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Appendix 6 Accuracy and precision of back-calculated radioactivity
concentrations in calibration blood samples of thin sections

Radioactivity concentration of calibration

. Animal . blood sample determined by back calculation
Time No. Section (ng eq./g)
7.5 39.0 399.0 3928.2
Left axis aspect-1 9.2 32.8 366.9 3960.6
1h 03111 Left axis aspect-2 9.5 325 355.2 3969.7
Left axis aspect-3 9.1 34.1 3612 3964.4
Central axis aspect 9.4 32,6 360.0 3966.0
Left axis aspect-1 9.8 320 345.7 3976.6
24 h 04123 Left axis aspect-2 9.6 31.9 358.0 3967.8
Central axis aspect 9.4 32.9 357.7 3967.7
Left axis aspect-1 9.6 315 357.7 3968.1
168h 05125 Left ast aspect-2 8.6 34.9 382.6 3946.3
Left axis aspect-3 9.1 339 363.7 3962.6
Central axis aspect 9.4 33.1 355.3 3969.3
Left axis aspect-1 9.3 32.8 363.3 3963.3
336 h 06127 Left axis aspect-2 9.5 31.7 360.8 3965.7
Central axis aspect 9.4 315 369.4 3959.0
Mean 9.4 327 3613 3964.8
SD 0.3 1.0 8.4 6.9
RE (%) 253 -16.2 -9.4 0.9
CV (%) 3.2 3.1 23 0.2

RE: Relative error (%), CV: Coefficient of variation (%)

48

- 1410 -



B130898

Appendix 7 Radioactivity concentrations in tissues 1 h after single intravenous
administration of [14C]P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ng eq./g)
Tissue Left axis Left axis Left axis Central Mean
aspect-1 aspect-2 aspect-3 axis aspect
Blood NA 242.0 199.9 © 1603 200.7
Cerebrum NA NA NA 17.0 17.0
Cerebellum NA NA NA 152 15.2
Pituitary NA NA NA 2050.7 2050.7
Spinal cord NA NA NA 20.6 20.6
Eyeball NA NA 81.3 NA 81.3
Harderian gland NA NA 486.6 NA 486.6
Submaxillary gland NA NA NA 1374.1 1374.1
Thyroid NA NA NA AUQ AUQ
Thymus NA 671.5 680.8 646.4 668.2
Heart NA AUQ AUQ AUQ AUQ
Lung NA AUQ AUQ AUQ AUQ
Liver 2310.5 2229.5 2239.3 2263.2 2260.6
Kidney 3363.6 30483 NA " NA 3206.0
Adrenal NA 3716.2 3482.0 NA 3599.1
Spleen AUQ NA NA NA AUQ
Pancreas 1781.7 NA NA NA 1781.7
Prostate NA NA 548.8 486.6 517.7
Testis NA 20.9 20.4 19.3 20.2
Epididy mis NA 96.3 91.3 160.0 1159
Seminal vesicle NA 11.5 10.1 9.7 10.4
Skin 182.0 218.2 116.7 199.8 179.2
Skeletal muscle 19934 NA NA NA 1993.4
Bone (femur) 150.8 NA NA NA 150.8
Bone marrow (femur) 1454.3 NA NA NA 1454.3
White adipose tissue 86.5 NA NA NA 86.5
Brown adipose tissue NA NA NA 288.7 288.7
Bladder NA NA NA 207.0 207.0
Mesenteric lymph node NA NA NA 31333 31333
Stomach 1089.8 1323.1 1336.9 885.2 1158.8
Small intestine NA NA 790.4 636.8 713.6
Large intestine NA NA NA 578.3 578.3

The tissue radioactivity concentrations were calculated from the tissue radioactivity concentration

([PSL-BG]/mmZ) and the calibration curve.
NA: Not applicable
AUQ: Above the upper limit of quantification (> 3928.2 ngeq./g)
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Appendix 8 Radioactivity concentrations in tissues 24 h after single intravenous
administration of [**C]P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ng eq./g)

Tissue Left axis Left axis Central

aspect-1 aspect-2 axis aspect Mean
Blood NA 67.3 49.1 58.2
Cerebrum NA NA 134 13.4
Cerebellum NA NA 12.7 12.7
Pituitary NA NA 2675.5 2675.5
Spinat cord NA NA 17.5 17.5
Eyeball NA 115.6 NA 115.6
Harderian gland NA 632.0 NA 632.0
Submaxillary gland NA NA 2541.2 2541.2
Thyroid NA NA 3236.4 32364
Thymus NA 1167.6 1131.9 1149.8
Heart NA 981.0 955.0 968.0
Lung - NA 3319.7 2590.6 2955.2
Liver 1926.4 2030.3 1985.1 1980.6
Kidney . AUQ NA NA AUQ
Adrenal NA AUQ NA AUQ
Spleen AUQ NA NA AUQ
Pancreas 2022.7 NA NA 2022.7
Prostate NA 795.1 970.3 882.7
Testis NA 309 31.8 314
Epididy mis NA 76.9 1731 125.0
Seminal vesicle NA 26.4 31.0 28.7
Skin 204.4 292.4 289.3 262.0
Skeletal muscle 554.4 NA NA 554.4
Bone (femur) 112.1 NA NA 112.1
Bone marrow (femur) 2268.9 NA NA 2268.9
White adipose tissue 90.5 NA NA 90.5
Brown adipose tissue NA NA 1257.4 1257.4
Bladder NA NA 424.5 424.5
Mesenteric lymph node NA 3302.5 NA 3302.5
Stomach 1039.3 1006.5 NA 1022.9
Small intestine 1229.7 1919.2 1615.6 1588.2
Large intestine NA NA 996.0 996.0

The tissue radioactivity concentrations were calculated from the tissue radioactivity concentration

([PSL-BG]/mm?) and the calibration curve.
NA: Not applicable
AUQ: Above the upper limit of quantification (> 3928.2 ngeq./g)
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Appendix 9 Radioactivity concentrations in tissues 168 h after single intravenous
administration of [14C]P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ng eq./g)
Tissue Left axis Left axis Left axis Central Mean
aspect-1 aspect-2 aspect-3 axis aspect

Blood NA 14.7 14.2 15.8 14.9
Cerebrum NA NA NA 18.3 18.3
Cerebellum NA NA NA 10.0 10.0
Pituitary NA NA NA 3405.2 3405.2
Spinal cord NA NA NA 15.0 15.0
Eyeball NA 38.5 NA NA 38.5
Harderian gland NA 1102.9 950.1 NA 1026.5
Submaxillary gland NA NA NA 1060.4 1060.4
Thyroid NA NA NA 875.6 875.6
Thy mus NA NA 1595.8 1486.6 1541.2
Heart NA 128.0 131.1 162.3 140.5
Lung NA 726.5 741.0 683.3 716.9
Liver 407.2 3882 370.9 381.9 387.1
Kidney 850.1 6709 653.3 NA 724.8
Adrenal NA NA 3352.6 NA 3352.6
Spleen ) AUQ NA NA NA AUQ
Pancreas 273.8 282.8 NA NA 278.3
Prostate NA NA 462.0 462.1 462.1
Testis NA 29.6 27.8 33.1 30.2
Epididymis NA NA NA 65.5 65.5
Seminal vesicle NA NA 20.2 31.2 25.7
Skin 238.0 214.3 2174 199.1 217.2
Skeletal muscle 67.5 NA NA NA 67.5
Bone (femur) 17.8 NA NA NA 17.8

- Bone marrow (femur) 1377.5 NA NA NA 1377.5
White adipose tissue 20.1 NA NA NA 20.1
Brown adipose tissue NA NA NA 243.9 243.9
Bladder NA NA 138.0 NA 138.0
Mesenteric lymph node NA NA NA 2342.1 2342.1
Stomach 193.2 165.7 183.7 191.2 183.5
Small intestine NA NA 507.5 112.0 309.8
Large intestine NA NA 214.7 231.7 223.2

The tissue radioactivity concentrations were calculated from the tissue radioactivity concentration

([PSL-BG}/mm?) and the calibration curve.
NA: Not applicable
AUQ: Above the upper limit of quantification (> 3928.2 ng eq./g)
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Appendix 10 Radioactivity concentrations in tissues 336 h after single intravenous
administration of [14C]P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ng eq./g)

Tissue Left axis Left axis Central

aspect-1 aspect-2 axis aspect Mean
Blood NA 10.9 9.1 10.0
Cerebrum NA NA 21.0 21.0
Cerebellum NA NA BLQ BLQ
Pituitary NA NA 1646.0 1646.0
Spinal cord NA NA 17.3 17.3
Eyeball NA 26.3 NA 26.3
Harderian gland NA 1375.9 NA 13759
Submaxillary gland NA NA 791.6 791.6
Thyroid NA NA 646.9 646.9
Thymus NA 1571.0 1692.0 1631.5
Heart NA 824 824 824
Lung NA 395.9 456.0 426.0
Liver 245.8 252.1 253.6 250.5
Kidney 435.8 NA NA 435.8
Adrenal NA 22574 NA 2257.4
Spleen 31225 NA NA 31225
Pancreas 151.3 NA NA 151.3
Prostate NA NA 391.8 391.8
Testis NA 30.8 NA 30.8
Epididy mis NA 66.9 NA 66.9
Seminal vesicle NA 11.6 12.9 12.3
Skin 1359 199.9 149.2 161.7
Skeletal muscle 41.8 NA NA 41.8
Bone (femur) 322 NA NA 322
Bone marrow (femur) 1387.8 NA NA 1387.8
White adipose tissue 10.4 NA NA 10.4
Brown adipose tissue NA NA 80.1 80.1
Bladder NA NA 50.3 50.3
Mesenteric lymph node NA NA 1132.5 11325
Stomach 118.4 115.9 NA 117.2
Small intestine 125.9 193.0 194.8 171.2
Large intestine NA NA 84.7 84.7

The tissue radioactivity concentrations were calculated from the tissue radioactivity concentration

([PSL-BG)/mm?) and the calibration curve.
NA: Not applicable
BLQ: Below the lower limit of quantification (< 7.5 ng eq./g)
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Appendix 11 Pictures 1 h after single intravenous administration of [14C]P092
maleate to a male rat at 1 mg/kg as free base

Left axis aspect-1

Left axis aspect-2

Left axis aspect-3

Central axis aspect
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Appendix 12 Pictures 24 h after single intravenous administration of [“C]P092
maleate to a male rat at 1 mg/kg as free base

Left axis aspect-1

Left axis aspect-2

Central axis aspect
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Appendix 13 Pictures 168 h after single intravenous administration of [“cPpo92
maleate to a male rat at 1 mg/kg as free base

Left axis aspect-1

Left axis aspect-2

Left axis aspect-3

Central axis aspect
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Appendix 14 Pictures 336 h after single intravenous administration of [“C]P092
maleate to a male rat at 1 mg/kg as free base

Left axis aspect-1

Left axis aspect-2

Central axis aspect
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Appendix 15 Radioactivity

B130898

concentrations in blood, plasma, brain, and

cerebrospinal fluid 1 h after single intravenous administration of
[“C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration {ng eq./mL or g)

Tissue i i ;
1\1[:n 5;3311 le.n ;;]fslz Nﬁ.n 0??313 Mean % SD
Blood 88.4 59.1 75.1 74.2 +£14.7
Plasma 7.5 7.1 6.8 - 7.1 £04
Brain 26.6 222 22.8 239 +24
Cerebrospinal fluid ND ND ND ND |

ND: Not detected

Appendix 16 Radioactivity concentrations in blood, plasma, brain, and

cerebrospinal fluid 24 h after single intravenous administration of
[*C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue i i i
Nl:n o8 126 Nf:.n él;lew N‘:.n (;[;1121318 Mean 5D
Blood 24.8 31.8 35.6 30.7£5.5
Plasma 34 4.5 3.0 36 +£0.8
Brain 343 314 336 33.1+15
Cerebrospinal fluid ND ND ND ND

ND: Not detected

Appendix 17 Radioactivity concentrations in blood, plasma, brain, and

cerebrospinal fluid 168 h after single intravenous administration of
[”C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue Animal Animal Animal

No.09141 No.09142 No.o9l43  ean#SD
Blood 11.9 8.6 12.6 11.0£2.1
Plasma 1.2 ND ND ND
Brain 363 35.7 39.7 372 +£22
Cerebrospinal fluid ND ND ND ND
ND: Not detected
57
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