Study No. B130598

Table 2 Cerebrospinal fluid concentration of P092

Dose Animal CSF concentration of analyte (ng/ml.)
(ng/kg) No. 2~4h 24h

40 50101 " BLQ BLQ

Dose Animal CSF concentration of analyte (ng/mL)
(mg/kg) No. 2~4h 24h

25 50201 BLQ BLQ

BLQ: Below the lower limit of quantification (< 5 ng/mL)
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Study No. B130598

Table 3 Necropsy Findings
Study number B130598 B130598
Animal number 50101 50201
Sex Female Female
Test Substance P02 LA EREE P092<L 1 ERtE
Dose 40 ug/kg 25 mg/kg
Concentration 40 pg/ml 12.5 mg/mi
Organ Dosing speed Bolus Bolus
Findings
Necropsy Findings + +
Absent P P
P, Present
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Table 4 Histological Findings

Study No. B130598

Cell infiltration; inflammatory
Mineralization; lamina propria

Study number B130598 B130598
Animal number 50101 50201
Sex Female Female
Test Substance P02l A EREE PO92=L A BAIE
Dose 40 pg/kg 25 mg/kg
Concentration 40 pg/ml 12.5 mg/mi
Organ Dosing speed Bolus Bolus
Findings
Spleen N +
Cell infiltration; neutrophil 1
Liver N N
Gallbladder N N
"Kidney + +
Hyalin droplet; tubular epithelium . 1
Increase; mesangium, diffuse 1
Doudenum N N
Jejunum N N
lleum N N
Cecum + N
Cell infiltration; inflammatory 1
Mineralization; lamina propria 1
Colon + N

1, Minimal
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B130928

Sample A?\;omal Plasma concentration of analyte (ng/mL)

6 6.33
7 - BLQ
8 BLQ
9 BLQ
16 BLQ
17 BLQ
18 17.2
19 BLQ
20 BLQ
11 BLQ
PO92IE AR 12 BLQ
14 ' BLQ
15 BLQ

1 8.91 -
3 6.27
4 7.64
5 . BLQ
26 BLQ
27 BLQ
28 BLQ
29 o BLQ
31 163
32 5.04
35 BLQ
21 BLQ
22 BLQ
<L ALEEE 24 BLQ
25 BLQ
37 BLQ
38 BLQ
39 BLQ
40 BLQ

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

PO92IEELIE
2013/10/18  2013/10/24 2013/10/31
No., Iday No. 1week No. 2 weeks
1 10.5 6 BLQ 11 BLQ
2 BLQ 7 6.95 12 BLQ
3 5.06 8 6.69 13 BLQ
4 BLQ 9 BLQ 14  BLQ
5 BLQ 10 BLQ 16 843
17 'BLQ
18 5.19
19 BLQ
P02l A Bl
2013/10/18 2013/10/24 2013/10/31
No. lday No. 1week No. 2 weeks
21 8.66 26 BLQ 32  BLQ
22 10.2 28 . BLQ 33 BLQ
23 BLQ = 29 BLQ 34 8.89
24 6.81 30  BLQ 37  BLQ
25 BLQ 3l 13.1 38 BLQ
40  25.0

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

Table CSF Concentrations

PO92IE AR
2013/10/18 2013/10/24 2013/10/31
No. Iday No. 1week No. 2 weeks
1 - 6  BLQ 11__ BLQ
2 BLQ 7 BLQ 12 BLQ
3 - 8 BLQ 13 BLQ
4 BLQ 9 BLQ 14 BLQ
5 BLQ 10 BLQ 16 BLQ
, 17 BLQ
18 BLQ
19 BLQ
P92 LA BRIE
2013/10/18 2013/10/24 2013/10/31
No. © 1day No. 1week No. 2weeks
21 - 26 BLQ 32 BLQ
22 - 28 BLQ 33 BLQ
23 - 29 BLQ 34 5.38
24 - 30 BLQ 37 -
25 - 31 BLQ 38 BLQ
40 BLQ

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

-: No samples
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