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[Fig. 9A]
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[Fig. 9B]
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[Fig. 10]

Organ: Group 0.1%0PB-1  01%O0PB-2  Q1%0PB-3  01%OPB-4  0.1% OPB-5
Histopathological ~ AnimalNo. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

manifestation SampleNo. 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Right cheek pouch, oral mucosa
Epithelium (cel degeneration, metaplasia, or erosion) @ | 0 1 1 0 0 0 0 1 0 0 1 1
Leukocyte infiltration 2 1 2 1 31 0 00 020 011
Vascular congestion 0 0 0 000 000 0 0 0 0 00
Edema 00 0 0.0 0 000 00 0 0 0 0
Inflammation index 2 1 3 1 4 2 0 00 0 3 0 0 2 2
Average grade 2 2 0 1 1
Other manifestations
Intercellular edema - - % - x - - - - - - - - - -
Increased keratosis o+t + b - - - + + £ +* + +

Grade in other manifestations —: within normal limited, t.: very slight, +: slight, 2+: moderate, 3+severe
t:parakeratotic

Organ: Group 0.1% OPB-6  0.1% OPB-7  0.1% OPB-8

Animal No, 16 17 18 19 20 21 22 23 4
Histopathological manifestation Sample No. 32 34 36 38 40 42 44 46 48
Right cheek pouch, oral mucosa

Epithelium (cell degeneration, metaplasia, orerosion) 1 1 ] 1 1 1 1 1 1
Leukocyte infiltration 11 2 1 1 2 3 22
Vascular congestion 00 0 00 0 000
Edema 0 0 ¢ 000 0 0 0
Inflammation index 2 2 3 2 2 3 4 3 3
Average grade 2 2 3

Other manifestations
Intercellular edema - - - - - - +
Increased keratosis + o+ 4+ + +t 4 + o+ 4
Grade in other manifestations: — within normal limited, +: very slight, +: slight, 2+
t: parakeratotic

moderate, 3+:severe

Organ: Group Control(DW)
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Histopathological ~ Animal No. 11 12 13 14 15 16 17 18 19 20 21

manifestation Sample No. 21 23 25 27 29 31 33 35 37 39 4
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Increased keratosis e o o o o e oD e e e e e e e e oo oo

Grade in other manifestations: = within normal limited, =: very slight, +: slight, 2+: moderate, 3+:severe
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[Fig. 12]

Organ: Group 0.1% OPB-1 0.1% OPB-2 0.1% OPB-3 0.1% OPB-4  0.3% OPB-1 0.3% OPB-2
Histopathological AnimalNo. 1 2 3 4 5 6 7 8 9 10 11 12 19 20 21 22 23 24
manifestation Sample No. 1L 2L 3L 4L 5L 6L 7L 8L 9L 10L 11L 121  19L20L21L 220 23L 24L

Right cheek pouch, oral mucosa

Epithelium (cell degeneration, metaplasia, or erosion) @ 0O @ 0 0 o 0 0 O 0 0 0 1 1 1 1 1 0
Leukocyte infiltration 0 0 0O 0 00 0 00 00 0 111 0 0 0
Vascular congestion 0 0 0 0 00 0 0 0 00 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 0
Inflammation index 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 i1 0
Average grade [i 0 0 0 2 1
Other manifestations
Intercellular edema + - - + - =+ - o+ - - + + o+ 2+ o+ 4+
Increased keratosis - - - - - - - - - - - - - =+ - - -
Intraepidermal microabscess - - - - - - - - - - - - - - - - - -
Grade in other manifestations: =; within normal limited, =: very slight, +: slight, 2+: moderate, 3+:severe
Organ: Group 0.5% OPB-1 0.5% OPB-2 0.5% OPB-3 0.5% OPB-4

Histopathological ~ Animal No. 31 32 33 34 35 36 37 38 39 40 41 42
manifestation Sample No. 31L.320.33L  34L35L 36L  37L 38L39L  40L 41L 42L
Right cheek pouch, oral mucosa
Epithelium (cell degeneration, metaplasia, or erosion) 4
Leukocyte infiltration 2
Vascular congestion 0
0
3

Edema
Inflammation index
Average grade
Other manifestations
Intercellular edema 2+ 2+ 2+ 2+ + 2+ 2+ 2+ + 2+ 2+
+

WO O N =
-0 O O -
-0 o0 o =
NIO O - -
N © = —
oo OO O
NID O = =

wlp|jo o = =
—|=|lo oo =
pip(o o 4 a
—|plo o - -

Increased keratosis + - - - -+ % - -
Intraepidermal microabscess
Grade in other manifestations: —: within normal limited, =: very slight, +: slight, 2+: moderate, 3+:severe

]
t

Organ: Group Control
Histopathological ~ AnimalNo. _1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
manifestation Sample No. 1R 2R 3R 4R 5R 6R 7R 8R 9R 10R11R12R13R14R15R 16R 17R18R 19R20R21R22R 23R 24R
Right cheek pouch,oralmucosa 06 ¢ ¢ 0 0 0 0 6 0 0 0 0 0 O 0 0 0O O O O O O O O
Epithelium (cell degeneration, metaplasia, orerosion) @ 0 €@ O 0 € 0 0 0 O 0O O O 0O O O O O O O O O O O
Leukocyte infiltration 00 0O0O0OCOUOCO0CO0UOO0OOO0OO0O0O0O0O0O0O0UO0CO0 0
Vascular congestion 0 00CO0OOCOOOOCDOT OOOOOOTDOOO OO0 O0 O
Edema 0 0 0 00 0 0 0 0 00O 0 0O 0 O0ODOO0CO0OO0O0GO0O0 O
Inflammation index 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0O 0 0O O0C OO0 0 00 O

Average grade 0

Other manifestations
Intercellular edema - - - - - - - - - - - -
Increased keratosis e e e e e e e e e e e e e e e e e e e e == -
Intraepidermal microabscess = - £+ - - 4 - = = = = = = = = = = = = = = = = =
Grade in other manifestations —: within normal limited, %: very slight, +: slight, 2+: moderate, 3+:severe

Organ: Group Control

Histopathological Animal No. 31 32 33 34 35 36 37 38 39 40 41 42
manifestation Sample No. 31R32R33R 34R 35R 36R 37R 38R 39R 40R41R42R

Right cheek pouch, oralmucosa 0¢ 0 ¢ 0 0 0 0 0 0 0 0 O

Epithelium (cel ¢ i lasia, orerosion) 0 0 @ 0 0 0 O 0 0 O O O

Leukocyte infiltration 00 000 O0O0O0 OGO 0O

Vascular congestion 0 00 0 O0DOCOOUOODOTUOOO

Edema 0 0 0 00O 00 0 00 00

Inflammation index 0 0D 0 00 0 0 0 000 O

Average grade 0

Other manifestations
Intercellular edema - - - - - - - - - = = -
Increased keratosis - = = - - - = - - = - -
Intraepidermal microabscess - - - = - - = = = = & -
Grade in other manifestations —: within normal limited. =: very slight. +: slight, 2+ moderate, 3+:severe
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[Fig. 17]

Organ: Group OPB Base

Histopathological manifestation  Animal No.
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[Fig.
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[Fig.
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