMA,

PARASIT:S = PAPASITES ARE PReSENT IN THE LUMEN,
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COWFTEX
VACUOLTZATION, SLIGHT -
VACUOLES .

PARENCHYMAL CELLS CUNTAIN

73
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MICRUSLOPY FuR BIOLJUGICAL RESEARCH, LTD.

1-5-7

PATHOLOLY NUMBLZR 20123 ANIMAL NUMBER  AoHM
MALE GRIUP HIGH P—T NO. 972571

TISSU-S EXAMINGD

LUNG

GRONC HUS

HEART

AR T Y

KIDN-Y

SiLe DULT
LIVER

SPLEEN

BRALIN

MENINGES
STiXMACH

COLOM
INTESTINE
PANCREAS

ISLET

ADSENAL LNRTEX
ANDKENAL MEDULLA
PITUTTARY

THY <010
SALIVARY GLAND
THYMOS

TESTIS

SEMINAL VESICLE
PRISTATE
BLAUDER

BIING

BONE MARLZOW
MUSOLE

SKIN AND SUBCUTIS
MAMMARY GLAND
1

NERVe

ALL MMRoANS WERE HISTOLOGICALLY NOT REMARKABLE, FXCEPT

L UNG
CHRONTC MURINE BRONCHITIS — THERE IS MASSIVE

VECTEBRONCHLAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF

INTERSTITIAL INFLAMMATICN AMO FIBROSIS.

N~ TONLY
CHYONIC INFLAMMATION — THi INTERSTITIAL TISSUES

SHOW INFILT=ATION BY MONNNUCLEAR CELLS AND INCREASE IN

FIZBROUS STRiMA,

s1bt pucTt
CHOONTC INFLAMMATION = THERE IS INFILTRATION BY
MIINUNUCL ZAR CrLL S IN Tt MUCUSA AND SUIMUCDSA.

-
® >+ Fygn

p—y

WA WEIOY - SNBOJ SEBNE ONYN C O 118



LIvER

AL

ADRFNAL

PAGE 89
MICROSCLOPY FUR SIOLUGICAL RESEARCH, LTD.

CHRIONTC INFLAMMATION = Tt INTERSTITIAL TISSUES
SHOW INFILTRATION BY MONANUCLEA® CELLS AND INCiLEASE IN
FfI3ROUS STAOMA,

CRYSTALLINE DEPGSITS — GRAY-BLUE AMORPHOUS AND
CRYLTALLIN:G MATERTIAL IS PRESENT IN THE WALL, CHIFFLY
IN THE SEZ(S5A,.

CORTEX

VACUDLTZATLON, SLISHY = PARENCHYMAL CELLS CONTAIN
VACUOULES.
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ATCRISCIYY Ful B3IOLOSICAL RESZARCH, LTD.

1-5-72
PATHOL OGY NUMRLR G014 ANTMAL NUMBER  A9HM
MALE GROP HIGH P-T NC. 972571

TISHUTS EXAMING U

LUNG
BRAONCHUS
HEAT
ARTEQY
KIONEY
SILE GucT
LIveR
SPLEFN
BRAIN
MENINGES
STOMACH
COLIN
INTESTINE
PANCREAS
ISLET
ADRENAL CORTEX
ADSENAL MEDULLA
THY?2AID
LYMPH NODE
SALIVARY GLAND
THYMUS
- TESTIS
SEMINAL VESICLE
PRIISTATH
RLADER
AON
EONE (A0 0w
MUSTLE
SKIN AND SURCUTIS
MAMMARY GL AND
EYi
Ni vV

ALL "RGAMS wknk HISTOLOGICALLY NOT REMARKABLE, FXCEPT

LUNG
CH2ONTC MURINE BRONCHITILS — THERF 1S MASSIVE
FLATBRONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIRROSIS.

HEALT
FISRODSTS ~ THESE IS AN INCREASE IN INTERSTITIAL
FIARDYS TISSliE,

R IONFY

CHNIT INFLAMMATION ~ THt INTERSTITIAL TISSUFRS
SHinw TRETILTOATLION 3Y MONJONUCLEAR CELLS AND INCREASE IN
‘ FIoREGUS ST=UMA,

@™ Ayay
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PALE B2
MECROSCDPY rUR ATRLOGICAL RESEARCH, LTD.

INTEST INE
CRYSTALLINE DEPISITS — GRAY=BLUE AMORZPHOUS AND
CRYSTALLING MATERTIAL IS PRUSENT IN THE WALL, CHIEFLY
IN THE SEROSA,

ADRENAL CORTEX
VACUOLTZATINy SLIGHT — PARENCHYMAL CELLS CONTAILN
VACUGLES. :

FROSTATY
CHRAONTC TRELAMMATION — THE INTERSTITIAL TISSUES
SHOW INFILTSATION BY MONONUCLEAR CELLS AND INCREASE
FIRROUS STROMA,
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PATHOLGGY NUMBER 350125

MALT

PAGE A3
MICIDSCHPY FUR sIULOGICAL RESEARCH, LTD.

ANIMAL NUMBER ALSHM

GROLP HIGH b-T NO, 972571

TISSUES EXAMINEZG

LUNG

BRONCHUS

HEART
ARTIER

KiaNn®y

BIL
Liviw

pucy

SPLEr M

DA TN

MININGES
STOMACH

CHL W

INTOSTING
PAN{CREAS

ISLET

ADRENAL CIRTEX
AU FNAL MIOULLA
DITULTARY

THY 10

LYMPH NODE
SALIVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLE
PROSTATF
BLADUE"D

BOGNG
BNy

MAR Q0N

MUSCLL

SK N

AND SUPCUTIS

MAMMARY GLAND

tYF

NERVE

ALL OKGANS wERY HISTIOGICALLY NOT REMARKABLE, EXCEPT

L UNG

HEART

CHIONTC MUINE 3RONCHITIS - THERE IS MASSIVE

PEZIGRONCHTIAL LYMPHICYTIC INFILTRATE AND PATCHY FOCI OF

INTERSTITIAL INFLAMMATION ANU FIBROSIS.

CHRONTC IMPLAMMATION ~ TH: INTERSTITIAL TISSUES
SHAW INFILTRATION ©Y MONONUCLEAR CELLS AND INCREASE IN
FIARDUS STROMA,

@™kHyny
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AL ENAL

PAGEe 84
MICROSCOPY Fi2R 8I0LOGICAL RESEARCH, LTD.

CRYSTALLING DEPOSITS — GHUAY=3LUE AMORPHOUS AND
CRYSTALLINE MATFRIAL IS PRESENT IN THE WALLy CHIFELY
IN THE SERIISA,.

CHNRTEX

VACUGL TZATION, SULIGHT - PARENCHYMAL CELLS CONTALN
VACUCLES.
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MICROSCPY FUR BI0OLUGICAL RESEARCH, LTH,

1-5-72
PATHIOLDIGY NUMRER 90126 ANTMAL NUMBER AZ5HM
MALF GROUWP ALGH P-T NUe. 972ST1

TISSUES £ XAMINED

LUNG

BRONCHUS

HEART

ARTERY

K1ONEY

BILS: DUCT
LIvVER

SPLEEN

BRALIN

MEMINGES
STUMACH

CHLON
INTESTINE
PANCREAS

ISLET

ADRENAL CORTEX
ADRIENAL MEDULLA
PITUITARY
THYR{OID
LYMPH NODE
SALIVARY GLAND
THYMUS

TIESTIS

EMINAL VESICLF
PRNSTATE
BLADDER

BUONE

SONE MARRNDKW
MUSTL &

SKIN AND SUBCUTIS
MAMMARY GLAND
Y
NERVE

ALL NRGANS WERE HISTOLOGICALLY NOT ReMARKABLE, FXCEPT

LG
CHRONIC MURINg ARUNCHITIS - THERE 1S MASSIVE
PERTBRONCHIAL LYMPHOCYTIC INFILVTRATE AND PATCHY FOCI 0OF
INTERSTITIAL INFLAMMATION AN FIBROSIS.

HEART

CHRUNTIC IMELAMMATION - THE INTERSTITIAL TISSUFES
SHOW INFILTRATION BY MONINUCLEAR CLCLLS AND INCREASE IN
FIBROUS STROMA,

HIWD WERGY  SHBO4 SIRMENG OOHYN - & 1@
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MICRUSCOPY Fur 3IULOGICAL RESEARCHy LT9,

LIvER
CH2ONIC INFLAMMATION — THE INTERSTITIAL TISSUES —
SHIW INFILTRATION 8Y MONONUCLEAR CELLS AND INCREASE [N
FIBRGUS STRIOMA,
COLON
CRYSTALLIN® DEPOSITS - GRAY-3LUE AMORPHOUS AND
CRYSTALLINT MATCRIAL IS PRESENT IN THE wWALL, CHIEFLY -
IN THE SEISA.
ADREMAL LORTEX
VACUULIZATIONy SLIGHT — PARENCHYMAL CELLS CONTAIN
VACUTLES.
PROSTATE
CHRONTC INFLAMMATION — THi [INTERSTITIAL TISSUFS
SHOW INFILTSATIOUN BY MOINGNUCLEAR CELLS AND INCREASE IN
FISROUS STRMMA,
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1-5-72

PATHILOGY NUMBER 90127

MALF GRIOUP

TISSULS FXAMINED

LUNG

JRONCHUS

HEART

ARTERY

KTONFY

Sy DUCT
LIvEw

SPLEEN

BRAIN

MUNTHGES
ST.IMACH

COLON
INTESTINE
PANUKFAS

ISLeET

AP NAL CGORTEX
ADRENAL MEDULLA
PITUITARY

THY <7ID

LYMPH NODE
SALIVARY GLAND
THYAUS

T=STIS

SEMINAL VESICLE
PROSTATE
RLADNER

Atin

BN MAS ANy
MUSCLT

SKIN ANJ SUBCUTILS

MAMMARY GLAND
tYE
NERVE

HIGH

BINLAGICAL 2ESEARCH

ANIMAL NUMBEK

p_T NO.

PAGE
y LTD,

C2HM

972571

ALL W GANS wERY HISTULUGICALLY NUT REMARKABLE, FXCFEPT

L UNG

CHIRUNIC MURINE
PERLIBSRONCHIAL LYMPHOCYT I
INTERSTITIAL

ADRENAL CORTEX
VACUCLTZAT 1IN, SLIGHT

VACUTLFS

BRONCHITIS - THERE IS
INFILTRATFE AND PATCHY FUCI

MASSIVE

INFLAMMATION AND FIBRNSIS.

PAKENCHYMAL

CeLLS CONTAIN
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MICROSCOPY FOK BIOLOGICAL RESEARCH, LTD.

1=5=-72
PATHUL G GY NUMBER

MALE

TISSUNS

LUNG
BRONCHUS
HiEART
ARTERY
KIONCY
SILT pucTt
Livee
SPLIEN
ARAIN
MENTINGS S
STUMACH
0L OIN
INTESTING
PANCRE AS
IsLeT
ADRENAL
ADR SN AL
PITITARY
THY RO
LYMEH NOGE

SALIVARY GLAND

THY S
TESTIS
SeMINAL
PROSTATE
BLAODER

STANTS

Lijdy MACRDw
MUSTL

SKIN AND
MAMMARY  GLAND
LY F

I

ML DOANS wWowd HISTOLOGICALLY NOT REMARKABLE, ©XCEPT

LoNGg

tiL

CHEMNTLG

INTECSTITIAL

ART
CiHEONTL

FInkGUs

GROUP

CiRTEN

MEDULL A

MU TN
PECTRRUNCHTAL LYMPHOCYTIC
THELAMMATT ON

EARE A

HIGH

CXAMINED

VESICLE

SUBCUTIS

INFLAMMATION -

BRONCHITIS -
INFILTRATL
AND +IBRNS1S.

ANTMAL NUMBER

P=T NO.

TH:

CH5HM

972571

THERE IS MASSIVE

AND DATCHY FOCIH

INTERSTITIAL TISSUES
SHOWCINTLLTRATION BY MONOMUCLEAR CELLS AND INCR-ASE IN
STRMMA,

PReYS SO



KIDNFY

BILE DUCT

LIVER

COLON

PAGE: 89
MICRLSCUPY FUR STOLOGICAL RESECARCH, LTD.

CHRONIC INFLAMMATINN - THE INTERSTITIAL TISSUES
SHOW INFILTRATION Y MONNNUCLEAR CELLS AND INCH-ASE IN
+IGROUS STROMA.

{

CHPONTIC INFLAMMATION — THERE IS IMNFILTRATION Y
MONONUCL cAR CELLS IN THZ MUCIOSA AND SUBMUCOSA.

CHRONIC INFLAMMATION — THE INTERSTITIAL TISSUES
SHUN INFILT2ATION BY MONONUCLEAR CLLLS ANO INCREASE IN
FIAROUS STROMA,

CRYSTALLIN: GEPDSITS = GRAY=-BLUE AMOKPHOUS AND
CRYSTALLINE MATERIAL IS PRESENT IN THE WALL, CHILFLY
IN THE SERTISA.

ADRENAL CORTEX

mLADDER

VACUOLIZATION, SLIGHT — PARINCHYMAL CICLLS CONTAIN
VACUUOLES.

CALCULUS = CALCARZOUS MATERIAL IS PRESENT IN THE
LUMINAL SPACE.

LAV R W W Yy
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PATHULOGY NUMBE- 90129 ANTMAL NUMBER CL2HM
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ALL

L UNG

L UNG

TISSUES ©XAMINED

LN

RONCHUS

HEARLT

AT Ry

KIONCY

SILE GUCT
LIV

SPLYFN

BTN

MENTINGES
STOMACH

CulLiw
INTOSTINE
PANCRFEAS

ISLET

ADZENAL CORTEX
ADEEMAL MEDULLA
PITUITARY
THYaNIH

LYMIH NODE
SALIVARY GLAND
THYMUS

TesSTIS

SEMINAL VESICLE
POSTATE
SLAOCGER

ROINE

BisNT MARROW
MUSCLF

SKIN AND SUBCUTIS
MAMMARY GLAND
EYF

NtV E

DRGANS WERE HISTOLOGICALLY NOT i FMARKABLE, FXCEPT

ABSCESS = AvuUT A LOCALIZED COLLECTINN OF PUS,
THERE IS CONGESTINON AND LUUKODCYTIC INFILTRATION.

CHITONTIC MU~ INE SRONCHITIS - THERE LS MASSIVE
PUITHRUNCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY £0CI
INTERSTITIAL INFLAMMATION AND FIBROSIS,.

AURENAL CORTEX

VACUUL TZATIONy SLIGHT ~ PARENCHYMAL CELLS CONTAIN
VATUOLES.,

o ™ok Tyny

TUE WEALY SR04 SSIWUYE ODNWN 018
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VESSUES UXAMINGD

LUNG

SN RUS

H AT

AXTORY

KINDNe:Y

STL - DUCT
LIVia

SPLEEN

SRATN

MENINGES
STOMACH

COLNN
INTESTINE
PANCR{AS

ISL-T

ADRENAL CORTEX
ANSENAL MEDULLA
PITUITARY
THYROLH
PARATHYROID
LYME2H NODE
SALTVARY GLAND
THYMUS

TESTIS

SEMINAL VESICLF
PROSTATYE
SLADDER

ANINE

BUNS MARKRDW
AISCLE

SKIN AND SUBRCUTIS
MAAMARY L AND
Yt

MERYE

ALL slvonbNS wEeE HISTULOGICALLY NGO T REMARKABLL, ©XCEPT

L UNG
CHAANTC MUTINE BRONCHITIS = THERE 1S MASSIVE

PEYLERONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI UF

INTESSTITIAL INFLAMMATIOIN AND FIBRDOSIS.

l l\/,ﬁ(‘
Criadt IO IRFLAMMATION — Tdr INTESSTITIAL TISSUFS
SHilW INETUTRATION Y MONPNMUCLEAR CELLS AND INCRrASE In
r I3RS STaIMA,,
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CEYSTALLIME DePOSITS = SRAY=ALUE AMORPHGUS AND
CRYSTALLIMG MATERIAL IS PRESENT IN THE WALL, CHIGFLY
IN THE SEROSA,

CHRONTC INFLAMMATION — THE INTERSTITIAL TISSUFES

SHIW INFILTRATION 2Y MONONUCLEAR CELLS AND INCPeaSy [N

FIGROUS STRUMA,

€

Tl

ERN, T T
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MAL Y erNYP HIGH P-T NO, 372571

TISOUES FXAMINED

LUNG —
BRIINGHUS {
Hi AT '

ARTEAY .
KTONTY

DTS UCTY

LIViRr -
SPLEEN

SALIN

MONENGE R -
STUOMACH

COLUN

INTUSTINE -
PANLIEAS

IsLeT

Ap=oMaL CORTEX -
AR RNAL MEDULLA

PITULITAYY

LIRS IRTRE BV -
LY A ROGOE

SALIVARY CLAN

THYMYS -
[e3i1s

SiEMINAL VESICLE

PRUSTATY

BLA asp e

Hi N ¢

AONE MAYRUW -
MUSTLE

SKIN AN SURCUTIS

MAMMARY L AND

Y

NERVE

& =y

ALL O2GANS WEPE HISTULOGICALLY NOT KEMARKABLE s ¢ XCEPT

LUNG
CHEONTC M ITNE BRONCHITIS — THERE IS MASSIVE
PESTERONCHLAL LYMPHOCYTIC INFILTRATE AND PATCHY +IICT N
TNYE“STITTAL INFLAMMATION AND FIBRROSIS.

e AR
CHYON T TNEFLAMMATION - 79 INTERSTITIAL TISSURS
St INEILTRATION 7Y MO MUCLEAR CELLS AND INCReASF IN
FIEADUS STRioMA.
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CHRONIC INCLAMMATION — THE INTERSTITIAL TISSUES -

SHw INFILTAATION B8Y MONTGNUCLEAR CELLS AND INCAEASE DN
FIBROUS STROMA,

CHYSTALLING DEPOSITS — GRAY-BLUE AMOKPHOUS AND
CRYSTALLIND MATERIAL IS PRESENT IN THS wWALL, CHIEFLY -

IN THE SER0CSA.

CRYSTALLINY nePOSTITS - GRAY-BLUE AMORPHOUS AND
CRYSTALL INY MATERIAL IS PRESENT IN TH: WALLy CHIEFLY
I THE S:i9iisa,
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TI55UnS FXAMINGD

LuUNG -
BRONCHUS {
HiZAST ‘

AT =R Y -
KIDNCY

31L - DUCT

LIVER -
SPLESN

ERALN

MENTNGES -
STOMACH '

COLON

INTESTINE _
PANCNREAS

ISLET

ADVONAL CNRTEX “§!
ADRENAL MEDULLA i%
PITUITARY ol
THYRDID -
PARATHYRUIT D '

LYMIH NDDE

SALIVARY GL AN -
SLADNER

DVARY

UTERUS -
RN

BONE MARROW

MISCLF , -
SKIMN AND SUBCUTIS

MAMMARY GLAND

EYE

VAGINA

NiERVE

ALL ORGANS WERE HISTOLDGICALLY NOT REMARKABLE, EXCEPY

LUNG -
CHENNTIC MURINE BRONCHITIS — THERE IS MASSIVE
PEYTERONCHIAL LYMPHOCLYTIC INFILTRATE AND PATCHY £NCI OF
INTERSTITTIAL INFLAMMATION AND FIBROSIS. -

cILE wulT
CHSONTL TMPLAMMATTION — THESE IS INFILTRATION HY -
MUONGINUCLEAR CELLS IN TrE MUCOSA AND SUSMUCISA,

THW TR GOMAY N D E

EEC- g 7 -
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CHROMNIC TMNFLAMMATION — THE INTRRSTITTAL TISSUES SHOMW TMFILTRA-
TION BY MNONOMUCLEAR CELLS AND IMNCRFASE TM FIBRNJS STRAMA,

HYPERPIASTA, SLIGHT — THE EPITHRELIUM TS SLIGHTLY ANCAMTHNTIC
WITH A FEN FMLARGED CELLS AMD FOCAL METAPLASTA.
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PATHOL OBY NUMPBER 90133 ANTMAL NUMBER 318HF

FroMALE GRAUP HIoH P-T NO., 772571

ALl

Luns

N

TIas5Ub S “XAMINED

Ltfrls

RRGNCHUS

Hi-a T

ANT =RY

KL+ y

AT DULT
LIven

SPLoEN

GAATN

M IMGE S
STUMACH

(GIRTIRELY

ITNT ST ING
PANCEAS

Is5LET

A CNAL CO3TEX
ADSTNAL MEDULL A
PITUITARY

THY T
PARATHY <21
LY NaDt
SALIVARY GLAND
THY #U S

LA

DVA-SY

YT o<ds

ISER IS

RS MAR RO
MUSCL T

SKIH AMD SUSCUTLS
MAMEARY GLAND
Yy

VAGTNA

Ned Vi

LIS D ANS wER S HISTAOLOGTCALLY NiOT REMARKABLE, £ XCFPT

CHRUNTC AU [N ZeONCHITI(S = THERE IS MASSIVE
Pod Pe0NCHTAL LYMPHOCYTIC INFILTRATE AMD PATCHY FAOCI OOF
INTeRSTITIAL INFLAMMATION AND FIBROSIS.

DUCT
CHEOINTE IMYLAMMATION =~ THERS IS INFILT2ATION 8Y
MIWONUCL A« CELLS IN THE MUCONSA AND SUBMUCIISA.

N NVRQY  \Seua TSBMSOE (ISHYR O il

@™o



AICRGSCOPY Fiir BIOLOUGICAL RCESEARCH, LTD.

l~-%=-77
AT LY NMeE 2 90134 ANEMAL NUMBER  320HF
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TISSULS FXAMINED

LUHG
ARDINCHUS
HiEA T
ART Y
KInnry
SIL - wd T
Liven
SPLY N
AT
MENTIMNGES
STUMALH
":“Li.};\l
INTESTINY
DANTYAS
ISLeT
ARENGL Dy TEX
A CNAL MEOULL A
PITUIYAY
THY < 1D
PASATHY T )
LY M iy
SALIVALY CLAND
THYMUS
LA A
TYARY
UTE o us
:'j!]l\j:’f
AUONT MARW
MUSOL -
SKI o AaNg SyRCUTIS
MAMMALY GLAMD
EY L
VAGTMNA
NVl
ALL Y2 GANYS Woe T HISTUHLOGICALLY NODYT REAARKABL &y Y XCEPT
iy

Crdiiv o MURTNE oRONCHETIS = THERE IS MASSIVE

PLO TR 2ONCHTAL LYMPHSCYTIC INFILTRATE ANO PATCHY FuCl 0OF

INTur STITIAL INFLAMMATION AND FEIBROSTS.

LIve |
Con B C INFLAMMATEON = Tt INTERSTITIAL TISSUFS
Stedw INETLTZATION BY MONDNUCLEAR CELLS AWD INCREASE IN
FIOOUS ATOnMA,
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NUMRER  QC135 ANIMAL NUMBER R 22HF

GROUP HIGH P=T NC. 972571

S TXAMINTD

BRONCHUS

HEART

ARTeRY

KIIDNE
pILY

LIVER
SPLEFE

GRAIN

Y
DUCT

N

MEN INGES
STOMACH

COLON

INTES
PANCR
ISLET

TINE
tAS

ADREMNAL CURTEX
ADRENAL MEDULLA

PITUL

TARY

THYROLD

LYMPH
SALTV
THYMU

NODE
ARY GLAND
S

BLADDER

NVARY
utTeRy
OvVIDy
BSON
BNE
MUSCL
SKIN
MAMMA
EYE
VAGIN
NERVE

ALL DIKGAN

LUNG

KIDNEY

S
c1

MARRNY

L

AND SUBCUTIS
RY GLAND

A
S WERE HISTOLGGICALLY NOT RFMARKABLE, EXCEPT

CHAONTIC MURINE BRONCHITIS — THERE IS MASSIVE
PESTBRONCHTAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI UF
INTERSTITIAL INFLAMMATION AND FIBROSIS.

CHRONTC INFLAMMATION — THE INTERSTITIAL TISSUES
SHOW INFILTRATION BY MONONUCLEAR CELLS AND INCREASE IN
FIRRDUS STRUMA.
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TISSUEZS CXAMINED

LiJNG

BRONCHUS

He ART

ARTERY

KTONEY

BILE DUCT
Liviw

SPLEEN

HRizh TN

MENINGES
STOMACH

COLN
INTLUSTINEG
PANCREAS

ISLET

A ENMAL CNRTEX
ADRENAL MEDULLA
PLTUITARY

THY <1 1D)
PARATHYZNIN
LYMPH NDODE
SALIVARY GLAND
THYMUS

ALADOED

TVARY

UTiz2USs

BN

BUNE MAR RO
MUSCLE

SKIN AND SUBCUTIS
MAMMARY GLAND
FY®

VAGITNA

NEg RV

ALL D2GANS WERE HISTOLOGICALLY NOT KEMARKABLF, EXCEPT

LUNG
LHONTC MURINE sSRUNCHITIS - THERE IS MASSIVE
PEZATERONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY +9CI 0F
INTERSTITIAL INFLAMMATIUN AND FIBRUSIS.

o LINGY

CALCTFICATTION - FOCAL rALLlfILATIUN I5 PRESENT
IN THE TUBULAR EPITHELIUM,
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LIviw
THEGNTC TNFLAMMATION — THD INTERSTITIAL TISSULS
SHOW INTILI=ATION 3Y MONIONUCLEAR CELLS AND INCREASE IN
FIRRCYS STw-IMAL
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PATHOLTWY NUMBER

FEMALYE GRUYP

Al

PG

K TN

TISS50UFS S XAMINED

LUNG

PROINCHU S

HEAST

ARTERY

KIDMWY

BILe DUCT
LIva

SPLF&N

BRATN

MeNIHGES
STIMACH

COLN
INT&STINY
PANCHREAS

IsLev

A “MAL CORTEX
AR AL MEDULLA
PITUTTARY

THY W)

LYMPi4 MO E
SALIVARY GLAND
THYMJS

sLADDER

{IVARY

HT -rUS

M

BN MASRUW
MUSCLE

SKIN AND SURCUTIS

MAMMARY  GL AN
LY F

VASTNA

NE RV =

2?2137 ANIMAL NUMBER D1HF

PAsE 102

HIGH P-T Nije. ©72ST1 -

Ve GANS wEd D HISTILUGICALLY NOT REMARKABLS, SXCEPT

CHZONTC MUK TNE BRONCHITIS — THERE IS MASSIVE
LYMPHOCYTIC IMFILTRATE AN PATCHY #0Cl

PRI RNCHT AL
TR NaTITTAL

-y

INFLAMMATEON ANG FIBROSTS.

CHAEPTC I FLAMMATION = Ty fNTERSTITIAL TISSUES
SHoe THETLTRATION 0¥ MOWONUCLEAR CELLS AND
FTOSUS ST GNA,

INCRE ASE
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B . saEm A

e Auy
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\J

FEMALE GRUUP

ALL

1LAVIG

A RRAVEE

TIS>UES EXAMINED

LIING

BROINCHUS

HEART

ARTERY

KINNEY

HILE DUCT
LIViEx

SPLETN

BRATAN

MENINGES
STiaMadH

COLON
INTESTINE
PANU R EAS

IsLeT

ADRENAL CURTIX
AN ENAL MEODULLA
PITUTTARY

THY LD

LYMPiy NDDE
SALTVAY GLAND
THY %1%

ALADDER

OVARY

Ut ERys

BN -

GONE MAROW
MUSEL

SKIN AND SuIsCUTIS

MAMYAZY GLAND
£ys

VAGTHA

NV

PAGE 103

i
-

@

w0138 ANIMAL NUMBER D2HF

HIGH P=T N}, 3972571

@ Ay

BiciaANS Wkl HISTOLOGICALLY NOT REMARKABLE, EXCEPT

CHUONTC MUR ING BRONCHITIS - THERE IS MASSIVE R
P LENCHTAL LYMPHOCYTIC INFILTRATE AND PATCHY FoCI o g
INTESSTITIAL INFLAMMATIUN AND FISROSIS. ‘
CHOONMES INFLAMMATION — THt INTERSTITIAL TISSUSs ;

SHYw TN TLTRATION Y MONONUCLEAR CELLS AND INCRi ASE IN
Pty STO1A,

LR IR IOt
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FANCEAS

CH=OMLC [MPLAMMATION — THE INTERSTITIAL TISSES

Stitied INFILTRATION 3Y MONINUCLEAR CELLS AND ENCREASE IN
cIaR0UsS STROMA,

ADRENAL CORTEX ;
VACULBLTZATION, SLIGHT — PARENCHYMAL CSLLS CONTAIN
) VACUDILES,

i
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R il TTURRERPL TV, V7 SR
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PATHOILGY NUDMEYR G014 ANIMAL NUMBER  D3IHF
FrvALY HROYP H1GH P-T NG. 572571

TIS5UES FXAMINED

LUNG

BLRUONGCHUS

HEART

ARTCRY

KIaNEY

KILS DUCT
LIVEx

SPLELN

BRATN

MUNTINGES
STOMACH

COLON
INTESTINE
PANCIEAS

ISLET

ADRENAL CiIRTEX
ADRDRIENAL MEDULLA
PITUITARY
THY<OID
PARATHYROIN
LYMPH NONE
SALIVARY GLAND
THYMUS

BLADDER

OVARY

UT=Rrus

BN

BONE MAIRDW
MUSTLE

SKIN AND SUBRCUTIS
MAMMARY GLAND
EYFE

VAGINA

NiRVE

ALL UWGANS Wik HISTOLOGICALLY NNOT REMARKABLE, cXCEPT

LUNG
CHRUNTL MURINE 3RONCHITIS - THERE IS MASSIVE
PrRIARGONCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY FOCI OF
INTERSTITIAL INFLAMMATION AND FIBROSIS,.

AR ENAL )R THEX
VACUOLIZATION, SLIGHT ~ PARENCHYMAL CELLS CONTAILIN
VACUULES .
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TISSUeS TXAMINED

LUNG

HRONCHUS

HEARTY

AR TRy

KINeyY

BIL: pucT
LIvVEs

SPLEER

BTAIN

Miz S INGES
STOMACH

COL N

INTYSTINEG
PANCREAS

150157

ADRTNAL CORTEX
ADRCNAL MEDULLA
PITUITARY
THY <O I
PARATHYRODID
LYMPH NDDE
SALIVARY GLAND
THY 4US

PLADNDER

DIVARY

UTERUS

BONE

BRONE MAPRNY
MUSCLE

SKIN AND SUBCUTIS
MAMMALY GLAND
FYr

VAGINA

NERVE

ALL DRGANS SERE HISTOGLNGICALLY NPT REMARKABLE, EXCEPT

LUNG
CHAONTC MUZINE BRONCHITIS — THERE IS MASSIVE
PERTURUNCHIAL LYMPHOCYTIC INFILTRATE AND PATCHY +QOCI OF
INTESSTITIAL INFLAMMATLION AMD FIBROUSIS.

INTESTIN-
CRYSTALLING DEPUSITS = GPAY-LLUE AMORPHOUS AND
CRYSTALLINE MATCRIAL 1S PRESENT IN THE WALL,y CHIEFLY
IN THE SCROSA.
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CHUEANTC TNFLARMATION - THE INTERSTITIAL TISSUFS
SHiYW INSILTRATION BY MONONUCLEAR CELLS ANU INCKIASE IN
+INROUS STROMA,
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72

ULOBY NUMBREK

Le

Y141

GROUP HIGH

ISSULS SXAMINED

LUNG
BRONCHUS
HoART
ATy
KIONEY
BIL= DUCT
Lives
SPLYEEN
AN

MU INGT S
STHMALH
CUL
INTESTINE
AN AS
ISL=Y

ATRLEN AL

LilnTe X

ADAUNAL MEDULLA

PITOITARY
THY 0T

LYMP NGOE

SALIVary
THYMUS
BLADOE <
UVA=Y
Uresas
RN IR

SLAND

BUNT O MAT O

MUSLLE
SKIN ann
rYd
VahInAg

Ne v

5uUACUTIS

ANIMAL NUMBER

ko HESTOLAGICALLY NDT

REMARKABLE,

P~T NU,

D15HF

972571

EXIEPT

CHUONTGC MULINE SRONCHITIS - THERE IS MASSTIVE
TUPRGNCHTAL LYMPHOLYTIC

2

IQT;

CHe i I 1

SHEY

RN GEETY ALY I

INFILTRATE anD

FOTITIAL INFLAMMATION AND TIBRNSTS.

INS TLT<ATION
ST oM A,

INFLAMMATION —
BY MONTINUCLEAR CELLS AND INCREASE

TH®

PATCHY #UCI

INTe/STITIAL TISSUES
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K IONEY
CHIONTC INFLAMMATION — THE IMTERSTITIAL TISSUES
SH7w INFILTRATIUN Y MONONUCLEAR CELLS AND INCREASE N
FIBKOUS S5TROMA,

LIves

CAltak I INFLAMMATINR — THC INTERSTITIAL TISSUES
SHitw INFTLTRATION 2Y MONONUCLEAR CELLS AND INCREASE IN
FIBRGUS 5TrROMA,

AURENAL CORTEX
VACUDL TZATION, SLIGHT - PARENCHYMAL CELLS CONTAILN
VACUDLES. .

VAGINA
CYST - THE FIBRDUS wALL IS LINED 8Y MATURE
EPITHELIAL CELLS. THE LUMEN IS FILLED WITH SECRETIUN,
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i
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PATHOLOGY NUMBER 90142 ANIMAL NUMBER A1 MM
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TISSURS TXAMINED

LN

AQONC HUS

HAEART

K1Y

AL~ JUCT
LIve?

SPL=ER

STHAACH

COiL st
Todd s iNgE
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IS0 T
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Adn AL MODJLL A
FITUTTALY
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LY A4 00

T: 5715

SEfINAL VeSIOLE
PesT ATy

v e

SR W SaEaDdTa s
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jRY

WU SOy e HISTOLAGICALLY NOT “iMARKABLT, ~XCEPT

Cob R0 U T SHONCHTTIS = THERE 1S MASSIVE
S e TAL LYMPHUCYTIC INFILTRATE ANy PATUHY « 301 7
TNToSTITIAL INFLAMMATION AN FIBROSIS,.

KT oaNky
CHRONTO Ik LAMMATIOR = THe [NTERSTITIAL TISSUES
O T TAFTLT RATTON Y MONONUCLEAK CELLS AND INCKEASE IN
EYoids AT A,

Lt oounT
CHEDONTL INFLAMMATION - TH-08 IS INFILTLATION 3Y
MIMONYCE =AY LELLS IN Tl MUCUSA AND SUSMUCOSA.

CHRONEC TN LAMMATIUN — fHe INTERSTITIAL TISSUES
SHYN TP TLTHATION BY MONONUCLEAR CELLS AND INCREASE I
FL oS ST A,
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LRYSTALLING DEPOSITS — GRAY-RLUE AMORPHNIUS AND
CRYSTALLINE MATERTAL IS PRESFNT IN THE WALL, CHIEFLY
IN THe SERNSA,

CHAUNTC INFLAMMATION - THZ INTERSTITIAL TISSUES
SHOW INFILTRATION 3Y MONONUCLEAR CELLS AND INCREASE IN
FITROUS STRUOMA,

CARTEX

VACUGLTIZATION, SLIGHY — PARENCHYMAL CELLS CUNTAIN
VAT UQOLES,
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