Study No. 011134P

Table 1 Clinical signs in rabbits

Days after placement
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Animal No.

Group

9

8

7

Control

N A A N N N N N Necropsied 7 days after placement
N N N N N N N N Necopsied 7 days after placement

MO1101

MO01102

N NNNNNDNNDNNNNNNNNDNNNNNNNDNNNNNNNNNN
N NN NNNNNNNNNNNNNNNNNNNNNNNNNNN

MO01103
MO01104
Number of animals

4 4 4 4 4 4 4 4 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22

4 4 4 4 4 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

3
1

3
1

4
0

o 0 0 0 0 0 0000 00 0 0 0 0 0 0 0 0 0 0 00 0 00

gMSC

N A N N N N N N Necropsied 7 days after placement
N A A A A A N N Necropsied 7 days after placement

M02201
M 02202
M 02203

N NNNNDNDNNNNNNDNNDNNNNNDNNNNNNDNDNNDNNNNN

00 00 00 0 0O O0OOOO O OO0 000 00 00 00

4 4 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22

3 3
1 1

3
1

N NNNNNNNNNNNNNNNNNNNNNNNNNNNNN

4 4 4 4 4 4 4 4 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22

M02204
Number of animals
N
A

Dil-gMSC

N A N N N N N N Necropsied 7 days after placement

M03301
M03302
Number of animals

N NNNNDNNNNNNNNNNNNNNNNNNNNNNNNN

1 1

1
1

2 2 2 2 2 2 2 2

2 02 2 2 2 2

1
1

o 0 0 000 00O OO O O OOOOO OO O0OO0OO0OO0O 0 0 000

0

N: Normal.

A: Decrease in locomotor activity.
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Table 2 Body weights of rabbits

Group Animal No. Days after placement
0 7 14 21 28 29
Control
MO01101 1.93 1.91  Necropsied 7 days after placement
MO1102 1.79 1.89  Necropsied 7 days after placement
MO01103 1.71 1.84 1.98 2.14 2.31 2.32
MO01104 1.97 2.10 2.24 2.37 249 2.51
Number of animals 4 4 2 2 2 2
M ean 1.85 1.94 2.11 2.26 2.40 242
eMSC
M02201 1.83 1.87  Necropsied 7 days after placement
M02202 1.74 1.56  Necropsied 7 days after placement
M02203 1.79 1.84 2.05 2.23 2.35 2.36
M 02204 1.96 2.11 2.33 2.46 2.62 2.68
Number of animals 4 4 2 2 2 2
Mean 1.83 1.85 2.19 2.35 2.49 2.52
Dil-gM SC
M03301 1.77 1.87  Necropsied 7 days after placement
M03302 1.84 1.83 2.07 2.35 249 248
Number of animals 2 2 1 1 1 1
Mean 1.81 1.85 2.07 2.35 2.49 2.48
Unit: kg
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Table 3 Food consumption in rabbits

Study No. 011134P

Group Animal No. Days after placement
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control
MO1101 130 10 2 50 109 119 130 130 Necropsied 7 days after placement
MO01102 130 50 111 116 130 130 130 130 Necropsied 7 days after placement
M01103 130 61 57 107 120 112 130 130 130 130 130 130 130 130 130 130
MO01104 130 71 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 4 4 4 4 4 4 4 4 2 2 2 2 2 2 2 2
Mean 130 48 75 101 122 123 130 130 130 130 130 130 130 130 130 130
gM SC
M02201 113 16 87 123 121 114 109 115  Necropsied 7 days after placement
M02202 105 0 0 9 2 20 89 113 Necropsied 7 days after placement
M 02203 121 42 92 111 110 119 106 112 118 121 124 130 130 130 130 130
M 02204 130 119 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 4 4 4 4 4 4 4 4 2 2 2 2 2 2 2 2
Mean 117 44 77 93 91 96 109 118 124 126 127 130 130 130 130 130
Dil-gM SC
MO03301 130 16 95 126 130 130 130 130 Necropsied 7 days after placement
M03302 130 102 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1
Mean 130 59 113 128 130 130 130 130 130 130 130 130 130 130 130 130
Unit: g/day. (Continued)
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Table 3 (Continued) Food consumption in rabbits

Study No. 011134P

Group Animal No. Days after placement
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Control
MO01101 Necropsied 7 days after placement
MO01102 Necropsied 7 days after placement
MO1103 130 130 130 130 130 130 130 130 130 130 130 130 130 130
MO01104 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mean 130 130 130 130 130 130 130 130 130 130 130 130 130 130
eMSC
M02201 Necropsied 7 days after placement
M02202 Necropsied 7 days after placement
M02203 130 130 130 130 130 130 130 130 130 130 130 130 130 130
M02204 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mean 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Dil-gM SC
M03301 Necropsied 7 days after placement
M03302 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Number of animals 1 1 1 1 1 1 1 1 1 1 1 1 I 1
Mean 130 130 130 130 130 130 130 130 130 130 130 130 130 130
Unit: g/day.
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Table 4 Necropsy findings in rabbits

Group Animal No. Findings
Control
MO01101 All organs and tissues Normal
MO01102 All organs and tissues Normal
MO01103 All organs and tissues Normal
MO01104 All organs and tissues Normal
gMSC
M02201 All organs and tissues Normal
M02202 All organs and tissues Normal
M02203 All organs and tissues Normal
M 02204 All organs and tissues Normal
Dil-gM SC
M03301 All organs and tissues Normal
M 03302 All organs and tissues Normal
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Control group

Table 5-1 Histopathological findings in rabbits 7 days after placement

Study No. 011134P

Animal No.

Organ/Tissue

Finding

M01101

MO01102

Left knee joint

Right knee joint

Left knee joint

Right knee joint

Proliferation, synovial membrane: £

Infiltrate, inflammatory cell, synovial membrane: =
Free body (amorphous basophilic body): =
Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane: +
Free body (amorphous basophilic body): =
Proliferation, synovial membrane: £

Infiltrate, inflammatory cell, synovial membrane: £
Free body (amorphous basophilic body): £
Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane: +
Free body (amorphous basophilic body): +

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3-+: marked.
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A

eM SC group

Table 5-2 Histopathological findings in rabbits 7 days after placement

Study No. 011134P

Animal No.

Organ/Tissue

Finding

M02201

M 02202

Left knee joint

Right knee joint

Left knee joint

Right knee joint

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): +
Infiltrate, inflammatory cell, synovial fluid: &

Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (lymphocytic): +
Infiltrate, inflammatory cell, synovial fluid: +

Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): 2+
Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): +
Infiltrate, inflammatory cell, synovial fluid: +

Free body (cellular eosinophilic body): +

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 5-3 Histopathological findings in rabbits 29 days after placement

Study No. 011134P

Control group
Animal No. Organ/Tissue Finding
MO01103 Left knee joint Proliferation, synovial membrane: +
Infiltrate, inflammatory cell, synovial membrane: +
Free body (amorphous basophilic body): £
Right knee joint Proliferation, synovial membrane: +
Infiltrate, inflammatory cell, synovial membrane: +
Free body (amorphous basophilic body): =
MO01104 Left knee joint Proliferation, synovial membrane: +
Infiltrate, inflammatory cell, synovial membrane (granulocytic): +
Free body (amorphous basophilic body): &
Right knee joint Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (granulocytic): +
Free body (amorphous basophilic body): &

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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gM SC group

Table 5-4 Histopathological findings in rabbits 29 days after placement

Study No. 011134P

Animal No.

Organ/Tissue

Finding

M02203

M02204

Left knee joint

Right knee joint

Left knee joint

Right knee joint

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): +
Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): +
Infiltrate, inflammatory cell, synovial fluid: +

Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (ly mphocytic): +
Free body (cellular eosinophilic body): +

Proliferation, synovial membrane: +

Infiltrate, inflammatory cell, synovial membrane (lymphocytic): +
Infiltrate, inflammatory cell, synovial fluid: £

Free body (cellular eosinophilic body): +

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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S.No. 011134P

Photo 1
Animal No. M01101
Left knee joint

HE stain

Photvd 42
Animal No. M01101
Left knee joint

HE stain

Photo 3
Animal No. M02201
Left knee joint

_ HE stain




Animal No. M02201
Left knee joint

HE stain

Photo 5

Animal No. M01103
Left knee joint

HE stain

Photo 6
Animal No. M01103
Left knee joint

HE stain
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S.No. 011134P

Photo 7

Animal No. M02203
Right knee joint

HE stain

Photo 8
Animal No. M02203
Right knee joint

HE stain
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Study No. 011134P

Attachment 1-1

HIXR D gMSC MifaEFRBES A
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Study No. 011134P

Attachment 1-2
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Study No. 011134P

Attachment 1-3
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