Table 11 Histopathology - Summary B120720

Removal Reason: Scheduled sacrifice Male ' Female
Omg/kg 5mgkg 20mgkg 80mgkg | Omghkg Smgkg 20mg/kg 80 mg/kg
Number of Animals: 10 10 10 10 10 10 10 10
Thyroid (Continued...)
Ectopic Thymic Tissue 2 0 1 0
... minimal 2 0 1 0
Ultimobranchial Remnant 4 1 6 3
... Minimal 4 1 ] 3
Parathyroid
Examined 10 -0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Adrenal ' '
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Brain
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Spinal Cord -
"{ Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Optic Nerve
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 |- 10 . . 10
Sciatic Nerve
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Eyeball
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Harderian Gland
Examined | 10 0 0 10 10 0 0 10
No Visible Lesions 9 ) . 10 10 . . 10
Cell Infiltration, Lymphocyte; interstitium ‘
... Minimal 1 . . 0 0 . . 0
Femoral Muscle
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Femur :
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Sternum ‘
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
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Table 11 Histopathology - Summary B120720

Removal Reason: Scheduled sacrifice Male Female

Omgkg 5mgkg 20mg/kg 80mgkg | Omghkg 5Smgkg 20mgkg 80 mglkg
Number of Animals: 10 10 10 10 10 10 10 10
Knee Joint »
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10
Skin
Examined 10 0 0 10 10 0 0 10
No Visible Lesions 10 . . 10 10 . . 10




Table 12 Plasma Concentrations and Toxicokinetic Parameters ~B120720
<Male, Day1>
Dose Animal Plasma concentration of P092 (ng/mL) Crax Tiax AUC 241
(mg/kg) No. 0.5h 1h 2h 4h 8h 24 h (ng/mL) (h) (ng-h/mL)

: 20101 BLQ - BLQ - - - - - -
20102 BLQ - BLQ - - -- - - -
0 20103 BLQ - BLQ -- - -- - -- -
Mean BLQ - BLQ - - - - - -
SD NC -~ NC -~ - - -- -- --

20201 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC

20202 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC

5 20203 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC

Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC

SD NC NC NC NC NC NC NC NC NC

20301 104 14.8 6.95 6.98 BLQ BLQ 14.8 1 47.7

20302 6.11 8.53 7.69 5.23 BLQ BLQ 8.53 1 36.7

20 20303 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC* NC

Mean 5.50 7.78 BLQ BLQ BLQ BLQ 7.78 1.0 28.1

SD 5.23 7.43 NC NC NC NC 7.43 - 25.0

20401 12.3 7.19 8.31 7.01 9.10 5.41 12.3 0.5 179

20402 16.1 9.99 11.6 7.55 8.79 5.19 16.1 0.5 185

80 20403 18.2 29.6 58.0 22.8 10.7 9.26 58.0 2 368

Mean 15.5 15.6 26.0 12.5 9.53 6.62 28.8 1.0 244

SD 3.0 12.2 27.8 9.0 1.03 2.29 25.4 0.9 107

BLQ: Below the lower limit of quantification (<5 ng/mL)

NC: Not calculated

*: This value was excluded from the calculation of the mean value.



Table 12 Plasma Concentrations and Toxicokinetic Parameters B120720

<Male, Day28>

Dose Animal Plasma concentration of P092 (ng/mL) Crnax Tiax AUCq 41
(mg/kg) No. pre 0.5h 1h 2h 4h 8h 24 h (ng/mL) (h) (ng-h/mL)
20101 - BLQ - BLQ - - - - - -
20102 - BLQ C- BLQ - - - -- - -
0 20103 -- BLQ - BLQ -- -- - — - -
Mean - BLQ - BLQ - - - - - -
SD -- NC - NC -- - -- - -- --
20201 BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
20202 BLQ BLQ BLQ 6.68 5.79 BLQ BLQ 6.68 2 27.4
5 20203 BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC 9.13
SD NC NC NC NC NC NC NC NC NC 15.82
20301 BLQ 20.1 242 14.3 6.25 5.61 5.50 24.2 1 169
20302 8.40 134 18.7 10.7 9.12 6.46 7.61 18.7 1 192
20 20303 6.05 9.68 7.85 7.35 8.05 5.75 512 9.68 0.5 146
Mean BLQ 14.4 16.9 10.8 7.81 5.94 6.08 17.5 0.8 169
SD NC 5.3 8.3 3.5 1.45 0.46 1.34 7.3 0.3 23
20401 9.90 8.82 7.49 11.9 8.74 9.43 9.77 11.9 2 229
20402 11.2 16.4 25.5 21.9 17.6 12.5 7.36 25.5 1 300
80 20403 9.10 18.3 34.4 26.2 22.6 29.0 10.3 34.4 1 517
Mean 10.1 " 14.5 22.5 20.0 16.3 17.0 9.14 239 13 349
SD 1.1 5.0 13.7 7.3 7.0 10.5 1.57 11.3 0.6 150

BLQ: Below the lower limit of quantification (<5 ng/mL)
NC: Not calculated
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Table 12 Plasma Concentrations and Toxicokinetic Parameters B120720
<Female, Day1>
Dose Animal Plasma concentration of P092 (ng/mL) Crnax Toax AUCq4n
(mg/kg) No. 0.5h 1h 2h 4h 8h 24 h (ng/mL) (h) (ng-h/mL)
60101 BLQ - BLQ — - - - - -
60102 BLQ - BLQ - - - - - --
0 60103 BLQ - BLQ - - - - -- --
Mean BLQ - BLQ - - - - - --
SD NC - NC -- - - - - --
60201 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
; 60202 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
5 60203 BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
SD NC NC NC NC NC NC NC NC NC
60301 BLQ 10.4 8.24 7.63 BLQ BLQ 104 1 43.1
60302 BLQ 8.39 7.68 7.53 BLQ BLQ 8.39 1 40.4
20 60303 7.78 9.39 6.73 8.00 BLQ BLQ 9.39 1 45.0
Mean BLQ 9.39 7.55 7.72 BLQ BLQ 9.39 1.0 42.8
SD NC 1.01 0.76 0.25 NC NC 1.01 0.0 2.3
60401 11.6 16.4 286 7.04 BLQ 13.8 28.6 2 193
60402 9.07 9.52 16.4 BLQ 7.35 BLQ 16.4 2 110
80 60403 7.93 6.23 11.4 BLQ 5.55 BLQ 11.4 2 81.2
Mean 9.53 10.7 18.8 BLQ BLQ BLQ 18.8 2.0 128
SD 1.88 5.2 8.8 NC NC NC 8.8 0.0 58

BLQ: Below the lower limit of quantification (<5 ng/mL)

NC: Not calculated



- 606

B120720

Table 12 Plasma Concentrations and Toxicokinetic Parameters
<Female, Day28>
Dose Animal Plasma concentration of P092 (ng/mL) Crnax Trnax AUC; .04
(mg/kg) No. pre 05h 1h 2h 4 h 8h 24 h (ng/mL) (h) (ng-h/mL)
60101 - BLQ - BLQ - - - - - -
60102 - BLQ - BLQ - - - - - -
0 60103 - BLQ - BLQ - - -- -- - -
Mean - BLQ - BLQ - - - - - -
SD - NC - NC - -- - - - --
60201 BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
60202 BLQ 5.12 8.48 BLQ BLQ BLQ BLQ 8.48 1 8.92
5 60203 BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC NC
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ BLQ NC 2.97
SD NC NC NC NC NC NC NC NC NC 5.15
60301 6.61 20.5 28.2 25.4 16.6 6.89 9.10 28.2 1 263
60302 6.94 22.1 335 222 20.0 719 5.86 33.5 1 250
20 60303 7.65 26.1 23.3 11.6 14.0 10.3 6.14 26.1 0.5 244
Mean 7.07 22.9 28.3 19.7 16.9 8.13 7.03 29.3 0.8 252
SD 0.53 2.9 5.1 7.2 3.0 1.89 1.80 3.8 0.3 10
60401 12.4 19.4 55.8 65.6 29.3 16.3 14.7 65.6 2 522
60402 16.6 11.5 27.3 9.86 22.3 13.2 24.8 27.3 1 442
80 60403 11.4 20.3 21.3 15.0 17.8 24.9 14.0 24.9 8 466
Mean 13.5 17.1 348 30.2 23.1 18.1 17.8 39.3 3.7 477
SD 2.8 4.8 18.4 30.8 5.8 6.1 6.0 22.8 3.8 41

BLQ: Below the lower limit of quantification (<5 ng/mL)

NC: Not calculated
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Appendix 1 Clinical sign B120720

Day numbers relative to Start Date

1 1 2 2 3 3 4 4

Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosing dosing dosing dosing dosing
1 m 10101 No Abnormalities Detected X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X

10103 No Abnormalities Detected X X X X X X X X X

10104  No Abnormalities Detected X X X X X X X X X

10105 No Abnormalities Detected X X X X X X X X X

10106 No Abnormalities Detected X X X X X X X X X

10107 No Abnormalities Detected X X X X X X X X X

10108 No Abnormalities Detected X X X X X X X X X

10109 No Abnormalities Detected X X X X X X X X X

10110 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1-to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

5 6 6 7 7 8 8 9 9
Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Animal Clinical Sign Site dosing dosing dosing dosing
1 m 10101 No Abnormalities Detected X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X
10103 No Abnormalities Detected X X X X X X X X X
10104 No Abnormalities Detected X X X X X X X X X
10105 No Abnormalities Detected X X X X X X X X X
10106 No Abnormalities Detected X X X X X X X X X
10107 No Abnormalities Detected X X X X X X X X X
10108 No Abnormalities Detected X X X X X X X X X
10109 No Abnormalities Detected X X X X X X X X X
10110 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1

Group Sex Animal Clinical Sign Site

1 m 10101 No Abnormalities
10102 No Abnormalities
10103  No Abnormalities
10104 No Abnormalities
10105 No Abnormalities
10106 No Abnormalities
10107 No Abnormalities
10108 No Abnormalities
10109 No Abnormalities
10110 No Abnormalities

Severity Codes: X = Present; 1 = Slight
Group 1 - O mg/kg Group. 2 - 5 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing

Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected

Clinical Sign

Day numbers relative to Start Date

10
Before
dosing

XX X X XX XX XX

Group 3 - 20 mg/kg Group & - 80 mg/kg

10
Time 10

OB K X X X XX X X X

11 1"
Before Time 10
dosing

X X

X X
X X
X X
X X

X X

X X

X X

X X

X X

B120720
12 12 13 13 14

Before Time 10 Before Time 10 Before

dosing dosing dosing
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X



Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

14 15 15 16 16 17 17 18 18
Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Animal Clinical Sign Site *  dosing dosing dosing dosing
1 m 10101 No Abnormalities Detected X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X
10103 No Abnormalities Detected X X X X X X X X X
10104 No Abnormalities Detected X X X X X X X X X
10105 No Abnormalities Detected X X X X X X X X X
10106 No Abnormalities Detected X X X X X X X X X
10107 No Abnormalities Detected X X X X X X X X X
10108 No Abnormalities Detected X X X X X X X X X
10109 No Abnormalities Detected X X X X X X X X X
10110 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mag/kg Group & - 80 mag/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1

Group Sex Animal Clinical Sign Site

1 m 10101 No Abnormalities Detected
10102 No Abnormalities Detected
10103 No Abnormalities Detected
10104 No Abnormalities Detected
10105 No Abnormalities Detected
10106 No Abnormalities Detected
10107 No Abnormalities Detected
10108 No Abnormalities Detected
10109 No Abnormalities Detected
10110  No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

B120720

bay numbers relative to Start Date

Group 4 - 80 mg/kg

19 19 20 20 21
Before Time 10 Before Time 10 Before
dosing dosing dosing

X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X

21 22 22 23
Time 10 Before Time 10 Before
dosing dosing

X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

23 24 24 24 25 25 25 26 26
Time 10 Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10
Group. Sex Animal Clinical Sign Site dosing dosing dosing
1 m 10101 No Abnormalities Detected X X . X X X X X X
10102 No Abnormalities Detected X X . X X X X X X
10103  No Abnormalities Detected X X . X X X X X X
10104 No Abnormalities Detected X X . X X X X X X
10105 No Abnormalities Detected X X . X X X X X X
10106 No Abnormalities Detected X X . X X X X X X
10107 No Abnormalities Detected X X . X X X X X X
10108 No Abnormalities Detected X X . X X X X X X
10109 No Abnormalities Detected X X . X X X X X X
10110 No Abnormalities Detected X X . X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Group Sex Animal Clinical s

1 m 10101 No Abnormalities
10102 No Abnormalities
10103 No Abnormalities
10104 No Abnormalities
10105 No Abnormalities
10106 No Abnormalities
10107 No Abnormalities
10108 No Abnormalities
10109 No Abnormalities
10110 No Abnormalities

Severity Codes: X = Present; 1 = Slight

Appendix 1

betected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected

Group 1 - 0 ma/kg Groﬁp 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing

Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

812072

Day numbers relative to Start Date

Group & - 80 ma/kg

26
Time 20

HK XX X XXX XXX

27 27 27
Before Time 10 Time 20
dosing

MM X XX XXX XX
M MR XXX XXX
MK XM XXX XXX

0
28 28 28 29

Before Time 10 Time 20 Day

dosing
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
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Appendix 1 Ctinical Sdign B120720
bay numbers relative to Start Date
1 1 2 2 3 3 4 4

Before Time 10  Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosing dasing dosing dosing dosing
2 m 10201 No Abnormalities Detected X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X

10203 No Abnormalities Detected X X X X X X X X X

10204 No Abnormalities Detected X X X X X X X X X

10205 No Abnormalities Detected X X X X X X X X X

10206 No Abnormalities Detected - X X X X X - X X X X

10207 No Abnormalities Detected X X X X X X X X X

10208 No Abnormalities Detected X X X X X X X X X

10209 No Abnormalities Detected X X X X X X X X X

10210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing

Group 3 - 20 mg/kg

Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 4 - 80 mg/kg
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Group Sex Animal

P R R

Severity Codes: X = P
Group 1 - 0 ma/kg
Day 1 to 23: Time 10, About

No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities

resent; 1 = Slight
Group 2 - 5 mg/kg

2 hours after dosing

Appendix 1

Petected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected

Group 3 - 20 mg/kg

Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

. Day numbers relative to Start Date

5 [ 6 7
Time 10 Before Time 10 Before
dosing dosing

X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X
X X X X

Group 4 - 80 mg/kg

B120720

4 8 8 9 9

Time 10 Before Time 10 Before Time 10
dosing dosing

X X X X X

X X X X X

X X X X X

X X X X X

X X X X X

X X X X X

X X X X X

X X X X X

X X X X X

X - X X X X



Appendix 1 Cclinical Sign B120720

Day numbers relative to Start Date

10 10 1 11 12 12 13 13 14

Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosing dosing do§ing dosing dosing
2 m 10201 No Abnormalities Detected X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X

10203 No Abnormalities Detected X X X X X X X X X

10204 No Abnormalities Detected X X X X X X X X X

10205 No Abnormalities Detected X X X X X X X X X

10206 No Abnormalities Detected X X X X X X X X X

10207 No Abnormalities Detected X X X X X X X X X

10208 No Abnormalities Detected X X X X X X X X X

10209 No Abnormalities Detected X X X X X X X X X

10210 No Abnormalities bDetected X X X X X X X X X

Severity Codes: X = Present; 1 = slight
Group 1 - O mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign- B120720

Day numbers relative to Start Date

14 15 15 16 16 17 17 18 18
Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Animal Clinical Sign Site dosing dosing dosing dosing
2 m 10201 No Abnormalities Detected X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X
10203 No Abnormalities Detected X X X X X X X X X
10204 No Abnormalities Detected X X X X X X X X X
10205 No Abnormalities Detected X X X X X X X X X
10206 No Abnormalities Detected X X X X X X X X X
10207 No Abnormalities Detected X X X X X X X X X
10208 No Abnormalities Detected X X X X X X X X X
10209 No Abnormalities Detected X X X X X X X X X
10210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mag/kg Group 2 - 5 ma/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



Appendix 1 Clinical Sign ~ B120720

Day numbers relative to Start Date

19 19 20 20 21 21 22 22 23

Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosding dosing dosing dosing dosing
2 m 10201 No Abnormalities Detected X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X

10203 No Abnormalities Detected X X X X X X X X X

10204 No Abnormalities Detected X X X X X X X X X

10205 No Abnormalities Detected X X X X X X X X X

10206 No Abnormalities Detected X X X X X X X X <X

10207 No Abnormalities Detected X X X X X X X X X

10208 No Abnormalities Detected X X X X X X X X X

10209 No Abnormalities Detected X X X X X X X X X

10210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg  Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



Group Sex Animal Clinical Sign

2 m 10201 No Abnormalities
10202 No Abnormalities
10203 No Abnormalities
10204 No Abnormalities
10205 No Abnormalities
10206 No Abnormalities
10207 No Abnormalities
10208 No Abnormalities
10209 No Abnormalities
10210  No Abnormalities

............ D L L I I A R

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - .5 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing

Detected
Detected
Detected
Detected
Detected
Detected

Detected’

Detected
Detected

Appendix 1 Clinical Sign B120720
Day numbers relative to Start Date
23 24 24 24 25 25 25 26 26
Time 10 Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10
Site dosing dosing dosing
X X . X X X X X X
X X . X X X X X X
X X . X X X X X X
X X B X X X X X X
X X N X X X X X X
X X - X X X X X X
X X . X X X X X X
X X N X X X X X X
X X . X X X X X X
X X . X X X X X X

Detected

Group 3 - 20 mg/kg Group & - 80 mg/kg

Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



Appendix 1 Clinical Sign B120720

....................... R I R I R I T T T T T

Day numbers relative to Start Date

26 27 27 27 28 28 28 29
Time 20 Before Time 10 Time 20 Before Time 10 Time 20 Day
Group Sex Animal Clinical Sign Site dosing dosing
2 m 10201 No Abnormalities Detected X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X
10203 No Abnormalities Detected X X X X X X X X
10204 No Abnormalities Detected X X X X X X X X
10205 No Abnormalities Detected X X X X X X X X
10206 No Abnormalities Detected X X X X X X X X
10207 No Abnormalities Detected X X X X X X X X
10208 No Abnormalities Detected X X X X X X X X
10209 No Abnormalities Detected X X X X X X X X
10210 No Abnormalities Detected X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



