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Table § Composition ratio and radioactivity distribution of P092 and its metabolites in
bile at 24 h after single intravenous bolus administration of [14C]P092 maleate to
a male monkey at 1 mg/kg
. Retention time % in analysis sample
Metabolite No. . Component
(min) ( % of dose )
8.8
mBM-1 16.7 Unknown
' ( 0.1 )
13.7
mBM-2 20.9 Unknown
( 0.1 )
7.1
mBM-3 23.4 Unknown
| ( 0.0 )
8.6
mBM-4 26.3 Unknown
( 0.1 )
7.5
mBM-5 30.4 Unknown
( 0.1 )
‘ 3.5
mBM-6 32.5 Unknown
' ( 0.0 )
5.3
mBM-7 40.3 Unknown
( 0.0 )
5.7
mBM-8 41.2 Unknown
( 0.0 )
5.5
mBM-9 54.1 P092
( 0.0 )
26.8
Others -- -~
( 0.2 )
7.6
Unextracted - -~
; ( 0.1 )
Total radioactivity distribution ( 0.68 )

Composition ratio = % in analysis sample -
Radioactivity distribution = % of dose
--: Not applicable
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Table 6 Composition ratio and radioactivity concentration of P092 and its metabolites in
cerebral cortex at 168 h after single intravenous bolus administration of
[“C]P092 maleate to a male monkey at 1 mg/kg

) Retention time % in analysis sample
Metabolite No. . Component
(min) ( ng eq./mL )
276
mCOM-1 54.1 P092
45.8 )
A 28.4
Others -- --
( 47.1 )
44.0
Unextracted -- -
( 73.0 )
Total radioactivity concentration ( 166.0 )

Composition ratio = % in analysis sample
Radioactivity concentration = ng eq./mL
-~: Not applicable
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Table 7 Composition ratio and radioactivity concentration of P092 and its metabolites in
hypothalamus at 168 h after single intravenous bolus administration of
[**C]P092 maleate to a male monkey at 1 mg/kg

. Retention time % in analysis sample
Metabolite No. . Component
(min) ( ng eq./mL )
38.9
mHTM-1 54.0 P092
( 96.0 )
' ) 17.5
Others - -
( 43.2 )
43.6
Unextracted -- -~
( 107.6 )
Total radioactivity concentration ( 246.8 )

Composition ratio = % in analysis sample
Radioactivity concentration = ng eq./mL
--: Not applicable
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Table 8 Comparison of retention times of radioactive components detected in plasma,
urine, feces, bile, cerebral cortex, and hypothalamus after single intravenous
bolus administration of [“*C]P092 maleate to a male monkey at 1 mg/kg

Metabolite No.
Plasma Urine Feces Bile Cerebral  Hypo- tr (min) Component
cortex thalamus
mPM-1  mUM-1  mFM-1 - - - 3.1-34 Unknown
-- mUM-2 -- mBM-1 -- -= 16.3-16.7 Unknown
-- mUM-3 -- -- -- -- 18.9 Unknown
- - mFM-2 mBM-2 -- -~ 20.9-21.0 Unknown
- mUM-4 -- -- -~ -- 21.7 Unknown
-- mUM-5 - mBM-3 -2 - 23.2-23.4 Unknown
- mUM-6 - mBM-4 - - 26.1-26.3 ~ Unknown
-~ -- mFM-3 -- -- -- 29.7 Unknown
= - - mBM-5 - -- 304 Unknown
— mUM-7 - - - B 31.0 Unknown
-- -- mFM-4 - - - 31.6 Unknown
- - - mBM-6 - - 32.5 Unknown
- mUM-8 -- -- -- -~ 33.0 Unknown
- mUM-9 -- - - - 33.8 Unknown
-- -~ mFM-5 mBM-7 -- - 40.0-40.3 Unknown
- mUM-10 - - - - 40.9 Unknown
- - - mBM-8 - - 412 Unknown
e mUM-11 -- -- -- -- 41.9 Unknown
mPM-2 - mFM-6 mBM-9 mCOM-1 mHTM-1 54.0-54.1 P092
tr: Retention time ’
--: Not applicable
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Appendix1 Peak area percentage and composition ratio of P092 and its metabolites in
plasma at 1 h after single intravenous bolus administration of [”C]P092 maleate

to a male monkey at 1 mg/kg

. Retention time A % Peaks
Metabolite No. . Component ‘
(min) [ % in analysis sample ]
7.8
mPM-1 34 Unknown
[ 5.4 ]
3.7
mPM-2 54.0 P092
[ 2.5 7
88.5
Others - --
[ 60.9 7
Recovery of radioactivity in sample pretreatment™® 68.8

Peak area percentage = % Peaks

Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sample
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Appendix2  Peak area percentage and composition ratio of P092 and its metabolites in urine

at 0-72 h after single intravenous bolus administration of [“C]P092 maleate to a

male monkey at 1 mg/kg

. Retention time % Peaks
Metabolite No. . Component
(min) : [ %inanalysis sample ]
9.0
mUM-1 3.3 Unknown
[ 8.6 7
10.2
mUM-2 16.3 Unknown
[ 9.8 ]
3.8
mUM-3 18.9 Unknown '
[ 3.6 ]
v 10.7
mUM-4 21.7 Unknown
[ 10.3 ]
7.6
mUM-5 23.2 Unknown
[ 7.3 y)
5.3
mUM-6 26.1 Unknown
' [ 5.1 ]
‘ 2.8 '
mUM-7 31.0 Unknown
[ 2.7 ]
6.0
mUM-8 33.0 Unknown
[ 5.8 ]
3.2
mUM-9 33.8 Unknown
[ 3.1 i
: 4.9
mUM-10 40.9 Unknown
[ 4.7 /
42
mUM-11 41,9 Unknown
[ 4.0 ]
323
Others - -
[ 31.0 )
Recovery of radioactivity in sample pretreatment* 95.9

Peak area percentage = % Peaks
Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sample
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Appendix3  Peak area percentage and composition ratio of P092 and its metabolites in feces
at 0-72 h after single intravenous bolus administration of [“C]P092 maleate to a

male monkey at 1 mg/kg
. Retention time % Peaks
Metabolite No. . Component
(min) [ % in analysis sample ]
' 46.5
mFM-1 3.1 Unknown
[ 355 ]
6.4
mFM-2 21.0 Unknown
[ 4.9 y)
5.6
mFM-3 29.7 Unknown
[ 4.3 ]
4.6
mFM-4 316 Unknown
[ 3.5 ]
4.9
mFM-5 40.0 Unknown
[ 3.7 7
54
mFM-6 54.1 P092
[ 4.1 7
26.6
Others - --
[ 20.3 i
Recovery of radioactivity in sample pretreatment* 76.3

Peak area percentage = % Peaks

Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sampie
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Appendix4  Peak area percentage and composition ratio of P092 and its metabolites in bile at
24 h after single intravenous bolus administration of [”C]P092 maleate to a male

monkey at 1 mg/kg
. Retention time % Peaks
Metabolite No. ) Component ‘
(min) [ % in analysis sample ]
9.5
mBM-1 16.7 Unknown
[ 8.8 ]
: 14.8
mBM-2 20.9 Unknown
[ 13.7 7
7.7
mBM-3 23.4 , Unknown
L [ 7.1 ]
9.3
mBM-4 26.3 Unknown
[ 8.6 ]
8.1
mBM-5 . 304 Unknown
, [ 7.5 )
3.8
mBM-6 32,5 Unknown
[ 3.5 ]
5.7
mBM-7 40.3 Unknown
[ ‘ 53 7
6.2
mBM-8 41.2 Unknown
[ 57 ]
' 59
mBM-9 54.1 P092
[ 5.5 ]
29.0
Others - -
[ 26.8 ]

Recovery of radioactivity in sample pretreatment™ 924

Peak area percentage = % Peaks

Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sample
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Appendix5  Peak area percentage and composition ratio of P092 and its metabolites in
cerebral cortex at 168 h after single intravenous bolus administration of
[14C]PO92 maleate to a male monkey at 1 mg/kg

. ~ Retention time % Peaks
Metabolite No. . Component

(min) [ % in analysis sample |

‘ 49.3

mCOM-1 54.1 P092

27.6 i

50.7

Others - - .

[ 28.4 ]

Recovery of radioactivity in sample pretreatment*® 56.0

Peak area percentage = % Peaks

Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sample
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Appendix 6 Peak area percentage and composition ratio of P092 and its metabolites in
hypothalamus at 168 h after single intravenous bolus administration of
[I4C]P092 maleate to a male monkey at 1 mg/kg

. Retention time % Peaks
Metabolite No. . Component

(min) [ % inanalysis sample ]

. 68.9

mHTM-1 54.0 P092 '

[ 389 i

, 31.1

Others - -

[ 17.5 ]

Recovery of radioactivity in sample pretreatment* 56.4

Peak area percentage = % Peaks

Composition ratio = % in analysis sample

--: Not applicable

* Recovery of radioactivity from analysis sample to HPLC sample
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