Table 10-1 Drug Concentration in Plasma and Cerebral Spinal Fluid

<First dosing, Male>

B131138

Dose Animal

Plasma concentration of P092 after completion of dosing (ng/mL)

(mg/kg)  No. 0.083 h 2h 4h 8h 24 h 48 h
20101 BLQ BLQ BLQ BLQ BLO BLQ

20102 BLQ BLQ BLQ BLQ BLQ BLQ

1 20103 BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLOQ BLQ

SD NC NC NC NC NC NC

20201 8.47 6.86 BLQ BLQ BLQ BLQ

20203 15.4 8.32 7.22 5.41 5.88 5.80

10 20204 17.5 9.57 6.11 5.44 BLQ 6.91
Mean 138 8.25 BLQ BLQ BLOQ BLQ

SD 4.7 1.36 NC NC NC NC

20301 20.5 11.6 8.18 737 5.72 6.69

20303 22.8 16.1 7.68 7.65 8.26 7.28

25 20305 26.5 10.9 7.56 8.38 6.30 6.01
Mean 233 12.9 7.81 7.80 6.76 6.66

SD 3.0 2.8 0.33 0.52 1.33 0.64

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

NC: Not calculated
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Table 10-2 Drug Concentration in Plasma and Cerebral Spinal Fluid

<First dosing, Female>

B131138

Dose Animal

Plasma concentration of P092 after completion of dosing (ng/mL)

(mg/kg)  No. 0.083 h 2h 4h 8 h 24 h 48 h
60101 BLQ BLQ BLQ BLQ BLQ BLQ
60102 BLQ BLQ BLQ BLQ BLQ BLQ
1 60103 BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ

SD NC NC NC NC NC NC
60202 BLQ BLQ BLQ BLQ BLQ BLQ
60203 BLQ BLQ BLQ BLQ BLQ BLQ
10 60204 5.50 BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ

SD NC NC NC NC NC NC
60302 BLQ BLQ BLQ BLQ BLQ BLQ
60303 BLQ BLQ BLQ BLQ BLQ BLQ
25 60304 8.93 BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ

SD NC NC NC NC NC NC

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

NC: Not calculated
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Table 10-3 Drug Concentration in Plasma and Cerebral Spinal Fluid B131138

<First dosing, Female>

Dose Animal Plasma concentration of P092 after completion of dosing (ng/ml.)

(mg/kg) No. 0.083 h 2h 4h 8h 24 h 48 h
60101 BLQ BLQ BLQ BLQ BLQ BLQ

60102 BLQ BLQ BLQ BLQ BLQ BLQ

1 60103 BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ

SD NC NC NC NC NC NC

60202 7.61 6.83 5.28 5.20 BLQ 5.23
60203 7.24 BLQ 5.65 BLQ BLQ BLQ
10 60204 11.5 7.08 5.52 5.20 5.29 BLQ
Mean 8.78 BLQ 5.48 BLQ BLQ BLQ

SD 2.36 NC 0.19 NC NC NC
60302 14.0 8.03 6.42 6.13 5.63 BLQ

60303 10.4 7.36 6.41 BLQ 5.37 5.15

25 60304 13.3 8.68 7.58 6.28 BLQ 5.38
Mean 12.6 8.02 6.80 BLQ BLQ BLQ

SD 1.9 0.66 0.67 NC NC NC

BLQ: Below the lower limit of quantification (<5 ng/mL)
NC: Not calculated
These values were reference data becausethe QC samples did not meet the acceptable criteria.
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Table 10-4 Drug Concentration in Plasma and Cerebral Spinal Fluid B131138
<4th dosing, Male>
Dose Animal Plasma concentration of P092 after completion of dosing (ng/mL)
(mg/kg)  No. Pre 0.083 h 2h 4h 8h 24 h 48 h
20101 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
20102 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
1 20103 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ
SD NC NC NC NC NC NC NC
20201 BLQ 717 BLQ BLQ BLQ BLQ BLQ
20202 BLQ 13.6 743 BLQ BLQ BLQ BLQ
10 20204 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ 6.92 BLQ BLQ BLQ BLQ BLQ
SD NC 6.80 NC NC NC NC NC
20301 6.12 10.2 5.99 BLQ 5.04 BLQ BLQ
20303 BLQ 6.82 6.36 BLQ BLQ BLQ BLQ
25 20305 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ 5.67 BLQ BLQ BLQ BLQ BLQ
SD NC 5.20 NC NC NC NC NC

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

NC: Not calculated
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Table 10-5 Drug Concentration in Plasma and Cerebral Spinal Fluid B131138
<4th dosing, Female> ,
Dose Animal Plasma concentration of P092 after completion of dosing (ng/mL.)
(mg/kg) No. Pre 0.083 h 2h 4h 8h 24 h 48 h
60101 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
60102 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
1 60103 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ
SD NC NC NC NC NC NC NC
60202 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
60203 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
10 60204 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ
SD NC NC NC NC NC NC NC
60301 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
60302 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
25 60303 BLQ BLQ BLQ BLQ BLQ BLQ BLQ
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ
SD NC NC NC NC NC NC NC

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

NC: Not calculated

81
- 509 -



Table 10-6 Drug Concentration in Plasma and Cerebral Spinal Fluid

Sex (rrlx)go/fg) A;l::al CSF concentration of P092 (ng/mL)
20101 BLQ
20102 BLQ
1 20103 BLQ
20104 BLQ
20105 BLQ
Male 20201 BLQ
10 20202 BLQ
20204 BLQ
20301 146
25 20303 BLQ
20305 6.54
60101 BLQ
60102 BLQ
1 60103 BLQ
60104 BLQ
60105 BLQ
60201 BLQ
Female 60202 37.2
10 60203 BLQ
60204 BLQ
60205 BLQ
60301 7.91
25 60302 BLQ
60303 BLQ
60305 BLQ

BLQ: Below the lower limit of quantification (< 5 ng/mL)
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Appendix 1 Clinical Sign B131138

Key Page
Code Description
BD Before dosing
T10

2-4 hours after dosing
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Appendix 1 Clinical Sign B131138

1 1 2 3 4 5 6 7 8 8 9 10 11 12 13 14

Group Sex Animal clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
1 m 10101 No Abnormalities Detected X X X X X X X X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X X X X X X X X

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

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

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

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

Severity Codes: X = Present

Group i - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date
15 15 16 17 18 19 20 21 22 22 23 24 25 26 27 28
Group Sex Animal Clinjcal Sign Site BD T10  am am am am am am BD T10 am am am am am am
1 m 10101 No Abnormalities Detected

X
10102 No Abnormalities Detected X
10103 No Abnormalities Detected X
10104 No Abnormalities Detected ) X
10105 No Abnormalities Detected X
10106 No Abnormalities Detected X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date

29 29

Group Sex Animal Clinical Sign Site am pm
1 m 10101 No Abnormalities Detected X .
10102 No Abnormalities Detected X -

10103 No Abnormalities Detected X .

10104 No Abnormalities Detected X .

10105 No Abnormalities Detected X .

X .

10106 No Abnormalities Detected

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 ma/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 ctinical Sign B131138

Day numbers relative to Start Date

1 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
2 m 10201 No Abnormalities Detected X X X X X X X X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X X X X X X X X

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

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

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

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

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
2 m 10201 No Abnormalities Detected X X X X X X X X X X X X X X X X
10202 No Abnormalities Detected X X X X X X X X X X X X X X X X
10203 No Abnormalities Detected X X X X X X X X X X X X X X X X
10204 _ No Abnormalities Detected X X X X X X X X X X X X X X X X
10205 No Abnormalities Detected X X X X X X X X X X X X X X X X
10206 No Abnormalities Detected X X X X X X X X X X X X X X X X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 ma/kg Group 4 - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date

29 29
Group Sex Animal Clinical Sign Site am pm
2 m 10201 No Abnormalities Detected X .
10202 No Abnormalities Detected X .
10203 No Abnormalities Detected X .
10204 No Abnormalities Detected X .
10205 No Abnormalities Detected X .
10206 No Abnormalities Detected X .

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg
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Appendix 1 Clinical sign B131138

1 1 2 3 4 5 [ 7 8 8 9 10 1 12 13 14
Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
3 m 10301 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death . . . . . . . . . . .
10302 No Abnormalities Detected X X X X X X X X X X X
Abnormal gait ' . . . . . . . . . . . . . . .
Anemic . . . . . . . . . . . . . . . .
10303 No Abnormalities Detected X X X X X X X X X X X X X X X X
10304 No Abnormalities Detected X X X X X X X X X X X X X X X X
peath . . . . . . . . . . . . . . R .
10305 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death . . . . . . . . . . - . . . . .
10306 No Abnormalities Detected X X X X X X X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date

15 15 16 17 18 19 20 21 22 22 23 24 25 26 27 28

Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
3 m 10301 No Abnormalities Detected X X X X . . B . . . . . . . . .
Death . . . X . . . . . . . . . N .

10302 No Abnormalities Detected X X X X X X X X X X X X X X .

Abnormal gait . . . . . . . . . . R . . . X

Anemic - . . . N . . . . . . . . . . .

10303 No Abnormalities Detected X X X X X X X X X X X X X X X X

10304 No Abnormalities Detected X X X X X . - . . . . . . . . .

beath . . . . . X . . . . . . . . N .

10305 No Abnormalities Detected X X . . . . . . . . . . . . . .

Death . . X . . . N . . . . . . . . .

10306 No Abnormalities Detected X X X X X X X X X X X X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date

29 29

Group Sex Animal Clinical Sign Site am pm
3 m 10301 No Abnormalities Detected . :
beath . .

10302 No Abnormalities Detected . .

Abnormal gait X .

Anemic X .

10303 No Abnormalities Detected X .

10304 No Abnormalities Detected . .

Death . .

10305 No Abnormalities Detected . .

Death . .

10306 No Abnormalities Detected X .

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date
1 1 2 3 [ 5 6 7 8 8 9 10 1 12 13 14
Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
4 m 10401 No Abnormalities Detected X X X X X X X X X X X X X X X X
10402 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death - . . B . . . . . . . . . R . .
10403 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death . . . . . . . . B . . . . . . .
10404  No Abnormalities Detected : X X X X X X X X X X X X X X X X
Death . . . . . R . . . . . . . . . .
10405 No Abnormalities Detected X X X X X X X X X X X X X X X X
10406 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death . . . . . . . . N . . . . . . .

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 ma/kg Group & - 25 mg/kg
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Appendix 1 Clinical Sign B131138

Day numbers relative to Start Date
15 15 16 17 18 19 20 21 22 22 23 24 25 26 27 28
Group Sex Animal Clinical Sign Site BD T10 am am am am am am BD T10 am am am am am am
4 m 10401 No Abnormalities Detected X X X X X X X X X X X X X X X X
10402 No Abnormalities Detected X X . . . . . . . . . . R . . -
Death . . X . . . . N . . . . . . . .
10403 No Abnormalities Detected X X X X X X X X X X X X X X X .
Death . . . . . . . . . . . . . . . X
10404 No Abnormalities Detected X X X X X X X X X X X X X X X X
Death . . . - . . . . . - . . . . . .
10405 No Abnormalities Detected X X X X X X X X X X
10406 No Abnormalities Detected . R . . . . . . . . . . . . . .
Death ’ X - . . . . . . . . . . . . . .

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 25 mg/kg
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Appendix 1 Clinicatl sign B131138

Day numbers relative to Start Date

29 29

Group Sex Animal Clinical Sign Site am pm
4 m 10401 No Abnormalities Detected X .
10402 No Abnormalities Detected . -

Death . .

10403 No Abnormalities Detected . .

Death . -

10404 No Abnormalities Detected X .

Death . X

10405 No Abnormalities Detected X .

10406 No Abnormalities Detected B .

Death . .

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 ma/kg Group 4 - 25 mg/kg
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Appendix 1

Clinical Sign

B131138

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

Detected
Detected
Detected
Detected
Detected
Detected

1
BD T10

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

Severity Codes: X = Present

Group 1 - 0 mg/ka

Group 2 - 1 mg/kg

Group 3 - 10 mg/kg

Group 4 - 25 mg/kg
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