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Appendix II

Histopathology Report

¢ Corrected pages with transmittal letter dated January 22, 2004
¢ Pathology report (October 22, 2003), Experimental Laboratories, Inc.
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EXPERIMENTAL PATHOLOGY LABORATORIES, INC.
P.0. BOX 12766, RESEARCH TRIANGLE PARK, NC 27709 (919)998-9407 Fax: (919)898-9607

January 22, 2004

Dr. Julia George

Senior Toxicologist

Research Triangle Institute

P.O. Box 12194

Research Triangle Park, NC 27709-2194

~ Dear Dr. George:

Please find an original and one punched copy of page 2 and the leader pages for
the two components from the final pathology report entitled “Assessment of
Pubertal Development and Thyroid Function in Juvenile Male CD® (Spague-
Dawley) Rats After Exposure to Selected Chemicals Administered by Gavage on
Postnatal Days 23 Through 52/53" — Client ID 65U-08055.001.015.001(M) — EPL
Project No. 237-006.

If there are any questions regarding these pages, please do not hesitate to

contact me.

Sincerely,

ﬂ)HN CURTIS SEELY, % M.

Diplomate ACVP
Senior Pathologist

JCS:amh

Enclosures
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DESIGN OF THE STUDY

Eight test chemicals were administered via gavage once daily for 31-32

consecutive days (pnd 22 to pnd 52 or 53) to male CD® (Sprague-Dawley) rats

under the study conditions outlined in the study protocol (RTI Master Protocol

No.: RTI-831).

The study began with 15 weight-matched F1 males/group. The study

design, test chemicals and target dose levels are presented in Table 1.

Table 1 — Study Design

Component 1

Group | No.F1 Dose Concentration Dose Volume
No. Males Chemical mg/kg/day mg/ml ml/kg
1 15 A 0 0.0 5.0
2 15 Methoxychlor 25 5.0 5.0
3 15 50 10.0 5.0
4 15 Atrazine 75 15.0 5.0
5 15 150 30.0 5.0
6 15 p,p-DDE 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Vinclozolin 30 6.0 5.0
9 15 100 20.0 5.0
2 corn oil, vehicle control
Component 2
Group No. F1 Dose Concentration Dose Volume
No. Males Chemical mg/kg/day mg/ml ml/kg
1 15 2 0 0.0 5.0
2 15 Propylthiouracil 2 04 5.0
3 15 25 5.0 5.0
4 15 Linuron 50 10.0 5.0
5 15 100 20.0 5.0
6 15 Ketoconazole 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Phenobarbital 50 10.0 5.0
9 15 100 20.0 5.0

2 corn oil, vehicle control




EPL®

EXPERIMENTAL PATHOLOGY LABORATORIES, INC.

Study Design

Component 1

Group No. F1 Dose Concentration Dose Volume
No. Males Chemical mg/kg/day mg/ml mi/kg
1 15 - 0 0.0 5.0
2 15 Methoxychlor 25 5.0 5.0
3 15 50 10.0 5.0
4 15 Atrazine 75 15.0 5.0
5 15 150 30.0 5.0
6 15 p,p-DDE 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Vinclozolinp 30 6.0 5.0
9 15 100 20.0 5.0

2 corn oil, vehicle control
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Study Design

Component 2

Group No. F1 Dose Concentration Dose Volume
No. Males Chemical mg/kg/day mg/ml mi/kg
1 15 -2 0 0.0 5.0
2 15 Propylthiouracil 2 0.4 5.0
3 15 25 5.0 5.0
4 15 Linuron 50 10.0 5.0
5 15 100 20.0 5.0
6 15 Ketoconazole 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Phenobarbital 50 10.0 5.0
9 15 100 20.0 5.0

& corn oil, vehicle control
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65U-08055.001.015.001(M)

ASSESSMENT OF PUBERTAL DEVELOPMENT AND
THYROID FUNCTION IN JUVENILE MALE CD®
(SPRAGUE-DAWLEY) RATS AFTER EXPOSURE
TO SELECTED CHEMICALS
ADMINISTERED BY GAVAGE ON
POSTNATAL DAYS 23 THROUGH 52/53

65U-08055.001.015.001(M)
EPL PROJECT NO. 237-006

PATHOLOGY REPORT

Submitted to
Research Triangle Institute

P.O. Box 12194
Research Triangle Park, NC 27709

Submitted by
Experimental Pathology Laboratories, Inc.

P.O. Box 12766
Research Triangle Park, NC 27709

October 22, 2003
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NARRATIVE SUMMARY

INTRODUCTION

The objective of this study was to quantify the effects of environmental

compounds on pubertal development and thyroid function in the intact
juvenile/peripubertal male rat. This assay detects compounds that display
antithyroid, estrogenic, androgenic, antiandrogenic [androgen receptor (AR) or
steroid enzyme mediated] activity, or alter follicle stimulating hormone (FSH),
luteinizing hormone (LH), prolactin, growth hormone (GH), or hypothalamic
function.

For this study, the following chemicals were tested: Methoxychlor,
Atrazine, p-p-DDE, Vinclozolin, Propylthiouracil, Linuron, Ketoconazole, and

Phenobarbital. The study was conducted in two components. Each component

consisted of two dose groups per test material and one vehicle control group,
each group comprised of 15 weight-matched F1 male weanlings, for each of the
two components.

The testes, epididymides and thyroids were examined microscopically.

SUMMARY

Administration of the test chemicals by gavage to male, CD® (Sprague-
Dawley) rats, under the conditions of this study, was associated with the
following histopathologic changes:

1. The presence and dose-related increased severity of thyroid, follicular cell
hypertrophy/hyperplasia in both the 2 and 25 mg/kg dosed
Propylthiouracil animals.
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DESIGN OF THE STUDY
Eight test chemicals were administered via gavage once daily for 31-32

consecutive days (pnd 22 to pnd 52 or 53) to male CD® (Sprague-Dawley) rats
under the study conditions outlined in the study protocol (RTl Master Protocol
No.: RTI-831).

The study began with 15 weight-matched F1 males/group. The study

design, test chemicals and target dose levels are presented in Table 1.

Table 1 — Study Design

Component 1

Group | No. F1 Chemical Dose Concentration Dose Volume
No. Males mg/kg/day mg/ml mi/kg
1 15 B 0 0.0 5.0
2 15 Methoxychlor 25 5.0 5.0
3 15 50 10.0 5.0
4 15 Atrazine 75 15.0 5.0
5 15 150 30.0 5.0
6 16 p,p-DDE 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Vinclozolin 30 6.0 5.0
9 15 100 20.0 5.0

2 stripped corn oil, vehicle control

Component 2

Group { No. F1 Chemical Dose Concentration Dose Volume
No. Males mg/kg/day mg/ml mi/kg
1 15 B 0 0.0 5.0
2 15 Propylthiouracil 2 0.4 5.0
3 15 25 5.0 5.0
4 15 Linuron 50 10.0 5.0
5 15 100 20.0 5.0
6 15 Ketoconazole 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Phenobarbital 50 10.0 5.0
9 15 100 20.0 5.0

@ stripped corn oil, vehicle control
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Individual treatment groups within each component of the study were
given unique five digit codes that are presented in Table 2.

Table 2 — Treatment Group Designations

Group Component 1 Component 2

1 78967 82703

2 96509 04691

3 68843 65437

4 841566 46916
5 39239 59969

B 29505 27489

7 48266 , 16317

8 15492 34563

9 07983 95962

According to the study protocol, all F1 males were subjected fo a
complete necropsy with selected organs dissected and weighed. The testes and
epididymides were fixed in Bouin’s fixative for 24 hours, after which they were
rinsed and stored in 70% alcohol. The thyroid with attached portion of trachea
was fixed in 10% buffered neutral formalin. All tissues were trimmed, embedded
in paraffin, sectioned and stained with Hematoxylin and Eosin (H&E).

Histopathological examination of selected organs was conducted on the
protocol-required tissues. The protocol-required tissues were: testis, epididymis
and thyroid glands.

The gross and histopathologic data were entered in the Experimental
Pathology Laboratories, Inc. Computerized Pathology Reporting System. Each
lesion was graded according to a four-grade severity scale (1-4). “Aspermia” of

“the epididymis was designated only as “Present”.

RESULTS

The individual animal data are presented by group in the Histopathology
Incidence Table (HIT) and the group summary data in the Summary Incidence
Tables (SIT). Gross necropsy findings were correlated to the microscopic
findings, whenever possible. These findings are presented in the section
“Correlation of Gross and Microscopic Findings Tables".
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A limited number of histopathologic changes were observed during the
study. No lesions were noted in any control animals from either Component 1 or
Component 2. A few degenerative lesions of the testicular seminiferous tubules
associated, in some cases, with the presence of exfoliated germ cells in
epididymal tubule lumens were occasionally observed. None of these changes
appeared to be treatment-related because of their overall low incidence and lack
of any dose response.

In addition, because of the young age of the animals, the epididymal

tubules appeared to be slightly immature and fewer sperm compared to older
animals were present. This was particularly noted in the epididymal cauda of all
animals examined.

The following chemicals were not associated with any treatment-related
histopathologic changes: Component 1 = Methoxychlor (25 and 50 mg/kg);
Atrazine (75 and 150 mg/kg), p.p-DDE (50 and 100 mg/kg), and Vinclozolin (30
and 100 mg/kg); Component 2 = Linuron (50 and 100 mg/kg), Ketoconazole (50
and 100 mg/kg), and Phenobarbital (50 and 100 mg/kg).

Although some relative and/or adjusted organ weight changes were
statistically different (either increased or decreased) for the testes, epididymides
or thyroid glands for several of the above chemicals, no related histopathology by
routine H&E examination was detected in these tissues to account for the weight

changes.

TREATMENT-RELATED FINDINGS BY CHEMICAL
-Propylthiouracil

Administration of both 2 and 25 mg/kg Propylthiouracil was associated
with the presence and dose-related increased severity of thyroid follicular cell
hypertrophy/hyperplasia which was clearly related to increased thyroid weights
and levels of TSH and decreased levels of T4.

Follicular cell hypertrophy/hyperplasia was characterized by a spectrum
of histologic changes including the increased size and apparent number of
follicular cells, the reduction in follicular lumen size, the presence of thyroid

follicles. The severity of hypertrophy/hyperplasia was subjectively based on a
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number of criteria: minimal = muitifocal follicles affected, size and number of
follicular cells slightly enlarged and increased; mild = diffuse change with further
increased cell size and hyperplasia; moderate = enhanced severity with the
presence of notable numbers of follicular cell mitoses; marked = increased
mitotic rate, some degenerative cells (deeply eosinophilic cytoplasm and pyknotic
nuclei) within the follicular epithelium, and obvious thyroid gland size and shape
enlargement. No alteration of the thyroid vasculature was noted.

The incidence and severity of thyroid hypertrophy/hyperplasia is

presented in Table 3.

Table 3 — Incidence and Severity of Thyroid Hypertrophy/Hyperplasia
Propylthiouracil

Dose (mg/kg) 0 2 25
THYROID (No. Examined) (14) (15) (14)
Hypertrophy/Hyperplasia 0 15 14
Mild 0 10 1
Moderate 0 5 9
Marked 0 0 4

Results of the microscopic examination of the thyroid gland are
compatible with previous reports on the direct action of Propylthiouracil on the
thyroid gland (Thomas and Williams, 1999).

Csde N
HN CURTIS SEELY, DALM.
Diplomate, ACVP
Senior Pathologist

Cesobee 22, 2003
Date
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QUALITY ASSURANCE FINAL CERTIFICATION

Study Title: Assessment of Pubertal Development and Thyroid Function in Juvenile Male cp® {Sprague-

Dawley) Rats After Exposure to Selected Chemicals Administered by Gavage on Postnatal Days 23 Through
52/53

Client Study: RTI Contract 65U-08055.001.015.001(M)  EPL Project Coordinator: Dr. John Curtis Seely

EPL Project Number: 237-006 EPL Pathologist: Dr. John Curtis Seely

The following aspects of this study were inspected by the Quality Assurance Unit of Experimental Pathology Laboratories, Inc.
Dates inspections were performed and findings reported to the EPL Project Coordinator and Management are indicated below.

Dates
Area Inspected Inspection Reporting

EPL Project Sheets October 8, 2002; October 8, 2002;

December 13, 2002; December 13, 2002;

March 10, 2003 March 10, 2003
Project Setup November 26&27, 2002; November 27, 2002;

March 11, 2003 March 11, 2003 .
Histology Setup November 27, 2002; November 27, 2002;

March 12, 2003 March 12, 2003
Data Review January 17, 2003; January 17, 2003; ‘

April 11, 2003 April 11, 2003
Draft Report July 2&3, 2003 July 3, 2003 \
Final Report ’ October 22, 2003 October 22, 2003 ‘
Date Reported to Study Director/Management: October 22, 2003 |
Date of last quarterly facility inspection: August 2003

Cowe J. HEKW Octolee, 22, 2003

{EPY Quality Assurance Unit Date

Form No. 6-2 (09/10/99)
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Study Design

Component 1

Group | No.F1 Chemical Dose Concentration Dose Volume
No. Males mg/kg/day mg/ml ml/kg
1 15 A 0 0.0 5.0
2 15 Methoxychlor 25 5.0 5.0
3 15 50 10.0 5.0
4 15 Atrazine 75 15.0 5.0
5 15 150 30.0 5.0
6 15 p,p-DDE 50 10.0 5.0
7 15 100 20.0 5.0
8 15 Vinclozolin 30 6.0 5.0
9 15 100 20.0 5.0

2 stripped corn oil, vehicle control




SUMMARY INCIDENCE TABLES

COMPONENT #1




SUMMARY INCIDENCE TABLE

08055.001
F1 Sacrifice
Male Rat
GROUP GROUP GROUP GROUP GROUP GROUP
1 2 3 4 5 6
EPIDIDYMIS (NO. EXAMINED) (12) (15) (13) (12) (12) (13)
Aspermia 1
Exfoliated Germ Cells, Lumen 1
TESTIS (NO. EXAMINED) (12) (15) (13) (12) (12) (13)
Degeneration, Seminiferous
Tubule 1
THYROID (NO. EXAMINED) (12) (15) (13) (12) (12) (13)
8
EPL

Experimental Pathelogy Laboratories, Inc.




SUMMARY INCIDENCE TABLE

08055.001
F1 Sacrifice
Male Rat
GROUP GROUP GROUP
7 8 9
EPIDIDYMIS (NO. EXAMINED) (15) (13) (12)
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS (NO. EXAMINED) (15) (13) (12)
Degeneration, Seminiferous
Tubule 1
THYROID (NO. EXAMINED) (15) (13) (12)
9
EPL |
| Experimental Pathology Laboratories, Inc.




HISTOPATHOLOGY INCIDENCE TABLES

COMPONENT #1




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
1
08055.001
F1 Sacrifice
Male Rat ﬁ
I
M
A
t 1111
1,3|3|5|5,6/8(0102]2
1|52 |3|0|1{8{7|4,5]2]|3
EPIDIDYMIS X X | X|X|X| X X|X|X|X|X|X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS X XX X|X|X|X|XIX|X|X X
Degeneration, Seminiferous
Tubule
THYROID XX X|X|X|X|X|X|X|X|X X
|
10
EPL | Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis
N - I=minimal 2=mild 3=moderate 4=severe
| Experimental Pathology Laboratories, Inc, P=Present B=Benign M-Malignant

m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
2
08055.001
Fl1 Sacrifice
Male Rat C
1
M
A
L 101|111
113 4/5/6|7|8,8,0]01212]|3
2161 9 217|0|518{3|6 1| 4|4
EPIDIDYMIS X|X|X XX/ X|X|X X X|X|X]X|X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS X1 X|X XX X|X|X|X|X|X|X|X|X
Degeneration, Seminiferous
Tubule
THYROID XX | X XX X|X|X[|X|X|X|X|X|X
11
EPL | Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis

I Experimental Pathology Laboratories, Inc.

1=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
3
08055.001
F1l Sacrifice
Male Rat :
i
M
A
t 10111
1(3|4|5|617|8|8|0]0]|2]2
314583 (6/1/4|1912]7]0}5
EPIDIDYMIS XX X|X|X|X|X{X|X|X|X|X|X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS XXX/ X/ X|X|X|X | X|X|X|X X
Degeneration, Seminiferous
Tubule
THYROID X[ X[ X XIXIXIX|X X/ X|X|X[|X
12
EPL I Key : X=Not Remarkable N=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc.

1=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death
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GROUP
4
08055.001
Fl1 Sacrifice
Male Rat :
|
M
A
L 1111
2134|6781 9|10]0;2]|3
4191767 |5|2|3|]0]1|8]6]|3
EPIDIDYMIS XXX X|X|X|X | X XX X
Aspermia P
Exfoliated Germ Cells, Lumen 3
TESTIS XXX | X|X|X|X|X X| XX
Degeneration, Seminiferous
Tubule 3
THYROID XXX/ X|IX{X|X|X|X|X|X|X
13
EPL | Key :X=Not Remarkabie N=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc.

1=minimal 2=mild . 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
5
08055.001
Fl Sacrifice
Male Rat ﬁ
|
M
A
L 1)1
i(112/34,6(7/89(0]0
5(3]19/8|7/6|4]|3|2]1]|0|°9
EPIDIDYMIS XXX | X | X|X|X|X|X|X|X|X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS XIX|X | X|X[|[X|X|X|X|X|X|X
Degeneration, Seminiferous
Tubule
THYROID XIX|X|X|X|X|X|X|X| X X|X
14
EPL | Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc.

l1=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
6
08055.001
F1l Sacrifice
Male Rat ﬁ
|
M
A
t 1]1]1
1/2|3|4|5/6]8|9/9,1|1]2
6|/2,7|8|5|6/3/1|219]0|7]8
EPIDIDYMIS XX/ X[ X|X| XX/ X|X|X]|X|XIX
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS XX/ X[|X|X|X I X|X|X|X|X X|X
Degeneration, Seminiferous
Tubule
THYROID X X|X|X|X|X|X|X|X|X|X|X|X
15
EPL I Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc,

l1=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
7
08055.001
Fl Sacrifice
Male Rat ﬁ
1
M
A
L 1(1l1/1
2123|4567 |8199|1]1;,2]3
711169472503 |8|1i69;2
EPIDIDYMIS XX X|IX|X|X | X|X|X  X|X|X|X|X|X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS XX X|X| XX | X|X|X | X|X|X|X|X|X
Degeneration, Seminiferous
Tubule
THYROID X X|X|X|X|XIXIX|X| X X|X]|X|X|X
16
EPL I Key : X=Not Remarkable HN=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc.

l=minimal 2=mild 3-moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
8
08055.001
F1l Sacrifice
Male Rat ﬁ
I
M
A
L 1)1
1121244567199 1]3
8112|503 |8|1|6|4|712]|0
EPIDIDYMIS XXX XXX XXX X|X X |X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS X|X|X X[ X|X|XIX|X|X|X|X
Degeneration, Seminiferous
Tubule 1
THYROID X1 X[ X| X XIX|X|X]X|X|X|X | X
17
EPL | Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis

I Experimental Pathology Laboratories, Inc.

1=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




]

HISTOPATHOLOGY INCIDENCE TABLE

GROUP
9
08055.001
Fl Sacrifice
Male Rat :
I
M
A
L 1
1124456771991
9(0/3/112!9|0]78|5]6]3
EPIDIDYMIS XXX/ XIX{X|X|X|X|X|X X
Aspermia
Exfoliated Germ Cells, Lumen
TESTIS X X[ XX/ XIXIX|X|X|X]|X|X
Degeneration, Seminiferous
Tubule
THYROID X X[ X|XIXIX|X|X|X|X]X|X
18
EPL I Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis

| Experimental Pathology Laboratories, Inc.

l=minimal 2=mild 3=moderate 4=severe
P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




CORRELATION OF GROSS AND MICROSCOPIC FINDINGS TABLES

COMPONENT #1
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EPL®

EXPERIMENTAL PATHOLOGY LABORATORIES, INC.

- Study Design

Component 2

\ Gfoup B

“No. F1
Males

Dose

Concentration

—mg/ml

‘Dose Volume -

-t

15

Chemical | mg/kg/day
~nemic y.

0

0.0

mikg =
50

15

Propyithiou ra'cil, 2

0.4

50

15

25

50

15

Lnuron | 50

10:0

15

100

200

50

15

Ketoconazole 50

10.0.

50

15

100

-20.0

5.0

15

100

5.0

© |00 [~Ho o | [eo o

| Phencbarbital 50

100

¥ stripped

corn oil, vehicle control -

50




~ SUMMARY INCIDENCE TABLES

COMPONENT#2




08055.001
Terminal Sacrifice
Male Rat

SUMMARY INCIDENCE TABLE

EPL |

| Experimental Pathology Laboratories, Inc.

GROUP GROUP GROUP GROUP GROUP GROUP
1 2 3 4 5 6
EPIDIDYMIS (NO. EXAMINED) (14) (15) (14) (15) (15) (15)
Exfoliated Germ Cells, Lumen 1
TESTIS (NO. EXAMINED) (14) (15) (14) (15) (15) (15)
Degeneration, Seminiferous
Tubule 1 1
THYROID (NO. EXAMINED) (14) (15) (14) (15) (15) (15)
Congestion 1
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell 15 14
27




SUMMARY INCIDENCE TABLE

08055.001
Terminal Sacrifice
Male Rat
GROUP GROUP GROUP
7 8 9
EPIDIDYMIS (NO. EXAMINED) (14) (15) - (15)
Exfoliated Germ Cells, Lumen 1
TESTIS (NO. EXAMINED) (14) (15) (15)
Degeneration, Seminiferous
Tubule
THYROID (NO. EXAMINED) _ (14) (15) (15)
Congestion
Hemorrhage, Follicle 1
Hypertrophy/Hyperplasia,
Follicular Cell
28 '

EPL |
l Experimental Pathology Laboratories, Inc.




HISTOPATHOLOGY INCIDENCE TABLES

COMPONENT #2




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
1
08055.001
Terminal Sacrifice
Male Rat ﬁ
I
M
A
L i1 1111112222222
3|/5{5}7/7|8(9|0]1|3|3|5]5]|7
63411122908 |5|6]/34|0
EPIDIDYMIS X X| XXX/ X|X|X| X! X|X|X|X|X
Exfoliated Germ Cells, Lumen
TESTIS X|X|X|X| X/ X|X|X|X|X|X|X | X|X
Degeneration, Seminiferous
Tubule
THYROID XXX/ XX X|X|X|X|X|X|X|X|X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell ’
29
EPL | Key : X=Not Remarkable N=No Section I=Incomplete A=Autolysis E
. " 1=minimal 2=mild 3=moderate 4=severe
I Experimental Pathology Laboratories, Inc. P=Present B=Benign M=Malignant |

m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
2
08055.001
Terminal Sacrifice
Male Rat ﬁ
[
M
A
L Jaf1i1l2j1(1|1)2|2|2|22(2|2]|2
3/5[(517]7|18(9|]0/1|1|3|3|5|5]6
71250 3|3|8|1]6|9|4|7|2|5,9
EPIDIDYMIS XX XX X|X|X|X|X|X|X|X|X]|X X
Exfoliated Germ Cells, Lumen
TESTIS XXX X[ X|X|XIX|X|X|X|X|X|X|X
Degeneration, Seminiferous
Tubule
THYROID
Congestion 2
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell 213213 |3|2|3|2|3|2|2|]2|2|2)|2
30

EPL |
l Experimental Pathology Laboratories, Inc.

Key : X=Not Remarkable N=No Section I=Incomplete A=Autolysis
l=minimal 2=mild 3=moderate 4=severe

P=Present B=Benign M=Malignant

m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
3
08055.001
Terminal Sacrifice
Male Rat ﬁ
I
M
A
L 1111|1112 |2|2,2 2|22
3/5|5(6(7|8,9/0(12|2{3 3|55
8116|944, 712|503 |8|]16
EPIDIDYMIS XX X|X|X|XIX|X| X X|X|X|XX
Exfoliated Germ Cells, Lumen
TESTIS X X|X|X|X|X|X|X|X|X X | X | X
Degeneration, Seminiferous
Tubule 1
THYROID
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell 4121343143133 [3]413[3]3
31

EPL |
l Experimental Pathology Laboratories, Inc.

Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis
l1=minimal 2=mild 3=moderate 4=severe

P=Present B=Benign M=Malignant

m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
4
08055.001
Terminal Sacrifice
Male Rat ﬁ
I
M
A
L i(1,1/1;1{1(1}2|2|2|22|2)|2|2
3/!5/5/6,7|8|90{1|2|3]3|5|5]|6
910,78 (55|63 4|2 |2|9|0]|7]|7
EPIDIDYMIS XXX X[X|X[X X|X|X|X | X|X|X[X
Exfoliated Germ Cells, Lumen
TESTIS XX X1 X|X[|X[X|XIX|X|[X|X|X|X X
Degeneration, Seminiferous
Tubule
THYROID X1 X[ X|X|X| X[ X|X| XX X|X X X |X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell
32
EPL | ﬁ?y :X=N?t gemaqzab;e g=No Section I=Incomplete A=Autolysis E
=mini =mi - te 4=
I Experimental Pathology Laboratories, Inc. Popresent B=g;n1'gn mgmg?gﬁant severe

m=missing one paired organ u=unscheduled sac./death




L
HISTOPATHOLOGY INCIDENCE TABLE
GROUP
5
08055.001
Terminal Sacrifice
Male Rat :
l
M
A
Loofaj1rf1j1j1]|2|2]2/2|2]|2]2 2|2
414 |15,6,7 8190123144 5]|6
0|/9(8|7/6|6|5|4]3,2|1]0]9|8]|6¢6
EPIDIDYMIS X|X|X|X|X|X|X|X|X|X|X|X|X|X|X
Exfoliated Germ Cells, Lumen
TESTIS XX X|X|X|X|X|X|X|X|X|X X |X|X
Degeneration, Seminiferous
Tubule
THYROID XX X/ X|X|XIX X|X|X|X|X|X|X|X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell
33
EPLI Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis
N N 1=minimal 2=mild 3-moderate d4=severe
| Experimental Pathology Laboratories, Inc. P=Present B=Benign M-Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
6
08055.001
Terminal Sacrifice
Male Rat ﬁ
I
M
A
L1 j21i1]1 1|22 (2]|2/212|2]z2
4145|6789 011]2|3]44]5]|6
1/8/9,67|7|4|5/2|3[0]1|8|]9)5
EPIDIDYMIS XX/ X X|X|X|X|X|X|X|X|X|X|X
Exfoliated Germ Cells, Lumen 2
TESTIS XX/ X|X|X|X  X|X|X|X|X|X|X|X
Degeneration, Seminiferous
Tubule 1
THYROID X X/ X/ X|X|X|X|X|X|X|X|X|X|X|X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell
|
34
EPL l Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis
" - l=minimal 2=mild 3=moderate 4=severe
l Experimental Pathology Laboratories, Inc. P=Present B=Benign M=Malignant -

m=missing one paired organ u=unscheduled sac./death |




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
7
08055.,001
Terminal Sacrifice
Male Rat ﬁ
I
M
A
L2111 |1]2]|2|2|2{2 2|2
4141661789011 ]|2|2 4]6]|6
217|058 {8 |3|6|1]|4]|917]0]4
EPIDIDYMIS X|X|X XX X|X| X X|X|X|X|X|X
Exfoliated Germ Cells, Lumen
TESTIS X X|X| XXX/ X|X|X | X|X|X|X|X
Degeneration, Seminiferous
Tubule
THYROID X|IX|X|X|X| X X|X|X|X|X]|X|X|X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell
35

EPL |
I Experimental Pathology Laboratories, Inc.

Key : X=Not Remarkable N=No Section I=Incomplete A=Autolysis
1=minimal 2=mild 3=moderate 4=severe

P=Present B=Benign M=Malignant

m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
8
08055.001
Terminal Sacrifice
Male Rat :
1
M
A
L1111 |2)2/2|2|2/2|2|2
4146|167 8|90 1122|414 ,6|6
3/6|1(4]9/912|7|0]5|8|3|6]1]|3
EPIDIDYMIS XIX|X|X| XX/ X|X|X|XIX|X|X|X|X
Exfoliated Germ Cells, Lumen
TESTIS X1 X|X| XX | X[X|X|X|X|X|X|X|X]|X
Degeneration, Seminiferous
Tubule
THYROID X|IX|X|X{X|X|X|X | X|X|X|X|X X|X
Congestion
Hemorrhage, Follicle
Hypertrophy/Hyperplasia,
Follicular Cell
36
EPL I Key :X=Not Remarkable N=No Section I=Incomplete A=Autolysis
" l=minimal 2=mild 3=moderate d4=severe
I Experimental Pathology Laboratories, Inc. P=Present B=Benign M=Malignant
m=missing one paired organ u=unscheduled sac./death




HISTOPATHOLOGY INCIDENCE TABLE

GROUP
9
08055.001
Terminal Sacrifice
Male Rat ﬁ
!
M
A
L 1111|1141 1r(2, 222 2,22
414|6|6(8|1819]9|10]0;2|2;4]4]6
4451213 ]0|1|0|1|8|9|6|74|5]|2
EPIDIDYMIS X|X|X|X|X|X X X|X|X|X|X X|X
Exfoliated Germ Cells, Lumen 1
TESTIS XX XXX X|X|XIX|X|X|X X|X|X
Degeneration, Seminiferous
Tubule
THYROID X XXX |X|[X|X|X|X[X|X|X|X X
Congestion
Hemorrhage, Follicle 1
Hypertrophy/Hyperplasia,
Follicular Cell
g
g
|
|
|
|
|
37 |
EPL I Key : X=Not Remarkable N=No Section I=Incomplete A=Autolysis
N A I=minimal 2=mild 3=moderate d4=severe
| Experimental Pathology Laboratories, Inc. P=Present B=Benign M=Malignant

m=missing one paired organ u=unscheduled sac./death




~ CORRELATION OF GROSS AND MICROSCOPIC FINDINGS TABLES

- COMPONENT#2 e
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