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EXECUTIVE SUMMARY
IOLUENE (Group 1), induced the following changes:
1. Epidermal inflammatory/degenerative changes at all sacrifice

intervals.
Epidermal proliferative changes at all sacrifice intervals.
Dermal changes at all sacrifice intervals.

Increased epidermal thickness and number of epidermal cells
at all sacrifice intervals.

Increased BRDU labelling at 24, 48, and 96 hours (indices not
measured at & hours).

MSO: TOLUENE (Group 3), induced the following changes:

Epidermal inflammatory/degenerative changes at all sacrifice
intervals.

Epidermal proliferative changes at all sacrifice intervals.
Dermal changes at all sacrifice intervals.

Increased epidermal thickness and number of epidermal cells
at all sacrifice levels.

Increased BRDU labelling at 24, 48 and 96 hours (indices not
measured at 6 hours).

OLPH (Groups 4, 5, 6, and 7)., induced the following changes:

1.

MSO (Groups 8, 9, 10 and 11

1.

2.

Epidermal inflammatory/degenerative changes at all sacrifice
intervals.

Epidermal proliferative changes at all sacrifice intervals.
Dermal changes at all sacrifice intervals.

Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.

Increased dose-related BRDU labelling at 24, 48 and 96 hours;
(indices not measured at 6 hours).

Epidermal inflammatcry/degenerative changes at all sacrifice
intervals.

Epidermal proliferative changes at all sacrifice intervals.



Dermal changes at all sacrifice intervals.

4. Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.

5. Increased BRDU labelling at 24, 48 and 96 hours (indices not
measured at 6 hours).

LVD (Groups 12, 13, 14, and 15), induced the following changes:.

1. Epidermal inflammatory/degenerative changes at all sacrifice
intervals.

2. Epidermal proliferative changes at all sacrifice intervals.
3. Dermal changes at all sacrifice intervals.

4. Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.

5. Dose-related increases in BRDU labelling at 24, 48 and 95
hours (indices not measured at 6 hours).

TPA (Groups 16, 17, 18 and 19 induced the following changes:

1. Epidermal inflammatory/degenerative changes at all sacrifice
intervals.

2. Epidermal proliferative changes at all sacrifice intervals.
3. Dermal changes at all sacrifice intervals.

4. Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.

5. Increased BRDU labelling at 24, 48 and 96 hours (indices not
measured at 6 hours).

n-DODECANE
changes:

1. Epidermal inflammatory/degenerative changes at all sacrifice
intervals.

2. Epidermal proliferative changes at all gsacrifice intervals.
3. Dermal changes at all sacrifice intervals.

4. Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.




EXECUTIVE SUMMARY, n-DODECANE (cont'd)

5. Increased BRDU labelling at 24, 48 and 96 hours {indices not
measured at 6 hours).

BPX (Groups 24, 25, 25 and 27). induced the following chandes:

1. Epidermal inflammatory/degenerative changes only at 6, 24 and
48 hours intervals.

2. Epidermal prcliferative changes at all sacrifice intervals.
3. Dermal changes at all sacrifice intervals.

4. 1Increases in epidermal thickness and number of epidermal
cells at all sacrifice intervals.

5. Increased BRDYU labelling at 24, 48 and 96 hour intervals
(indices not measured at 6 hours).



201-910801, Subprotocol 3, (ACC# 1848)

INTRODUCTION

The general objective of this protocol is the establishment
of a data base for designing and implementing a comparative study
tc extend tho effects of petroleum middle distillates on markers
of tumor promotion in mouse skin to the human situation.
Specifically, Subprotocol 3 was a study of dermal irritation and
epidermal hyperplasia induced by acetone, tcluene, mineral seal
cil: toluene, odorless light petroleum hydrocarbons (OLPH),
mineral seal oil (MSO)}, light vacuum distillates (LVD), TPA, n-
dodecane and benzoyl peroxide (BPX). CD-1 mice, administered
these test articles or diluent vehicles (twice per week for a
total of 4 applications), were sacrificed at 6, 24, 48 and 96
hours post-final dosing. The treatment and sacrifice groups are
summarized below:

Veritas No. of Mice per
Group No. Treatment Sacrifice Interval

6 _hr. 4 hr. 48 hr. 96 hrx.

1 Toluene 4 4 4 4

2 Acetone 4 4 4 4

3 MSO:Toluene 4 4 4 4

4 OLPH, 11.8 ul 4 4 4 4

5 OLPH, 23.5 ul 4 4 4 4

6 OLPH, 50 ul 4 4 4 4

7 OLPH, 100 ul 4 4 4 4

8 MSO, 11.8 ul 4 4 4 4

9 MSO, 23.5 ul 4 4 4 4

10 MSO, 50 ul 4 4 4 4
11 MSO, 100 ul 4 4 4 4
12 LVD, 11.8 ul 4 4 4 4
13 LVD, 23.5 ul 4 4 4 4
14 LVD, 33.3 ul 4 4 4 4
15 LVD, 100 ul 4 4 4 4
16 TPA, 0.21 n mol 4 4 4 4
17 TPA, 0.85 n mol 4 4 4 4
18 TPA, 3.4 n mol 4 4 4 4
19 TPA, 13.6 n mol 4 4 4 4
20 n-Dodecane, 10mg/ml 4 4 4 4
21 n-Dodecane, 25mg/ml 4 4 4 4
22 n-Dodecane, 50mg/ml 4 4 4 4
23 n-Dodecane, 100mg/ml 4 4 4 4
24 BPX, img/ml 4 4 4 4
25 BPX, 5mg/ml 4 4 4 4
26 BPX, 10mg/ml 4 4 4 4
27 BPX, 20mg/ml 4 4 4 4
Totals 108 108 108 103
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201-910801, Subprotocol 3, (ACC# 1848)

INTRODUCTION, (cont'd)

Veritas
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Veritas
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201-910801 . Subprotocol 3, (ACC#H 1848)
MATERIALS AND METHODS

The in-life portion cf this study was perfcrmed at Mantech
Environmental Technology, Inc., 2 Triangle Drive, PC Box 12313,
Research Triangle Park, NC 27709.

Tissues were collected at necropsy, preserved in formalin
and submitted to Veritas Laboratories, Inc., The Nova Building,
1238 Anthony Road, Burlington, NC 27215, for processing and
microscopic evaluation.

The histopathology phase of this study was conducted in
accordance with rules stated in "Good Laboratory Practice for
Nonclinical Studies" (Federal Register, Vol. 52, Neo. 172,
September 4, 1987. 21 CFR, Part 58). Unless otherwise stated
all histopathology methods followed the specifications in
Dermigen Protocol 910801 and relevant amendments instituted as of
the performance date.

The following sections were prepared for each mouse.

1) Hematoxylin and eosin (H&E). Slides prepared from 6,
24, 48 and 96 hour sacrifices.

2) Bromodeoxyuridine (BrDU), primary antibody-mouse
monoclonal, IgG, Becton Dickinson, 1:200. Alkaline
Phosphotase chromagen. Slides prepared from 24, 48,
and 96 hour sacrifices.

The parameters evaluated microscopically were:
1) H&E Sections:

a) Histopathology, following guidelines stated in: (1)
Summaries of E.P.A. Workshops on Carcinogenesis
Bioassay Via the Dermal Route, 1987 & 1988, (2) US
E.P.A. Atlas of Dermal Lesions, Pesticides and
Toxic Substances (TS-796), 20T-2004, August 1990.

b) Epidermal Hyperplasia: (1) Epidermal Thickness-average
of 10 measurements of the thickness (in micrometers of
non-cornified interfollicular epidermis. (2) Nucleated
epidermal cells per 100 micrometers of basement mem-
brane average number of keratinocytes within five 100
micrometer linear segments of interfollicular epidermis.

2) BrDU Sections: average number of labelled nuclei per
500 epidermal cell nuclei (labelled and unlabelled),
expressed as percent labelled cells.




201-910801. Subyrotocol 3., (ACCE 1848)
MATERIZLS AND METHODS, (cont'd}

Histopathologic examination was performed by John W.
Sagartz, D.V.M. BrDU cell counts and epidermal hyperplasia
measurements were performed by John E. Sagartz, D.V.M. Histo-
pathologic results are shown in the following documents attached
to this report:

-- Individual Animal Histopathologic Observation
-- Summary of Histopathologic Observation

GLOSSARY OF HISTOPATHOLOGIC TERMS

Acute Inflammation - infiltrates of polymorphonuclear leukocytes
admixed with lower relative numbers of mononuclear lymphohistio-
cytic cells; accompanied by hyperemia and fluid exudate.

Crust Formation - dessiccated surface mass composed of keratin,
serum, and cellular debris.

Edema - widening of intercellular spaces due to increased tissue
fluid.

Epidermal hyperplasia - increased thickness of noncornified
epidermis due to increased cell numbers.

Epidermitis - inflammation confined to the epidermis.
Brosion - loss of epidermal cells without disruption of basement
membrane.

] - cell death characterized by nuclear fragmentation
(Karyorrhexis), nuclear shrinkage (Pyknosis), and disappearance
of nuclei (Karyolysis).

Orthokeratosis - form of hyperkeratosis in which there is an
anuclear increase in the stratum corneum of epidermis.

; -~ form of hyperkeratosis in which there is re-
tention of nuclei in the stratum corneum.

Pustule. intraepithelial - intraepidermal cavity filled with
inflammatory cells.

ion - intracellular edema within the

2yele)gle DE

epidermi

Ulceration - ioss of epidermis with exposure to the dermis.
7




The various inflammatory/degenerative changes and their mean
gseverity grades are as follows:

INFLAMMATORY /DEGENERATIVE CHANGES:

MEAN SEVERITY GRADES
5pongiosis/ Pustule,

Ulcera Crust Epider Necrosis Hydropic Intraepith Comp.
R# Erosion tion Formation mitis Acantholysis Degen. elial Mean
i 0.25 0.50 1.50 0.75 2.00 0.25 1.25 6.50
2 - - - . - - - -
p - 2.00 1.75 1.00 - 0.75 3.25 . 8.75
4 - - - - - - - -
5 - - - - - 0.25 1.25 1.50
6 - - 0.25 - - - 3.25 3.50
7 0.75 0.25 0.25 - - 0.25 3.25 4.75
8 - 0.25 - - 0.50 - - 0.75
9 - 0.25 - 0.25 - - 2.50 3.00
0 - 1.25 0.25 - - 0.25 3.00 4.75
1 0.50 1.75 0.50 - 0.25 1.25 3.75 8.00
2 - - - - - - - -
3 - - - - - 0.25 0.25 0.50
4 - 0.50 - - - - 1.00 1.50
5 - 0.50 - - - 0.50 3.00 4.00
6 - - - - - - - -
|7 - - - - - - - -
| 8 - - - 0.75 - - 0.25 1.00
.9 0.50 0.50 0.25 0.25 - 0.50 0.75 2.75
20 - 0.25 - - - - - 0.25
21 0.25 0.50 0.25 0.25 - 0.25 2.25 3.75
22 0.50 0.25 0.50 - - 0.75 3.50 5.50
53 0.25 0.50 0.25 - - 0.50 3.50 5.00
4 - - - - - - - -
25 - - - - - - - -
26 - - - 0.25 - - - 0.2%
27 - - - - - - 0.50 0.50




201-910801, Subprotocol 3, (ACCE# 1848)

SIX HOUR SACRIFICE, (con 'd)

For Toluene (Group 1), the treatment-related changes were
erosion, ulceration, crust formation, epidermitis, necrosis/
acantholysis, spongiosis/hydropic degeneration and intra-
epithelial pustules.

For MSO:Toluene (Group 3), test article-induced changes were
ulceration, crust formation, epidermitis, spongiosis/hydropic de-
generation and intraepithelial pustules.

For OLPH, (Groups 4, 5, 6 and 7), the compound-related
changes were absent in the lowest dose Group (4) and minimal in
Group 5. The number and frequency of these changes increased
with dosage in the two higher dose Groups (6 and 7).

For MSO, (Groups 8, 9, 10 and 11), there were minimal
inflammatory/degenerative changes in the lowest dose group (8).
The frequency and severity of microscopic changes increased with
dosage in groups 9, 10 and 11.

For LVD, (Groups 12, 13, 14 and 15), there were no
inflammatory/degenerative changes in the lowest dose group (12).
In Groups 13 and 14, there were minimal compound effects. 1In
Group 15 there was a moderate treatment effect.

For TPA (Groups 16, 17, 18 and 19), there were no treatment-
related effects in Groups 16 and 17. Minimal effects were iden-
tified in Group 18. 1In Group 19, the compound effects were mild.

For n-Dodecane (Groups 20, 21, 22 and 23), there were
minimal compound effects in Group 20. In Groups 21, 22 and 23
the frequencies and severities of microscopic changes were
substantially increased. For Groups 22 and 23, the intensities
of the changes were comparable.

For BPX (Groups 24, 25, 26 and 27), there were no treatment
effects in Groups 24 and 25. There were minimal compound-related
effects in Groups 26 and 27.

EPIDERMIS - Proliferative Changes

There were no proliferative changes in H&E sections in
Groups 1 (Sham) and 2 (Acetone).

In Groups 3 through 19, the various proliferative changes
and their mean severity grades are as shown:



201-910801, Subproto CC# 8
SIX HOUR SACRIFICE, (cont‘'d)
PROLIFERATIVE CHANGES: rean Severity Grades

oup # Orthokeratosis Parakeratosis Hyperplasia Composite Mean
1 1.50 - 1.25 2.75
2 - - - -
3 1.50 - 2.50 4.00
4 - - - -
5 - - 0.50 0.50
6 - - 1.75 1.75
7 - - 2.25 2.25
8 - - 0.25 0.25
9 - - 1.25 1.25
i0 0.50 - 2.25 2.75%
11 0.75 - 3.25 4.00
12 - - 0.25 0.25
13 - - 0.75 0.75
14 - - 1.50 1.50
15 0.25 - 2.50 2.75
16 0.25 - - 0.25
17 0.75 - 0.75 1.50
18 0.75 - 2.00 2.75
19 i.25 - 2.75 4.00
20 - - 0.25 0.25
21 0.50 - 1.50 2.00
22 1.00 - 2.25 3.25
23 0.50 - 2.00 2.50
24 0.50 - 0.25 0.75
25 0.7% - 1.25 2.00
26 1.00 - 1.00 2.00
27 0.75 - 1.75 2.50

For Toluene (Group 1), the treatment-induced changes were
orthokeratosis and hyperplasia.

For MSO: Toluene (Group 3), test article-related changes
were orthokeratosis and hyperplasia.

For OLPH (Groups 4, 5, 6 and 7) no compound-related changes
were noted in Group 4. Hyperplasia was found in Groups 5, & and
7; the intensities of these changes increased with dosage.

10



201-910801. Subprotocol 3, (ACC# 1848)
E nt'

For MSO (Groups 8, 9, 10 and 11), the treatment-related
changes were or:thokeratosis and hyperplasia. In Greoups 8 and 2,
only hyperplasia was sezn. In Groups 10 and 11, orthokeratosis
and hyperplasia were identified. For all four groups, the
intensities increased with dosage.

For LVD (Groups 12, 13, 14 and 15), orthokeratosis and
kyperplasia were the only compound-related proliferative changes
observed. In Groups 12, 13 and 14, only hyperplasia was noted;
in Group 15 orthokeratosis and hyperplasia were seen. For all
groups the intensities increased with dosage.

For TPA (Groups 16, 17, 18 and 19), orthokeratosis and
hyperplasia were observed. 1In Group 16, only orthokeratosis was
identified. The intensities of these changes generally increased

with dosage.

For n-Dodecane (Groups 20, 21, 22 and 23), the treatment-
induced changes were othokeratosis and hyperplasia. In Group 20,
there was hyperplasia only. The intensities generally increased
with dosage, but for Groups 22 and 23 the intensities were com-

parable.

For BPX (Groups 24, 25, 26 and 27), compound-related changes
were orthokeratosis and hyperplasia. The severities generally
increased with dosage; however, in Groups 25 and 26, the mean
intensities were identical.

The only histopathologic dermal changes were inflammatory
infiltrations and edema. The mean severity grades of these
changes are as shown:

11



SIX HOUR SACRIFICE, {(cont'd)

201-91080i, Subprotocol 3, (ACCE# 1848)

DERMAL CHANGES: Mean Severity Grades
Group # Inflammatory Infiltrates Edema Vasodilatation Composite Mean

; 2.50 2.50 - 5.00
2 3.50 3.50 - 7.00
5 0.75 0.75 - 1.50
6 2.50 2.50 - 5.00
7 3.25 3.25 - 6.50
8 G.25 0.25 - 0.50
9 2.00 2.00 - 4.00
10 2.75 2.75 - 5.50
11 3.25 3.25 - 6.50
12 0.25 0.25 - 0.50
13 0.75 0.75 - 1.50
14 1.75 1.75 - 3.50
15 2.75 2.75 - 5.50
16 0.50 0.50 - 1.00
17 1.00 1.00 - 2.00
18 2.50 2.50 - 5.00
19 3.00 3.00 - 6.00
20 0.50 0.50 - 1.00
21 2.25 2.25 - 4.50
22 3.75 3.75 - 7.50
23 3.25 3.25 - 6.50
24 1.00 1.00 - 2.00
25 1.25 1.25 - 2.50
26 1.50 1.50 - 3.00
27 1,75 1.75 - 3.50

For Toluene {(Group 1) and MSO:Toluene (Group 3) there were
test article-induced inflammatory infiltrates and edema.

For OLPH (Groups 4, 5, 6 and 7), no treatment-related dermal
changes were seen in the lowest dose group (Croup 4). In Groups
5, 6 and 7 treatment-induced inflammatory infiltrates and edema
were observed; the intensities of these changes increased with

dose.

For MSO (Groups 8, 9, 10 and 11), the intensities of the two

changes increased with dose.

For LVD (Groups 12, 13, 14 and 15), test article - related

dermal changes occurred in all groups.

with dose.

12
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201-910801, Subprotocol 3, (ACCE 1848)

SIX HOUR SACRIFICE, (cont'd)

For TPA (Groups 16, 17, 18 and 19), dose-related dermal
effects were noted in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), compound-related
dermal changes were seen in all groups. In Groups 20, 21 and 22,
these responses were dose-related. In Group 23, the severity was
slightly less than that observed for Group 22.

For BPX (Groups 24, 25, 26 and 27) treatment-induced dose-
dependent dermal changes were identified in all groups.

EPIDERMAL THICKNESS AND EPIDERMAL CELLS PER 100 um

The mean values for epidermal thickness and numbers of
epidermal cells per 100um are tabulated as shown:

MEAN VALUES

Grp # Epidermal Thickness (um) Epidermal Cells per 10Qum
1 41.88 35.80
2 11.07 20.10
3 34.08 30.05
4 11.46 20.90
5 19.11 27.10
6 21.75 26.70
7 28.17 31.9¢C
8 15.63 24.70
9 23.76 28.05

10 30.21 37.10
11 45.93 41.10
12 16.23 21.50
i3 18.60 23.25
14 26.04 28.65
15 35.31 36.85
16 11.76 22.90
17 14.82 26.20
18 36.63 41.00
19 50.82 47.70
20 13.29 25.158
21 23.97 25.15
22 35.19 31.90
23 30.72 29.20
24 16.83 25.40
25 20.37 28.90
26 17.94 26.30

i3
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SIX HOUR SACRIFICE, (cont'@)

Toluene (Group 1) and MSO:Toluene (Group 3) each produced
increases in epidermal thickness and number of epidermal cells
pe- 100um when compared to Acetone (Group 2).

For OLPH (Groups 4, 5, 6 and 7), there were compound and
dose-related increases in epidermal thickness for all groups.
Treatment-related increases in numbers of epidermal cells
occurred for all groups; these increases were not consistently
dose-related in Groups 5 and 6.

For MSO (Groups 8, 9, 10 and 11), there were treatment and
dose-related increases in epidermal thickness and numbers of
epidermal cells per 100um in all groups.

For LVD (Groups 12, 13, 14 and 15), treatment and dose-
related increase in epidermal thickness and numbers of epidermal
cells were seen in all groups.

For TPA (Groups 16, 17, 18 and 19), there were treatment and
dose-related increases in both epidermal thickness and numbers of
epidermal cells in all groups.

For n-Dodecane, (Groups 20, 21, 22 and 23), there wers
treatment-induced increases in epidermal thickness and numbers of
epidermal cells in all groups. Only in Groups 21, 22 and 23, was
the dose relationship to epidermal thickness and numbers of
epidermal cells clear. The intensities of these changes were
slightly reduced in Group 23.

For BPX (Groups 24, 25, 26 and 27), there were compound-
related increases in epidermal thickness and numbers of epidermal
cells. For each parameters, the relation to dose was not clear.

14



TWENTY-FOUR HOUR SACRIFICE (GROUPS 1 AND 2 COMPARED TO GROUPS 3
THROUGH 27)

HISTOPATHOLOGY, H&E
EPIDERMIS-Inflammatory/Degenerative Changes

Sl MW S wor SRl oSNt lmm R e
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The various inflammatory/degenerative charnges and their mean
severity grades are as follows:

Ulcera

INFLAMMATORY/DEGENERATIVE CHANGES:

Crust

MEAN SEVERITY GRADES

Epider

'25
.25

Necrosis

Acantholysis

15

1.75
1.00

Spongiosis/ Pustule

Hydropic Intraepith Comp.

1.00
2.00

0.25
1.25
0.50
1.00
2.50
2.75

0.25
1.25
1.75

1.75

2.00

1.25
1.50
1.75
0.25
1.00

1.00

Degen.

elial Mean
0.50 10.75
1.00 12.00
1.50  2.75
1.50 5.50
0.50 2.00
1.00 4.25
2.50 12.00
1.75 10.25
- 0.25
- 0.75
0.25 3.25
1.25 6.75
- 2.50
1.00 5.50
1.25 4.00
1.00 4.50
1.5 7.50
0.25 1.00
- 1.25
0.25 1.50
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TWENTY-FOUR HOUR SACRIFICE, (cont'd)

For Toluene (Group 1) and MSO:Toluene (Group 3), treatment-
related changes were erosion, ulceration, crust formation,
epidermitis, nrecrosis/acantholysis, spongiosis/hydropic
degeneration and intra-epithelial pustules.

For OLPH (Groups 4, 5, 6 and 7)), compound-related changes
occurred only in Groups 6 and 7.

For MSO (Groups 8, 9, 10 and 11), treatment-related changes
were observed in all groups. The effects were dose-related in
Groups 8, 9 and 10 only.

For LVD {Groups 12, 13, 14 and 15) compound and dose-related
changes were seen only in all groups.

For TPA (Groups 16, 17, 18 and 19), treatment-related
changes were observed in Groups 18 and 19 only. These changes
were dose-dependent.

For n-Dodecane (Groups 20, 21, 22 and 23), no effects were
noted in Group 20. 1In Groups 21, 22 and 23, there were compound
and dose-related effects.

For BPX (Groups 24, 25, 26 and 27), test article-related
changes were observed only in Groups 24, 25 and 27. The cause
for the absence of effects in Group 26 is undetermined.

EPIDERMIS - Proliferative Chandges

The proliferative changes and their mean severity grades are
as follows:
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TWENTY-FOUR HOUR SACRIFICE, (cont'd)
ROL \'J HANGES: veri ades

Grp # Orthokeratosis Parakeratosis Hyperplasia Composite Mean

g 2.25 0.25 2.50 5.00
3 2.25 0.25 2.25 4.75
4 - - - -

5 0.25 - 0.25 0.50
6 1.25 0.50 2.25 4.00
7 i1.50 - 2.00 3.50
8 0.50 - 1.25 1.75
9 1.25 0.25 2.25 3.75
10 2.25 1.00 2.50 5.75
11 1.75 0.25 2.75 4.75
12 - - - -

13 0.50 0.25 1.75 2.50
14 0.75 - 2.00 2.75
15 2.25 - 3.00 5.25
16 - 0.25 0.25 0.50
17 1.00 - 1.50 2.50
18 2.00 0.50 2.75 5.25
19 2.50 - 3.00 5.50
20 0.25 - 0.75 1.00
21 1.75 - 2.25 4.00
22 1.50 0.25 2.25 4.00
23 2.25 - 2.50 4.75
24 0.75 - 1.75 2.50
25 1.00 - 2.00 3.00
26 1.00 - 1.75 2.75
27 1.50 - 2.50 4.00
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201-910801, Subprotocol 3, (ACC# 1848)
TWENTY-FOUR HOQUR SACRIFICE, (cont'd)

For Toluene (Group 1) and MSO:Toluene (Group 3), the
treatment-related changes were orthokeratosis, parakeratosis and

hyperplasia.

For OLPH, (Groups 4, 5, 6 and 7). ireatment-related changes
were found only in Groups 5, 6 and 7. These changes were ortho-
keratosis, parakeratosis and hyperplasia. In Groups 6 and 7, a
relationship to dose was not shown.

For MSO (Groups 8, 9, 10 and 11), treatment-related changes
noted for all groups. A dose relationship was apparent only in
Groups 8, 9 ané 10.

For LVD (Groups 12, 13, 14 and 15), treatment-induced
orthokeratosis and hyperplasia were observed only in Groups 13,
14 and 15. 1In these groups, there was a dose relationship.

For TPA (Groups 16, 17, 18 and 19), treatment and dose-
related changes were identified in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), compound-induced
changes were observed in all groups. The relation to dose was
unclear in Groups 21 and 22.

For BPX (Groups 24, 25, 26 and 27), treatment effects were
found in all groups. For Groups 25 and 26, the relation to dose
was not clear.

DERMIS - Histopathologic Changes

The dermal changes were inflammatory infiltrates, edema and
vasodilatation. The mean severity grades of these changes are as
shown:
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201-310803 , Subp:

TWENTY-FOUR HOUR SACRIFICE, (cont'd)

DERMAL CHANGES: Mean Severity Grades
Group # Inflammatory Infiltrates Edema Vasodilatation Composite Mean

3.00 2.75 0.50 6.25
3.25 3.25 0.50 7.00
0.75 0.75 - 1.50
2.75 2.75 - 5.50
3.00 3.00 - 6.00
1.75 1.75 - 3.50
3.25 3.25 - 6.50
3.50 3.50 - 7.00
3.75 3.75 - 7.50
0.25 0.25 - 0.50
1.75% 1.75 - 3.50
2.00 2.00 - 4.00
3.25 3.25 - 6.50
1.00 1.00 - 2.00
2.75 2.75 - 5.50
3.25 3.25 - 6.50
0.75 0.75 - 1.50
3.00 3.00 - 6.00
2.75 2.7% - 5.50
3.50 3.50 - 7.00
1.7%5 1.75 - 3.50
1.75 1.75 - 3.50
2.00 2.00 - 4.00
2.50 2.50 - 5.00

For Toluene (Group 1) and MSO:Toluene

(Group 3), the

treatment-related changes were inflammatory infiltrates, sdema

and vasodilatation.

For OLPH, {Groups 4, 5, 6 and 7) compound and dose-related
changes were noted only in Groups 5, 6 and 7.

For MSO, (Groups 8, 9, 10 and 11), there were compound-
The severities of these changes

related effects in all groups.

increased with dosage.

For LVD (Groups 12, 13, 14 and 15), there were treatment and

dose-related increases in all groups.
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201-910801, Subprotocol 3, (ACCE 1848)
Y-FoU UR SACRIFICE t'

For TPA (Groupz 16, 17, 18 and 19), compound-related changes
were found only in Groups 17, 18 and 19.

For n-Dodecane (Groups 20, 21, 22 and 23), effects were
observed in all groups. In Groups 21 and 22, there was no clear
dose relationship.

For BPX (Groups 24, 25, 26 and 27), compound effects
occurred in all groups; the dose relationship was unclear in
Groups 24 and 25.

EPIDERMAL THICKNESS AND EPIDERMAL CELLS PER 100um

The mean values for epidermal thickness and numbers of
epidermal cells per 100um are as shown:

MEAN VALUES

Grp # Epidermal Thickness (um) Epidermal Cells per 100um
1 36.90 26.40
2 12.18 20.45
3 36.90 26.40
4 14.55 20.85
5 16.92 27.30
6 34.32 29.05
7 33.81 31.90
8 192.26 27 .45
9 32.40 31.35

10 41.22 37.45
11 46.20 38.67
12 15.03 21.50
13 30.45 28.35
14 30.63 30.55
15 44.70 35.70
16 15.18 23.90
17 20.88 25.90
18 38.70 32.95
19 46.08 34.05
20 20.67 27.00
21 35.07 28.00
22 33.39 30.90
23 33.36 26.10
24 23.82 26.70
25 21.78 30.75
26 22.47 30.65
27 33.78 33.20
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201-910801, Subprotocol 3, (ACCE 1848)
TWENTY-FOUR HOUR SACRIFICE, (cont'd)

Toluene (Group 1) and MSO:Toluene (Group 3), caused
increased mean epidermal thickness and mean number of epidermal
cells per 100um when compared to acetone (Group 2).

For OLPH (Groups 4, 5, 6 and 7), only the increases in
epidermal thickness and number of epidermal cells in Groups 5, 6
and 7 are considered as compound effects. These effects are not

clearly dose-dependent in Group 7.

For MSO (Groups 8, 9, 10 and 11) there were treatment and
dose-related increases in epidermal thickness and epidermal cells
per 100um in 211 groups.

For LVD (Groups 12, 13, 14 and 15), there were compound-
induced dose-related increases in epidermal thickness and numbers
cf epidermal cells in all groups.

For TPA (Groups 16, 17, 18 and 19), all groups showed
treatment and dose-related increase in epidermal thickness and
numbers of epidermal cells per 100um.

For n-Dodecane (Groups 20, 21, 22 and 23), there were
treatment-related increases in epidermal thickness and number of
epidermal cells for all groups. The increased epidermal
thickness was dose-related for all groups. The increased number
of epidermal cells was related to dose only in Groups 21, 22 and

23.

For BPX (Groups 24, 25, 26 and 27), treatment-induced
increases in both parameters were noted for all groups. For
epidermal thickness, the dose response was unclear in Groups 25
and 26. For number of epidermal cells, the relationship to dose
was not clear in Group 26.

BrDU SECTIONS

The mean percentages of labelled nuclei in Groups 1 through
27 are as follows:
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201-910801, Subprotocol 3. (ACCE 1848)

TWENTY-FOUR HOUR SACRIFICE. (Cont'd)
Mean % Labelled Nuclei
Group # BrDU SD SEM

1 11.2 3.566511 1.783256
2 2.0 1.478738 .739369
3 5.85 4.759201 2.3796

4 3.75 2.323072 1.161536
5 1.4 1.514375 .7571877
6 16.35 14.12928 7.064642
7 10.9 6.557439 3.278719
8 10.3 6.350854 3.175427
9 9.45 .984876 .492438
10 10.8 2.934848 1.467424
11 18.1 8.542441 4.27122
12 5.75 3.785498 1.892749
13 17.75 13.86639 6.933193
14 13.5 4.407568 2.203784
15 20.35 2.64512 1.32256
16 3.8 2.07846 1.03%23
17 7.05 3.96106 1.980053
18 12.5 2.068809 1.034404
19 25.85 6.337975 3.168987
20 6.8 2.648268 1.324134
21 20.4 3.502388 1.751194
22 23.55 1.112049 .5560247
23 18.6 6.404163 3.202082
24 10.9 3.814007 1.907004
25 8.05 1.611418 .8057092
26 5.55 1.995829 .9979144
27 10.1 9.318799 4.6594

Toluene (Group 1) and MSO:Toluene (Group 3) caused increases
in BRDU labelling indices.

For OLPH (Groups 4, 5, 6 and 7), there were biologically
significunt treatment-related increases in BRDU labelling in
Groups 6 and 7 only. These increase were not related to dose.

For MSO (Groups 8, 9, 10 and 11), treatment-related
increases in BRDU labelling occurred in all Groups. In Groups 8
and 9, the relation to dose was unclear.

For LVD (Groups 12, 13, 14 and 15), there were compound-
related increases in all groups. In Group 14, the relationship
to increasing dose was not apparent.
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201-910801, Subprotocol 3, 9ACCE 1848)

For TPA (Groups 16, 17, 18 and 19), there were compound-
induced increases in BRDU labelling only in Groups 17, 18 and 19.
In Group 16, the slight ipcrease is not considered to be
biologically significant.

For n-Dodecane (Groups 20, 21, 22 and 23), treatment-related
increases were seen in all groups. These increases were dose-

related only in Groups 20, 21 and 22.

For BPX (Groups 24, 25, 26 and 27), there were compound-
induced increases in labelling in all groups. These increases
were not dose-dependent.
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201-910801, Subprotocol 3. (ACC# 1848)

FORTY-EIGHT HOUR SACRIFICE
I8 A H&E
PIDER - flammatory/De erative C s

The various inflammatory/degenerative changes and their mean
severity grades are as follows:

INFLAMMATORY /DEGENERATIVE CHANGES:
MEAN SEVERITY GRADE

Spongiosis/ Pustulse,

Ulcera Crust Epider Necrosis Hydropic Intraepithe Comp.
sr# Erosion tion Formation mitis Acantholysis Degen. lial Mean
1 0.50 1.50 1.50 - - 1.75 1.00 6.25
2 - - -— - - - - -
3 2.00 2.25 2.00 - - 3.00 - 9.25%
4 - - - - - - - -

- - 0.50 - - - - 0.50
6 0.75 0.25 0.50 - - 0.50 0.25 2.25
7 2.00 1.75 1.00 - - 2.25 - 7.00
8 - - 0.25 - - - - 0.25
9 - - 0.75 - - 0.25 - i1.00C
L0 0.75 1.25 1.75 - - 1.75 - 5.50
11 2.00 0.50 2.50 - - 3.25 - 8.25
W - - - - - - - -
13 - - - - - - - -
L4 - - 0.50 - - 0.50 - 1.00
L5 1.75 1.50 1.75 - - 2.25 - 7.25
L6 - - - - - - - -
| 7 - - - - - 0.25 - 0.25
18 - - - - - 1.25 - 1.25
| O 0.75 0.75 0.75 - - 2.50 - 4.75
20 - - - - - - - -
21 1.00 0.25 1.00 - - 1.25 0.50 4.00
22 0.50 0.25 0.50 - - 0.75 - 2.00
23 1.25 2.00 1.00 - - 3.00 - 7.25
24 - - - - - 0.50 - 0.50
25 0.25 - 0.25 - - 1.00 - 1.50
26 - - - - - - - -
27 - - 0.25 - - 2.00 - 2.25
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201-910801, Subprotocol 3. (ACC# 1848)

Toluene (Group 1) and MSO:Toluene (Group 3), caused a
variety of inflammatory/degenerative changes when compared to
acetone (Group 2).

For OLPH (Groups 4, 5, 6 and 7), there were no lesions in
Group 4. 1In Groups 5, 6 and 7, there were treatment-related

microscopic changes which were dose-related.

For MSO (Groups 8, 9, 10 and 11), compound and dose-related
increases were identified in &ll groups.

For LVD (Groups 12, 13, 14 and 15), no lesions were found in
Groups 12 and 13. Treatment and dose-related changes were noted
in Groups 14 and 15.

For TPA (Groups 16, 17, 18 and 19), there were no lesions in
Group 16. Treatment-related changes were found in Groups 17, 18
and 19; these changes were dose-related.

For n-Dodecane (Groups 20, 21, 22 and 23), no lesions were
observed in Group 20. 1In Groups 21, 22 and 23, compound effects,
unrelated to dose, were identified.

For BPX (Groups 24, 25, 26 and 27), there were no lesions in
Group 26; the reason for this is unknown. Treatment effects were
recorded for Groups 24, 25 and 27.
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Go_# Orthokeratosis Parakeratosis Hyperplasia Dyskeratogis Composite Mean T§ 

201-%308C1, Subprotocol 3. (ACCE 1848)

FORTY-EIGHT HOUR SACRIFICE. (cont'd)
EPIDERMIS - Proliferative Changes

The various proliferative changes and the mean severity
grades are shown in the following tabie:

PROLIFERATIVE CHANGES: Mean Severity Grades

2

2.75 0.50 2.25 - 5.50
2.75 0.75 3.50 - 7.00
0.25 - 0.50 - 0.75
1.00 - 2.50 - 3.50
2.50 1.00 3.25 - 6.75
0.50 - 0.50 - 1.00
1.25 - 2.25 - 3.50
1.75 0.50 3.50 - 5.75
2.50 0.75 3.50 - 6.75
0.25 - 0.75 - 1.00 5
1.25 0.25 2.50 - 4.00 3
2.50 0.50 3.50 - 6.50
- - 0.75 - 0.75
0.75 - 1.50 - 2.25
1.50 - 3.25 0.75 5.50
1.75 - 3.50 - 5.25
- - 1.25 - 1.25
2.25 0.50 2.25 - 5.00
1.50 0.25 2.75 - 4.50
2.00 0.50 3.50 - 6.00
0.50 - 1.75 - 2.25
1.00 - 2.25 - 3.25
0.50 - 1.25 - 1.75
1.00 0.25 3.50 - 4.75

For Toluene (Group 1) and MSO:Toluene (Group 3), the
treatment-related changes were orthokeratosis, parakeratosis and

hyperplasia.

For OLPH (Groups 4, 5, 6 and 7), no changes occurred in
Group 4. The remaining groups contained compound and dose-
related changes. The compound effects were apparently dose-

related.
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201-910801, Sukprotocol 3., (ACCE 1848)
FORTY-EIGHT HOUR SACRIFICE. (cont'd)

For MSO (Groups &, 9, 10 and 11), treatment and dose-related
changes were seen in all groups.

For LVD (Groups 12, 13, 14 and 15), no changes were observed
in Group 12. 1In Groups 13, 14 and 15 there were treatment-
induced changes which increased with dosage.

For TPA (Groups 16, 17, 18 and 19), treatment effects were
found in all groups. A dose relationship was clear only in

Groups 16, 17 and 18.

For n-Dodecane (Groups 20, 21, 22 and 23), there were
treatment effects in all groups. Overall, there was a tendency
toward a dose relationship but the trend was broken in Group 22.

For BPX (Groups 24, 25, 26 and 27), treatment effects
occurred in all groups. The general dose relationship was not
present in Group 26.
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- H CRI t'd

DERMIS - Histopathologic Changes

The following dermal changes and their mean severity changes are

as shown:
DERMAL CHANGES: Mean Severity Grades
group # Inflammatory Infiltrates Edema Vasodilatation Composite Mean

1 2.50 2.50 1.00 6.00
2 - - - -

3 3.25 3.25 0.25 6.75
4 - - - -
5 0.50 0.50 - 1.00
6 2.50 2.50 - 5.00
7 2.75 2.75 0.25 5.75
8 0.7% 0.75 - 1.50
9 2.50 2.50 - 5.00
10 3.25 3.25 - 6.50
11 3.00 3.00 - 6.00
12 - - - -
13 0.25 0.25 - 0.50
14 1.75 1.75 - 3.50
15 3.00 3.00 0.50 6.50
16 0.75 0.75 - 1.50
17 1.75 1.75 - 3.50
18 2.50 2.50 - 5.00
19 3.50 3.50 - 7.00
20 1.50 1.50 - 3.00
21 2.50 2.50 - 5.00
22 2.75 2.75 - 5.50
23 3.00 3.00 - 6.00
24 1.00 1.00 - 2.00
25 2.00 2.00 - 4.00
26 1.50 1.50 - 3.00
27 3.25 3.25 - 6.50
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201-910801, S C 48

FORTY-EIGHT HOUR SACRIFICE, (cont'd)

For Toluene (Group 1) and MSO:Toluene (Group 3), the
treatment-related changes were inflammatory infiltrates, edema
and vasodilatation.

For OLPH (Groups 4, 5, 6 and 7), there were no dermal
changes in Group 4. In Groups 5, 6 and 7, treatment related,
dose-dependent changes were observed.

For MSO {(Groups 8, 9, 10 and 11), treatment-induced lesions
were found in all groups. 1In Groups 8, 9 and 10, the changes
were dose-related.

For LVD (Groups 12, 13, 14 and 15), treatment-related
increases were noted in Groups 13, 14 and 15 only. These changes
were dose-related.

For TPA (Groups 16, 17, 18 and 19), treatment and dose-
related changes were seen in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), treatment and
dose-related effects were identified in all groups.

For BPX (Groups 24, 25, 26 and 27), there were compound
effects in all groups. The general tendency toward dose depen-
dency was not seen in Group 26.
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201-910801, Subprotocol 3., (ACC# 1848)

FORTY-EIGHT HOUR SACRIFICE, (cont'd)

E

OGO WNE

EPIDERMAL THICKNESS AND EPIDERMAL CELLS PER 100um

The mean values for epidermal thickness and numbers of
epidermal cells per 100um are tabulated as shown:

E

MEAN VALU

idermal Thickness (um

.56
.39
.24
.78
.76
.84
.31
.26
.68
.03
.26
.55
.90

30

S

Epidermal Cells per 100um

23.40
21.15
39.50
24.40
24.45
33.55
34.45
26.65
29.40



201-9210801, Subprotocol 3, (ACC# 1848)
FORTY-EIGHT HOUR SACRIFICE cont'd

Toluene (Group 1) and MSO;Toluene (Group 3), produced
treatment-related increases in epidermal thickness and number of
epidermal cells per 100um.

For OLPH (Groups 4, 5, 6 and 7), treatment and dose-related
increases in epidermal thickness and number of epidermal cells
per 100um were found in all groups.

For MSO (Groups 8, 9, 10 and 11), there were treatment and
dose-related increases in epidermal thickness and number of
epidermal cells in all groups.

For LVD (Groups 12, 13, 14 and 15), there were compound and
dose-related increases in epidermal thickness and number of
epidermal cells in all groups.

For TPA (Groups 16, 17, 18 and 19), compound and dose-
related increases in epidermal thickness and number of epidermal
cells were recorded in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), treatment-induced
increases in epidermal thickness and number of epidermal cells
occurred in all groups. The increased epidermal thickness was
dose-related. For the number of epidermal cells, the dose
relationship was not apparent in Group 22.

For BPX (Groups 24, 25, 26 and 27), there were compound-
related increases in epidermal thickness and number of epidermal
cells. For both parameters, the dose relationship was not
observed in Group 26.
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FORTY-EIGHT HOUR SACRIFICE, (cont'd)
BrDU SECTIONS

The mean percentages of labelled nuclei in Groups 1 through
27 are as follows:

Mean % Labelled Nuclei

Group # BrDU SD SEM

1 8.5 8.37536 4.18768

2 1.8 .8164966 .4082483
3 11.1 5.989992 2.994996
4 4.35 4.174128 2.087064
5 2.55 1.417745 .7088725
6 5.35 2.89079 1.445395
7 6.2 2.244994 1.122497
8 3.5 .3464086 .1732043
9 5.6 2.74712 1.37356
10 7.3 .7023723 .3511862
11 9.5 4.585485 2.2922742
12 3.0 1.296147 .6480737
13 4.0 1.735895 .8679475
14 11.0 4.510729 2.255365
15 13.2 6.099181 3.04959
16 3.4 .966091 .4830455
17 3.3 .5033205 .2526603
18 7.55 4.08697 2.043485
19 11.95 3.900003 1.950001
20 5.0 1.211061 .6055307
21 9.7 6.674329 3.337165
22 7.45 2.629956 1.314978
23 13.75 3.767845 1.883922
24 4.2 1.505545 .7527725
25 3.25 1.050397 .5251985
26 3.8 1.608312 .8041558
27 4.85 3.473231 1.736616

Toluene (Group 1) and MSO:Toluene (Group 3), caused
increases in BrDU labelling indices.

For OLPH (Groups 4, 5, 6 and 7), there were treatment-
related increases in labelling indices in all groups. A dose
relationship was absent in Group 5.

For MSO (Groups 8, 9, 10 and 11), there were test article
and dose-related increases in all groups.
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FORTY-EIGHT HOUR SACRIFICE, (cont'd)

For LVD (Groups 12, 13, 14 and 15), treatment and dose-
related increases in all groups.

For TPA (Groups 16, 17, 18 and 19), there were treatment and
dose-related increases in all groups. 1In Group 17, a relation to
dose was not observed.

For n-Dodecane (Groups 20, 21, 22 and 23), compound and
dose-relatad increases in labelling were seen in all groups.

For BPX {(Groups 24, 25, 26 and 27), treatment-induced
increases occurred in all groups. A dose relationship was not
apparent.
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201-910801, Subprotocol 3, {ACC# 1348)

TY-SIX SACRIFICE
OPATHOLOG H&E
EPIDERMIS - Inflammatory/Dege tive Changes

The various inflammatory/degenerative changes and their mean

2]
Bl
£

|

WONOWL W=

severity grades are as follows:

INFLAMMATORY /DEG

Ulcer Crust Epider Necrosis Hydropic Intraepithe Comp.
Erosion tion Formation mitis Acantholysis Degen. lial MEAN
0.50 1.25 1.25 1.25 - 1.75 - 6.00
2.00 2.25 2.00 - - 3.00 - 9.25
0.75 *0.75 0.25 - - 1.00 - 2.75
1.33 1.00 1.00 - - 2.67 - 6.00
1.00 - 0.25 0.25 - 1.25 - 2.75
1.00 0.25 0.50 - 2.00 - 3.75
- - - - - 0.67 - 0.67
0.50 0.25 0.25 - - 0.75 - 1.75
- - 0.25 - - 0.50 - 0.75
0.25 0.25 0.25 - 1.00 - 1.75
0.75 - 1.00 - 1.75

* Values based on

MEAN SEVERIT
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201-910801, Subprotocol 3., (ACCE# 1848)

NINETY-SIX HOUR SACRIFICE, (cont'd;

Toluene (Group 1) and MSO:Toluer: {(Group 3) produced
increased inflammatory/deyenerat.ive ci ..¢es when compared to
acetone (Group 2).

For OLPH (Groups 4, 5, 6 an¢ 7;, no effects were observed in
Groups 4 and 5. In Groups 6 and 7, there were treatment and
dose~-related changes.

For MSO (Groups 8, 9, 10 and 11), there were no effects in
Groups 8 and 9. Treatment and dose-related changes were found in
Groups 10 and 11.

For LVD (Croups 12, 13, 14 and 15), no effects were noted in
Groups 12 and 13. Groups 14 and 15 contained treatment and dose-
related changes.

For TPA (Groups 16, 17, 18 and 19), there were no changes in
any group.

For n-Dodecane (Groups 20, 21, 22 and 23), no changes were
seen in Group 20. Mild treatment effects occurred in Groups 21,
22 and 23. The relatior to dose was not present in Group 23.

For BPX (Groups 24, 25, 2% and 27), no changes were
identified in any group.
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NINETY-SIX HOUR SACRIFICE, (gopt’'d)
EPIDERMIS - Proliferative Changes

The various proliferative changes and the mean severity
grades are shown in the following table:

PROLIFERATIVE CHANGES: Mean Severity Grades
Group # Orthokeratosis Parakeratosis Hyperplasia Composite Mean
1 1.75 0.25 2.75 4.75
2 - - - -
3 2.50 1.50 3.25 7.25
4 - - - -
5 0.50 - 1.00 1.50
6 1.75 0.25 2.75 4.75
7% 2.00 0.67 4.00 6.67
8 0.25 - 1.00 1.25
9 1.25 - 2.00 3.25
10 1.75 0.50 2.50 4.75
11 2.25 0.25 3.00 5.50
12 - - 0.25 0.25
13 0.75 - 0.75 1.50
14=* 0.67 - 2.00 2.67
15 1.75 0.25 2.75 4.75
16 ©0.25 - - 0.25
17 - 0.50 - 0.50
i8 1.00 - 1.25 2.25
19 1.50 - 3.25 4.75
20 0.25 - 0.25 0.50
21 1.50 - 2.25 3.75
22 1.50 - 2.75 4.25
23 1.75 - 2.75 4.50
24 - - 0.25 0.25
25 0.25 - 0.75 1.00
26 - - 0.50 0.50
27 0.75 - 1.50 2.25

* Values based upon microscopic examination of 3 mice.
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201-910801, Subprotocol 3, (ACC# 1848)
NINETY-SIX HOUR SACRIFICE, (cont'd)

For Toluene (Group 1) and MSO:Toluene (Group 3) changes were
orthokeratosis, parakeratosis and hyperplasia.

For OLPH (Groups 4, 5, 6 and 7), no compound changes
occurred in Group 4. The remaining groups contained compound and
dose-related changes.

For MSO (Groups 8, 9, 10 and 11), treatment and dose-related
changes were seen in all groups.

‘ For LVD (Groups 12, 13, 14 and 15), test article and dose-
related changes were observed in all groups.

For TPA (Groups 16, 17, 18 and 19), treatment and dose-
dependent effects were found in all groups.

For N-Dodecane (Groups 20, 21, 22 and 23), there were
compound and dose-related changes in all groups.

For BPX (Groups 24, 25, 26 and 27), treatment effects were
observed in all groups. There was no clear dose relationship.

ERMIS - Histopa ic Cha s

The following dermal changes and their mean severity changes
are as shown:
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Group # Inflammatory Infiltrates BEdema Va i tion Composite Mean

% 2.25 2.25 0.25 4.75
2 3.00 3.00 - 6.00
5 1.00 1.00 - 2.00
6 2.75 2.75 - 5.50
7* 3.00 3.00 - 6.00
8 0.50 0.50 - 1.00
9 1.75 1.75 - 3.50
10 3.00 3.00 - 6.00
11 2.75 2.75 - 5.50
12 - - - -
13 0.50 0.50 - 1.00
14% 1.67 1.67 - 3.34
15 2.75 2.75 - 5.50
16 0.25 0.25 - 0.50
17 0.50 0.50 - 1.00
18 1.50 1.50 - 3.00
19 2.75 2.75 - 5.50
20 - - - -
21 2.50 2.50 - 5.00
22 3.00 3.00 - 6.00
23 2.50 2.50 - 5.00
24 0.25 0.25 - 0.50
25 1.25 1.25 - 2.50
26 0.25 0.25 - 0.50
27 2.00 2.00 - 4.00
*Values based upon microscopic examination of 3 mice.
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NINETY-SIX HOURS SACRIFICE, (cont'd)

For Toluene (Group 1 and MSO:Toluene (Group 3), compound
related dermal changes were identified.

For OLPH (Groups 4, 5, 6 and 7), there were no dermal
changes in Group 4. In Groups 5, 6 and 7, treatment-related,
dose-dependent changes were observed.

For MSO (Groups 8, 9, 10 and 11), there were compound-
induced changes in all groups. A dose relationship was present
in Groups 8, 9 and 10; it did not continue in Group 11.

For LVD (groups 12, 13, 14 and 15), treatment and dose-
related increases were noted in Groups 13, 14 and 15 only. There
were no effects in Group 12.

For TPA (Groups 16, 17, 18 and 19), treatment and dose-
related effects were seen in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), no effects were
found in Group 20. Treatment-induced changes, unrelated to dose,
occurred in Groups 21, 22 and 23.

For BPX (Groups 24, 25, 26 and 27), compound effects were
identified in all groups. There was no clear dose relationship.

39



The mean values for epidermal thickness and numbers of
epidermal cells per 100um are tabulated as shown:

MEAN VALUES
Group # Epidermal Thickness (um) Epidermal Cells per 100um
1 45.36 33.00
2 12.24 20.85
3 50.04 41.80
4 13.32 21.70
5 16.38 26.15
6 30.30 34.00
7* 36.04 37.53
8 20.07 28.35
9 23.76 32.40
10 33.99 35.60
11 37.83 39.30
12 17.07 26.50
13 19.32 24.65
14% 25.76 31.33
15 34.77 34.50
16 12.18 23.05
17 17.64 26.20
18 20.43 26.85
19 40.14 36.00
20 15.60 24.35
21 24.48 32.20
22 37.89 32.65
23 35.73 32.55
24 16.41 25.70
25 19.32 28.70
26 14.61 26.95
27 18.09 29.05

*Values based upon microscopic examination of 3 mice.

Toluene (Group 1) and MSO:Toluene (Group 3), produced
treatment-reiated increases in epidermal thickness, and number of

epidermal cells per 100um.

For OLPH (Groups 4, 5, 6 and 7), compound and dose-related
increases in epidermal thickness and number of epidermal cells
per 100um were found in all groups.
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NIN = U AC E cont'

For MSO (Groups 8, 9, 10 and 11), there were treatment and
dose-related increases in epidermal thickness and number of
epidermal cells per 100um in all groups.

For LVD (Groups 12, 13, 14 and 15), treatment-induced
increases in epidermal thickness and number of epidermal cells
were observed in all groups. For both parameters, the relation
to dose was not present in Group 13.

For TPA (Groups 16, 17, 18 and 19), compound-related
increases in epidermal thickness were found only in Groups 17, 18
and 19; these increases were dose-related. For number of
epidermal cells per 100um, there were compound and dose-related
increases in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), test article-
induced increases in epidermal thickness and number of epidermal
cells occurred in all groups. For both parameters, a dose
relationship was present only in groups 20, 21 and 22.

For BPX (Groups 24, 25, 26 and 27), compound-related
increases in epidermal thickness and number of epidermal cells
were identified in all groups. There was no clear relation to
dose.
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201-910801, Subprotocol 3., (ACC# 1848)

ou ACRIF

BrDU_SECTIONS

The mean percentages of labelled nuclei in Groups 1
27 are as follows:

Group #

(Y
WNRENNNY R WWNWONWOOONAEOOUINGDO W

(g

Mean % Labelled Nuclei

BrDU

Toluene (Group 1)

in BrDU labelling when

.6
.8
.15
.05
.65
.0
.067
.7
.9
.5
.75
.7
.15
.467
.4
.4
.25
.65
.75
.7
.95
.0
.6
.05
.95
.7
.3

PNFENIROVE Ll GNWHEPFEFRWERNDWWW w o>

SD

.955805
.2828427
.944192
.6608075
.304038
.290389
.164386
.335238
.465151
.968207
.64418

.06458

.477067
. 532455
.212801
.8485289
.247665
.869866
.738774
.674329
.878182
.754567
.0199

.857418
.418677
.792577
.6218262

N T e o o

W Ww

through

SEM

.477903
.1414214
.972096
.3304037
.652019
.645195
.826959
.167619
.7325755
.984103
.82209
.5322902
.738534
.4622114
.6064
.4242644
.6238324
.434933
.8693868
.337165
.43909
.877283
.00995
.928709
.209339
.8962886
.3109131

and MSO:Toluene (Group 3) caused increases

compared to Acetone (Group 2).

For OLPH (Groups 4, 5, 6 and 7), treatment and dose-related
increases in labelling indices were identified in all groups.

For MSO (Groups 8, 9, 10 and 11), compound and dose-related

increases occurred in all groups.



For LVD (Groups 12, 13, 14 and 15), there were treatment and
dose-related in BrDU labelling indices in all groups.

For TPA (Groups 16, 17, 18 and 19), compound and dose-
related increases in labelling indices occurred in all groups.

For n-Dodecane (Groups 20, 21, 22 and 23), there were
treatment and dose-related increases in labelling in all groups.

For BPX (Groups 24, 25, 26 and 27), the compound caused

increased labelling in all groups. These increases were not
related to dose.
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CONCLUSION

The following treatment-related changes were observed for
the compounds under study:

1. TOLUENE (GROUP 1)
6 Hour Sacrifice:

- Epidermal erosion, crust formation, necrosis/acantholysis,
spongiosis/hydropic degeneration, orthokeratosis,
hyperplasia and intraepithelial pustules.

- Dermal inflammatory infiltrations, edema.

- Increased epidermal thickness and number of epidermal
cells per 100um.

24 Hour Sacrifice:

- Epidermal erosion, ulceration, epidermitis, necrosis/
acantholysis, spongiosis/hydropic degeneration,
intraepithelial pustules, orthokeratosis and
hyperplasia.

-~ Dermal inflammatory infiltrates, edema and
vasodilatation.

- Increased epidermal thickness and number of epidermal
cells.

- Increased BRDU labelling index.

48 HOUR SACRIFICE

- Epidermal erosion, ulceration, crust formation,
spongiosis/hydropic degeneration, intraepithelia
pustules, orthokeratosis, parakeratosis and hyperplasia.

- Dermal inflammatory infiltrates, edema and vasodilatation.

- Increased epidermal thickness and number of epidermal cells.

- Increased BRDU labelling index.
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N cont'd

96 HOUR_SACRIFICE

Epidermal erosion, ulceration, crust formation, spongiosis
hydropic degeneration, orthokeratosis, parakeratosis and
hyperplasia.

Dermal inflammatory infiltrates, edema and vasodilatation.
Increased epidermal thickness and number of epidermal cells.

Increased BrDU labelling index.

2. MSO:TOLUENE

6

HOUR SACRIFICE

Epidermal ulceration, crust formation, epidermitis,
spongiosis/hydropic degeneration, intraepithelial
pustules, orthokeratosis and hyperplasia.

Dermal inflammatory infiltrates and edema.

Increased epidermal thickness and epidermal cells.

24 HOUR SACRIFICE

Epidermal erosion, ulceration, crust formation, epidermitis,

necrosis/acantholysis, spongiosis/hydropic degeneration,
intraepithelial pustules, orthokeratosis, parakeratosis and

hyperplasia.

Dermal inflammatory infiltrates, edema and vasodilatation.

Increased epidermal thickness and number of epidermal cells.

Increased BrDU labelling index.
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201-910801, Subprotocol 3, (ACC# 1848)

CONCLUSION, (cont'd)
48 HOUR SACRIFICE

Epidermal erosion, ulceration, crust formation,
spongiosis/hydropic degeneration, orthokeratosis,
parakeratosis and hyperplasia.

Dermal inflammatory infiltrates and edema.

Increased epidermal thickness and number of epidermal
cells.

Increased BrDU labelling index.

HOUR SA FICE

Epidermal erosion, ulceration, crust formation, spongiosis
hydropic degeneration, orthokeratosis, parakeratosis and
hyperplasia.

Dermal inflammatory infiltrates, edema and vasodilatation.

Increased epidermal thickness and number of epidermal
cells.

Increased BrDU labelling index.

4 and 7

6 HOUR SACRIFICE

Epidermal inflammatory/degenerative changes: treatment
and dose-related increases in Groups 5, 6, and 7 only.

Epidermal proliferative changes: treatment and dose-
related increases in Groups 5, 6 and 7 only.

Dermal changes: treatment and dose-related increases in
Groups 5, 6 and 7 only.

Increased epidermal thickness in all groups; dose-
related.

Increased numbers of epidermal’cells in all groups; no
dose relationship in Groups 5 and 6.
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201-910801, Subprotocol 3. (ACC# 1848)

CONCLUSION, (cont'd)
24 HOUR SACRIFICE

Epidermal inflammatory/degenerative changes: dose-related
increases occurred only in Groups 6 and 7; no compound
effects found in Groups 4 and 5.

Epidermal proliferative changes: increases unrelated to
dose, identified only in Groups 5, 6 and 7.

Dermal changes: dose-related increase in Groups 5, 6 and
7 only.

Increased epidermal thickness in Groups 5, 6 and 7 oaly;
dose-related only in Groups 5 and 6.

Increased BrDU labelling indices in Groups 6 and 7 only;
unrelated to dose.

48 HOU ACRIFICE

Epidermal inflammatory/degenerative changes: dose-related
increases identified in Groups 5, 6 and 7 only. No in-
flammatory/degenerative changes were seen in Group 4.

Epidermal proliferative changes: dose-related increases
in Groups 5, 6 and 7 only. No proliferative changes found
in Group 4.

Dermal changes: dose-related increases in Groups 5, 6,
and 7 only. No dermal changes noted in Group 4.

Dose-related increased epidermal thickness in all groups.

Dose-related increased numbers of epidermal cells in all
groups.

Increased BrDU labelling indices, unrelated to dose in all
groups.
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201-910801, Subprotocol 3, ACC# (1848}

CONCLUSIO cont'd

96 HOUR SACR CE

Epidermal inflammatory/degenerative changes: no effects
in Groups 4 and 5. Dose-related increases in Groups 6
and 7.

Epidermal proliferative changes: no changes in Group 4.
Dose-related increases in Groups 5, 6 and 7.

Dermal changes: no changes in Group 4. Dose-related
increases in Groups 5, 6 and 7.

Dose-related increase in epidermal thickness in all
groups.

Dose-related increases in number of epidermal cells in
all groups.

Dose~related increased BrDU labelling in all groups.

4., MSO (GROUPS 8, 9, 10 AND 11)

6 HOUR _SACRIFICE

Epidermal inflammatory/degenerative changes: dose-
related increases in all groups.

Epidermal proliferative changes: dose-related increase
in all groups.

Dermal changes: dose-related increases in all groups.
Dose-related increased epidermal thickness in all groups.

Dose-related increased numbers of epidermal cells in all
groups.
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4 HOU AC CE
- Epidermal inflammatory/degenerative changes: compound
related increases observed in all groups. These
increases were dose-related in Groups 8, 9 and 10 only.

- Epidermal proliferative changes: increases in all groups;
dose-related only in Groups 8, 9 and 10.

- Dermal changes: dose-related increases in all groups.
- Dose-related increased epidermal thickness in all groups.

- Dose-related increased numbers of epidermal cells in all
groups.

- Increased BrDU labelling indices in all groups; dose-
related in Groups 10 and 11 only.

48 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: treatment
and dose-related increases identified only in all groups.

- Epidermal proliferative changes: treatment and dose-
related increases in all groups.

- Dermal changes: treatment-induced effects in all groups;
dose-related in Groups 8, 9 and 10 only.

- Dose-related increased epidermal thickness in all groups.

- Dose-related increases in numbers of epidermal cells in
all groups.

- Dose-related increased BrDU labelling index in all groups.
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96 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: no effects
in Groups 8 and 9; treatment dose-related increases in

Groups 10 and 11.

- Epidermal proliferative changes: treatment and dose-
related effects in all groups.

- Dermal changes: treatment effects in all groups; dose-
related only in Groups 8, 9 and 10.

- Dose-related increased epidermal thickness in all groups.

- Dose-related increased number of epidermal cells in all
groups.

- Dose-related increases in BrDU labelling in all groups.

LV UPS 4 da 15

6 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: compound and
dose-related effects found in Groups 13, 14 and 15 only.

- Epidermal proliferative changes: compound and dose-
related increases in all groups.

Dermal changes: dose-related increases in all groups.

- Dose-related increased epidermal thickness in all groups.

Dose-related increased numbers of epidermal cells in all
groups.
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24 HOUR SACRIFICE

- Bpidermal inflammatory/degenerative changes: dose-
related increases in all groups.

- Epidermal proliferative changes: dose-related increased
in Groups 13, 14 and 15 only. No changes in Group 12.

- Dermal changes: dose-related increases in all groups.
- Dose-related increased epidermal thickness in all groups.

- Dose-related increased numbers of epidermal cells in all
groups.

- Dose-related increased BrDU labelling indices in all
groups.

48 HOUR SACRIFICE
- Epidermal inflammatory/degenerative changes: dose-related
increases were identified only in Groups 14 and 15.

- Epidermal proliferative changes: treatment and dose-
related increases in Groups 13, 14 and 15 only.

- Dermal changes: treatment and dose-related increases in
Groups 13, 14 and 15 only.

- Dose-related increased epidermal thickness in all groups.

- Dose-related increases in numbers of epidermal cells in
all groups.

- Dose-related increases in BrDU labelling indices, in all
groups.
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201--910801, Subprotocol 3, (ACC# 1848)

ont'd

96 HOUR SACRIFICE

Epidermal inflammatory/degenerative changes: no effects
in Groups 12 and 13. Treatment and dose-related effects

in Groups 14 and 15.

Epidermal proliferative changes: treatment and dose-
related changes in all groups.

Dermal changes: no effects in Group 12; treatment and
dose-related effects in Groups 13, 14 and 15.

Increased epidermal thickness in all groups; dose-related
in Groups 12, 14 and 15 only.

Increased numbers of epidermal cells in all groups; dose-
related in Groups 12, 14 and 15 only.

Dose-related increases in BrDU labelling indices in all
groups.

6. TPA (GROUPS 16, 17, 18 and 19)
6 _HOUR SACRIFICE

Epidermal inflammatory/degenerative changes: no treat-
ment effects seen in Groups 16 and 17. Dose-related
changes in Groups 18 and 19.

Epidermal proliferative changes: treatment and dose-
related increases in all groups.

Dermal changes: treatment and dose-related increases
in all groups.

Dose-related increased epidermal thickness in all groups

Dose-related increased numbers of epidermal cells in all
groups.
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24 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: treatment
and dose-related increases in all groups.

- Epidermal proliferative changes: compound and dose-
induced increases in all groups.

- Dermal changes: compound and dose-related effects only
in Groups 17, 18 and 19.

- Treatment and dose-related increased epidermal thickness
in all groups.

- Treatment and dose-related increased numbers of epidermal
cells in all groups.

- Compound and dose-related increased BrDU labelling indices
in Groups 17, 18 and 19 only.

48 HOU ACRIFICE

- Epidermal inflammatory/degenerative changes: no effects
in Group 16. Treatment-induced, dose-related increases
in Groups 17, 18 and 19.

- Epidermal proliferative changes: treatment-induced
jncreases in all groups; dose relationship only in Groups
16, 17 and 18.

- Dermal changes: compound and dose-related increases in
all groups.

- Dose related increased epidermal thickness in all groups.

- Dose-related increased numbers of epidermal cells in
all groups.

- Dose-related increases in BrDU labeiling indices in all
groups.

53



USIC.. ont'

96 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: no changes
in any groups.

- Bpidermal proliferative changes: treatment-related, dose-
responsive increases in all groups.

- Dermal changes: dose-related increases in all groups.

- Dose-related increased epidermal thickness in Groups 17,
18 and 19 only.

- Dose-related increases in numbers of 2apidermal cells in
all groups.

- Dose-related increases in BrDU labelling in all groups.

n-NDodecane, (GROUPS 20, 21, 22 and 23)

6 _HOU ACRIFICE

- Epidermal inflammatory/degenerative changes: compound
effects found in all groups. Relationship to dose is
unclear for Groups 22 and 23.

- Epidermal proliferative changes: compound and dose-
induced increases in all groups.

- Dermal changes: dose-related effects in all groups.

- Increased epidermal thickness in all groups. Dose
relationship only in Groups 21, 22 and 23.

- Increased numbers of epidermal cells in all groups;
dose relationship only in Groups 21, 22 and 23.
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201-910801, Subprotocol 3., (ACC# 1848)
CONCLUSION (cont'd)

4 A CE

- Epidermal/degenerative changes: treatment and dose-
related increases only in Groups 21, 22 and 23. No
effects in Group 20.

- Epidermal proliferative changes: increases in all groups;
dose relationship only in Groups 22 and 23.

- Dermal changes: increases in all groups; dose relation-
ship only in Groups 20 and 23.

- Increased epidermal thickness in all groups; dose-related
in all groups.

- Increased numbers of epidermal cells in all groups; dose
relationship only in Groups 21, 22 and 23.

- Increased BrDU labelling indices in all groups; dose-
related only in Groups 20, 21 and 22.

48 HOUR S c

- Epidermal inflammatory/degenerative changes: increases
unrelated to dose, were identified only in Groups 21, 22
and 23.

- Epidermal proliferative changes: treatment-related
increases in all groups; dose related only in Groups
20, 21 and 23.

- Dermal changes: dose-related effects in all groups.

- Dose-related increased epidermal thickness in all
groups.

- Increases in numbers of epidermal cells in all groups;
dose-related only in Groups 20, 21 and 23.

- Dose-related increases in BrDU labelling indices in all
groups.
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- Epidermal inflammatory/degenerative changes: treat-
ment effects, seen in Groups 21, 22 and 23. Dose
relationship only in Groups 21 and 22. No inflamma-
tory/degenerative changes in Group 20.
- Epidermal proliferative changes: treatment and dose-
related increases in all groups.
- Dermal changes: treatment-induced increases, unrelated
to dose, Groups 21, 22 and 23. No effects in Group 20.
- Increased epidermal thickness in all groups; dose re-
lationship only in Groups 20, 21 and 22.
- Increased numbers of epidermal cells in all groups;
dose-related only in Groups 20, 21 and 22.
- Dose-related increased BrDU labelling indices in all
groups.
8. BPX (GROUPS 24, 25, 26 and 27)

6 ¢

HOU ACRIFICE

Epidermal inflammatory/degenerative changes: no effects
in Groups 24 and 25. Dose-related changes in Groups 26
and 27.

Epidermal proliferative changes: compound-induced in-
creases, in all groups; dose relationship only in Groups
24, 25 and 27.

Dermal changes: dose-related increases in all groups.

Increased epidermal thickness, unrelated to dose, in
all groups.

Increased numbers of epidermal cells, unrelated to dose
in all groups.
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CONCLUSION, (cont'd)

4 SA CE

- Epidermal inflammatory/degenerative changes: increases,
unrelated to dose, observed only in Groups 24, 25 and 27.

- Epidermal proliferative changes: increases in all groups;
dose-related only in Groups 26 and 27.

- Dermal changes: increases in all groups; dose-related
only in Groups 26 and 27.

- Increased epidermal thickness in all groups; dose-related
only in Groups 24 and 27.

- Increased numbers of epidermal cells in all groups; dose
relationship, only in Groups 24, 25 and 27.

- Increased BrDU labelling indices, unrelated to dose, in
all groups.

48 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: compound
effects found in Groups 24, 25 and 27 only. Relationship
to dose in unclear.

- Epidermal proliferative changes: compound-induced
increases in all groups; dose-related only in Groups 24,
25 and 27.

- Dermal changes: increases in all groups; dose-related
only in Groups 24, 25 and 27.

- Dose-related increased epidermal thickness in all groups.
Dose-related only in Groups 24, 25 and 27.

- Increased numbers of epidermal cells in all groups; dose
relationship only in Groups 24, 25 and 27.

- Increased BrDU labelling, unrelated to dose, in all
groups.
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96 HOUR SACRIFICE

- Epidermal inflammatory/degenerative changes: no changes
in any group.

- BEpidermal proliferative changes: increases, unrelated to
dose, in all groups.

- Dermal changes: increases, unrelated to dose, in all
groups.

- Increased epidermal thickness, unrelated to dose, in all
groups.

- Increased numbers of epidermal cells in all groups; no
dose relationship.

- Increased BrDU labelling indices, unrelated to dose, in a
all groups.
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INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 1 Species: Mouse ' ' Mean
Duration (Hours): 6 Animal Numbers Grade
i 2 3 4 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 b § 0 0.25
2. Ulceration 0 2 1] 0 0.50
3. Crust Formation 2 i 3 0 1.50
4. Epidermitis 0 L] 2 i 0.75
5. Necrosis/Acantholysis : 2 3 2 i 2.00
6. 8pcngiosis/nydrog ¢ Degen. ] 0 0 1 0.25
Z. Pustule, Intraepithelial 0 2 i 2 i.25
Proliferative Changes
9. Orthokeratosis 2 i 2 1 1.50
10. Parakeratosis 0 0 o 0 0.0
11. Hyperplasia 2 0 3 0 1.25
12. Dyskeratosis 0 0 /] 0 0.0
13. Epidermal Thickness (um)®* 43.56 - 57.24 24.84 41.88
14. Epi. Cells Per 100 um #*% 34.80 - 48.60 24.00 35.80
DERMIS
17. Inflammatory Infiltrates 2 3 3 2 2.50
i8. Edema 2 3 3 2 2.50
%:. Vasodilatation o 0 0 0 .0
21.
SCORE © Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8Severe.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

«4Epidermal Cells per 100u is average of five micrometer-based measurements
per specinmen.

-=Tissue tooc ulcerated or necrotic to measure.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATICONS
MOUSE S8KIN
8TUDY 910801-3

Groug ID: 2 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

17 is 19 20 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 dv 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 o 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Nocrosis/hcantholgsis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. - 0 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.

Proliferative Changes

9. Orthokeratosis 0 1] 0 0 0.0
10. Parakeratosis 0 0 0 0 0.0
i11. Hyperplasia 0 0 ) ) 0.0
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)# 12.24 11.52 9.6 10.92 13..07
i;. Epi. Cells Per 100 um ## 20.40 23.20 16.20 20.60 20.10
DERMIS

17. Inflammatory Infiltrates 0 0 0 0 0.0
18. Edema 0 0 0 0 0.0
19. Vvasodilataticn 0 0 0 0 0.0
20.

21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#*#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
' MOUSE SKIN
S8TUDY 910801-3

Group ID: 3 S8pecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
33 34 35 36 Group

- EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0
2. Ulceration 3 .0 2 3 2.0
3. Crust Formation 2 i 2 2 1.75
4. Epidermitis i i b § 1 i.0
5. Necrosis(kcantholisis 0 G (1] 0 0.0
6. spongioszs/nydrog ¢ Degen. - (1] 0 2 1 0.75
z. Pustule, Intraepithelial 3 3 3 4 3.25
Proliferative Changes

9. Orthokeratosis 1 i 2 2 1.50
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 2 3 2 2.50
12. Dyskeratosis 0 0 o 0 0.0
13. Epidermal Thickness (um)®* 33 30 37.8 35.52 34.08
}z. Epi. Cells Per 100 um #= 30.4 24.6 36.6 28,6 30.05
DERMIS

17. Inflammatory Infiltrates 4 3 4 3 3.5
is. Edema 4 3 é 3 3.5
;g. Vvasodilatation 0 0 o] 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen. '

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801~-3

Group ID: 4 Species: Mouse Mean
puration (Hours): 6 Animal Numbers Grade

49 50 51 52 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 o 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis V] o 0 0 0.0
5. Necrosis/Acantholysis 0 o 0 0 0.0
6. Spongiosis/Hydropic Degen. ° 0 0 0 () 0.0
Z. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis o 0 0 0 0.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 0 0 0 0 0.0
12. Dyskeratosis V] 0 0 0 0.0
13. Epidermal Thickness (um)® 13.08 11.16 11.52 10.08 1i1.46
i4. Epi. Cells Per 100 um LA 21.80 23.20 19.0 19.60 20.90
*S.

ie
DERMIS
17. Inflammatory Infiltrates 0 0 0 0 0.0
i18. Edema 0 0 0 0 0.0
%:. vasodilatation 0 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5.= Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#*Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
STUDY 910801-3

Group ID: S Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

65 66 67 68 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 o 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 o ] 0.0
5. Necrosis/Acantholysis . 0 o 0 0 0.0
6. Spongiosis/Hydropic Degen. i 0 0 0 0.25
Z. Pustule, Intraepithelial 0 2 b § 2 i.28
Proliferative Changes
9. Orthokeratosis 0 0 ] 0 0.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia i 0 0 i 0.50
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)* 22.56 17.52 17.04 19.32 19.11
14. Epi. Cells Per 100 um %% 32.60 29.20 23.80 22.80 27.10
-
DERMIS
17. Inflammatory Infiltrates i i 0 b § 75
18. Edema b § 1 0 p | 0.75
19. Vasodilatation 0 0 0 /] o0
20.
21.

SCORE 0 = Reqular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Karked,
5 = Severe. ‘

«Epidermal thickness is average of ten micrometer-based measurements per
specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen. ‘




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
. STUDY 910801-3

Group ID: 6 Species: Mouse Hean
Duration (Hours): 6 Animal Numbers Grade

81 82 83 84 Group
EPIDERMIS
Inflammatory/Degenerative Changes
l. Erosion 0 0 0 ) 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation b § 0 0 0 0.25
4. Epidermitis 0 0 0 0 0.0
5o Nocrnsis/hcanthal¥sis o 0 0 0 0.0
6. S8pongiosis/Hydropic Degen. 0 0 0 0 .0
;. Pustule, Intraepithelial 3 2 4 4 3.25
Proliferative Changes
9. Orthokeratosis 0 0 0 0 0.0
10. Parakeratosis 0 (4] 1] 0 0.0
11. Hyperplasia i 1 2 3 1.75
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)®# 21.96 i8.12 17.28 29.64 21.75
14. Epi. Cells Per 100 um #% 22.80 24.20 27 .40 32.40 26.70
15.
DERMIS
17. Inflammatory Infiltrates 2 b § 3 4 2.50
18. Edema 2 1 3 4 2.50
;g. Vasodilatation 0 0 0 0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
S = Severe. o

*Epidormallthickncss is average of ten micrometer-based measurements per
specimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL AMNIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE BKIN
8TUDY 910801-3

Group ID: 7 Species: Mouse Mean
Duration (Hours): 6 Animal MNumbers Grade
97 98 99 100 Group
EPIDERMIS
Infll:latory/nogonorativo Changes
1. BErosion 1 i | 0 0.75
2. Ulceration i 0 0 0 0.25
3. Crust Pormation 0 i 0 0 0.25
4. Bpidermitis 0 0 0 0 0.0
5. HNecrosis/Acantholysis 0 ] 0 0 0.0
6. Spongiosis/Bydropic Degen. 1 0 0 0 0.25
z. Pustule, Intraepithelial 2 3 4 4 3.25
Proliferative Changes
9. Orthokeratosis 0 0 0 (1] 0.0
10. Parakeratosis 0 0o 0 0 0.0
i1i. Hyperplasia 2 2 2 3 2.25
12. Dyskeratosis ) 0 ) ] 0.0
13. Epidermal Thickness (um)* 24.48 24.12 38.04 26.04 28.17
12. Epi. Cells Per 100 um %@ 30.20 29.80 34.80 32.80 31.90
DERNMIS
17. Inflammatory Infiltrates 2 3 4 4 3.25
is. Bdema 2 3 4 4 3.25
%:. Vasodilatation 0 o o 4] 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

eEpidermal thickness is average of ten micrometer-based measurements per
specimen. :

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3

Group ID: 8 Bpecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

113 114 iis 116 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 0 0.0
2. Ulceration b § 0 o 0 0.25
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 0 (] 0.0
5. Nccrosis/hcanthol¥sis . 2 0 0 o 0.50
6. Spongiosis/Hydropic Degen. 0 0 0 0 0.0
Z. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis 0 <] 0 0 0.0
10. Parakeratosis 0 0 0 o 0.0
11. Hyperplasia 0 0 0 b § 0.25
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#* 16.32 i5.12 14.28 16.80 15.63
1!. Epi. Cells Per 100 um ## 22.60 25.00 23.60 27.60 24.70

i

DERMIS
17. Inflammatory Infiltrates 0 0 1 0 0.25
18. Edema 0 0 b | 0 0.25
%g. Vvasodilatation 0 0 0 ] 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

esEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN

8TUDY 910801-3
Group ID: 9 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
129 130 i3l i32 Group
EPIDERMIS '
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 0 i 0.25
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis i ] 0 0 0.25
5. Necrosis/hcantho1¥sis . 0 0 0 0 0.0
6. 8Spongiosis/Hydropic Degen. 0 0 0 0 0.0
;. Pustule, Intraepithelial 2 3 3 2 2.50
Proliferative Changes
9. Orthokeratosis 0 0 o o 0.0
10. Parakeratosis 0 0 o 0 0.0
11. Hyperplasia i 1 2 i 1.25
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)* 21.60 21.60 35.52 16.32 23.76
11. Epi. Cells Per 100 um ## 28.20 24.60 35.00 24.40 28.05%5
.
DERMIS
17. Inflammatory Infiltrates 2 2 2 2 2.00
18. Edema 2 2 2 2 2.00
%9. Vasodilatation ] 0 0 0 .0
0.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
S = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per sptcimcn.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 910801~-3

Group ID: 10 Species: Mouse lean
puration (Hours): 6 Animal Numbers Gradc

145 146 147 148 \Toup
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 0 0 0.0
2. Ulceration 2 0 0 3 1.25
3. Crust Formation 0 i 0 0 0.25
4. Epidermitis 0 0 0 o 0.0
5. Necrosis/Acantholysis . 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. i 0 0 0 0.25
3. Pustule, Intraepithelial 3 3 3 3 3.00
Proliferative Changes
9. Orthokuratosis i i o 0 0.50
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 2 3 2 2 2.25
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)# 31.68 37.44 26.04 25.68 30.21
1!. Epi. Cells Per 100 um ## 33.80 43.80 38.60 32.20 37.10
DERMIS
17. Inflammatory Infiltrates 2 3 3 3 «75
18. Edema 2 3 3 3 2.75
%g . Vasodilatation 0 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE B8KIN
STUDY 910801-3

Group ID: i1 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

iél ié2 i63 i64 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion i i +] 0 0.50
2. Ulceration 2 b § i 3 1.75
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis o 0 0 0 0.0
5. Necrosis/Acantholysis , i 0 0 0 0.25
6. 8ponqiosis/nydro§ ¢ Degen. 2 p | 0 2 1.25
;. Pustule, Intraepithelial 3 4 4 4 3.75
Proliferative Changes
9. Orthokeratosis i p b | o 0.75
10. Parakeratosis 0 0 0 (/] 0.0
11. Hyperplasia 4 3 3 3 3.25
12. Dyskeratosis 4 ] 0 0 1.00
13. Epidermal Thickness (um)#* 60.12 43.80 31.44 48.36 45.93
14. Epi. Cells Per 100 um %% 53.00 41.00 32.40 38.00 41.10
v
DERMIS
17. Inflammatory Infiltrates 3 3 3 4 3.25
18. Edema 3 3 3 4 3.25
;3. vasodilatation 0 (1] 1] o] 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
8TUDY 910801-3

Group ID: 12 S8pecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

177 178 i79 i80 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation ] 4] 0 0 0.0
4. EBEpidermitis 0 0 0 0 0.0
5, Necrosia/hcantholisis _ 0 0 0 0 0.0
6. spongiosis/nydrog ¢ Degen. 0 0 0 0 0.0
Z. Pustule, Intraepithelial 0 0 0 o 0.0
Proliferative Changes
9. Orthokeratosis 0 0 o /] 0.0
10. Parakeratosis 0 0 0 0 0.0
11. HEyperplasia 0 0 0 i 0.25
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#® 18.48 12.12 11.04 23.28 16.23
1!. Epi. Cells Per 100 um #=* - 28,20 18.00 17.00 22.80 21.50
DERMIS
17. Inflammatory Infiltrates 0 0 0 5 § 0.25
18. Edema 0 0 0 b § 0.25
%g. Vasodilatation 0 4] ] 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 13 Species: MNouse Mean
buration (Hours): 6 Animal Numbers Grade
193 i%4 iss i1%96é Group
EPIDERNMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 0 0.0
2. Ulceration . 0 0 0 0 0.0
3. Crust Formationm 0 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Nccrosis/hcantholxsis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 0 0 1 0 0.25
z. Pustule, Intraep thelial b § 0 0 0 0.25
Proliferative Changes
9. Orthokeratosis 0 0 0 0 0.0
10. Parakeratosis 0 o 0 0 0.0
11. Hyperplasia 1 0 0 2 0.75
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#* 23.16 19.32 14.40 17.52 18.60
14. Epi. Cells Per 100 um ## 26.00 23.40 19.80 23.80 23.25
DERMIS
17. Inflammatory Infiltrates 2 0 1 0 0.75
18. Edema 2 0 1 0 0.75
19. Vasodilatation 0 0 0 0 0.0
20.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#*Epidermal Cells per 100u is average of five micrometer-based measurements
' per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3

Group ID: 14 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

209 503 211 212 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 o 0.0
2. Ulceration 0 0 2 0 0.50
3. Crust PFormation 0 0 0 0 0.0
4. EBEpidermitis 0 o 0 0 0.0
5. Necrosis/Acantholysis . 0 0 0 0 0.0
6. 8pongiosis/nydrog c Degen. ) 0 0 0 0.0
;. Pustule, Intraepithelial 0 b | 2 i 1.0
Proliferative Changes
9. Orthokeratosis ] 0 o 0 0.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia i 2 2 1 1.50
12. Dyskeratosis 0 ] 0 0 0.0
13. Bpidermal Thickness (um)®* 18.24 30.12 32.40 23.40 26.04
1{. Epi. Cells Per 100 um #@* 26.80 32.00 26.60 29.00 28.60
_én
DERMIS
17. Inflammatory Infiltrates b § 2 3 1 1.75
18. Edema i 2 3 i 1.75
%g. Vasodilatation o 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimzl, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

##Bpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE BKIN
8TUDY ©10801-3

Group ID: 15 S8pecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

225 226 227 228 Gzroup
EPIDERMIS
Inflammatory/Degenerative Changes
i. BErosion 0 0 0 0 0.0
2. Ulceration b} 0 0 i 0.50
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/hcantholzsis 0 0 0 0 0.0
6. spongiosis/nydrog ¢ Degen. - 0 0 i h § 0.50
7. Pustule, Intraepithelial 2 3 4 3 3.00
8.
Proliferative Changes
9. Orthokeratosis ] 0 1 0 0.25
10. Parakeratosis (1] 0 0 0 0.0
11. Hyperplasia 3 i 3 3 2.50
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)®# 30.72 24.84 48.84 36.84 35.31
14. Epi. Cells Per 100 um ## 31.00 32.60 44.00 39.80 36.85
DERMIS
17. Inflammatory Infiltrates 3 2 3 3 2.75
18. Edema 3 2 3 3 2.75
;:. Vasodilatation 0 0 0 (1] 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE 8KIN
8TUDY %10801-3

Group ID: 16 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

241 242 243 244 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 o 0 0.9
3. Crust Formation 0 0 0 0 .0
4. BEpidermitis ] 0 0 0 0.0
S. Necrosis/Acantholysis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 0 0 0 L] 0.0
;. Pustule, Intraepithelial o o 0 0 0.0
Proliferative Changes
9. Orthokeratoesis ] 0 : § 0 0.25
10. Parakeratosis 0 0 0 (/] 0.0
11. Hyperplasia 0 0 0 o 0.0
12. Dyskeratosis 0 0o . 0 0 0.0
13. Epidermal Thickness (um)# 10.44 10.68 14.28 11.64 11.76
}:. Epi. Cells Per 100 um #*= 22.20 20.40 26.80 22.20 22.%0
,
DERMIS
17. Inflammatory Infiltrates 0 0 b § 1 0.50
i18. Edema 0 4] 1 1 0.50
%g. Vasodilatation 0 0 0 0 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

S8evere.

#2Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATEOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

Group ID: 17 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

257 258 259 260 Group
BEPIDERMISE

Inflammatory/Degenerative Changes

1. Erosion 1] 0 0 0 0.0
2. Ulceration (1] o 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/hcanthol¥sis 0 0 0 0 0.0
6. Spongiosis/nydrog ¢ Degen. - 0 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 1 i i 0 0.75
10. Parakeratosis 0 (1] 0 0 0.0
11. Hyperplasia 1 1 i 0 0.75
12. Dyskeratosis ) 0 0 0 0.0
13. Epidermal Thickness (um)# 15.00 i9.08 14.52 10.68 14.82
}:. Epi. Cells Per 100 um ## 25.20 29.80 2%.00 24.80 26.20
i
DERMIS
17. Inflammatory Infiltrates 2 1 1 0 1.00
i18. Edema 2 i 3 0 1.00
%g. vasodilatation 0 1] 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
STUDY 910801-3
Group ID: 18 Bpecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
273 274 275 276 Group

EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 o 0 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 5 § i b | 0.75
S. Necrosis/Acantholysis [¢] 0 1) 0 0.00
6. 8Spongiosis/Hydropic Degen. 0 0 0 0 0.00
7. Pustule, Intraepithelial 0 b 0 0 0.25
8.
Proliferative Changes
9. Orthokeratosis i i 0 1 0.75
10. Parakeratosis 0 0 ] 0 0.0
11. Hyperplasia 2 2 2 2 2.00
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)# 39.24 34.20 30.60 42.48 36.63
15. Epi. Cells Per 100 um #= 46.20 42.00 33.20 42.60 41.00
Ve
de
DERMIS
17. Inflammatory Infiltrates 2 3 2 3 2.50
i8. Edema 2 3 2 3 2.50
%9. vasodilatation 0 0 0 ] 0.0
0.
2.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

#«Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#*Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
S8TUDY 910801~-3

Group ID: 19 S8pecies: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

289 290 291 292 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 1 1 0 0 0.50
2. Ulceration i i 0 0 0.50
3. Crust Formation 0 i 0 0 0.25
4. Epidermitis /] 0 0 b § 0.25
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. 8pongiosis/nydrog c Degen. - i b3 0 0 0.50
7. Pustule, Intraepithelial i 1 (/] 1 0.75
8.
Proliferative Changes
9. Orthokeratosis b 2 i i 1.25
10. Parakeratosis 0 0 0 0 0.0
1i. Hyperplasia 3 3 2 3 2.75
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)® 58.20 72.72 37.92 34.44 50.82
1!. Epi. Cells Per 100 um %% 52.00 56.20 33.80 48.80 47.70

i

DERMIS |
17. Inflammatory Infiltrates 3 3 3 3 3.00
i8. Edema 3 3 3 3 3.00
%g. vVasodilatation 0 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

Group ID: 20 Species: .Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

308 306 307 308 Group
EPTDERMIS

Infisiomatory/Degenerative Changes

i. Erosion 0 0 0 0 0.0
2. Ulceration 0 ] o 0 0.0
3. Crust Formation 0 0 0 o 0.0
4. Epidermitis 0 0 0 0 0.0
S. Necrosis/hcantholisis 0 0 (/] (1] 0.0
6. Spongiosis/nydrog c Degen. ' 0 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 1] 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 0 0 0 0 0.0
10. Parakeratosis o 0 0 0 0.0
11. Hyperplasia 0 b § o 0 0.25
12. Dyskeratosis 0 0 /] 0 0.0
13. Epidermal Thickness (um)* 12.00 i7.28 12.48 11.40 13.29
1!. Epi. Cells Per 100 um #% 25.40 30.80 21.40 23.00 25.15
ie
DERMIS
17. Inflammatory Infiltrates 0 i o i 0.50
ig8. Edema 0 1 0 b 0.50
%g. vasodilatation 0 0 0 0 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

sEpidermal thickness is average of tem micrometer-based measurements per
specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

Group ID: 21 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade

321 322 451 324 Group
EPIDERMIS

Inflammatory/Degenerative Chaages

i. Erosion 0 0 0 1 0.25
2. Ulceration 0 0 0 2 0.50
3. Crust Formation 0 0 0 1 0.25
4. Epidermitis i 1] 0 0 0.25
5. Necrosis/hcanthal¥sis , (1] 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 0 b 0 0 0.25
7. Pustule, Intraspithelial 2 3 2 2 2.25
8.
Proliferative Changes
e, Orthokeratosis i (1] b 0 0.50
10. Parakeratosis 0 0 0 0 0.0
1i. Hyperplasia i 2 2 b 1 1.5
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)® 22.32 27 .84 23.52 22.20 23.97
11. Epi. Cells Per 100 um ## 25.40 24.60 25.60 25,00 25.15
o '
DERMIS
17. Inflammatory Infiltrates 2 3 2 2 2.25
18. Edema 2 3 2 2 2.25
%g. vasodilatation 0 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 22 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
337 338 339 340 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 i i 0 0.50
2. Ulceration 0 0 ) i 0.25
3. Crust Formation i b § 0 0 0.50
4. Epidermitis 0 o 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. i b § 0 i 0.75
z. Pustule, Intraepithelial 4 3 3 4 3.50
Proliferative Changes
9. Orthokeratosis 2 i 1 0 1.00
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 2 2 2 2.25
12. Dyskeratosis 0 o 0 0 0.0
13. Epidermal Thickness (um)® 48.96 30.36 30.12 31.32 35.19
11. Epi. Cells Per 100 um *#% 40.80 26.80 30.80 29.20 31.90
DERMIS
17. Inflammatory Infiltrates 4 3 4 4 3.75
18. Edema 4 3 4 4 3.75
19. Vasodilatation 0 0 0 0 6.0
20.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

Group ID: 23 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
383 354 385 3856 Group

EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 i 0 0.25

2. Ulceration 0 0 2 0 0.50

3. Crust Formation 0 0 0 i 0.25

4. Epidermitis 0 0 0 o 0.0

5. Necrosis/Acantholysis 0 o 0 0 0.0

6. Spongioais/nydrog c Degen. ' 0 i b § 0 0.50

7. Pustule, Intraepithelial 4 4 3 3 3.50

8.

Proliferative Changes

9. Orthokeratosis 0 +] 2 0 0.50

10. Parakeratosis o 0 0 0 0.0

11. Hyperplasia 2 2 2 2 2.00

12. Dyskeratosis ) 0 : 0 0 0.0

13. Epidermal Thickness (um)* 33.48 34.22 29.88 25.32 30.72

1!. Epi. Cells Per 100 um #% 31.20 30.20 27.40 28.00 29.20
.

DERMIS

17. Inflammatory Infiltrates 3 4 3 3 3.25
i8. Edema 3 4 3 3 3.25

%9. vasodilatation 0 0 0 0 0.0
0.

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 24 Species: Mouse Mean
Duration (Hours): 6 Animal Numbers Grade
369 370 372 372 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 /] 0 0.0
2. Ulceration 0 0 0 4] 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 ] 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 (] 0.0
6. 890nqicsis/nydrog ¢ Degen. 0 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis o 0 b § i 0.50
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia i 0 0 0 0.25
12. Dyskeratosis 0 0 0 o 0.0
13. Epidermal Thickness (um)® ig8.00 17.04 15,36 16.92 16.83
1!. Epi. Cells Per 100 um ## 25.80 22.40 29.80 23.60 25.40
i
DERMIS
17. Inflammatory Infiltrates i 0 2 i § 1.00
18. Edenma i 0 2 i i1.00
gg. Vasodilatation 0 0 0 0 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8evere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#+Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
S8TUDY 910801~-3

Group ID: 25 Species: Mouse - Mean
Duration (Hours): 6 Animal Numbers Grade

388 386 387 388 Group
BPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion o 0 0 0 0.0
2. Ulceration 0 0 0 0 6.0
3. Crust Formation 0 0 0 0 0.0
4. Bpidermitis 0 0 0 o 0.0
5. Necrosis/Acantholysis 0 0 ] 0 0.0
6. 8pongiosis/nydrog ¢ Degen. 0 ] 0 0 0.0
z. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes

9. Orthokeratosis b § b § ] 1 0.75
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 2 i i 1 1.25
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)®#® 25.80 i8.96 19.56 17.16 20.37
1&. Epi. Cells Per 100 um ## 29.40 27 .40 27.20 31.60 28.90
5

DERMIS

17. Inflammatory Infiltrates i 2 i b § 1.25
18. Edema i 2 i b § 1.285
;3. Vasodilatation 0 0 0 0.0
21.

SCORE 0 Reqular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

#sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

Severe.

e«#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 26 Species: Mouse

Duration (Hours): 6 Animal Numbers
401 402 403

EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion 0 0 0 1] 0.0
2. Ulceration 0 0 0 ] 5.0
3. Crust Formation (1] 0 0 (] 0.0
4. Epidermitis ] 0 o | 0.2%
5. Necrosis/lcantholisis _ 0 0 0 ] 0.0
6. spongiosis/nydrog ¢ Degen. 1] 0 0 ] 0.0
z. Pustule, Intraepithelial 0 0 0 ] 6.0
Proliferative Changes

9. Orthokeratosis i 0 3 2 1.00
10. Parakeratosis 0 (4] 0 0 0.0
11. Hyperplasia ) i i 2 1.00
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)* 12.60 16.92 17.16 25.08 17.94
11. Epi. Cells Per 100 um %= 22.20 24.20 25.60 33.20 26.30
-é.

DERMIS

17. Inflammatory Infiltrates i 2 i 2 1.50
18. Edema b 2 b | 2 1.%0
%g. Vvasodilatation 0 (4] 0 0 0.0
21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8evere.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen. .




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIOHNS
MOUSE BKIN
- 8TUDY 910801-3

G:ou{ ID: 27 Species: louse Hean
Duration (Hours): 6 Anisal ¥umbers Grade
417 418 419 420 @roup
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 (] /] 0 0.0
2. Ulceration /] 0 0 0 0.0
3. Crust Formation 0 0 0 /] 0.0
4. Epidermitis 0 0 ) 0 0.0
5. lccrosis/&cantholisia ) 0 ] 0 0 0.0
6. SPongicsis/nydrog c Degen. 0  § 1 0 0.50
:. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis 0 i i i 0.7%
10. Parakeratosis (] ] 0 0 0.0
11. Hyperplasia i b § 3 2 1.75
12. Dyskeratosis o 0 0 0 0.0
13. Epidermal Thickness (um)® 15.96 i5.60 39.36 21.48 23.10
}:. Bpi. Cells Per 100 um %% 25.60 20.80 33.20 30.40 27.50
DERMIS
17. Inflammatory Infiltrates i 2 2 1.7
igé. Edema b § 2 2 2 1.7%
;:. Vasodilatation 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Noderate, 4 = Marked,
5 = Severe.

eEpidermal thickness is average of ten micrometer-based i.asurclonts per
specimen.

e:Epidsrmal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN

8TUDY 910801-3
Group ID b S Species: MOUSE Mean
Duration (Hours) 24 Animal Numbers Grade

L 6 7 8 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 1 0 2 0 0.75
2. Ulceration ] 2 3 p § 1.8
3. Crust Formation 3 3 3 3 3.0
4. Epidermitis 2 2 3 2 2.25
5. Necrosis/hcantholisis 1 1 2 3 1.75
6. Spongiosis/Hydropic Degen. 1 1 b § i 1.0
7. Pustule, Intraepithelial 0 0 2 0 0.5
8.
Proliferative Changes
9. Orthokeratosis 2 2 3 2 2.25
10. Parakeratosis 0 b § o 0 0.25
11. Hyperplasia 2 3 2 3 2.5
“2. Dyskeratosis 0 0 0 0 0.0

. Epidermal Thickness (um)®* - - - - -

14. Epi. Cells Per 100 um =% - - - - -
15.
16.
DERMIS
17. Inflammatory Infiltrates 3 3 3 3 3.0
18. Edema 3 2 3 3 2.75
19. Vasodilatation 1 0 p § 0 0.5
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

t#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.

- = Tissue too ulcerated or necrotic for measurement.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC CBSERVATIONS
MOUSE SKIN
S8TUDY $10801-23

Group ID 2 Species: MOUSE Mean
NDuration (Hours) 24 Animal Numbers Grade
21 22 23 24 Group

BPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 L] 0 0 0.9

2. Ulceration 0 ] 0 0 0.0

3. Crust Formation 0 0 9 0 0.0

4. Epidermitis 0 0 0 0 0.0

5. Necrosis/Acantholysis 0 0 (1] 0 0.0

6. Bpongiosis/Rydrcpic Degen. 0 0 o 0 0.0

7. DPustule, Intraepithelial 0 0 o 0 0.0

8.

Proliferative Changes

9. Orthokeratosis G 0 0 0 0.0

10. Parakeratosis 0 0 0 0 0.0

11. Hyperplasia 0 0 0 0 0.0

12. Dyskeratosis 0 0 0 0 0.0
. Epidermal Thickness (um)#* 12.72 10.92 i2.72 12.36 i2.18

-4+ Epi. Cells Per 100 um ## i8.4 19.4 23.6 20.4 20,45

i5.

i6.

DERMIS

17. Inflammatory Infiltrates 0 0 0 0 0.0

i8. Edema 0 0 0 0 0.0

13. Vasodilatation e 0 0 0 0.0

20.

21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Zevere.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen. )

e4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIUNS
MOUSE SKIN
STUDY 910801-3

Group ID 3 Species: MOUSE Mean
Duration (Hours) 24 Animal Numbers Grade
37 38 39 40 Group

BPIDERMIS

Iinflammatory/Degenerative Changes

i. Erosion 2 b § 0 i 1.0

2. Ulcerztion 2 3 2 4 2.75

3. Crust Formationm 3 4 2 3 3.0

4. Epidermitis b 8 b § 2 i 1.25

5e Necrosis[&canth01¥sis i 1 b § b § i.0

6. 8pongios:s/nydrog ¢ Degen. 3 2 1 2 2.0

7. Pustule, Intraepithelial i i i b § i.0

€.

Preliferative Changes

¢. Orthokeratosis 3 2 2 2 2.25

10. Parakeratosis 0 b § 0 0 0.25

*1., Hyperplasia 2 2 2 3 2.25
. Dyskeratosis 0 0 0 0 0.0

+3. Epidermal Thickness (um)#* 35.64 34.92 34.890 42.24 36.90

i;. Epi. Cells Per 100 um #%* 23.2 27 .4 272 27 .8 26.4

16.

DERMIS

17. Inflammatory Infiltrates 3 3 3 4 3.25

i8. Edema 3 3 3 4 3.25

19. Vasodilatation 0 0 0 2 0.5

20.

22,

SBCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUBE SKIX

87TvDY $10801-3
Group ID 4 8pecies: MOUSE Hean
Duration (Hours) 24 Animal Numbers Grade

53 54 55 56 Group
BPIDERMIS
Inflammatory/Degenerative Changes
1. BErosion (] o 0 0 0.0
2. Ulceration 0 6 V] 0 0.0
3. Crust Formation o 0 0 0 0.0
4. Epidermitis 0 0 ] 0 0.0
8. Necrasis/hcanthalisis 0 0 0 0 0.0
6. 8pongiosis/nydro§ ¢ Degen. ©0 0 0 0 0.0
7. Pustule, Intraepithelial 0 o 0 0 0.0

Proliferative Changes

9. Orthokaratosis 0 (1] 0 0 0.0

10. Parakeratosis 0 0 0 (1] 0.0

11. Hyperplasia 0 0 0 0 0.0

" . Dyskeratosis 0 0 0 0 0.0
.. Epidermal Thickness (um)* 18.0 13.08 14.76 12.36 14.55

i;. Epi. Cells Per 100 um %% 22.4 i8.2 290.90 22.8 20.85

16.

DERMIS

17. Inflammatory Infiltrates 0 0 0 0 0.0

18. Edema 0 0 0 0 0.0

i9. Vasodilatation 0 0 0 0 0.0

20,

21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

§ = Bevers.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measureunents
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 9108C1-3

Group ID S Speciss: MOUSE
Duration (Hours) &4

€9
EPIDERMIS
Inflammatory/Degenerative Changes

2. Erosion 0
2. Ulceration 0
3. Crust Formation 0
4. Epidermitis 0
5. Necrcsis/ncantholgsis 0
6. 8pongiosis/nydrog ¢ Degen. ©
Z. Pustule, Intraepithelial o

Precliferative Changes

9. Orthokeratosis
10. Parakeratosis
"1. Hyperplasia

. Dyskeratosis
+3. Epidexmal Thickness {(um)® 18.12
14. Epi. Cells Per 100 um ** 29.2
15.
16,

DERMIS

QOO

17. Iuflammatory Infiltrates
ig. Edema

i2. Vasodilatation

20.

21,

[=R-N-]

Animal Numbers

70 73 72
0 0 0
0 0 0
0 0 0
0 0 0
0 0 0
) 0 0
0 0 0
0 ¢ 0
e 0 0
0 0 1
0 0 1]

15.24 15.48 1g8.84

29.0 25.8 24.4
b S b S 1
i 1 b S
0 Y] 0

Mean
Grade

Group

CO0O00CO
o © o o 6 o o
-N-X-X-J- NN

0.25
6.0
0.25
0.0
16.92
27.3

SBCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

s Severe.

*Epidermal thickness is average of ten micrometer-based measurements par

specimen.

saEpidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
ETUDY 9.080i-~3
Group ID € 8pecies: MOUBSE
Duration (Hours) 24 Animal Numbers
85 86 e7 88

EPIDERMIS
Inflamnatory/Degenersative Changes
i. Erosion 0 0 0 0
2. Ulceration 1 0 0 0
3. Crust Formatiomn 2 0 1 0
4. Epidermitis 0 0 0 0
5. Necrosis/Acantholysis 0 0 0 0
6. Spongiosis/Hydropic Degen. 1 0 0 0
;. Pustule, Intraepithelial 2 0 2 2
Proliferative Changes
9. Orthokeratosis 2 i 1 i
i0. Parakeratosis b § 0 0 1
1i. Hyperplasia 3 2 2 2

'« Dyskeratosis 0 0 0 c
-s. Epidermal Thickness (um)® 47.28 25.56 31.80 32.64
i4. Epi. Cells Per 100 um *#* 30.6 26.4 30.6 28.6
8.
1¢.
DERMISZ
17. Inflammatory Infiltrates 3 2 3 3
18. Edema 3 2 3 3
19. Vasodilatation (1] 0 0 0
20.
21.

Mean
Grade

Group

uin

OO0
e e 9 2 6 0 o
n

VMNOoOO~NNO

1.25
0.5
2.25
0.0
34.32
29.05

8CORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

t*Epidermal thickness is average of tem micrometer-based measuremcnts per

specimen.

¢sEpidermal Cells per 100u is average of five micrometer-based measuremeants

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUEE SKIN
87UDY 168013

group ID 7 Bpecies: MOUSE Mean
Duration (Hours) 24 Animal Numbers Grade

101 102 103 104 Group
EPIDERMIS

Izflammatory/Degenerative Changes

i. Erosion o 2 0 2 1.0
2. Ulceration 0 2 0 3 1.28%
3. Crust Formation 0 0 0 2 0.5
4. Bpidermitis o 0 0 0 0.0
S. Necrosis/Acantholysis v} 0 o 0 0.0
€. 8pongiasiﬁ/nydtopxc Degen. 0 2 ;| 2 1.25
7. Pustule, Intraepithelial 2 2 b § i 1.5
&,
Proliferative Changes
%. Orthokeratosis i 2 1 2 i.5
ic. Parakeratosis 0 0 0 c 0.0
1i. Hyperplasia 2 2 2 2 2.0
12. Dyskeratosis 0 0 0 0 0.0
. Epidermal Thickness (um)#® 41.28 34.56 28.20 31.20 33.81
;49 Epi. Cells Per 100 um #%* 33.4 33.0 31.6 29.6 31.9
5.
16.
DERMIS
17. Inflazmmatory Inflltrates 3 3 3 3 3.0
1%. Edema 3 3 3 3 3.0
;za Vasodilatation 0 0 0 0 6.0
21.

S8CORE 0 = Regulay/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = SBevere.

*Epidgrmal thickness is average of ten micrometer-based measurements per
specimen.

®eFpidermal Cellis per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
8TUDY 910801-3
Group ID € Species: MCUSE Mean
Duration (Hours) 24 Animal Numbers Grade
117 iis 119 120 Group

EPIDERMIS
Infiammatory/Degenerative Changes
1. Erosion /] 0 0 0 0.0
2. Ulceration 0 0 0 2 0.5
3. Crust Formation 0 2 4] 0 0.5
4., Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. BSpongiosis/Hydropic Degen. 0 i 0 1 0.5
7. Pustule, Intraepithelial 0 1 0 h § 0.5
8.
Proliferative Changes
9. Orthokeratosis 0 i ] 1 0.5
10. Farakeratosis o 0 0 0 6.0
*1. Hyperplasia 0 2 | 2 i.25

. Dyskeratosis 0 0 0 0 0.0
23. Epidermal Thickness (um)*® 13.56 20.28 21.36 21.84 19.26
i;. Epi. Cells Per 100 um #%* 24.8 31.8 23.6 29.6 27.45
16:
DERMIS
17. Inflammatory Infiltrates 0 3 i 3 1.75
i18. Edema 0 3 b § 3 1.78
19. Vasodilatation 0 0 0 0 0.0
20.
21.
S8CORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

sEpidermal thickness is average of ten micrometer~based measurements per
specimen.

«4gpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC CBSERVATIONS

MOUSE BKIN
8TUDY 910801~-3

céroup ID S Species: MOUSE

Duration (Hours) 24

133

EPIDERMIS

Inflamnatory/Degenerative Changes

1.
2.
3.
4.
S.
6.
7.
8.

Brosion

Ulceration

Crust Formation
Epidermitis
Necrosis/Acantholysis
Spongiosis/ny&rog ¢ Degen.
Pustule, Intraepithelial

= OOMNRMN

Proliferative Changes

ie.
11,

F 3 X
i4.
is5.
is.

Orthokeratosis
Parakeratosis
Hyperplasia
Dyskeratosis
Epidermal Thickness (um)® 32.88
Epl. Cells Per 100 um #% 35.0

ON O

DERMIS

7.
is.
1%,
20.
21.

SBCORE 0

Inflammatory Infiltrates 3
Edema
Vasodilatation

Cw

5 8evere.

Animal Numbers

134

RPNOOMNO

QW

37.56
32.€

QLW

i38

HFOOOOO

ONO

30.48
28.0

O d o

HMean
Grade

i36 Group

[ B R-X-2-X-X-
RPPOOOO M
e o ¢« 06 0 0 o
[-N-N-N-E K} X~

1.28
0.25
2.25
0.0
28.68 32.4
29.8 31.35

ONO

OWW

oW

[
[~
L]

Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

«Epidermal thickness is average of ten micrometer-basad measurements per
specimen.

e+sEpidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL LISTOPATHOLOGIC OLSERVATIONS

HOUEBR SRIN
8TUDY 9$10801-2
@roup ID 10 Specles: MNOUSE Mean
Duration (Hours) 24 Animal Numbers @Grade
149 1506 isi is52 Group

BRPIDERMIS
Inflammatory/Degenerative Changes
1. BErosion 2 3 i 2 2.0
2. Ulceration 2 2 2 2 2.0
3. Crust Formation 4 4 2 2 3.0
4. EBEpidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis o 0 0 0 0.0
6. spongiosis/nydrog c Degen. 3 3 2 2 2.5
7. Pustule, Intraepithelial 2 3 3 2 2.5
8.
Proliferative Changes
9. Orthokeratosis 2 3 2 2 2.25
10. Parakeratosis i 2 1 ] 1.0
**, Hyperplasia 3 3 2 2 2.5

. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)# 37.32 46.80 45.12 35.64 41.22
i;. Epli. Cells Per 100 um &% 34.4 40.6 41.4 33.4 37.45
16.
DERMIS
17. Inflammatory Infiltrates 4 4 3 3 3.5
18, Edema 4 4 3 3 3.5
19. Vasodilatation 0 0 0 0 0.0
20,
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

sBpidermzl thickness is average of tem micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
&TUDY 9106801~-3
@rouvp ID 11 Species: MOUSE Mean
Duration (Hours) 24 Animal Numbers Grads
165 ie6 167 iee Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 2 2 2 0 i.5
2. Ulceration 0 0 2 4 1.5
3. Crust Formation 3 3 3 2 2.78
4. BEpidermitis 0 o o 0 0.0
5. Necrosis/ncanthollsis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 3 2 3 3 2.7%
7. Pustule, Intraepithelial 2 i 2 2 1.75
8.
Preliferative Changes
9. Orthokeratesis 2 2 2 1 1.78
10. Parakeratosis 0 e i 0 0.25
1. Eyperplasia 3 3 2 3 2.78

). Dyskeratosis o 0 0 o 0.0
+3. Epidermal Thickness (um)#% 34.20 43.08 - 61.32 46.20
ié. Epi. Cells Per 100 um ##% 33.6 33.2 - 49.2 38,67
16:
DERMIS
17. Inflammatory Infiltrates 4 4 4 3 5
i8. Edema 4 4 4 3 3.75
19. Vasodilatation 0 o 0 0
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

*+Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.

- = Pissue too ulcerated or necrotic to measure.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

~ MOUSE EBKIN
8TUDY 910804i-3
Group ID 12 Species: MOUSE Mean
Puration (Hours) 24 Animal Numbers Grade
i81 182 183 i84 Group

EPIDERMISB

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 i 0.25

2. Ulceration 0 0 0 0 0.0

3. Crust Formation e o 0 0 0.0

4. Epidermitis o 0 0 0 0.0

5. Necrosis/Acantholysis 0 0 o 0 6.0

6. Bpongiosis/Hydropic Degen. 0 0 0 0 0.0

7. Pustule, Intraepithelial 0 0 0 0 0.0

8.

Proliferative Changes

9. Orthokeratosis 0 0 0 0 0.0

10. Parakeratosis o 0 0 0 0.0

11. Hyperplasia 0 0 0 0 0.0

i2. Dyskeratosis 0 0 9 o 0.0
. Epidermal Thickness (um)#® 15.72 i5.84 13.08 15.48 15.03
«. Epi. Cells Per 100 um %% 20.8 21.4 21.2 22.6 21.5

i5.

i¢.

DERMIS

17. Inflammatory Infiltrates 0 0 0 1 0.25

i18. Edema 0 0 0 1 0.25

%g. Vasodilatation o o 0 0 0.0

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

segpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
87TUDY 210801-3
CGroup ID 13 Species: MOUSE Mean
Duration (Hours) 24 Animal Numbers Grade
197 198 i99 200 Group

EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion b § ] 0 0 0.25
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 b § 0 o 0.25
4., Epidermitis 0 0 0 o 0.0
5. Necrosis/Acantholysis 0 4 0 0 0.0
6. 8pongiosis/Hydropic Degen. 1 0 0 o 0.25
;. Pustule, Intraepithelial 0 0 o 0 0.0
Proliferative Changes
9. Orthokeratosis b S 1 0 o 0.5
i0. Parakeratosis i 0 0 0 0.28
11. Hyperplasia 2 2 i 2 1.78
12. Dyskeratosis 0 0 1] 0 0.0
i3. Epidermal Thickness (um)# 33.60 45.0 21.0 22.2 30.45

"« Epi. Cells Per 100 um ##* 33.2 26.8 25.4 28.0 28.35
-d o
i16.
DERMIS
17. Inflammatory Infiltrates 2 2 1 2 .75
18. Edema 2 2 b ! 2 1.75
19. Vasodilatation 0 0 0 0.
21,
SCORE 0 Roguiar/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8Bevers.

2Epidermal thickness is average of ten miciometer-bascd measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Grcug ID 14 SBpecies: MOUSE Mean
Duration (Hours) 24 Animal Numbaers Grade
213 214 218 216 Group

EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion i 0 2 0 0.78

2. Ulceration ¢ 2 0 0 0.5

3. Crust Formation i o i 0 0.5

4. Epidermitis .0 o (1] 0 6.0

5. Necrosis/Acantholysis 0 0 0 0 0.6

6. 8pongiosis/Hydropic Degen. 1 2 2 0 i.25%

;. Pustule, Intraepithelial b § 0 o <] 0.25

Proliferative Changes

9. Orthokeratosis i i i 0 0.75

10. Parakeratosis 0 1] 0 0 0.0

11. Hyperplasia 3 2 2 i 2.0

12. Dyskeratosis 0 0 0 0 0.0

13. Epidermal Thickness (um)#® 40.2 34.32 31.2 16.8 30.63
t. Epi. Cells Per 100 um #% 34.8 37.2 28.6 21.6 30.55
FxY

1¢.

DERMIgZ

17. Inflammatory Infiltrates 3 2 2 i 2.0

i8. Edema 3 2 2 b | 2.0

19. Vasodilatation 0 0 0 ] 0.0

20,

21.

SCORE ©

= Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

L Bevere.

sEpidermal thickness is average of tem micrometer-based measuremerts per
specimen.

a*Epidermal Cells per 100u is average of five micrometer-based meazsurements
per specimen.

o e e & cmAmeas: &



INDIVIDUAL ANIMAL RISTOPATEOLOGIC OBSERVATIONS
MOUSE 8KIN
87TUDY ¢30801i-3

'@Kﬁwg In 15 Bpeclies: MOUSE Hean
Duration (Hours) 24 Animal Numbers Grade
229 220 233 232 Group

EPIDPRMIS

Inflammatory/Degenerative Changes

i. Eresion 0 b 0 i 0.5

2. Uleceration 4 0 e 3 1.758

3. Crust Formation i 2 2 i 1.5

4. BEpidermitis ) 0 0 0 0.0

5, necrosis/Acanthclisis 9 0 e 0 0.0

6. Bpongiosis/Hydropic Degen. 2 0 2 3 1.75

7. Pustule, Intraepithelial 0 2 b § 2 .25

8.

Proliferative Changes

9, Orthokeratosis 2 2 2 3 2.2%

10. Parakeratosis 0 0 0 0 0.0

11. Hyperplasia 3 3 3 3 3.0

i2. Dyskeratosis 0 ¢ 0 0 0.0
‘e Epidermal Thickness (um)® 37.44 46.44 44.52 56.4 44.70

-¢s Epi. Cells Per 100 um &* 23.§ 35.0 33,8 42.2 35.7

is,

16, '

DERMIS

17. Inflammatory Infiltrates 4 2 3 3 2.5

18. Edema 4 3 3 3 2.8

i9. Vvasodilatation 1] 0 ¢ 0 0.0

20.

2.

8CORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

t4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HIZTOPATHOLOSIC GUBSERVATIONS

MOUEE BKIN
8TUDY 910803-3
Greug ID 16 Species: MOUSE Mean
Duration (Hours) 24 Animai Numbers Grade
245 246 247 248 Grovp

EPIDERMIS

Infiammateory/Degenerative Changes

i. Erosiom 0 0 o 0.0
2. Ulceration 0 0 0 & 0.0
3. Crust Formation 0 0 0 (1] 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/hcanthollsis ) 0 /] 0 0.9
6, Sponqiasis/nydrog c Degen. 9 o o 0 0.0
7. Pustule, Intraepithelial o 0 0 0 0.0
g. .

Proliferative Changes

8. Orthokeratosis o 0 0 0 0.9
10. Parakeratosis 0 0 0 1 0.25
11. Hyperplasia 0 0 G 1 v.25
12. Dyskeratosis 0 0 v} o 0.0
*3. Epidermal Thickness (um)+* 12.84 16.08 15.24 16.56 15.18
é. Epi. Cells Per 100 um ##%* 20.2 25.4 21.8 28.2 23.9
P §- Y

i6.
DERMIS

17. Inflammatory Infiltrates 0 0 0 0 0.0
18. Edema 0 0 0 0 0.0
19. Vasodilatation 0 0 0 0 0.0
20.
231.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#*Epidermal Cells per 100u is averagé of five micrometer-based measurements
per specimen.



INDIVIDUAL: ANIMAL HISTOPATHOLOGIC OBSERVATIONE
MOUSE SKIN '
STUDY 910801-3

Group ID 17 Species: MOUSEB
buration (Hours) 24 Animal Nurbers

261 262 263 264
EPIDERMIB

Inflammatory/Degenerative Changes

Mean
Grade

Group

i. Erosion 0 4] 0 o] 0.0

2. Ulceration (4] o 0 0 0.0

3. Crust Formation 0 o 0 0 0.0

4. Epidermitis 0 0 0 0 0.0

5. Nzcrosis/Acanthelysis 0 0 0 0 0.0

6. 8pongiosis/nydro§ ¢ Degen. O 0 0 0 0.0

7. Pustule, Intraepithelial 0 0 o 0 6.0

8.

Froliferative Changes

9. Crthokeratosis i i i i i.0

i0. Parakeratozis 0 0 0 o 0.0

11. Hyperrlasia 2 b § 2 i 1.5

12. Dyskeratosis 0 0 /] 0 0.0

13. Epidermal Thickness (um)# 21.60 17.52 29.76 23.64 20.88
s Epi. Cells Per 100 um ## 27,2 24.4 28.2 23.8 25.9

—de

i6.

DERMIS

17. Inflammatory Infiltrates 3 b § 3 i i.0

18. Edema 1 b § i i 1.0

;9. Vasodilatation 0 0 0 0 0.0
0.

21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

L] 8evere.

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

*#Epidermal Cells per 100u is aveiage of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATEOLOGIC OBSZRVATIONS
MOUSE 8KIN
8TUNY 9108013

Group ID 18 Species: MOUSE Mean
Duration {(Hours) 24 Animal Numbers Grade
277 278 279 280 Scoup

EPIDERMIS

Inflammatcry/Degenerative Changes

i. BErosion 0 2 0 0 0.5

2. Uleceration 0 0 0 0 6.0

3. Crust Formation b § 0 0 0 €.25

4. Epidermitis 0 0 0 0 0.0

5. Necrosis/Acantholysis o 0 0 1] €.90

6. Spangiosis/nyarogzc Degen. 2 2 i 2 1.75

Z. Pustule, Intraepithelial 0 0 0 1] ¢.0

Proliferative Changes

9. Orthokeratosis 2 2 2 2 2.0

10. Parakeratosis o i 0 1 0.5

11. Hyperplasia 3 3 2 3 2.75
. Dyskeratosis 0 0 V] o 0.0

-3, Epidermal Thickness (um)* 39.72 45.12 32.04 37.92 38.70

14, Epi. Cells Per 100 um %% 28.8 33.4 32.4 37.2 32.95

15,

16.

DERMIS

17. Inflammatory Infiltrates 3 3 -2 3 2.75

18. Edema 3 3 2 3 2.75

19. Vasodilatation 0 0 0 0 0.

20 .

2.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATICNS
MOUSE SBKIN
8FTUDY 92310801-3

Grcug ID 19 Species: MOUSE Mean
buration (Hours) 24 Animal Numbers Grade
293 294 295 296 Group

EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion 0 2 /] 0 0.5

2., Ulceration ] 3 0 e 0.78%

3. Crust Formation 0 3 2 0 1.25

4. Epidermitis 0 0 ) 0 0.0

5. Necrcsis/hcantholisis 1] 0 G 0 0.0

6. Spongiosis/Hydropic Degen. 2 3 2 1 2.0

7. Pustule, Intraep.ithelial 0 2 0 2 i.0

8.

Proliferative Cuzuges

9. Orthokeratosis 3 2 2 3 2.5

10. Parakeratosis 0 0 0 ] 0.0

i1i. Hyperplasia 3 3 3 3 3.0

12. Dyskeratosis 0 0 0 0 0.0
'}« Epidermal Thickpess (um)® 45.60 €1.68 42.48 34.56 4€6.08

«4. BEpi. Colls Per 100 um ## 28.8 47.2 3.8 2%.4 34.08

is.

16.

DERMIS

17. Inflammatory Infiltrates 3 4 3 3 3.258

ig. Edema 3 4 3 3 3.25

%g. Vasodilatation o 0 0 0 0.0

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = 8evere.

tEpidermal thickness is average of ten micrometer-based measurements pex
specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OESERVATIONS
MOUSE SKRIN
8TUDY 910801-3

Group ID 20 Species: MOUSE
Duration (Hours) 24

309
EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion 0
2. Ulceration . 0
2. Crust Formation 4]
4. PBpidermitis 0
5. Necrosis/Acantholysis 0
8. Spongiovsis/Hydropic Degen. O
7. Pustule, Intraepithelial 0
8,
Proliferative Changes
9. Orthokeratosis b §
10. Parakeratosis 0
il. Hyperplasia 2
‘. Dyskeratosis 0

.3. Epidermal Thickness (um)#®* 30.36
i4. Epi. Cells Per 100 um #*# 34.4
15.

i6.

DERMIS

i7. Inflammatory Infiltrates
18. Edema

19. Vvasodilatation

20.

21.

ON N

Animal Numbers

310

DO0000DT

O0e o

17.04
23.6

(=X - N -]

311

(-X-X-R-X-Rey -

(-J-N-F-]

i6.20
23.8

OO0

3iz2

2000000

D00

is.08
26.2

© s 3

Mean
Grade

Group

(- R-N-N- NN
© @ 2 0 0 0 o
CDIOCO O

0.25
C.0
0.7%
0.0
20.67
27.0

S8CORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 8evere.

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL RISTOPATHOLOGIC CBSERVATICHNSE

MOUSE 8KIN
S8TUDY €10801-3
Grouvp ID 21 Species: MOUSE Hsan
Duration (Hours) 24 Animal Numbers Grade
328 326 327 228 Group

BEPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion i 2 © 6.75
2. Uleeration 9 6 3 (] 0.75%
3. Crust Fermation 0 0 0 (v 0.0
4. PEpidermitis o 0 0 0 8.0
5. Necrosgsis/Acantholysis 0 0 /] 0 0.0
6. S8ponglosis/Hydropic Degen. 0 1 3 1 1.25
7. Dpustule, Intraepithelial 0 2 2 1 1.25
8.
Proliferativse Chenges
9. Orthokeratosis 2 2 2 1 1.75
10. rParakeratosis 0 0 0 o ©.0
11. Hyperplasia 2 2 3 2 2.28
12. Dyskeratosis 0 0 o 0 0.0
13. Epidermal Thickness (umj#* 23.04 43,20 47.28 26.76 35.07

. Epi. Cells Per 100 um #% 24,0 28.4 38.6 24.0 28.0
—e
16.
DERMIS
17. Inflammatory Infiltrates 3 3 3 3 3.0
ig. Edema 3 3 2 3 3.0
19. Vasodilatation 0 0 o] 0 0.0
20.
2k,
SCORE 0 Regqular/dormal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5

#Epidermal thickness is average of ten micrometer-based msasurements per
specimen.

gevere.

t#sEpidermal Celis per 100u is average of five micrometer-based measurements
per specimen.




IXDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
HOUSE SKIN
£7T0DY $10801-3

Group ID 22 Species: MOUSE Mean
Duration {(Hours) 24 Animal Numbers Grade
341 342 343 344 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 1 2 2 0 i1.25
2. Ulceration 0 0 2 ] 0.5
3. Crust Pormation i 8 0 i) D.28
4. BEpidermitis 0 0 0 L] 0.0
5. Necrosis/Acantholysis "0 0 (] (1] 0.0
6. spcnqiosis/xgdrog ¢ Degen. 2 2 2 (1] i.5
g. Pustule, Intraepithelial 0 2 b3 i 1.0
Proliferative Changes
9. Orthokeratosis i 2 2 1 i.5
10. Parakeratosis 0 i 0 i 0.25
1i. Hyperplasia 2 2 3 2 2.25
12. Dyskeratosis 0 0 0 0 0.0
i3. Epidermal Thickness (um)#* 36.12 30.96 43.44 23.04 33,39
" ‘e Bpi. Cells Per 100 um #% 30.0 26.0 £2.0 25.6 30.9
16.
DERMIS
17, Inflammatory Infiltrates 3 3 3 2 2.75
18. Edema 3 3 3 2 2.75
19. Vvasodilatation 0 0 0 0 0.
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

*Epidermal thickness is average of ten micrometer-based measurements per

specimen.

**Epidermal Cells per 100u is average of £ive micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SBKIN
8TUDY 910801-3
Sroup ID 23 Bpecies: MOUSE )
Duration (Hours) 24 Animal Numbers
387 358 817 360

EPIDERMIS
Infiammatory/Degensrative Changes
1. BRErosion 0 2 b §
2. Ulceration 3 0 3 4
3. ¢rust Formation 0 1 0 o
4. Epidermitis 0 o 0 v}
8. Macrosis/Acantholysis 0 0 1) e
€. BSpongioazis/Hydropic Degen. 4 1 i 1
;. Pustule, iIntraepithelial 2 2 2 0
Froliferative Changes
9. Orthokeratosis 2 2 3 2
10. Parakeratosis 0 0 0 0
i1. Hyperplasia 3 3 2 2
i2. Dyskeratosis 0 0 0 0
13. Epidermal Thickness (um)® 36.00 41.52 30.84 25.08

. Epi. Cells Per 10¢ um #*% 32.6 24.6 22.4 24.8
is.
DERMI3
17. Inflammatory Infiltrates 4 4 3 3
18. Edema ‘ 4 4 3 3
i19. Vasodilatation o 0 e 0
20,
21,

HMean
Gradés

Group

W

o0 Wn
L4

REROCOON
e o a 0 8 8 o

2.25
0.0
2.5
0.0
33.36
26.1

(=" N
® ¢ o
ouin

SCCRE 0 = Regular/Nozrmal, 1 = Minimal, 2 = Mild, 3 = Mcderate, 4 = Marked,

5 = 8evere.

“Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#aFpidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSLRVATIONS

MOUSE BRIN
STUDY 910801-3
Groug ID 24 Epeciess MOUSE
Duraticn (Hours) 24 Animal Numbers
373 374 378 376

EPIDERMIS
Inflamnatory/Degenerative Changes
i. Erosion 1 o L] 0
2. Ulceration o 0 0 0
3. Crust Formation 0 0 0 o
4. Epidermitis -0 0 ] i
5. Necrusis/Acantholy=is o 0 ] 0
6. SPongiosis/nydrogzc Degen. O 0 o i
;. Pustule, Intraepithelial b § 0 o 0
Proliferative Changes
9. Orthokeratosis b X 6 p § i
10. Paraieratosis e 0 0 o
11. Hyperplasia 2 i 2 2
12. Dyskeratosis 0 0 0 0
13. Epidermal Thickness (um)* 27.72 ig.12 21.00 28.44

. Epi. Cells Per 100 um #% 25,8 21.2 30.2 29.6
méo
i6.
DERMIS
17. Inflammatory Infiltrates 2 1 2 2
i8. Edsma 2 b S 2 2
i9. Vasodilatation 0 0 0 0
20.
21.

Maean
Grads

Group

NMOMDOON
" n

[-R-N-F-N-K-F-1
e 6 0 0 o @ o
L

0.75
0.0
1.75
0.0
23.82
26.7

8CORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 Bevera.

#*Epidermal thickness is average of ten micrometer-based measurements per

specimen.

##Epidermal Cells per 100u is average of five micrometer-bHazvd measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SEKIN
8TUDY 910801-3

Group ID 25 Species: MOUBE Mean
Duration (Hours) 24 AZnimal Numbesrs Grade

389 390 391 3%2 Group
EPIDERMIS

Inflammatory/Degenerative Changes

i. BErosicn 0 0 <] 0 0.0
2. Ulceration 0 0 o 0 0.0
3. Crust Formation o o 0 0 0.0
4. Epidermitis 0 4] 0 i 0.285
8, Necrasis/he&nthalisis 0 0 0 0 0.0
6. 8pongicsis/nydro§ c Degen. 1 1 1 i i.0
Z. Pustule, Intraepithelial o 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis 3 i i b § 1.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplacsia 1 3 2 2 2.0
12. Dyskeratozis 0 0 0 o 0.0
*2, Epidermal Thickness (um)#® 17.64 i8.84 27.96 22.68 21.78
. Epi. Cells Per 100 um ## 32,2 27.4 35.0 28.4 30.75
AhDe
is6.
DERMIS
17. Inflammatory Infiltrates b § 2 2 2 1.78
18. Edema 1 2 2 2 1.785
19. Vascdilatation 0 0 0 0 0.
20.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL EISTOFATHOLUGIC OBSERVATIONS

MOUSE BRIM
8TUDY 930803-3
eroug_zb 26 Species: MOUSE
Duration (Hours) 24 Animal Numbers
405 406 4067 408
BEPIDERMIS

Inflammatory/Degenerative Changss

i. Erosion 1] o ) ]
2. Ulceration 0 (4] o 0
3. Crust Formation 0 0 0 e
4. BEpidermitis - 0 0 0 0
5. Recrosis/&canthalisis 0 0 0 0
6. Spongiosis/nydroi ¢ Degen. O 0 0 0
;. Pustule, Intraepithelial o 0 0 0
Proliferative Changes
9. Orthokeratosis 1 1 b § i
10. Parakeratosis 0 0 0 0
ii. Hyperplasia 1 2 i 3
12. Dyskeratosis o 0 0 0
'3, BEpidermal Thickness (um)® 18.72 24.36 20.16 26.64
° Bpi. Cells Per 100 um =% 30.8 31.2 25.4 35.2
.n.:i.
i6.
DERMIS
17. Infiammatory Infiltrates 2 2 1 3
ig8. Edema 2 2 b § 3
19. Vasodilatation (1] 0 (4] 0
20.
21.

Mean
Grade

Group

= N-X-X-F-E<N-
e © o0 & o o o
P00 D

OW O R
e 2 o
oNoo

22.47
30.65

SN
e o o
D200

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 ='xoderate, 4 = Marked,

§ = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

s#Epidermal Cells par 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL BANIMAL HIATOPATHOLOGIC OSSERVATIONS

KBOUEBE S8KIN
8TUDY 910801~-3
Group ID 27 Speciess MOUSE Mean
Duraticn (Hours) 24 3pimal Numbexrs Grade
4231 422 423 424 Group

EPIDERMIS

Inflammatory/Degenerative Changes

1. BErosion o 0 (1] o] 0.0

2. Ulceration 0 0 0 0 0.0

3. Crust Formation 0 0 0 b § 0.25

4. Epidermitis - 0 0 0 0 9.0

5. Nocrosis/ncantholisis 0 0 0 0 0.0

6, Spongiosis/ﬂydrcg ¢ Dagen. 2 0 2 0 1.0

7. Pustule, Intraepithelial i o 0 0 6.25

8.

Proliferative Changes

9. Orthokeratosis 2 2 2 0 1.5

10. Parakeratosis 0 0 0 0 0.0

11. Hyperplasia 3 2 3 2 2.5

i2. Dyskeratosis 0 0 0 0 0.0

*3, Epidermal Thickness (um)® 45.60 21.20 48.60 19.68 33.78
. Epi. Cells Per 100 um ## 39,0 3l.2 35.6 27.0 33.2

d-éo :

i6.

DERMIS

17, Inflammatory Infiltrates 3 2 2 3 2.5

ig. Edema 3 2 2 3 2.5

19. Vasodilatation 0 0 0 0.0

20,

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
S = Bevere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

¢¢Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



Group ID: 31 Species:

INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Duration (Hours): 48

EPIDERMIS

Inflammatory/Degenerative Changes

i.
Qs
3.
4.
5.
6.
70

Erosion
Ulceration
Crust Formation
Epidermitis
Necrosis/&canthclzsis
890ngiosis/nydro§

Pustule, Intraepithelial

Proliferative Changes

9.

10.
11.
12.
i3.
4.
a0,

Orthokeratosis
Parakeratosis
Hyperplasia

Dyskeratosis

Epidermal Thickness (um)#
Epi. Cells Per 100 um ##

DERMIS

i7.
i8.
19.
20C.
21.

SCORE 0

Inflammatory Infiltrates
Edema
Vasodilatation

5 = 8evere.

c Degen.

Mouse

Animal Numbers
] 10 i1z
1] 4] ]
L] 3 2
3 V] (1]
(1] 0 1]
L] 0 4]
2 b 2
2 0 0
4 2 2
1 [+] 1]
3 b R 2
1] 0 0

45.72 9.12 17.16 42

i2

MNoCOWWN

W =2 W

e
24

29.60 16.60 20.20 27.20

MW
(=R
OMN
DWW

Hean
Grade

Group

- - T
& 9 & @ © o0 o
oNoowumw

ownm

2.75
0.50
2.25
0.0
28.56
23.40

2.50
2.50
1.00

Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five ﬁicrcm@tor-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHCLOGIC OBEBERVATIONS
HMOUSE SXIX
8TUDY 91080C1~3

Group ID: 2 Speciea: Mouse Mean
buration (XHours): 48 Animal Numbars Srade
2s 2€ 27 28 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 6 0 0 0 2.0
2. Ulceration 0 o 0 6 0.0
3. Crust Pormatinam 0 0 0 e 0.0
4. Epidermitis () 0 o © 6.0
5. Necrosis/Rcantholysis : 0 0 0 0 0.0
€. 8pongiosis/Eydropic Degen. 0 0 0 0 0.6
zo Pustule, Intraepithelial 0 0 0 0 6.0
Proliferative Changes
9, Orthokeratosis 0 0 0 ] 0.C
i0. Parakeratosis 0 0 0 0 0.0
ii. Hyperplasia 0 0 e v 0.0
12. Dyskeratosis o 0 0 0 0.0
13. Epidermal Thickness (um)# 11.64 11i.04 12.60 14.28 i12.39
4., Bpi. Cells Per 100 um #% i8.80 24.80 21.60 19.40 21.3158
&d:
DERMIS
i7. Inflammatory Infiltrates 0 0 0 0 0.0
18. Bdema 0 0 0 0 0.0
;g. Vasodilatation 0 0 0 0 0.0
21.

8CORE 0 = Reqular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = 8evere.

*Epidermal thickness is average of tem micrometer-based measurements per
specimen.

seEpidermal Cells per 100u is average of five micrometer-based measurements
pezr specimen.



INDIVIDUAL ANIMAL HISTCPATHOLOGIC OBSERVATIONS

HOUEE SEIM
B8TULY 910801-3

Group ID: 3 Species: Mouse Mean
Duraticn (Hours): 48 Animal Numbers Grade

41 42 43 44 Group
EPIDERMIS
Inflammatory/Degenerative Changss
l. Erosion 3 2 2 b § 2.0
2. Ulceration 2 2 3 i 2.0
3. Crust Formation 3 3 3 1 2.50
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis . o 0 0 0 6.0
6. 8pongiosis/Hydropic Degen. 3 3 3 3 3.0
7. Pustule, Intraepithelial 0 o 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 3 3 3 2 2.75
i0. Parakeratosis 3 1 i 0 0.75
i1. Hyperplasia 3 4 4 3 3.50
12. Dyskeratosis o v (] (/] 6.0
13. Epidermal Thickness (um)# 46.44 857.386 37.48 43.68 $1.24
1{. Epi. Cells Per 100 um #®%¢ 38.80 36.60 44.00 38.60 39.50
-6.
DERMIS
17. Inflammatory Infiltrates 4 3 3 3 3.25
18. Edema 4 3 3 3 3.25
i%. Vasodilatation i 0 0 o 0.25
20.
23,
SCORE 0 Regular/Nermal, 1 = Minimal, 2 = Mild, 2 = Moderate, 4 = Marked,

5 = Severe.

tEpidermal thickness is average of ten micrometer-based msasurements per
specimen.

ssfpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SRIN
8TUDY 910801~-3

Grouvp ID: 4 Species: Mouse : Mean
Duration (Hours): 48 Animal Numbers Grade

57 58 59 60 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 4] 0 0 0 0.0
4. BEpidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis _ 0 o 0 0 0.0
6. Sponqiosis/nydrog ¢ Degen. 0 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 ] 0 0.0
8.

Prolifsrative Changes

9. Orthokeratosis 0 ] 0 0 0.0
10. Parakeratosis 0 0 0 0 6.0
11. dyperplasia 0 0 0 0 9.0
12. Dyskeratosis e 0 0 0 0.0
33. Epidermal Thickness (um)* 16.20 19.56 13.92 13.44 15.78
1i4. Bpi. C2113 Per 100 um ## 27 .20 27.40 22.40 20.60 24.40
—ae

DERMIS

17. Inflaamatory Ianfiltrates o V) 0 0 0.0
i18. Edema [+] (1] 0 4] 0.0
gs. Vasodilatation 0 0 0 0 0.0
0.

21,

SCORE ¢ Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

#Epidermal thickness is average ¢f ten micrometer-based measurements per
specimen.

evEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



Group ID: S

INDIVIDUAL ANIMAL HISBTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Duration (Bours): 48

EPIDERMIS

Inflammatory/Degenerative Changes

1.
2.
3.
4.
5.
6.
7.
8.

Erosion

Ulceration

Crust fFormation
Epidermitis
Necrosis/Acantholysis

Spongiosis/Hydropic Degen.

Pustule, Intraepithelial

Proliferative Changes

9.

ic.
i1.
iz2.
i3.
14.
=@ e

Orthokeratosis
varakeratosis
Hyperplasia

Dyskaratosis

Epidermal Thickness (umj*
Epi. Cells Per i00 um ##

DERMIS

i7.
i8.
i9.
20.
213.

Inflammatory Ianfiltrates
Edema

vasodilatation

Species: Mouse
Animal Numbers

(-N-X-N-F NN
(~X-R-N-F-N-F-
(~X-J-N-F J-¥-=]
ODOLOOOD

XYY Y-
- X-X-X-)
OROI
- X-X-X-)

0.5
0.5
0.0

Ot p
Y-X-)
O po g
coco

Mean
Grade

Group

(-X-J-JN-X-N-F-
® o 0 0 6 0 o

QOO LOO

€.25
6.0
0.50
0.0

20.76
24.45

SCORE ¢ = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

L Severe.

sEpidermal thickness is average of ten micrometer-based measurements per
spacimen.

veEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

@roug ID: 6 Speciez: Mouse Mean
Duration (Jiours): 48 Animal Numbers Grade
89 90 21 92 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 2 i 0.78
2. Ulceration 0 0 ) i 0.25
3. Crust Formation i 0 i 0 0.50
4. Epidermitis 0 0 0 o 0.0
S. Necrosis/Acantholysis 0 0 6 0 0.0
6. spongiosis/nydrcgzc Degen. 0 0 b ] i 0.50
Z. Pustule, Intraepithelial 1] 0 i [+ 0.25
Proliferative Changes
9. Orthokeratosis 1 i i i 1.0
i10. Parakeratosis 1] 0 0 0 0.0
11. Hyperplasia 2 2 3 3 2.5
12. Dyskeratosis e L 0 0 0.0
13. Epidermal Thickness (um)# 25.08 37.32 32.76 40.20 33.84
14. Epi. Cells Per 100 um =% 29.20 30.20 31.60 43.20 33.55
15.
DERMIS
17. Inflammatory Infiltrates 2 2 3 3 2.50
ig. Edema 2 2 3 3 2.50
1%. Vasodilatation 0 0 1] (+] 0.
29,
21,
S8CORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

L Severe.

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAI HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
STUDY 9%10801-3
Group ID: 7 Species: Mouse
Duration (Hours): 48 Animal Numbers
0% 1068 197
EPIDERMIS

Inflammatory/Degenerative Changes

1. BErosion 3 2 i
2. Ulceration 2 3 0
3. Crust Formation i 2 0
4. Epidermitis 0 0 0
5. Necrosis/Acantholysis . 0 0 o
6. 8pongiosis/nydro§ ¢ Degen. 2 2 2
Z. Pustule, Intraepithelial 0 0 0
Proliferative Changes

9. Orthokeratosis 3 3 2
10. Parakeratosis i 2 0
11. Hyperplasia 3 3 3
12. Dyskersztosis 0 0 0
13. Epidermal Thickness (um)® 32.28 54.36 41.40
34, Epi. Cells Per 100 um #2 35.60 31.80 39.40
-in

DERMIS

17. Inflammatory Infiltrates 3 3 2
18. Edema 3 3 2
;:. vasodilatation i 0 0
21.

Mean
Grade

108 Group

ODWOORND

2.50
1.0
2.285
0.0
49.20 44.33%
31.00 34.45

b=

3 2.78
3 2.75
0 0.25

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 Severe.

sEpidermal thickness is average of ten micrometer-based measurements per

specimen.

«#Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL RISTOPATHOLOGIC ORSERVATIONS
MOUBE SXIN

Group ID: 8 Species:

Puration (Hours): 48

EPIDERMIS

Inflammatory/Degenerative Changes

i. BErosion

2. Ulceration

3. Crust Formation

4. Bpidermitis

S. Necrosis/Acanthelysis

6. Spongiosis/Hydrepic Degen.

z. Pustule, Intraepithelial

Proliferative Changes

9. Orthokeratosis

10. Parakeratosis

1i. Hyperplasia

12. Dyskeratosis

13. Epidermal Thickness {(um)#®
14. Epi. Cells Per 1006 um #=+#
-—de

DERMIS

17. Inflammatory Infiltrates
18. Edema

19. Vasodilatation

20,

21.

SCORE 0 =
5 = Bevere.

8TUDY 919080i~3
Mouse Hean
Animal Buanbers Grade
121 iz22 123 124 Group
] 0 1] 1] 0.0
(4] o e ] 0.0
L4 V) b 4] 0.25
(4] 4] 4] (4] 0.0
(4] ] ] ] 0.0
Q (1] 1] 4] 0.0
[+] © o) 1] 0.0
] © 2 b .50
© [+] 0 4] 0.0
0 0 b § b § 6.50
] 9 0 0 0.0

1l.28 14.28 16.44 23.04 16.26
19.80 27.60 29.40 29.80 26.65

0 0 2 b 0.75
o 0 2 b ! 0.75
0 6 0 0

Regular/Normal, 1 = Minimal, 2 = Mil4, 3 = Moderate, 4 = Marked,

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOIOGIC OBSERVATIONS
HOUSE BKIN
8TUDY %10801~2

Group ID: 9 8pecies: Mouse Mean
puration (Hours): 48 Animal Numbers Grade
137 ize 139 140 @Group

EPIDERMIS

Inflammatory/Degenerative Changes

l. ZErosion e 0 0 0 0.0

2. Ulceration 0 0 0 6 0.0

3. Crust Pormation 0 1] 2 1 €.75

. Fpidermitis V] 0 0 L] 0.0

5. Necrogis/Acantholysis , 0 0 0 0 0.0

5. Bpongiosis/nydrog ¢ Degen. b § 0 ] 0 6.25

;. Pustule, Intraepithelial 0 (1] (] 0 0.0

Proliferative Changes

5. Orthokeratosis b | i 2 i 1.285

10. Parakeratosis 0 /] o i 0.0

11. Hyperplasia 3 2 2 2 2.285

12. Dyskeratosis ) 0 ¢ 2 0.50

12, Epidermal Thickness (um)* 29.52 27.00 23.88 22.32 25.68

15. Epi. Cells Per 300 um %% 30.40 32.80 26.00 28,40 29.40
o

DERMIS

17. Inflammatory Infiltrates 3 2 3 2 2.50

18. Edema 3 2 3 2 .50

1. Vasodilatation 0 (1] 0 0 0.0
20 .

2d.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = S8evere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

svEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.

7
/{




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SRIN
B8TUDY 910801-3
G:oug iD: 10 Species: Mouse
puration (Hours): 48 Animal Numbers
i83 184 188
EPIDERMIE

Inflammatory/Degenerative Changes

i. Ercsion i 0 2
2. Ulceration 0 0 4
3. Crust Formation i 2 3
4. Epidermitis ] 0 0
5. Necrosis/Acantheolysis ) 0 0 0
6. Spongiosis/nydrcg c Degen. i 2 4
;. Pustule, Intraepithelial 0 i) 4]
Proliferative Changes

9. Orthokeratosis i 2 3
i0. Parakeratosis 0 0 2
1i. HEyperplasia 3 4 4
12. Dyskeratosis 0 0 o
13. Epidermal Thickness (um)® 35.49 56.64 53.76
lg. Epi. Cells Per 100 um % 30.80 45.40 43:.80
6.

DERMIS

17. Inflammatory Infiltrates 3 3 4
18. Edema 3 3 4
%g. vasodilatation 0 (¢] 0
21.

S8CORE 0 =
5 = Severe.

Hean
Grade

156 Group

OO

1.75
0.58
3.50
0.0

34.32 45.03
31.40 37.85

OWO L

WL

Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

#Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#sEpidermal Cells per 100u is average of five micrometer-based peasurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
S8TUDY 910801-3
Group ID: 11 Species: Mouse
Duration (Hours): 48 Animal Numbers
169 170 471
EPIDERMIS

Inflammetory/Degenerative Changes

i. Erosion 3 3 0
2. Uleeration 0 2 0
3. Crust Formation 3 3 2
4. BEpidermitis 0 @ 0
5. Necrosis/hcanthol¥sis _ 0 0 Y]
6. Spongiosis/Hydropic Degen. 4 4 2
7. Pustule, Intraepithelial o 0 0
8,
Proliferative Changes
9. Orthokeratosis 3 3 2
10. Parakeratoszis 2 ; § 0
11. Hyperplasia 4 3 4
12. Dyskeratosis o) 0 . 0
13. Epidermal Thickness (um)® €0.36 41.40 57.12
lé. Epi. Cells Per 1060 um #®% 56.20 29.860 42.40
’
DERMIS
17. Inflammatory Infiltrates 3 3 3
18. Edema 3 3 3
%9. Vasodilatation 0 0 0
0.
21.

Mean
Grade

172 Group

CUWODNON

2.50
0.75
3.50
0.0
S50.16 52.26
39.00 41.80

SLOSW

3 3.00
3 3.00
0 0.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S = Bevere.

*Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#4Bpidermal Cells per 10Cu is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLODGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801~-3

Group ID: 12 Bpecies: Mouse

Duration (Hours): 48

EPIDERMIS

Inflanmatory/Degenerative Changes

1. Erosion

2. Ulceration

3. Crust Formation

4. Epidermitis

5. Necrosis/Acantholysis

6. Spongiosis/Hydropic Degen.

7. Pustule, Intraepithelial
8.

Proliferative Changes

9. Orthokeratosis

10. Parakeratosis

il. Byperplasia

12. Dyskeratosis

i3. Epidermal Thickness (um)#

14. Epi. Cells Per 100 um &%
Ve
Qe

DERMIS

17. Inflammatory Infiltrates
i8. Edema

i9. Vasodilatation

20.

21.

8CORE 0 =
5 = Severe.

Animal Numbers

DODOOCO®
(-X-N-N-X-N-F-
OO0
DL O0

Cce®
OO
2000
(-N-N-N-]

(=X =N <]
(=X X -]
(- X-N-]
P00

Mean
Grade

188 Group

(- X -N-N-N- NN
® o o © 2 0 o
D060 OO

0.
0.
0.

OO

0.0

14.88 14.55
ig8.60 23.65

(- X -X -
o o 9
OO

Regular/Nermal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

#Epidermal thickness is average of temn micrometer-based measurements per

specimen.

*#Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 13 Species:
Duration (Hours): 48

EPIDERMIS

Inflammatory/Degenerative Changes

1.
2.
3.
4.
5.
6.
7.
8.

Brosion

Ulceration

Crust Pormation
Epidermitis
Necrosis/Acantholysis

Spongiosis/Hydropic Degen.

Pustule, Intraepithelial

Proliferative Changes

9.

1o0.
11.
iz2.
i3.
14.

Orthokeratosis
Parakeratosis
Hyperplasia

Dyskeratosis

Epidermal Thickness (um)®
Epi. Cells Per 100 um #@

DERMIS

i7.
is.
19,
20.
21.

SCORE 0

Inflammatory Infiltrates
Edema
Vasodilatation

5 Severe.

Mouse

201

(- X-F-N-¥-K~F-]

D QO

17.64
25.00

Q00

202

OO

Yy - TS

20.04
25.80

- X -X-

Animal Mumbers

203

(=N-R-F-J-F-¥-]

COO00

20.904
24.40

DOD

Hean
Grade

204 Group

OCOOOOO
(~X-J-X-X-F-¥-]
e o ¢ @ o o o
(-X-X-N-J-F-¥-]

0.28
0.0
0.75
¢.0
17.88 18.%990
24.00 24.89

OO0

b
Q
o
N
o

Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 14 Species: Mouse Mean

Duration (Hours): 48 Animal Numbers Grade
217 218 219 220 Group

EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion o o 0 o 0.0

2. Ulceration 0 0 0 (1) 0.0

3. Crust Formation 0 2 0 0 0.50

4. Epidermitis 0 o 0 0 0.0

5. Necrosis/Acantholysis . 0 0 0 0 0.0

6. 8pongiosis/Hydropic Degen. 2 0 0 0 0.50

7. Pustule, Intraepithelial 0 0 0 (1] 0.0

8.

Proliferative Changes

9. Orthckeratosis 1 2 i b | 1.25

10. Parakeratosis b § 0 0 0 0.25

11. Hyperplasia 3 3 i 3 2.50

12. Dyskeratosis L) 0 ] 0 0.0

i3. Epidermal Thickness (um)®* 45.96 40,32 25.80 31.92 36€.00

;1. Epi. Cells Per 100 um @## 36.00 39.00 29.80 28.20 33.25

DERMIS

17. Inflammatory Infiltrates 3 2 0 2 75

18. Edema 3 2 0 2 1.785

%9. Vasodilatation 0 0 0

0.

231.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen. .

s*Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 15 Species: Mouse ¥ean
Duration (Hours): 48 Animal Numbers Grade

233 234 235 236 Group
EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion i 3 2 p § 1.75
2. Ulceration 0 3 2 i 1.50
3. Crust Formation 1 3 3 ) 1.78
4. BEpidermitis 0 0 0 0 0.0

5. Necrosis/aAcantholysis 0 0 0 0 0.0

6. Spongiosis/Hydropic Degen. 1 3 3 2 2.285
Z. Pustule, Intraepithelial o 1] 0 (1] 0.0

Proliferative Changes

9. Orthokeratosis 2 3 3 2 2.50
10. Parakeratosis ] i 0 i 0.50
11. Hyperplasia 2 4 4 4 3.59
12. Dyskeratosis 0 o 0 0 0.0

13. Epidermal Thickness (um)*® 25.44 43.32 47.28 44.16 40.05
14. Epi. Cells Per 100 um #% 28.460 36.20 34.60 44.00 35.890
DERMIS

17. Inflammatory Infiltrates 2 4 3 3 3.00
is. Edema 2 4 3 3 3.00
g§, Vasodilatation 0 i h § 0 0.50
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = gevere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based mneasurements
per specimen.



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS
MOUSE SBKIN
8TUDY 910801-3

@roup ID: 16 Species: Mouse Mean
puration (Eours): 48 Animal Numbers Grade
249 250 2851 252 Group
EPIDERNMIS
Inflammatory/Degenerative Changes
1. Brosien 0 0 0 0 6.0
2. Ulceration 0 V] o 0 0.0
2. Crust Formation e 0 0 0 0.0
4. BEBEpidermitis 0 o 0 ] 8.0
5. Necrosis/Acanthelysis 0 0 e 0 0.0
6. spongiosis/nydxcgle Degen. - V] 0 (] 6 0.0
Z. Pustule, Intraepithelial 0 0 4] (] 0.0
Proliferative Changes
9. Orthokeratosis "] ) 0 0 0.0
10. Parakeratcsis 0 o) 0 1] 0.0
11. Hyperplasis i p | 0 .75
12. Dyskeratosis (] 0 0 o 0.0
13. Epidermal Thickness (um)® i9.44 i3.92 14.16 15.36 15.72
12s Epi. Cells Per 100 um #% 33.80 25.80 25.20 i8.80 25.%0
DERMIS
17. Inflammatory Infiltrates i 0 1 b | 0.75
ig. Edema i 0 i i 0.75
%g. vasodilatation 0 0 0 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

asEpidermal Cells per 100u is average of five micrometer-based measurements
paer specimen.



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBS8ERVATIONS
MOUSE BKIN
STUDY $10801-3

Group ID: 17 Species: HMouse : Mean
Duration (Hours): 48 Animal Numbers Grade
265 266 267 268 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Eresion 0 o 0 0 6.0
2. Ulceration 0 o +] 0 0.0
3. Crust Formation 0 0 0 o 0.0
4. Epidermitis 0 0 0 0 e.0
5. Necrosis/Acantholysis o 0 0 0 G.0
6. Bpongiosis/nydrog ¢ Degen. - o 0 i 0 £.28
7. Pustule, Intraepithelial 0 0 0 o 0.0
8.
Proliferative Changes
9. Orthokeratosis i i i 0 0.75
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 2 2 2 0 1.50
12. Dyskeratosis o 0 0 0 0.0
13. Epidermal Thickness (um)®* 17.64 20.76 18.96 13.92 17.82
}:. Epi. Cells Per 100 um ## 23.80 27.80 27 .00 21.80 25.10
DERMIS
17. Inflammatory Infiltrates 2 2 2 1 1.75
is. Edema 2 2 2 i 1.785
;9. vVasodilatation 0 0 0 0 0.
0.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = gevere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

'**Epidcrmal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS
KOUSE BKIN
8TUDY 910801-3

Group ID: 18 Species: Mouse Mean
Duration (Hours): 48 Animal Numbers Grade

281 282 283 284 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. EBrosion 0 0 ] 0 0.0
2. Ulceration o 0 ] 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. BEpidermitis o 0 0 0 6.0
8. Necrasis/hcanthol¥sis _ 0 0 0 0 0.0
§. 8pongiosis/Hydropic Degen. b § 0 2 2 i.25
7. Pustule, Intraepithelial 0 0 o 0 0.0
8.

Proliferative Changes

9. Orthokeratosis i 1 2 2 i.50
19. Parakeratosis 0 0 4] 0 0.0
il. Byperplasia 3 3 4 3 3.25
12. Dyskeratosis 0 3 0 0 0.75
13. Epidermal Thickness (um)* 32.16 31.9%92 41.64 45.72 37.86
14. Bpi. Cells Per 100 um #* 28.40 24.60 35.80 37.60 34.10
oy

DERMIS

17. Inflammatory Infiltrates 3 2 3 2 2.50
18. Edema 3 2 3 2 2.50
19. Vasodilatation 0 0 1] 0 0.
20 .

21,

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

t#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE 8KIN
8TUDY 910801-3

Sroup ID: 19 Species: Mouse Mean
Luration (Hours): 48 Animal Numbers Grade
297 298 299 3006 Group
EPIDERMIS
Inflammatory/Degenarative Changes
1. Erosion 2 0 0 i .75
2. Ulceration 3 0 0 0 .75
3. Crust Formation 3 0 1] 0 0.75
4. Epidermitis 0 0 0 o 0.0
S. Necrosis/Acantholysis 0 o ¢ 0 0.0
6. 8pongiosis/Hydropic Degen. - 3 3 i 3 2.50
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 2 2 b § 2 i1.75
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 4 3 4 3.50
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)* 36.60 60.24 29.88 65.16 47.97
}:. Epi. Cells Per 100 um ## 41.20 34.20 34.00 33.80 35.80
DERMIS
17. Inflammatory Infiltrates 4 3 3 4 3.50
13. Edema 4 3 3 4 3.50
19. Vasodilatation 0 0 0 /] 0.
20.
21,

ECORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

*#Epidermal Cells per 100u is average of five micrometer-based measurements
- per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE 8KIN
S8TUDY $10801~3

Group ID: 20 Species: Mouse Mean
Duration (Hours): 48 _ Animal Numbers Grade
313 314 318 316 Group

EPIDERMIS

Inflammatory/Degenerativa Changes

i. Erosion 0 0 0 0 0.0

2. Ulceration 4] 0 0 o 0.0

3. Crust Formation 0 1] 0 /] 0.0

4. Epidermitis 0 o 0 0 0.0

5. Necrosis/Acantholysis . 0 0 0 0 0.0

6. 8pongiosis/Hydropic Degen. 0 0 o 0 0.0

Z. Pustule, Intraepithelial 0 0 0 0 0.0

Proliferative Changes

9. Orthokeratosis 0 0 0 (] 0.0

10. Parakeratosis 0 ] o 0 0.0

11. Hyperplasia 1 1 1 2 1.25

12. Dyskeratosis 0 0 0 0 0.0

13. Epidermal Thickness (um)® 13.86 22.56 i8.72 18.48 17.58

1f' Epi. Cells Per 100 um #% 23.80 27 .80 28.40 22.80 25.70
Vo

8

DERMISB

17. Inflammatory Infiltrates i 2 1 2 1.50

i18. Edema ;S 2 1 2 i.50

;9. Vasodilatation 0 0 0 0 0.0
0.

£1.

BCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

*Epidermal thickness is average of ten micromater-based measurements per
specimen.

#%Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS
HOUSBE SKIM
8TUDY 210801-3

Group ID: 21 Species: Mouse Mean
Duration (Hours): 48 Animal MNumbers Grade

329 330 331 332 G@Group

EPIDERMIS
Inflammatory/Pegsnerative Changes

1. Brosion 3 L 0 i 1.00
2. Ulceration b | 0 0 0 0.25
3. Crust Formation 2 L 2 0 1,00
4. BEpidermitis 0 0 0 0 0.0
5. Nocrosis/hcantholgsis , 0 0 ] L] 0.0
6. 8pongiosis/Hydropic Degen. 3 e i i 1.25
;e Pustule, Intraepithelial 2 0 (1] 1] 0.50
Proliferative Changes

9. Orthokeratosis 4 b § 2 2 2.25
10. Parakeratosis 2 0 0 o 0.50
11. Hyperplasia 3 2 2 2 2.25
12. Dyskeratosis 0 ] 0 0 0.0
13. BEpidermal Thickness (um)#® 56.52 29.04 37.92 26.04 37.38
12. Epi. Cells Per 100 um ## 37.20 25.40 24.80 30.80 23%.55
DERMIS

17. Inflammatory Infiltrates 3 3 2.50
18. Edema 3 2 2 3 2.50
%g. Vasodilatation 0 0 0.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

*sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen. - .




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBBERVATIOHNS
MOUSE SKIN
STUDY 910801-3

Group ID: 22 SBpecies: Mouse Mean
Duration (Hours): 48 Animal Numbers Grade
345 346 347 348 Greoup
EPIDERMIS
Inflapmatory/Degenerative Changes
i. Erosion 0 : § i 0 0.50
2. Ulceration 0 : 3 1] 0 0.25
3. Crust Formation 0 b § 1 o 0.50
4. BEpidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis , 0 0 0 1) 0.0
6. Bpongiosis/nydrag ¢ Degen. 0 i 1 b § 0.75
z. Pustule, Intraepithelial /] <] o 0 6.0
Proliferative Changes
9. Orthokeratosis 1 2 2 i 1.50
10. Parakeratosis o 0 i 0 0.25
11. Hyperplasia 2 3 3 3 2.75
12. Dyskeratosis o 0 0 (/] 0.0
13. Epidermal Thickness (um)¥ 306.72 39.12 46.80 33.00 37.41
;5. Epi. Cells Per 100 um ## 23.290 25.40 37.00 26.40 28.00
DERMIS
17. Inflammatory Infiltrates 2 3 3 3 2.75
18. Edema : 2 3 3 3 2.78
%9. Vasodilatation 0 0 0 0 0.0
0.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

Group ID: 23 S8pecies: Mouse Mean
Duration (Hours): 48 Animal Numbers Grade

361 362 363 364 Group
EPIDERNMIS

Inflammatory/baegenerative Changes

i. Erosion i 2 0 2 1.25
2. Ulceration b § 3 1] 4 2.00
3. Crust Formation 0 i b 2 1.00
4. Epidermitis 4] 0 0 0 0.0
5. MNecrosis/Acanthelysis . 0 0 0 0 0.0
6. spongiosis/nydxog ¢ Degen. 2 3 3 4 3.00
7. Pustule, Intraepithelial 0 o 0 0 6.0
8.
Proliferative Changes
8. Orthokeratosis i 2 2 3 2.00
10. Parakeratosis v 0 1 ; § 0.50
11. Hyperplasia 3 3 4 4 3.50
i2. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)® 35.28 44.16 48.60 45.72 43.44
15. Epi. Cells Per 1ooqum &® 28.20 34.60 33.49 37.00 33.30
.
DERMIS
17. Inflammatory Infiltrates 3 3 3 3 3.00
igs. Edema 3 3 3 3 3.00
%g. vasodilatation 0 0 0 0 0.0
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 210803-3

Group ID: 24 8pecies: Mouse Mean
Duration (Hours): 48 Animsl Numbers Grade

377 378 379 380 Group

EPIDERMIS
Inflammatory/Degenerative Changes

i. Erosion e 0 0 0 0.0

2. Ulceration 0 0 0 0 0.0

3. Crust Formation 0 0 0 0 0.0

4. Bpidermitis 0 0 0 (] 0.0

5. Nocrosis/hcantholisis 0 0 0 0 0.0

6. sPongiosis/nydrog ¢ Degen. - 0 i 0 i 0.50
z. Pustule, Intraepithelial 0 0 0 0 0.0

Proliferative Changes

9. Orthokeratosis 0 i 0 i 0.50
10. Parakeratosis 0 0 ] 0 0.0

11. Hyperplasia i 2 2 2 1.75
12. Dyskeratosis 0 0 0 0 0.0

13. Epidermal Thickness (um)*® ig.72 21.72 21.3€ 20.76 20.64
1:’ Epi. Cells Per 100 um ## 21.40 23.40 27 .40 27.00 24.80
?

DERMIS

17. Inflammatory Infiltrates i i 1 b § 1.00
i8. Edema i i i i 1.00
gg. vasodilatation 0 0 0 0.0

21..

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

¢Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

Group ID: 25 Species: Mouse Mean
Duration (Hours): 48 Animal Numbers Grade
393 3%4 395 396 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 p § 0 0.25
2. Ulceration 0 0 0 0 0.0
3. Crust Formation i 0 0 0 0.28
4. Epidermitis 0 o 0 0 0.0
5. Necrosis/Acantholysis . 0 0 0 0 0.0
6. BSpongiosis/Hydropic Degen. 3 0 b § 0 i1.00
;. Pustule, Intraepithelial 0 0 o 0 0.0
Proliferative Changes
9. Orthokeratosis 2 0 b § b} i.00
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 2 2 2 2.25
12. Dyskeratosis 0 1] 0 0 0.0
13. Epidermal Thickness (um)#% 43.92 25.68 21.84 29.16 30.15
11. Epi. Cells Per 100 um ## 34.00 24.40 258.60 27.60 27.90
v
DERMIS
17. Inflammatory Infiltrates 3 i 2 2 «00
i8. Edema 3 b 2 2 2.00
%g. Vasodilatation 0 0 0 0 0.0
21:
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S5 = Ssvere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s¢Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

¥OUSE BRIN
87UD¥ 910801~-3

Group ID: 26 Species: Mouse
Duration (Hours): 48 Animal Numbers

409 410 411
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 0
2. Ulceration 0 0 0
3. Crust Formation 0 0 0
4. Epidermitis 0 0 0
5. Noerosis/ncantholzsis 0 0 o
6. 8pongiosis/xydrog e Degen. 0 0 0
7. Pustule, Intraepithelial 0 0 0
8.
Proliferative Changes
9. Orthokeratosis i 1 0
10. Parakeratosis 0 0 o
1i. Hyperplasia i 2 i
i2. Dyskeratosis 0 0 0
13. Epidermal Thickness (um)#* i4.16 i8.72 i5.12
}:. Epi. Cells Per 100 um #% 21.40 29.80 26.20
DERMIS
17. Inflammatory Infiltrates 2 2 1
18. Edema 2 2 i
19. Vasodilatation 0 o 0
20,
21.

Hean
Grade

412 Group

O000OCD
(-X-R-X-J-N-¥-}
® & © © o o o
CO000000

.50
0.0
1.25
0-0
17.04 16.26
23.20 25.10

OPOO

© o §
[
"
©

SCORE 0 = Regular/Nermal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = . . ked,

5 = Severe.

*Epidermal thickness is average of tem micrometer-based measurements per

specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUBE SXIN
8TUDY 910801-3

Group ID: 27 Species: Mouse Mean
Duration (Hours): 48 Animal Numbers Grade

425 426 427 428 Group
EPIDERMISE

Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0

2. Ulceration 0 0 0 0 0.0

3. Crust Formatiomn p § 0 ? 0 0.25
4. PEpidermitis 0 0 0 0 0.0

S. Necrosis/Acantholysis 0 ] 0 0 0.0

6. Spongiosis/Hydropic Degen. 3 i 3 b § 2.00
g. Pustule, Intraepithelial 0 0 0 0 0.0

Proliferative Changes

9. Orthokeratosis i (¢] b 3 2 i.00
10. Parakeratosis 0 0 b § 0 0.25
ii. Hyperplasia 4 3 4 3 3.50
12. Dyskeratosis 0 0 0 0 0.9

13. Epidermal Thickness (um)# 43.92 20.28 48.36 24.48 34.26
}:. Epi. Cells Per 100 um #»% 44.40 35.40 45,60 33.60 39.75
DERMIS

17. Inflammatory Infiltrates 3 3 4 3 3.25
i8. Edema 3 3 4 3 3.28
;g. Vasodilatation 0 o (/] 0 0.0

23.

SCORE 0 = Regqular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe. »

¢Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s+Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

HMOUBE 8KRIN
8TUDY 910801-3
Group ID 1 S8pecies: MOUSE Mean
Duration (Hours) 96 Animal Mumbers Grade
13 14 s 16 Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion o /] 2 0 0.5
2. Ulceration 3 o 2 0 1.285
3. Crust Formation 2 0 3 0 i.25
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis 0 ) 0 0 0.0
6. sPongiosis/nydraglc Degen. 2 i 3 i 1.75
g. Pustule, Intraepithelial (1] 0 0 0 0.0
Proliferative Changes
9., Orthokeratosis i 1 4 i 1.75
10. Parakeratosis 0 0 i ] 0.25
ili. Hyperplasia 3 2 3 3 2.75
12. Dyskeratosis 0 0 0 0 0.0
13. Epideraxal Thickness (um)* 58.44 37.44 43.44 42.12 45.36

‘e Epi. Cells Per 100 um #* 36.2 26.8 31.4 37.6 33.0

do
16.
DERMIS
17. Inflammatory Infiltrates 2 2 3 2 2.25
i8. Edema 2 2 3 2 2.25
19, Vasodilatation 0 0 i 0 0.25
20.
231,

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
S = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
KOUSE SKIN
8TUDY 910801-3

Groug ID 2 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade

29 30 31 32 Group
EPIDERMIS

Inflammatory/Degenerative Changes

i. EBErosion (1] 0 0 0.0
2. Ulceration 1) 0 0 0 0.0
3. Crust Formation 1] v 0 ] 0.0
4. BEpidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis o 0 0 0 0.0
6. 8pongiosis/Hydropic Degen. 0O 0 0 o 0.0
z. Pustule, Intraepithelial 0 0 0 (] 0.0
Proliferative Changes
9. Orthokeratosis 0 0 0 o 0.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 0 0 0 0 0.0
12. Dyskeratcesis 0 0 0 0 0.0
13. Epidermal Thickness (um)* 12.24 12.00 13.20 11.52 12.24
'« Epi. Cells Per 100 um ##% 25,2 17.0 20.4 20.8 20.85
16.
DERMIS
17. Inflammatory Infiltrates 0 0 4] o 0.0
1. Edema 0 0 0 0 6.0
19. Vasodilatation 0 0 0 0 0.0
20.
21,

S8CORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Markeqd,
5 = Severe.

#Epidermal thickmness is average of ten micrometer-based measurements per
specimen.

t*Epidermal Cells per 100u is average of five micrometer~-based measuremerts
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MCUSE S8KIN
ETUDY 910801-3

Group ID 3 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
45 46 47 48 Group

EPIDERMIS

Inflammatory/Degenerative Changes

i. Erosion b § 2 2 3 2.0

2. Ulgceration 0 3 2 4 2.25

3. Crust Formation 3 b § 1 3 2.0

4. Epidermitis o o 0 o 0.0

5. Necrosis/Acantholysis 0 0 0 0 0.0

6. 8pongiosis/Hydropic Degen. 2 3 3 4 3.0

Z. Pustule, Intraepithelial o (1] 0 0 6.0

Proliferative Changes

9. Orthokeratosis 2 2 2 4 2.5

10. Parakeratosis i 2 i 2 1.5

i1. Hyperplasia 3 4 3 3 3.28

i2. Dyskeratosis o 0 0 0 0.0

13. Epidermal Thickness (um)* 38.52 54.84 $1.36 55.44 50.04
. Epi. Cells Per 100 um #% 36.8 42.6 45.6 42.2 41.8

—d e

i16.

DERMIS

17. Inflammatory Infiltrates 3 3 3 3 3.0

ig. Edema 3 3 3 3 3.0

19. Vvasodilatation 0 0 0 0 0.0

20.

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marled,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimern.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE BKIN
S8TUDY 910801-3
Groug ib 4 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
61 62 63 64 Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation o 0 0 1] 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis (1] 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 0 o 0 ¢] 0.0
Z. Pustule, Intraepithelial 0 1] 0 0 0.0
Proliferative Changes
9. Orthokeratosis ] 0 0 0 0.0
10. Parakeratosis 0 0 0 0 0.0
ii. Hyperplasia 0 0 0 o 0.0
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#% 12.12 12.12 14.16 14.88 13.32

e Epi. Cells Per 100 um #* 18.8 22.0 21.8 24.2 21.7
«De
i16.
DERMIS
17. Inflammatory Infiltrates 0 0 0 0 0.0
18. Edema 0 0 0 0 0.0
19. Vascdilatation 0 0 o 0 0.0
20,
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#*Epidermal Cells per 100u iz average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATICONS

MOUSE BKIN
8TUDY 910801-3
Greug ID S Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
77 78 79 80 Group

EPIDERMIS '
Inflammatory/Degenerative Changes
i. Erosion 0 0 0 0.0
2. Ulceration o 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis .0 0 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. S8Spongiosis/Hydropic Degen. 0 0 0 0 0.0
Z. Pustule, Intraepithelial 0 1] 0 0 6.0
Proliferative Changes
9. Orthokeratosis ] 1 0 1 0.5
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 0 2 0 2 1.0
12. Dyskeratosis 0 0o 0 0 0.9
13. Epidermal Thickness (um)#® 14.28 16.56 14.76 19.92 16.38

‘e Epi. Cells Per 100 um #%# 21.6 31.6 24.4 27.0 26.15
—_—r e
i6.
DERMIS
17. Inflammatory Infiltrates 0 2 0 2 1.0
ié. Ederma 0 2 0 2 1.0
19. Vasodilatatien 0 0 0 0 0.0
20.
21.

ECORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
S8TUDY 910801-3

Graug ID € 8pecies: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade

83 94 95 26 Group
EPIDERMIS

Inflammatory/Degenerative Changes

1. Erosion i 0 b S 1 0.75
2. Ulceration 0 0 3 0 0.75
3. Crust Formation 1 0 (7] 0 0.25
4. Epidermitis 0 0 0 0 6.0
S. Necrosis/Acantholysis 0 0 o (1] 0.0
6. SPongiosis/Hydrog c Degen. 1 0 3 0 1.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 2 i 2 2 1.75
10. Parakeratosis i 0 0 2 0.25
i1. Hyperplasia 3 2 4 2 2.75
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#* 32.28 21.24 42.12 25.56 36.30
‘e Epi. Cells Per 100 um ##% 29.8 30.8 43.4 32.0 34.0
de
16.
DERMIS
17. Inflammatory Infiltrates 3 2 3 3 2.75
18. Edema 3 2 3 3 2.75
;9. Vasodilatation 0 0 0 0 0
0.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

8 Severe.

#*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 910803i-3
Groug ID 7 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
109 1310 diises 112 Group

EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 - 3 1.33
2. Ulceration 0 i - 2 i.0
3. Crust Formation i b | - b | i.0
§. Necrosis/Acantholysis 0 0 - 0 0.0
6. SPQngiosislnydrog ¢ Degen. 3 2 - 3 2.67
7. Pustule, Intraepithelial 0 0 - 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 2 b § - 3 2.0
10. Parakeratosis 0 o - 2 0.67
i1. Hyperplasia 4 4 - 4 4.0
12. Dyskeratosis 0 0 - 0 0.0
13. Epidermal Thickness (um)#® 37.44 38.40 - 32.28 36.04

. Epi. Cells Per 100 um #% 42.8 36.4 - 33.4 37.53
-de
i6.
DERMIS
17. Inflammatory Infiltrates 3 3 - 3 3.0
18. Edema 3 3 - 3 3.0
19. Vasodilatation 0 0 - 0 0.0
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s#Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.

s*aTissue not available for microscopic examination.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3
Group ID 8 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
125 iz6 127 128 Group

EPIDERMIS

Inflammatory/Degenerative Changes

1. Ercsion 0 0 0 0 0.0
2. Ulceration 0 (1] 0 0 0.0
3. Crust Formation 0 0 0 0 6.0
4. Epidermitis e 0 0 0 0.0
5. Necrosis/Acantholysis . 0 o 0 6 0.0
6. Spongiosis/nydrog ¢ Degen. O (] 0 0 0.0
7. Pustule, Intraepithelial 0 0 0 1] 0.0
8.

Proliferative Changes

9. Orthokeratosis 0 i o o 0.25
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia i 2 i o 1.0
12. Dyskeratosis 0 0 0 0 0.0
i3. Epidermal Thickness (um)#* 24.56 19.32 21.48 . 14.52 20.07
14, Epi. Cells Per 100 um *#* 28.2 24.8 36.6 23.8 28.35
.l.o':
DERMIS

17. Inflammatory Infiltrates 0 i i 0 0.5
18. Edema 0 1 b S 0 0.5
%9. Vascdilatation 0 0 0 0 0.0
0.
21,

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
$ = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 910801-3
Group ID 9 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
141 142 143 144 Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 0 1] 0.0
2. Ulceration o 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis 0 0 /] 0 0.0
6. Spongiosis/Hydropic Degen. 0 0 0 0 0.0
7. Pustule, Intraepitheliial 0 ) 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 1 i i 2 1.25
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 2 2 2 2 2.0
12. Dyskeratosis 0 0 0 0 0.0
13. Epidermal Thickness (um)#® 19.56 22.08 27 .60 25.80 23.76

. Epi. Cells Per 100 um #*#% 35.4 29.2 28.6 36.4 32.4
o»de
i6.
DERMIS
17. Inflammatory Infiltrates 2 2 ; § 2 78
18. Edema 2 2 b § 2 1.75
i9. Vasodilatation 0 0 0 0 0.
20,
21,
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

Severe.

*Epidermal thickness is average of ten micrometer-based measurements per

gspecimen.

«sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE 8SXIN
8TUDY 910801-3

Group ID io Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
. 157 iss 189 i60 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion i i 2 0 i.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 b § 0 0.25
4.. Bpidermitis o 0 0 i 0.25
§. Necrosis/Acantholysis ] (/] 0 0 0.0
6. 8pongiosis/Hydropic Degen. 1 i 2 i 1.28
;. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis 2 2 2 i 1.75
10. Parakeratosis 0 0 2 0 0.5
ii. Hyperplasia 3 2 3 2 2.5
12. Dyskeratosis 0 0 0 0 0.0
13, Epidermal Thickness (um)® 30.96 29.52 4.4 31.08 33.99
14. Epi. Cells Per 100 um ##% 34.4 34.8 37.2 36.0 35.6
DERMIS
17. Inflammatory Infiltrates 3 3 3 3 3.0
18. Edema 3 3 3 3 3.0
%g. Vasodilatation 0 0 0 0 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

“Epidermal thickness is average of ten micrometer-based measurements per
speciman.

t4Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
S8TUDY 910801~-3

Group ID 11 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade

273 174 178 176 Group
BEPIDERMIS

Inflammatory/Degenerative Changes

i. BErosion 3 0 i o i.0

2. Ulceration i 0 0 4] 0.25

3. Crust Foermation 1 0 9 i 0.5

4. Epidermitis 0 o 0 0 0.0

5. Necrosis/Acanthcolysis 0 0 0 0 0.0

6. BSpongiosis/Hydropic Degen. 4 i 2 b § 2.0

7. Pustule, Intraepithelial 0 0 0 0 0.0

8.

Proliferative Changes

9. Orthokeratosis 2 2 3 2 2.25

10. Parakeratosis i 0 0 0 0.25

11. Hyperplasia 4 3 3 2 3.0

12. Dyskeratosis 0 0 0 0 0.0

"2, Epidermal Thickness (um)#®* 37.68 41.76 39.84 32.04 37.83
o Epi. Cells Per 100 um %% 38.8 44.0 40.0 34.4 39.3

&3

i6.

DERMIS

17. Inflammatory Infiltrates 3 3 3 2 2.78

18. Edema 3 3 3 2 2.75

19. Vasodilatation 0 0 0 0 0

20.

21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
$ = Severe-.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s+*Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KINM

87TUDY 910801~3
Groug ID 12 Species: MOUSE Mean
Duratien (Hours) 96 Animal Numbers Grade

189 %0 191 i%2 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 (v} 0 0 0.0
2. Ulceration /] 0 0 0 0.0
3. Crust Formaticn 0 0 0 0 0.0
4. BEpidermitis ) 0 ] 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. sPOngiosis/nydrog ¢ Degen. © o 0 o 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 0 0 0 0 0.0
10. Parakeratosis 0 0 o ¢ 0.0
ii. Hyperplasia 0 0 i 0 0.25
12. Dyskeratosis 0 0 0 0 0.0
13, Epidermal Thickness (um)#* 16.20 i8.00 18.36 15.72 17.07
“¢, Epi. Cells Per 100 um #%* 25,2 30.8 25.0 25.0 26.5
16.
DERMIS
17. Inflammatory Infiltrates 0 0 0 e 0.0
is. Edema 0 0 0 0 0.0
19. Vasodilatation 0 0 0 0 0.0
20 .
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Bevere.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

¢sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 910801-3
Group ID 13 Species: MOUSE Hean
Duration dours) 96 Animal Numbers Grade
205 206 207 208 @Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 o 0 0.0
2. Ulceration e 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. BEpidermitis 0 0 0 0 0.0
5. Necrosis/Acanthoclysis 0 0 0 0 0.0
6. 8pongiosis/nydro§ ¢ Degem. O 0 o o 0.0
7. Pustule, Intraepithelial 0 0 L] 0 0.0
8.
Precliferative Changes
9, Orthokeratosis i 0 i b § €.75
10. Parakeratosis 0 0 0 0 0.0
1i. Hyperplasia b § 0 b § i 0.78
i2. Dyskeratosis 0 0 0 ] 0.0
"3, Epidermal Thickness (um)® 17.28 21.12 21.84 17.04 i19.32

K Epi. Cells Per 100 um ##* 26.6 24.2 24.6 23.2 24.65
ADe
16,
DERMIS
17. Infiammatory Infiltrates b § 0 i e o
18. BEdema i 0 1 ] 0.5
19. Vasodilatation 0 0 0 0 o0
20,
21.
SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

Severe.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8SKIN
8TUDY 910801-3

Group ID 14 8pecies: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
221 222 223¢8% 224 Group
EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 - ] 0.0
2. Ulceration 0 0 - 0 0.0
3. Crust Formation 0 0 - 0 0.0
4. Epidermitis 0 0 - 0 0.0
$. Nacr@sis/hcanthol¥sis 0 0 - 0 0.9
6. B8pongiosis/Hydropic Degen. 2 4] - 0 0.67
7. Pustule, Intraepithelial 0 o - 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 1 i - 0 0.67
10. Parakeratosis 0 0 - 0 0.0
11. Hyperplasia 3 i - 2 2.0
12. Dyskeratosis 0 0 - 0 0.0
~., Epidermal Thickness (um)® 24.72 24.96 - 27.60 25.76
.. Epi. Cells Per 100 um #®* 28.4 26.8 = 38.8 31.33
is,.
i6.
DERMIS
17. Inflammatory Infiltrates 2 i - 2 67
i8. Edema 2 b S = 2 1.67
gs. Vasodilatation 0 0 - ¢
0.
21,

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

s*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s«aEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.

seaTissue not available for microscopic examinatiom.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

¥OUSE BKIN

8TUDY 910801~-3
Group ID 15 Species: MOUSE ¥ean
Duration (Hours) 96 Animal Numbers Grade

237 238 239 240 Group
BPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 2 ] 0.5
2. Ulceration 0 0 i 0 0.25
3. Crust Formation 0 i 0 0 9.25
5. Necrosis/Acaantholysis 0 (1] 0 0 0.0
6. Spongiosis/nydrogzc Degen. 1 0 2 0 .75
7. Pustule, Intraepithelial ] 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 2 2 2 i 1.78
10. Parakeratosis (+] (1] 3 0 0.25
il. Hyperplasia 3 3 3 2 2.78
i2. Dyskeratosis 0 0 0 ] 0.0
Ve Epidermal Thickness (um)#® 32.52 33.72 47.04 25.80 34.77
15. Epli. Cells Per 100 um *®%* 34.2 36.0 38,0 32.8 34.5
16.
DERMIS
17. Inflammatory Infiltrates 3 3 3 2 2.75
ig8. Edema 3 3 3 e 2.75
19. Vvasodilatation 0 (1] (1] 0 0.0
20.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

¢*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

s*Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
8TUDY 910801-3
Graug ID 16 Species: MOUSE Mean
Duration (Hours) 96 ‘ Animal Numbers Grade
253 254 255 256 Group

BPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 o (1] 1] 0.9
2. Ulceration 1] 0 0 (4] 0.0
3. Crust Formation ] 0 0 0 0.0
4. BEpidermitis 0 0 0 0 0.0
5. Necrosis/hcanthelisis 0 0 0 0 0.0
6. Spongiosis/nydrog c Degen. O 0 0 (/] 0.0
7. Fustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 0 0 0 1 0.25
10. Parakeratosis 0 0 0 0 0.0
ili. Byperplasia 0 0 0 0 0.0
12. Dyskeratosis o o o 0 0.0
33. Bpidermal Thickness (umj#®* 11.52 i2.12 12.60 12.48 12.18

- Epi. Cells Per 100 um ®% 26.0 25.6 ig.2 22.4 23.05
-de
i6.
DERMIS
17. Inflammatory Infiltrates o b § 0 (/] 0.25
i8. Edenma 0 i 0 0 0.25
19. Vasodilatation 0 0 0 0
20,
2.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

¢sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen. :



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 910801~3
Group ID 17 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
2869 270 271 272 Group

EPIDERMIS
Inflammatory/Degenerative Changes

i. Erosion 0 0 e 0 0.0
2. Ulcaration 0 0 1] 0 0.0
3. Crust Formation <] 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 o 0.0
6. Spongicsis/nydrog ¢ Degen. O 0 0 0 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.

Proliferative Changes

9. Orthokeratesis 0 0 0 0 0.0
10. Parakeratosis 0 0 i i 0.5
11. Hyperplasia 0 0 0 0 0.0
12. Dyskeratosis o 0 0 0 0.0
2., Epidermal Thickness (um)* 16.20 18.96 20.04 15.36 17.64
5. Epi. Cells Per 100 um #® 18.6 31.4 28.0 26.8 26.2
i5.

16.
DERMIS

17. Inflammatory Infiltrates 0 e i i 0.5
i8. Edema 0 0 b § b § 0.5
i9. Vasodilatation 0 0 0 0 6.0
20.
21.

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = nirkod,
5 = Severe.

*Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#sEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUBE BKIN
STUDY 910801-3
Group ID 18 Species: MOUSE : Mean
Duration (Hours) 96 Animal Numbers Grade
285 286 287 288 Group

EPIDERMIS
Infiammatory/Degenerative Changes
1. BErosion 0 0 0 /] 0.0
2.  Ulceration o 0 (] 0 0.0
3. Crust Formation 0 0 0 o 0.0
4. Epidermitis . 0 0 0 0 0.0
5. Necrosis/Acantheoclysis 0 0 1] 0 0.0
6. Spongiosis/nydrog ¢ Degen. © 0 0 0 0.0
Z. Pustule, Intraepithelial 0 0 ] 0 0.0
Proliferative Changes
9. Orthokeratosis i i b § 1 i.0
10. Parakeratosis o 0 0 0 0.0
11. Hyperplasia 0 i 2 2 i.25
12. Dyskeratosis o 0 0 0 0.0
13. Epidermal Thickness (um)#®* 17.88 i7.16 27 .36 19.32 20.43

. Epi. Cells Per 100 um #% 23,2 26.4 26.6 3i.2 26.85
-l e
l6.
DERMIS
17. Inflammatory Infiltrates i i 2 2 i.5
i8. Edema i i 2 2 1.5
19. vVasodilatation 0 0 o 0 0.0
20,
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

$ = Bevere.

«Epidermal thickness is average of ten micrometer-based measurements per
specimen. '

asEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HEISTOPATHOLOGIC OBSERVATIONS

MOUSE BKIN
STUDY 91G801-3
Groug ID 19 Species: MOUSE ¥ean
Duration (Hours) 96 Animal Numbers Grade
301 302 303 304 @roup

EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion (/] o (1] 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis "0 0 0 0 0.0
5. Nacrosis/hcantholzsis 0 i} 0 (/] 0.0
6. spongiosis/nydrog ¢ Degen. O 0 0 o 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8,
Proliferative Changes

9. Orthokeratosis i i 2 2 i.8
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 3 3 4 3.25
12. Dyskeratosis 0 o 0 0 0.0
*+, Epidermal Thickness (um)#® 27.0 41..88 40.32 851.34 40.14
s Epi. Cells Per 100 um ##% 31.4 34.6 34.4 43.6 36.0
i5.

16.
DERMIS

17. Inflammatory Infiltrates 3 2 3 3 75
18. Edema 3 2 3 3 2.75
19. Vasodilatation 0 0 0 0
20.
21.
SCORE © Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

##Epidermal Celis per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN

S8TUDY 910801-3
Group ID 20 Species: MOUSE
Duration (Hours) 96 Animal Numbers
317 318 319 320

EPIDERMIS
Inflammatory/Degenerative Changes
i. Erosion 0 0 0 0
2. Ulceration +] 0 0 0
3. Crust Formation 0 0 0 0
4. Epidermitis 0 0 o 0
5. Nccrosis/ncantholzsis 0 0 0 0
6. spongiosis/nydrog ¢ Degen. 0 0 ] 0
7. Pustule, Intraepithelial 1] 0 0 0
8.
Proliferative Changes
9. Orthokeratogis i 0 0 0
10. Parakeratosis 0 0 0 0
11. Hyperplasia i 0 0 0
12, Dyskeratosis 0 0 0 0
13, Epidermal Thickness (um)#® 13.56 ig.12 13.56 17.16

. Epi. Cells Per 100 um #%* 20.2 28.0 22.4 26.8
-de
i6.
DERMIS
17. Inflammatory Infiltrates o 0 0 0
18. Edema 0 0 0 0
19. Vasodilatation 0 0 0 0
20,
21.

Hean
Grade

Group

-X-J-J-X-J-X-]
© @00 6 0 0
(-X-X-X-N-Y-N-

S

-N-X-
> o o
MNOoM
v «n

0.0
15.60
24.35

000
e 8 o
(- X-X-

SCORE 0 = Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 Severe.

sEpidermal thickness is average of ten micrometer-based measurements per

gpecimen.

¢*Epidermal Cells per 100u is average of five micrometer-based measurements

per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE BSKIN

STUDY 910801-3
@roup ID 21 Species: MOUSE Mean
puration (Hours) 96 Animal Numbers Grade

333 534 335 336 Group
EPIDERMIS '
Inflammatory/Degenerative Changes
i. Erosion ] ] 0 0 0.0
2. Ulceration 0 0 0 0 0.0
s. Crust Formation 0 i 0 0 0.25
4. lpid.rlitis (] 0 L] 0 0.0
S. !ocrosia/acantha1¥sis 0 0 0 0 6.0
6. Bpongiosis/nydrog ¢ Degen. 1 i 0 0 ©.5
z. Pustule, Intraepithelial 0 0 0 0 6.0
Proliferative Changes
9. Orthokeratosis b § 2 1 2 1.5
i0. Parakeratosis 0 (1] 0 (] 0.0
il. Hyperplasia 2 3 2 2 2.25
12. Dyskeratosis 0 ] 0 0 0.0
2, Epidermal Thickness (um}# 23.28 31.08 21.60 21.9¢€ 24.48
1;. Bpi. Cells Per 100 um #% 28.8 37.2 32.8 306.0 32.2
16.
DERMIS
17. Inflammatory Infiltrates 2 3 3 2 2.8
is. Edema 2 3 3 2 2.5
;:. vasodilatation 0 0 0 0 0.0
21.
8CORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8Bevere.

sEpidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUBE S8KIN
87UDY 910801-3
Group ID 22 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
349 350 353k 352 Group
EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion 0 0 b ] 0.25
2. Ulceration i 0 0 0 0.25
3. Crust Formation 0 0 0 b § 0.25
4. Epidermitis 0 ° 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. Spongiosis/Hydropic Degen. 1 0 2 1 1.0
Z. Pustule, Intraepithelial 1] 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis i i 2 2 1.5
10. Parakeratosis 0 0 0 0 0.0
*“1. Hyperplasia 3 2 3 3 2.75
. Dyskeratosis 0 0 0 ] 0.0
43. Epidermal Thickness (um)* 29.88 32.88 52.08 36.72 37.89
i4. Epi. Cells Per 100 um #® 29.4 38.4 41.8 31.0 35.15
5.
i6.
DERMIS
17. Inflammatory Infiltrates 3 3 3 3 3.0
i8. Edema 3 3 3 3 3.0
19. Vasodilatation 0 0 0 0 0.0
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = néderate, 4 = Marked,

5 = Bevere.

#Epidermal thickness is average of ten nicrometer-based measurements per
specimen.

##Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
8TUDY 910801-3
Group ID 23 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
365 366 367 368 Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Erosion b § i 0 b § 0.75
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
S. Necrosis/Acantholysis 0 4] 0 /] 0.0
6. spongiosis/nydrog ¢ Degen. 2 b § o b 3 i.0
Z. Pustule, Intraepithelial o 0 0 0 0.0
Proliferative Changes
9. Orthokeratosis 2 2 2 b § 1.75
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 3 3 3 2 2.75
12. Dyskeratosis 0 0 0 0 0.0
3, Epidermal Thickness (um)# 39.12 39.6 28.92 35.28 35.73

< Epi. Cells Per 100 um #*=* 31.4 33.2 30 38.6 32.55
is. .

i6.
DERMIS

17. Inflammatory Infiltrates 3 2 3 2 2.5
ig. Edema 3 2 3 2 2.5
19. Vasodilatation 0 0 0 0 0.0
20,
21.
SCORE 0 Reqular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = gevere.

*Epidermal thickness is average of ten nicrometer-based measurements per
specimen.

s+*Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

HOUSE B8RIN
£TUDY 9106801~-3
Group ID 24 Species: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
381 382 383 384 Group

EPIDERMIS
Inflammacory/Degenerative Changes
i. Erosion 0 0 0 0 6.0
2. Ulceration 0 0 0 ] 0.0
3. Crust Formation "0 o 0 0 0.0
4. Epidermitis 0 0 0 0 0.0
5. Necrosis/hcantholisis 0 0 0 0 0.0
6. Spongiosis/nydrog ¢ Degen. 0 0 /] 0 0.0
7. Pustule, Intraepithelial 0 0 0 0 0.0
8.
Proliferative Changes
9. Orthokeratosis 1] 0 0 0 0.0
10. Parakeratosis 0 0 0 0 0.0
1i. Hyperplasia 0 i 0 0 .25
“2, Dyskeratosis 0 0 0 0 0.0

. Epidermal Thickness (um)® 13.56 17.88 15.48 ig.72 16.41
14. BEpi. Cells Per 100 um ## 21.8 28.0 24.6 28.4 25.7
is.
ié.
DERMIS
17. Inflammatory Infiltrates 0 i 0 0 0.25
i8. Edema 0 1 0 0 0.25
%g. Vasodilatation 0 0 0 /] 0.0
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 ; Severe.

#Epidermal thickness is average of ten micrometer-based measurements per
specimen.

«2Epidermal Cells per 100u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUBE SEKIN
8TUDY 910801-3
Group ID 285 Species: MOUSE Mean
Duration (Mours) 96 Animal Numbers Grade
397 398 399 400 Group

EPIDERMIS
Inflammatory/Degenerative Changes
1. Ercsion 0 ) 0 ] 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 ] 0 0 c.0
4. BEpidermitis . 0 0 o 0 0.0
5. Nccrosis/ncantholzsis (1] 1) 0 0 0.0
6. spcngiosis/nydrog ¢ Degen. 0 n 0 0 0.0
;. Pustule, Intraepithelial o ] 0 0 0.0
Proliferative Changes
9. Orthokeratosis 0 1 0 0 0.25
i0. Parakeratosis 0 o 0 0 0.0
i1i. Hyperplasia i 0 1 i 0.78
12. Dyskeratosis 0 0 0 0 0.0
13, Epidermal Thickness (um)#® 18.24 17.76 20.76 20.52 i%9.32

. Epi. Cells Per 100 um #* 25.6 28.2 29.6 31.4 28.7
ade
16é.
DERMIS
17. Inflammatory Infiltrates 1 i 2 1 1.25
is. Edemsa i b 4 2 i i.2%
19. Vasodilatation 0 0 0 0 0.
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

5 = 8evere.

¢Epidermal thickness is average of ten micrometer-based measurements per
specimen.

ssEpidermal Cells per 106u is average of five micrometer-based measurements
per specimen.



INDIVIDUAL ANIMAL EISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
S8TUDY 910801-3
Group ID 26 Epecies: MOUSE Mean
Duration (Hours) 96 Animal Numbers Grade
413 414 418 416 Group

EPIDERMIS .

Inflammatory/Degensrative Changes

1. Erosioen (/] 0 0 /] 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formaticn (] 0 0 0 0.0
4. Epidermitis "0 0 0 0 0.0
5. Necrosis/Acantholysis 0 0 0 0 0.0
6. 8Spongiosis/Hydropic Degen. 0 0 0 ] 0.0
Z. Pustule, Intraepithelial 0 0 0 0 0.0
Proliferative Changes
$. Orthokeratosis 0 0 0 0 0.0
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia 0 i 0 b § 0.5
i2. Dyskeratosis 0 0 0 /] 0.0
"2, Epidermal Thickness {(um)#* 13.08 16.68 13.08 i5.60 14.61
150 Epi. Cells Per 100 um #% 26.8 28.8 27 .0 25.2 26.95
16.
DERMIS

17. Inflammatory Infiltrates b § 0 0 0 0.25
i18. Edema i 0 ] 0 0.25
;9. vasodilatation 0 0 0 0 0.0
0.

21.

SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S5 = 8evere.

tEpidermal thickness is average of ten micrometer-based measurements per
spaecimen.

ssEpidermal Cells per 100u is average of five micrometer-based measurements
per specimen.




INDIVIDUAL ANIMAL HISTOPATHOLOGIC OBSERVATIONS

MOUSE S8KIN
8TUDY 210801-3
Group ID 27 Species: MOUSE Hean
Duration (Hours) 96 Animal Numbers Grade
429 430 431 432 Group

EPIDERMIS
Inflammatory/Degenerative Changes

1. Erosion 0 0 0 0 0.0
2. Ulceration 0 0 0 0 0.0
3. Crust Formation 0 0 0 0 0.0
4. BEpidermitis ] 0 0 0 0.0
5. Nocrosis/hcanthcllsis 0 0 0 0 0.0
6. 8pongiosis/nydrog c Degen. O 0 0 0 0.0
7. Pustule, Intraepithelial 0 o 0 0 0.0
8.
Proliferative Changes

9. Orthokeratosis 0 b i 1 0.75
10. Parakeratosis 0 0 0 0 0.0
11. Hyperplasia | 2 2 i 1.5
12. Dyskeratosis 0 0 0 0 0.0
2, Epidermal Thickness (um)#* 14.52 21.0 22.32 14.52 18.09
5. Epi. Cells Per 100 um ## 29.0 29.0 31.2 28.6 29.45
1s.

lé.
DERMIS

17. Inflammatory Infiltrates 2 2 3 b § 2.0
is. Edema 2 2 3 i 2.0
19. Vasodilatation 0 0 0 0 0.0
20.
21.
SCORE 0 Regular/Normal, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked,

S ; Severe.

sEpidermal thickness is average of ten micrometer-based measurements per

specimen.

w«sEpidermal Cells per 100u is average of five micrometer-based measurements

per specimen.




SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 1 (Toluene) 8Speclies: Mouse
Duration: €6 Hour 24 Hour 48 Hour 96 Hour

EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Brosion 0.25 0.75 0.50 0.50
2. Ulceration 0.50 1.50 1.50 1.25
3. Crust Formation i.50 3.00 1.50 i1.25
4. Epldermitis ‘0.75 2.25 8.0 0.0
5. Necrosis/aAcantholysis 2.00 1.75 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.25 1.00 1.75 1.75
7. Pustule, Intraepithelial i.25 0.50 1.00 0.0
8.

Inflammatory/

Dagenerative Score 6.50 10.75 6.25 4.75
Proliferative Changes
9. Orthokeratosis 1.50 2.25 2.75 1.75
“6. Parakeratosis 0.0 0.25 0.50 0.25

-~ Hyperplasia 1.25 2.50 2.25 2.75

12. Dyskeratosis 0.0 0.0 0.0 0.0
13. BEpidermal thickness (um)® 41.88 36.90 28.56 45.36
i4. Epi. Cells per 100 um #¢ 35.80 26.40 23.40 33.00

Proliferative Bcore 80.43 68.30 57.46 83.11
DERMIS
15. Inflammatory Infiltrates 2.50 3.00 2.50 2.25
1é. Edema 2.50 2.75 2.50 2.25
17. vasodilatation 0.0 0.50 i1.00 _ 0.25

Dermal Score 5.00 6.25 6.00 4.75
SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

5 = Severe.

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF EISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 2 (Acetone) 8pecies: Mouse
Duration: 6 Hour 24 Hour 48 Hour 86 Hour

EPIDERMIS
Inflammatory/Degenerative Changes (means)

1. Erosion

2. Ulceration

3. Crust Formation

4. Epidermitis

5. Necrosis/Acantholysis

6. 8pongiosis/nydrog ¢ Degen.
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e o 0 @ o o @
(- N-N-N-N-N-N-]
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© o 0 0 0o 0 &
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o o 0 6 06 0 o
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7. Pustule, Intraepithelial
8.
Inflammatory/
Degenerative 8core 0.0 0.0 0.0 0.0
Proliferative Changes
9. Orthokeratosis 0.0 0.0 0.0 0.0
‘. Parakeratosis 0.0 0.0 0.0 0.0
-i. Hyperplasia 0.0 0.0 0.0 0.0
12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)# 11.07 12.18 12.39 12.24
14. Epi. Cells per 100 um #% 20.10 20.45 21.15 20.85
Proliferative Score ~1.17 32.63 33.54 33.09
DERMIS
15. Inflammatory Infiltrates 0.0 0.0 0.0 0.0
i16. Edema 0.0 0.0 0.0 0.0
17. Vasodilatation 0.0 0.0 0.0 0.0
Dermal S8Score 6.0 0.9 0.0 0.0

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#» Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 3 (MSO:Toluene) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour 96 Eour

EPIDERMIS
Inflammatory/Degenerative Changes (means)
1. Brosion 0.0 1.00 2.00 2.00
2. Ulceration 2.00 2.75 2.00 2.25
3. Crust Formation 1.75 3.00 2.50 2.00
4. Epidermitis i1.00 i1.28 0.0 0.0
5. Nccrosis/hcantholisis 0.0 1.00 0.0 0.0
6. 8pongiosis/nydrog ¢ Degen. 0.75 2.00 3.00 3.00
7. Pustule, Intraepithelial 3.25 1.00 0.0 0.0
8.
Inflammatory/
Degenerative Score 8.75 12.00 9.50 9.25
Proliferative Changes
9. Orthokeratosis 1.50 2.25 2.75 2.50
‘. Parakeratosis 0.0 .25 0.75 1.50
.4+ Hyperplasia 2.50 2.25 3.50 3.25
12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)#®* 34.08 36.90 51.24 50.04
14. Epi. Cells per 100 um #% 30.05 26.40 39.50 41.80
Proliferative Score 68.13 68.05 97.74 99.09
DERMIS
15. Inflammatory Infiltrates 3.50 3.25 3.25 3.00
i6. Edema 3.50 3.25 3.25 3.00
17. Vasodilatation 0.0 0.50 0.25 0.0
Dermal S8core 7.00 7.00 6.75 6.00
SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

¢ Epidermal thicknsss is average of ten micrometer-based measurements per
specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAKN SUMMARIES

Group ID: 4 (OLPH, 1i1.8 ul) Species: Mouse
buration: 6 Hour 24 Hour 48 Hour 26 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosion

2. Ulceration

3. Crust Formation

4. Epidermitis

5. Necrosis/Acantholysis

6. Spongiosis/Hydropic Degen.
7. Pustule, Intraepithelial
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® ¢ 6 6 0 0 ¢
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e 6 6 8 0 ¢ o
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8.
Inflammatory/
Degenerative Score 0.0 0.0 0.0 0.0
Proliferative Changes
9. Orthokeratosis 0.0 0.0 0.0 0.0
- Y, Parakeratosis 0.0 0.0 0.0 0.0
.. Hyperplasia 6.0 0.0 0.0 0.0
12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)® 11.46 14.55 15.78 13.32
14. Epi. Cells per 100 um ## 20.90 29.85 24.40 21.70
Proliferative Score 32.36 35.40 40.18 35.02
DERMIS
15. Inflammatory Infiltrates 0.0 0.0 0.0 0.0
i6. Edema 0.0 0.0 0.0 0.0
i7. vasodilatation 0.0 0.0 0.0 0.0
Dermal S8core 0.0 0.0 0.0 0.0

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

% Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.




SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: S (OLPH, 23.5ul) Species: Mouse
puration: 6 Hour 24 Hour 48 Hour
EPIDERMIS
inflammatory/Degenerative Changes (means)
1. Erosion 0.0 0.0 0.0
2. Ulceration 0.0 0.0 0.0
3. Crust Formation 0.0 0.0 0.50
4. Epidermitis 0.0 0.0 0.0
5. Necrosis/ncantholysis 0.0 0.0 0.0
6. S8pongiosis/Hydropic Degen. 0.25 0.0 0.0
7. Pustule, Intraepithelial 1.28 0.0 0.0
8.
Inflammatory/
Degenerative Score 1.50 0.0 0.50
Proliferative Changes
9. oOrthokeratosis 0.0 0.25 0.25
., Parakeratosis 0.0 0.0 0.0
.. Hyperplasia 0.50 0.25 0.50
12. Dyskeratosis 0.0 0.0 0.0
13. Epidermal thickness (um)#* 19.11 16.92 20.76
14. Epi. Cells per 100 um #*#* 27.10 27.30 24.45
Proliferative Score 46.71 44.72 45.96
DERMIS
15. Inflammatory Infiltrates 0.75 0.75 0.50
16. Edema 0.75 0.75 0.50
17. Vasodilatation 0.0 0.0 0.0
Dermal 3core 1.50 1.50 .00

9é Hour

000000
@ 6 © o © © 9
(-R-X-F-X-%-X-J

2O
o0 0
[ -]

0.0
16.38
26.15

44.03

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

5 Severe.

#+ Epidermal thickness is average of ten micrometer-based measurements per

speciman.

%% Epidermal Cell per 100u is averago'ot five micrometer-based measurements

per specimen.




SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 6 (OLPH, 50.0ul) Species: Mouse
puration: 6 Hour 24 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.0
2. Ulceration 0.0 0.25
3. Crust Formation 0.25 0.75
4. BEpidermitis 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.0 0.25
Z. Pustule, Intraepithelial 3.25 1.50
Inflammatory/
Degenerative Score 3.50 2.75
Proliferative Changes
9. COrthokeratosis 0.0 1.25
7. Parakeratosis 0.0 0.50
.. Hyperplasia 1.75 2.25
12. Dyskeratosis 0.0 0.0
13. Epidermal thickness (um)* 21.75 34.32
14. Epi. Cells per 100 um %% 26.70 29.05
Proliferative Score 50.20 67.37
DERMIS
15. Inflammatory Infiltrates 2.50 2.75
16. Edema 2.50 2.75
17. Vasodilatation 0.0 0.0
Dermal Score 5.00 5.50
SCORE ©

5 = Severe.

48 Hour

0.75
0.25
0.5¢0
0.0

0.0

0.50
0.25

1.00
0.0
2.50

33.84
33.55

70.89

96 Hour

1.75
0.25
2.75
0.0
30.30
34.00

69.05

Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

# Epidermal thickness is average of ten micrometer-based measurements per

specimen.

s% Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
S8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 7 (OLPH, 100.0ul) Species: Mouse
Duration: é Hour 24 Hour
EPIDERMIS
Inflanmatory/Degenerative Changes (means)
1. Erosion 0.75 1.00
2. Ulceration 0.25 1.25
3. Crust Formation 0.25 0.50
4. Epidermitis 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.25 1.25
7. Pustule, Intraepithelial 3.25 1.50
8.

Inflamnmatory/

Degenerative Score 4.75 5.50

Proliferative Changes

9. Orthokeratosis 0.0 1.50
v, Parakeratosis 0.0 0.0
+. Hyperplasia 2.25 2.00

12. Dyskeratosis 0.0 0.0

13. Epidermal thickness (um)# 28,17 33.81

14. Epi. Cells per 100 um %# 31.90 31.90

Proliferative Score 62.32 69.21

DERMIS

15. Inflammatory Infiltrates 3.25 3.00

16. Edema 3.25 3.00

17. vasodilatation 0.0 0.0

Dermal Score 6.50 6.00

SCORE ©

L ; Severe.

48 Hour

2.50
1.00
3.25
0.0
44.31
34.45

85.51

2.75
2.75
0.25

S.75

96 Hour

2.00
0.67
4.00

36.04
37.53

80.24

Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

% Epidermal thickness is average of ten micrometer-based measurements par

speciren.

#4# Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 8 (MSO, 1i.sul) Species: Mouse
Duration: 6 Hour 24 Hour
EPIDERMIS
Inflammatory/Degenerative Changes (means)
1. Brosion 0.0 0.0
2. Ulceration 0.25 0.590
3. Crust Formation 0.0 0.50
4. EBEpidermitis 0.0 0.0
5. Necrosis/Acantholysis 0.50 0.0
6. Spongiosis/Hydropic Degen. 0.0 0.50
7. Pustule, Intraepithelial 0.0 0.50
8,
Inflammatory/
Degenerative Score 0.75 2.00
Proliferative Changes
9. Orthokeratosis 0.0 0.50
Y. Parakeratosis 0.0 0.0
.4. Hyperplasia 0.25 i1.25
12. Dyskeratosis 0.0 0.0
13. Epidermal thickness (um)#* 15.63 19.26
14. Epi. Cells per 100 um #% 24.70 27.45
Proliferative Score 40.58 48.46
DERMIS
15. Inflammatory Infiltrates 0.25 1.78
16. Edema 0.25 1.75
17. Vasodilatation 0.0 0.0
Dermal Score 0.50 3.50

48 Hour

n

OO0 OO
@ o ¢ o o 9 o
OOO0OONOO

0.25

0.50
0.0
0.50
0.0
16.26
26.65

43.91

96 Hour

(-X-N-N-N-N-N-]
© 0 0 8 0 0 o
(- N-N-N-N-N-N-]

0.0

0.25
0.0
1.00
0.0
20.07
28.35

49.67

SCORE g = Regular/Normal, 1 = Minimal, 2 - Mil4, 3 = Modérate, 4 = Marked,

Severe.

¢ Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#% Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHCLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 9 (MSO, 23.5ul) Species: Mouse
Duration: 6 Hour 24 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. BErosion 0.0 -~ 1.00
2. Ulceration 0.25 0.50

3. Crust Formation 0.0 0.75
4. Epidermitis 0.25 0.0
5. Necrosis/Acantholysis 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.0 i.00
7. Pustule, Intraepithelial 2.50 1.00
8.

Inflammatory/
Degenerative Score 3.00 4.25

Proliferative Changes

9. Orthokeratcsis 0.0 1.25
Y. Parakeratosis 0.0 0.25
.4. Hyperplasia 1.25 2.25

12. Dyskeratosis 0.0 0.0

13. Epidermal thickness (um)® 23.76 32.40
14. Epi. Cells per 100 um #% 28.05 31.35

Proliferative Score 53.06 67.50

DERMIS
15. Inflammatory Infiltrates 2.00 3.25

16. Edema 2.00 3.25

17. vVasodilatation 0.0 0.0

Dermal Score 4.00 6.50

48 Hour

w»

2000000
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1.25
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0.50
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59.08

96 Hour

DOROODO
e o o 2 o o ¢
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0.0

1.25
0.0
2.00
0.0
23.76
32.40

§9.41

S8CORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

L SBevere.

¢ Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#4 Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS

MOUSE 8KIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 10 (MSO, 50.0ul) Species: Mouse
Duration: € Hour 24 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosiom 0.0 2.00
2. Ulceration 1.25 2.00
3. Crust Formation 0.25 3.00
4. Epidermitis 0.0 0.0
5. Necrosis/hcantholisis 0.0 0.0
6. 3pongiosis/nydrog ¢ Degen. 0.25 2.50
7. Pustule, Intraepithelial 3.00 2.50
8.

Inflammatory/

Degenerative Sceore 4.75 12.00
Proliferative Changes
9. Orthokeratosis 0.50 2,25

7., Parakeratosis 0.0 1.00
4. Hyperplasia 2.25 2.50

12. Dyskeratosis 0.0 0.0
i3, Epidermal thickness (um)#* 30.21 41.22
14. Epi. Cells per 100 um *#% 37.10 37.45

Proliferative Score 70.06 84.42
DERMIS
1S, Inflammatory Infiltrates 2.75 3.50
16. Edema 2.78 3.50
17. Vvasodilatation 0.0 0.0

Dermal Score 5.50 7.00

48 Hour

1.75
0.50
3.50
0.0
45.03
37.85

88.63

96 Hour

un o
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1.75
0.50
2.50
0.0
33.99
35.60

74.34

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

5 S8evere.

* Epidermal thickness is average of ten micrometer-based measurements per

specimen.

&% Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3

GROUP MEAN BUMMARIES

Group ID: 11 (MSO, 100.0ul) Species: Mouse
Duration: 6 Hour 24 Eour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosion 0.50 1.50
2. Ulceration i.75 1.50
3. Crust Formation 0.0 2.75
4. BEpidermitis 0.9 0.0
5. Necrosis/Acantholysis 0.25 0.0
6. Spongiosis/Hydropic Degen. 1.25 2.75
7. Pustule, Intraepithelial 3.75% 1.75
g.

Inflammatory/

Degenerative 8core 7.50 io.25
Proliferative Changes
9. Orthokeratosis 0.75 1.75

Y. Parakeratosis 0.0 0.25
.. Hyperplasia 3.25 2.75

12. Dyskeratosis 1.00 0.0
13. Epidermal thickness (um)® 45.93 46.20
14. Epi. Cells per 160 um #®#% 41.10 38.67

Proliferative Score 92.03 89.62
DERMIS
15. Inflammatory Infiltrates 3.25 3.75
16. Edema 3.25 3.75
17. Vasodilatation 0.0 0.0

Dermal Score 6.50 7.50

48 Hour

8.25

2.50
0.75
3.50
0.0
§2.26

100.81

96 Hour

2.25
0.25
3.00
0.0
37.83
3%.30

82.63

SCORE 0 = Regular/Normal, i = Minimali, 2 - Mild, 3 = Moderate, 4 = Marked,

5 = SBevere.

# Epidermal thickness is average of ten micrometer-based measurements per

specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements

per spaecimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 12 (LVD, 11.8ul) Species: Mouse
Duration: 6 Hour 24 Hour
EPIDERMIS
Inflamratory/Degenerative Changes (means)
i. Erosion 0.0 0.25
2. Ulceration 0.0 0.0
3. Crust Formation 0.0 6.0
4. Bpidermitis 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0
6. 8Spongiosis/Hydropic Degen. 0.0 0.0
z. Pustule, Intraepithelial 0.0 0.0
Inflammatory/
Degenerative Score 0.0 0.25
Proliferative Changes
9. Orthokeratosis 0.0 0.0
7. Parakeratosis 0.0 0.0
+. Hyperplasia 0.25 0.0
12. Dyskeratosis 0.0 0.0
13. Epidermal thickness (um)# 16.23 15.03
14. Epi. Cells per 100 um #% 21.50 21.50
Proliferative Score 37.98 36.53
DERMIS
15. Inflammatory Infiltrates 0.25 0.25
16. Edema 0.25 0.25
17. Vasodilatation 0.0 0.0
Dermal Score ' 0.50 0.50

48 Hour
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SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Markeqd,

8 gEevere.

# Epidermal thickness is average of ten micrometer-based measurements per

specimen.

#*# Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
STUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 13 (LVD, 23.5ul) Species: Mouse
Duration: € Hour 24 Hour 48 Hour 86 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosion 6.0 0.25 0.0 0.0
2. Uleceration 0.0 0.0 0.0 6.0
3. Crust Formation 0.0 0.25 0.0 0.0
4. Epidermitis 0.0 0.0 0.0 0.0
5. Nscrosis/hcanthollsis 0.0 0.0 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.25 0.25 0.0 0.0
7. Pustule, Intraepithelial 0.28 0.0 0.0 0.0
8,

Inflammatory/

Degenerative Score 0.50 0.75 0.0 0.0
Proliferative Changes
9. Orthokeratosis 0.0 0.50 0.25 0.75
0. Parakeratosis 0.0 0.25 0.0 0.0

L. Hyperplasia 0.75 1.75 0.75 0.75

i2. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)®* 18.60 30.45 18.90 19.32
14. Epi. Cells per 100 um #% 23.25 28.35 24.80 24.65

Proliferative Score 42.60 61.30 44.70 45.47
DERMIS
i5. Inflammatory Infiltrates 0.75 1.75 0.25 0.50
16. Edema 0.75 1.75 0.25 0.50
17. Vvasodilatation 0.0 0.0 0.0 0.0

Dermal S8core 1.50 3.50 0.50 i.00

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe. _

# Epidermal thickness is average of ten micrometer-iased measurements per
specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 14 (LVD, 33.3ul) Species: Mouse
Duration: 6 Hour 24 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.75
2. Ulceration 0.50 0.50
3. Crust Formation 0.0 0.50
4. EBEpidermitis 0.0 0.0
‘5. Necrosis/heantholisis 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.0 1.25
7. Pustule, Intraepithelial 1.00 0.25
8.

Inflammatory/

Degenerative Score 1.50 3.25
Proliferative Changes
9. Orthokeratosis 0.0 0.75
0. Parakeratosis 0.0 0.0

L. Hyperplasia 1.50 2.00

12. Dyskeratosis 0.0 0.0
13. Epidermal thickness (um)®* 26.04 30.63
14. Epi. Cells per 100 um ##* 28.65 30.55

Proliferative Score 56.14 63.93
DERMIS
15. Inflammatory Infiltrates 1.75 2.00
16. Edema 1.75 2.00
17. Vasodilatation 0.0 0.0

Dermal S8Score 3.50 4.00

48 Hgour

o

Voo LIo®
e

(-N-N-N-N-N-¥<)
e @ o 6 @ o o

1.25
0.25
2.50
0.0
36.00
33.25

73.25

96 Hour

COOOOOO
o 6 2 » o6 9 o
OAO0ODOOD

0.67
0.0
2.00
0.0
25.76
31.33

59.76

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderata, 4 = Marked,

5 Severe.

% Epidermal thickness is average of ten micrometer-based measurements per

specimen.

%% Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 15 (LVD, 100.0ul) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS
Inflammatory/Degenerative Changes (means)
1. Erosion 0.0 0.50 1.75 0.50
2. Ulceration 0.50 1.75 1.50 0.25
3. Crust Formation 0.0 1.50 1.75 0.25
4. Epidermitis 0.0 0.0 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0 0.0 0.0
6. Bpongiosis/Hydropic Degen. 0.50 1.75 2.25 0.75
7. Pustule, Intraepithelial 5,00 1.25 0.0 0.0
8.
Inflammatory/
Degenerative Score 4.00 6.75 7.25 1.30
Proliferative Changes
9. Orthokeratosis 0.25 2.25 2.50 1.78
9. Parakeratosis 0.0 0.0 0.50 0.25
+. Hyperplasia 2.50 3.00 3.50 2.75
12. Dyskeratosis 0.0 0.0 0.0 0.0
13, Epidermal thickness (um)#* 35.31 44,70 40.05 34.77
14. Epi. Cells per 100 um #% 36.85 35.70 35.80 34.50
Proliferative Score 74.91 85.65 82.35 74.02
DERMIS
15. Inflammatory Infiltrates 2.75 3.25 3.00 2.75
i16. Edema 2.75 3.25 3.00 . 2.78
17. Vasodilataticn 0.0 0.0 0.50 0.0
Dermal Score 5.50 6.50 €.50 $.50

S8CORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe. .

% Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#¢ Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
STUDY 910801-3

GROUP MEAN SUMMARIES
Group ID: 16 (TPA, 0.2125nmol)

Species: Mouse
Hour 24 Hour 48 Hour 96 Hour

(- X -N-N-F-N-N-)
6 o 6 0 0 o o
[-X-R-N-F-N~ N
[-X-N-N-R-N-N-)
o o 8 0 0 @ o
[-X-N-N-N-N-N-]
ODO000O
s © 8 9 0 8 o
(-X-N-N-N-R-N-]
(- X-N-N-X-N-N-
o o 0 0 0 0 o
(-X-N-N-N-N-N

Duration: 6
EPIDERMIS
Inflammatory/Degenerative Changes (means)
1. Erosion

2. Ulceration

3. Crust Formation

4. Epidermitis

5. Necrosis/heantholisis

6. 8Spongiosis/Hydropic Degen.
7. Pustule, Intraepithelial
8.

Inflammatory/
Degenerative Score

Proliferative Changes

9.
“%.
12.
13.
14.

Orthokeratosis
Parakeratosis

Hyperplasia

Dyskeratosis

Epidermal thickness (um)#
Epi. Cells per 100 um #*#

Proliferative Score

DERMIS

is5.
l6.
7.

Inflammatory Infiltrates
Edenma

Vasodilatation

Dermal Score

SCORE 0 = Regular/Nermal, 1 =

5 Severe.

0.0 0.0 0.0 0.0
0.25 0.0 0.0 0.25
0.0 0.25 0.0 0.0
0.0 0.25 0.75 0.0
0.0 0.0 0.0 0.0
11.76 15.18 i5.72 12.18
22.9%90 23.90 25.90 23.05
34.91 39.58 42.37 35.48
0.50 0.0 0.75 0.25
0.50 0.0 0.75 0.25
0.0 0.0 0.0 0
1.00 0.0 1.50 0.50

Minimal, 2 - nild( 3 = Moderate, 4 = Marked,

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 17 (TPA, 0.85nmol) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour $6 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.0 0.0 0.0
2. Ulceration 0.0 0.0 0.0 0.0
3. Crust Formation 0.0 0.0 0.0 0.0
4. Epidermitis 0.0 0.0 0.0 0.0
5. Necrosis/Acantheolysis 0.0 0.0 0.0 0.0
6. spongiosislnydrog ¢ Degen. 0.0 0.0 0.25 0.0
7. Pustule, Intraepithelial 0.0 0.0 0.0 .0
8.

Inflammatory/

Degenerative Score 0.0 0.0 0.25 0.0
Proliferative Changes
9. Orthokeratosis 0.75 i1.00 0.75 0.0
*n, Parakeratosis 0.0 0.0 0.0 0.50

. Hyperplasia 0.75 1.50 1.50 0.0

12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)#% 14.82 20.88 17.82 17.64
14. Epi. Cells per 100 um *% 26.20 25.90 25.10 26.20

Proliferative Score 45.52 49.28 45.17 44.34
DERMIS
15. Inflammatory Infiltrates 1.00 1.00 1.75 0.50
16. Edema i.00 1.00 1.78 6.50
i7. Vasodilatation 0.0 0.0 0.0 0.0

Dermal Bcore 2.00 2.00 3.50 : 1.00
8CORE © Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

S = Bevere.

*# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#% Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS

MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 18 (TPA, 3.4nmol) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosion 0.0 0.50 0.0 0.0
2. Ulceration 0.0 c.0 0.0 0.0
3. Crust Formation 0.0 0.25 0.0 0.0
4. Epidermitis ° 0.75 G.0 0.0 0.0
$. DNacrosis/Acantholysis 0.0 0.0 0.0 0.0
6. spongiosislnydrog ¢ Degen. 0.0 1.75 1.25 0.0
7. Pustule, Intraepithelial 0.25 0.0 0.0 0.0
8.

Inflammatory/

Degenerative Score 1.00 2.50 1.25 0.0
Proliferative Changes
9. Orthokeratosis 0.75 2.00 i.50 1.00
"1, Parakeratosis 0.0 0.50 0.0 0.0

.« Hyperplasia 2.00 2.75 3.25 1.25

12. Dyskeratosis .0 0.0 0.75 0.0
13. Epidermal thickness (um)* 36.63 38.70 37.86 20.43
14. Fpi. Cells per 100 um *®**% 41,00 32.95 34.10 26.45

Proliferative Score 80.38 76.90 77.46 49.13
DERMIS
15. Inflammatory Infiltrates 2.50 2.75 2.50 1.50
16. Edema 2.50 2.75 2.50 1.50
17. Vvasodilatation 0.0 0.0 0.0 0.0

Dermal Score 5.00 5.50 5.00 3.00

SCORE 0 = Regqular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Bevere.

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

¢4 Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHO.LOGIC OBSERVATIONS
MOUSE SBKIN
S8TUDY $10801-3

GROUP MEAN SUMMARIES

Groug ID: 19 (TPA, 3.6nmol) Species:
Duration: 6 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1.
2.
3.
4.
S.
6.
7.
8.

Erosion 0.50
Ulceration 0.50
Crust Formation 0.25
Epidermitis '0.25
Necrosis/Acantholysis 0.0

Spongiosis/Hydropic Degen. 0.50
Pustule, Intzaepgthelial 0.75

Inflammatory/
Degenerative Score 2.75

Proliferative Changes

9. Orthokeratosis 1.25
“Q0. Parakeratosis 0.0
.. Hyperplasia 2.75
12. Dyskeratosis 0.0
13. Epidermal thickmess (um)* 50.82
14. Epi. Cells per 100 um #% 47.70
Proliferative Score 102.52
DERMIS
15. Inflammatory Infiltrates 3.00
16. Edema 3.00
17. vasodilatation 0.0
Dermal Score 6.00
SCORE 0O

5 Severe.

Mouse
Hour

0.50
0.75
1.25
0.0

0.0

2.00
i1.00

2.50
0.0
3.00
0.0
46.08
34.05

85.63

3.25
3.25
0.0

6.50

48 Hour

4.75

1.75
0.0
3.50
6.0
47.97
35.80

89.02

96 Hour

(~R-N-F-N-N-X-]
@ @ o o0 o0 o o
(~R-N-F-N-R-N-]

1.50
c.0
3.25
0.0
40.14
36.00

80.89

= Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Mark’d,

¢ Epidermal thickness is average of ten micrometer-based measurements per
specimen.

*4% Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS

GROUP MEAN SUMMARIES

Group ID: 20 (Dodecane 10mg/ml) Species: Mouse
Duration: 6 Hour 24 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.0
2. Ulceration 0.0 0.0
3. Crust Formation 0.0 0.0
4. Epidermitis 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0
6. Spongiosis/Hydropic Degen. 0.0 0.0
7. Pustule, Intraepithelial 0.0 0.0
8.

Inflammatory/
Degenerative Score

Proliferative Changes

9.
i |

12.
13,
14.

Orthokeratosis
Parakeratosis
Hyperplasia
Dyskeratosis

Epidermal thickness (um)*
Epi. Cells per 100 um ##

Proliferative Score

DERMIS
i5. Inflammatory Infiltrates

6.

Edema

17. Vascdilatation

SCORE 0

Dermal S8core

= Regular/Normal,
5 = 8Severe.

1=

MOUSE SKIN
8TUDY 910801-3

0.0 0.0
0.0 0.25
0.0 0.0
0.25 0.75
0.0 0.0
i3.29 20.67
25.12 27.00
38.66 48.67
0.50 0.75
0.50 0.75
0.0 0.0
1.00 1.50

48 Hour

OR200000
@ o o o 9 o ©°
(= N-N-R-F-N-¥-]

6 Hour

(- X-X-F-Y N~
® ® o & 9 © o
(-2 -~-X-R-J-N-N-

0.25
0.0
0.25
0.0
i15.60
24.35

40.45

Q@ o000
2 o o
® OO0

Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#%« Epidermal Cell
per specimen.

per 100u is average of five micrometer-based measurements



S8UMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 21 (Dodecane 25mg/ml) S8pecies: Mouse
Duration: 6 Hour 24 Hour 48 Hour
EPIDERMIS
Inflammatory/Degenerative Changes (means)
i. Erosion 0.25 0.75 1.00
2. Ulceration 0.50 0.75 0.25
3. Crust Formation 0.25 0.0 1.00
4. Epidermitis 0.25 0.0 0.0
5. Necrosis/hcantholisis 0.0 0.0 0.0
6. Spcngiosis/nydrog c Degen. 0.25 1.25 i.25
7. Pustule, Intraepithelial 2.25 1.25 0.50
8.
Inflammatory/
Degenerative Score 3.75 4.00 4.00
Proliferative Changes
9. Orthokeratosis 0.50 i.75 2.25
“1. Parakeratosis 0.0 0.0 0.50
.» Byperplasia 1.50 2,25 2.25
12. Dyskeratosis 0.0 0.0 0.0
13. Epidermal thickness (um)*®* 23.97 35.07 37.38
14. Epi. Cells per 100 um #®* 25,15 28.00 29.55
Proliferative Score 51.12 67.07 71.93
DERMIS
15. Inflammatory Infiltrates 2.25 3,00 2.50
16. Edema 2.25 3.00 2.50
17. Vasodilatation 0.0 0.0 0.0
Dermal 8core 4.50 6.00 5.00

SCORE 0 =
5 = 8evere.

Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4

96 Hour

»n

(~X-N-N-N-N-¥-}
e a 6 0 0 0 o
[~

OVNOONOO

1.50
6.0
2.25
0.0
24.48
32.20

60.43

"farked,

* Epidermal thickness is average of ten micrometer-based measurements per

specimen.

«%# Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 22 (Dodecane 50mg/ml) Species: Mouse
Duration: 6é Hour 24 Hour 48 Hour
EPIDERMIS
Inflammatory/Degenerative Changes (means)
i. Erosion 0.50 i1.25 0.50
2. Ulceration 0.25 0.50 0.25
3. Crust Formation 0.50 0.25 0.50
4. Epidermitis 0.0 0.0 0.0
5. Necrosis/hcanthollsis 0.0 0.0 0.0
6. Spcngicsis/nydrog c Degen. 0.75 1.50 0.75
7. Pustule, Intraepithelial 3.50 i.00 6.0
8.
Inflammatory/
Degenerative Score 5.50 4.50 2.00
Proliferative Changes
9. Orthokeratosis 1.00 1.50 1.50
"1, Parakeratosis 0.0 0.25 0.25
.. Hyperplasia 2.25 2.25 2.75
12. Dyskeratosis 0.0 0.0 6.0
13. Epidermal thickness (um)#® 35.19 33.09 37.41
14. Epi. Cells per 100 um *% 31.90 30.90 28.00
Proliferative Score 70.34 67.99 69.91
DERMIS
15. Inflammatory Infiltrates 3.75 2.75 2.75
i6. Edema 3.75 2.75 2.7%
17. Vasodilatation 0.0 0.0 0.0
Dermal S8core 7.50 5.50 $.50

96 Hour

1.50
0.0
2.75
0.0
37.89
35.15

77.29

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

5 evere.

% Epidermal thickness is avetago of ten micrometer-based measurements per

specimen.

% Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 23 (Dodacane 100mg/ml) Species: Mouse -
Duration: 6 Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS
Inflammatory/Degenerative Changes (means)
1. Erosion 0.25 1.50 1.25 0.75
2. Ulceration 0.50 2.50 2.00 0.0
3. Crust Formation 0.25 0.25 1.00 0.0
4. Bpidcmitis 6.0 6.0 6.0 0.0
5. Necrosis/Acantholysis 0.0 0.0 0.0 0.0
6. 8pongiosis/nydrog ¢ Degen. 0.50 1.78 3.00 1.00
7. Pustule, Intraepithelial 3.50 1.50 0.0 0.0
8.
Inflammatory/
Degenerative Score 5.00 7.50 7.25 1.75
Proliferative Changes
9. Orthokeratosis 0.50 2.25 2.00 1.75
0, Parakeratosis 0.0 0.0 0.50 0.0
. Hyperplasia 2.00 2.50 3.50 2.75
+2. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)#® 30.72 33.36 43.44 35.73
14. Epi. Cells per 100 um ®#2 29.20 26.10 33.30 32.55
Proliferative 8core 62.42 64.21 82.74 72.78
DERMIS
15. Inflammatory Infiltrates 3.25 3.50 3.00 2.50
16. Edema 3.28 3.50 3.00 2.50
17. Vasodilatation 0.0 0.0 0.0 0.0
Dermal S8core 6.50 7.00 6.00 5.00

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
S = Severe.

# Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#%# Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 24 (Benzoyl Peroxide, img/ml) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.25 0.0 0.0
2. Ulceration 0.0 0.0 0.0 0.0
3. Crust Formation 0.0 0.0 0.0 0.0
4. Epidermitis 0.0 0.25 0.0 0.0
5. Necrosis/Acantholysis 0.0 0.0 0.0 0.0
6. Spongiosis/nydrog ¢ Degen. 0.0 0.25 0.50 0.0
z. Pustule, Intraepithelial 0.0 0.28 0.0 0.0
Inflammatory/
Degenerative Score 0.0 1.00 0.50 0.0
Proliferative Changes
9. Orthokeratosis 0.50 0.75 0.50 0.0
", Parakeratosis 0.0 0.0 0.0 0.0
.. Hyperplasia 0.25 1.78 1.75 0.25
12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)* 16.83 23.82 20.64 16.43
14. Epi. Cells per 100 um %% 25.40 26.70 24.80 25.70
Proliferative 8core 42.98 53.02 47.69 42.36
DERMIS
15. Inflammatory Infiltrates 1.00 1.75 1.00 0.25
i6. Edema 1.00 1.78 1.00 0.25
17. Vasodilatation 0.0 0.0 0.0 0.0
Dermal 8core 2.00 3.50 2.00 0.50

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,
5 = Severe.

¢ Epidermal thickness is average of ten micrometer-based measurements per
specimen.

#%* Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE S8KIN
8TUDY 91080i-3

GROUP MEAN SUMMARIES

Group ID: 25 (Benzoyl Peroxide, Smg/ml)
Duration: 6 Hour

EPIDERMIS

Inflammatory/Decenerative Changes (means)

i. Erosion

2. Ulceration

3. Crust Formation

4. Epidermitis

S. Necrosis/Acantholysis

6. Spongiosis/Hydropic Degen.
7. Pustule, Intraepithelial
8.

DO0O0RO00Q
® 8 9 o o 9o o
(< N-N-R-N-N-X-)

Inflammatory/
Degenerative Score 0.0

Proliferative Changes

9. Orthokeratosis 0.75
“. Parakeratosis 0.0
.. Hyperplasia i.28

12. Dyskeratosis 0.0

13. Epidermal thickness (um)#® 20.37
14. Epi. Cells per 100 um ##% 28.90

Proliferative Score 51.27
DERMIS
15. Inflammatory Infiltrates 1.25
i6. Edema 1.25
17. Vasodilatation 0.0
Dermal 8core 2

SCORE 0 =
5 = 8evere.

Species:
24 Hour

OCOEMNOOO
e u

OO
o 6 @ 06 0 8 o

1.00
6.0
2.00
0.0
21.78
30.75

55.53

Mouse
48 Hour

w »n

OHrPOOOO0D
o 0o 6 86 0 0 o
[~

D0O0OONON

1.00
0.9
2.25
0.0
30.15
27.90

61.30

96 Hour

[-X-N-N-R-N-N-]
o © 6 2 0 0 o
(~N-R-N-R-N-F<]

0.0

0.25
0.0
0.735
¢.0
19.32
28,70

49.02

Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

# Epidermal thickness is average of ten micrometer-based measurements per

specimen.

4 Epidermal Cell per 100u is average of five micrometer-based measurements

per specimen.



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
8TUDY 910801-3
GROUP MEAN SUMMARIES

Group ID: 26 (Benzoyl Peroxide, i0mg/ml) Species: Mouse
Duration: 6 Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

1. Erosion 0.0 0.0 0.0 0.0
2. Ulceration 0.0 0.6 0.0 0.0
3. Crust Formation 0.0 0.0 0.0 0.0
4. Epidcrmitis 0.25 ¢.0 0.0 0.0
5. Nacrosis/ncantholzsis 0.0 0.0 0.0 0.0
6. 8pongiosis/Hydropic Degen. 0.0 0.0 0.0 0.0
7. Pustule, Intraepithelial 0.0 0.0 0.0 0.0
8.

Inflammatory/

Degenerative Score 0.25 0.0 0.0 0.0
Proliferative Changes
9. Orthokeratosis 1.00 1.00 0.50 0.0
“q,. Parakeratosis 0.0 0.0 0.0 0.0

.. Hyperplasia 1.00 1.75 1.25 0.50

12. Dyskeratosis 0.0 0.0 0.0 0.0
13. Epidermal thickness (um)* 17.94 22.47 16.26 14.61
14. Bpi. Cells per 100 um ## 26.30 30.65 25.190 26.95

Proliferati e Score 46.24 55.87 43.11 42.06
DERMIS
15. Inflammatory Infiltrates i.50 2.00 1.50 0.25
1é. Edema 1.50 2.00 1.50 0.25
17. Vasodilatation 0.0 0.0 0.0 0.0

Dermal Score 3.00 4.00 3.00 0.50

SCORE 0 = Regular/Normal, 1 = Minimal, 2 - Mild, 3 = Mcderate, 4 = Marked,
5 = Severe.

¢ Epidermal thickness is average of ten micrometer-based measurements per
specimen.

## Epidermal Cell per 100u is average of five micrometer-based measurements
per specimen. '



SUMMARY OF HISTOPATHOLOGIC OBSERVATIONS
MOUSE SKIN
STUDY 910801-3

GROUP MEAN SUMMARIES

Group ID: 27 (Benzoyl Peroxide, 20mg/ml) Species: Mouse
Duration: é Hour 24 Hour 48 Hour 96 Hour
EPIDERMIS

Inflammatory/Degenerative Changes (means)

i. Erosion

2. Uleceration

3. Crust Pormation

4. BEpidermitis

5. Necrosis/ncanthol¥sis

6. Sponqiosislnydrog ¢ Degen.
7. Pustule, Intraepithelial
8.

Inflammatory/
Degenerative Score

Proliferative Changes

9. Orthokeratosis
2, Parakeratosis
.. Hyperplasia
12. Dyskeratosis
13. Epidermal thickness (um)*®
14. Epi. Cells per 100 um #%

Proliferative Score
DERMIS
15. Inflammatory Infiltrates
i¢. Edema
17. Vvasodilatation

Dermal S8core

SCORE 0 = Regular/Normal, 1 =
5 = Bevere.

0.0 0.0 0.0 0.0
0.0 0.0 0.0 0.0
0.0 0.25 0.25 0.0
0.0 0.0 0.0 0.0
0.0 0.6 0.0 0.0
0.50 1.00 2.00 0.0
0.0 0.25 0.0 0.0
0.50 1.50 2.25 0.0
0.75 1.50 1.00 ' 0.75
0.0 0.0 9.25% 0.0
1.75 2.50 3.50 1.50
0.0 0.0 0.0 0.0
23.10 33.78 34.26 18.09
27.50 33.20 39.75 29.08
$3.10 70.98 78.76 49.39
1.75 2.50 3.25 2.00
1.75 2.50 3.28 2.00
0.0 0.0 0.0 0.
3.50 5.00 6.50 4.00

Minimal, 2 - Mild, 3 = Moderate, 4 = Marked,

# Epidermal thickness is average of teﬁ micrometer-based measurements per

specimen.

#2 Epidermal Cell per 100u is
per specimen.

average of five micrometer-based measurements
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