Table 11 Dilution Integrity

<Rat>

B141089

Concentration (ng/mL)

Analyte Dilution -
Nominal Measured Mean

Precision
(%)

819.1
785.9
5 800 758.2 788.2
797.7
780.1

2.8

P092
824.7

786.6

20 800 775.4 797.1
804.9
793.9

24

SD: Standard deviation
Accuracy (%)= mean value/nominal valuex100
Precision (%) = standard deviation/mean valuex100

<Monkey>

Concentration (ng/mL)

Analyte Dilution -
Nominal Measured Mean

Precision
(%)

750.4
721.9
5 800 703.8 721.4
711.4
719.4

2.5

P092
768.1

7372

20 800 7411 749.3
749.0
750.9

1.6

SD: Standard deviation
Accuracy (%) = mean value/nominal valuex100
Precision (%) = standard deviation/mean valuex100
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Table 12 Post-preparative Stability in Rat Blood at 4°C

<Rat>

Concentration (ng/mL) Accuracy

Analyte :
Y Nominal Storage period Measured Mean (%)

9.980
10.16 10.08 100.8
10.11
9.988
6h 9.757 10.04 100.4
10.38
9.172
10 12h 9.322 9.511 95.1
10.04
9.329
24h 9,641 9.624 96.2
9.903 '
8.883
48h 9.745 9.538 954
9,985
827.1
837.7 837.8 104.7
848.7
853.6
6h 843.6 839.0 104.9
819.8
827.4
800 12h 808.1 810.6 101.3
7962
869.1
24h 857.0 848.7 106.1
820.0
891.5
48h 8743 846.4 105.8
773.5

Just after
preparation

P092

Just after
preparation

Accuracy (%) =mean value/nominal valuex100
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Table 13  Post-preparative Stability in Monkey Blood at 4°C

<Monkey>

Concentration (ng/mL) V Accuracy

Analyt
ate Nominal Storage period Measured Mean (%)

9.492
9.424 9.587 95.9
9.844
9.580
6h 9.424 9.364 93.6
9.088
8.781
10 12h 8.535 8.755 87.6
8.950
8.581
24h 9.174 9.031 90.3
9.338
9.065
48h 9.430 9.367 93.7
9.605
851.3
850.5 852.2 106.5
854.9
793.9
6h 807.1 799.5 99.9
7974
7585
800 12h 7772 762.3 95.3
751.1
7634
24h 816.0 7877 98.5
783.8
740.5
48 h §61.5 792.8 99.1
7764

Just after
preparation

P092

Just after
preparation

Accuracy (%)= mean value/nominal valuex100
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Table 14 Freeze and Thaw Stability at -80°C
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<Rat>
Concentration (ng/ml) Accuracy
Analyte - o
Nominal Cycle Measured Mean (%)
] a 9.306
ust atter 9221 9.018 902
preparation
10 8.527
7.903
3cycles 7.495 7.682 76.8
7.647
P092
Tust aft 750.6
nstarer 7749 758.9 94.9
preparation
800 751.1
719.5
3cycles 683.2 694.9 86.9
682.1
Accuracy (%) =mean value/nominal valuex100
<Monkey>
Concentration (ng/mL) Accuracy
Analyte - o
Nominal Cycle Measured Mean (%)
Tust aft 9.355
e 9.031 9.108 91.1
preparation
10 8.938
9.083
3cycles 7.957 8.229 823
7.647
P092
Tust aft 819.0
. 818.8 8273 103.4
preparation
800 844.0
769.5
3cycles 744.7 756.4 94.6
755.1
Accuracy (%) =mean value/nominal valuex100
49/58
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Table 15 Short-term Stability in Rat Blood in a Refrigerator

<Rat>
Concentration (ng/mL) Accuracy
Analyte - : )
Nominal Storage period Measured Mean (%)
| 4 8.494
ust atter 8.123 8394 83.9
thawing
8.566
. 8.865
10 6h 8.594 8.616 86.2
8.389
8.710
24h 8.730 8.754 87.5
8.822
P092
| a 710.3
ust alter 695.1 696.5 87.1
thawing
684.0
658.6
800 6h 651.5 653.6 81.7
650.7
736.0
24h 713.2 724.3 90.5
723.8

Accuracy (%) =mean value/nominal valuex100
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Table 16 Short-term Stability in Monkey Blood in a Refrigerator
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<Monkey>
Concentration (ng/mL) Accuracy
Analyte - - o
Nominal Storage period Measured Mean (%)
I a 8.149
ust after 8.284 8.167 817
thawing
8.067
7.786
10 6h 7.543 7.707 77.1
7.792
7.842
24h 7.954 7.875 78.8
7.830
P092
Tust af 761.9
ustatter 7450 755.9 94.5
thawing
760.8
791.4
800 6h 768.0 7772 971
772.1
753.1
24h 736.7 746.9 934
750.8

Accuracy (%) =mean value/nominal valuex100
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Table 17 Long-term Stability in Rat Blood at ~80°C
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<Rat>
Concentration (ng/mlL) Accuracy
Analyte - - o
Nominal Storage period Measured Mean (%)
I a 9.306
ust aiter 9221 9.018 90.2
preparation )
10 8.527
6.971
29 days 6.908 6.960 69.6
7.002
P092
] a 750.6
ust ater 7749 758.9 94,9
preparation
800 751.1
624.2
29 days 625.8 623.7 78.0
621.0

Accuracy (%) =mean value/nominal valuex100
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Table 18 Long-term Stability in Monkey Blood at -80°C
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<Monkey>
Concentration (ng/mL) Accuracy
Analyte - - o
Nominal Storage period Measured Mean (%)
] a 9.355
ust atter 9.031 9.108 91.1
preparation
10 8.938
7.688
29 days 7.978 7.898 79.0
8.028
-P092
; i 819.0
ust after 818.8 8273 103.4
preparation
800 844.0
690.7
29 days 621.9 676.1 84.5
715.8
Accuracy (%) =mean value/nominal valuex100
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Table 19 Standard and IS Solutions Stability at Room Temperature

) Storage Peak area Residual rate
Analyte Concentration )
period Measured Mean (%)
Just after 1846
preparation 1829 1821 -
Stock solution (Initial) 1787
(200 pg/mL) 2043
24h 1846 1958 107.6
P092 1986
Just after 1957
preparation 1849 1880 -~
Working solution (Initial) 1834
(5 ng/mL) 1949
24 h 1869 1952 103.8
2037
Just after 236546
‘ preparation 235422 236635 -
Stock solution (Initial) 237937
(100 pg/mL) 261265
24h 242891 247209 104.5
S 237471
Just after 245305
preparation 239066 241698 -
Working solution (Initial) 240722
(500 ng/mL}) 236040
24 h 236750 240570 99.5
248921

Residual rate (%) = mean value after storage/mean initial valuex100
--: Not applicable
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Table 20 Standard and IS Solutions Stability in a Refrigerator

Storage Peak area Residual rate

Analyte Concentration petiod Moasured Moan %)
Just after 2986
preparation 2671 2781 -
Stock solution (Initial) 2687
(200 pg/mL) 2922
32days 2572 2669 96.0
2514
P092
Just after 2768
preparation 2729 2757 -
Working solution (Initial) 2774
(5ng/mL) 2762
32 days 2531 2715 98.5
2853
Just after T 273828
preparation 266017 266977 -
Stock solution (Initial) 261085
(100 pg/mL) 249998
32 days 265436 264963 99.2
279456
IS
Just after 269115
preparation 280939 275166 --
Working solution (Initial) 275444
(500 ng/mL) 269388
32 days 277657 273373 99.3
273073

Residual rate (%) = mean value after storage/mean initial valuex100
--: Not applicable
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Figure 1 Typical Chromatograms of P092 and IS in Rat Blood
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Figure 2 Typical Chromatograms of P092 and IS in Monkey Blood
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