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Appendix 4 Cumulative radioactivity excretions in urine, feces, and expired air
after single intravenous administration of [14C]P092 maleate to male

rats at 1 mg/kg as free base

Measurement  Animal Cumulative radjoactivity excretion (% ofdose)
-item No. .0-24h -48h -72h -96h -120h -144h -168h -240h -336h

02104 3.0 5.5 7.6 9.3 104 114 122 136 143

02105 3.1 5.5 7.5 9.0 10.2 11.3 12.1 13.4 14.2

Urine 02106 1.5 3.0 43 53 6.1 6.7 73 8.2 8.5
Mean 2.5 47 6.5 7.9 8.9 9.8 10.5 11.7 12.3

SD 09 14 1.9 22 24 2.7 2.8 3.1 33

02104 10.5 322 472 57.0 63.3 68.7 73.0 80.7 86.6

02105 161 332 468 564 631 681 719 8.1 856

Feces 02106 8.0 24.1 35.5 44.9 52.1 583 62.9 74.5 83.5
Mean 11.5 29.8 43.2 52.8- 595 65.0 69.3 78.4 85.2

SD 4.1 5.0 6.6 6.8 6.4 5.8 5.5 34 1.6

02104 - - -- ND - -- ND - -
02105 - -- - ND - - ND - -
Expired air 02106 - - -- ND - - ND - -
Mean
- - - ND - -- ND - -
SD

02104 0.3 0.6 0.7 0.8 0.9 1.0 1.0 1.2 1.6

02105 0.2 0.6 0.8 1.0 1.1 1.1 1.2 1.4 1.7

02106 0.2 0.6 0.8 1.0 1.1 1.3 14 1.7 2.8

Mean 0.2 0.6 0.8 0.9 1.0 1.1 1.2 1.4 20

SD 0.1 0.0 0.1 0.1 0.1 0.2 0.2 03 0.7
02104 138 383 555 671 746 811 862 955 1025
02105 194 393 551 664 744 805 82 949 1015
Total 02106 9.7 277 406 512 593 663 716 844 948
Mean 143 351 504 616 694 760 810 916 996

SD 4.9 6.4 8.5 9.0 8.8 84 82 6.2 4.2

Cage
washing

02104 -- - -- - - - - - 12.8
02105 -- -- -- -- - - - -- 134
Carcass 02106 - - - - - - - -- 20.6
Mean 15.6
SD h B B - - - - - 4.3

02104 13.8 383 55.5 67.1 74.6 81.1 862 9.5 1153
02105 194 393 55.1 66.4 744 80.5 852 949 1149
02106 9.7 277 406 512 593 66.3 71.6 844 1154
Mean 143 35.1 504  61.6 694  76.0 81.0 916 1152

SD 49 64 8.5 9.0 8.8 8.4 82 6.2 03
ND: Not detected

--: Not determined

Total
recovery
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Appendix § Correlation coefficient of calibration curve used for quantitative
whole-body autoradiography

Time Animal No. Section r
Left axis aspect-1 0.99951
‘h 03111 Left ax?s aspect-2 0.99921
Left axis aspect-3 0.99944
Central axis aspect 0.99934
Left axis aspect-1 0.99889
24 h 04123 Left axis aspect-2 0.99925
Central axis aspect 0.99930
Left axis aspect-1 0.99923
Left axis aspect-2 0.99984
168 h 05125 .
Left axis aspect-3 0.99949
Central axis aspect 0.99925
Left axis aspect-1 0.99944
336h 06127 Left axis aspect-2 0.99932
Central axis aspect 0.99950

r: Correlation coefficient of calibration curve
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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
h 03111 Left axis aspect-2 9.5 32.5 355.2 3969.7
Left axis aspect-3 9.1 34.1 361.2 3964.4
Central axis aspect 9.4 326 360.0 3966.0
Left axis aspect-1 9.8 32,0 345.7 3976.6
24h 04123 Left axis aspect-2 9.6 31.9 358.0 3967.8
Central axis aspect 9.4 329 357.7 3967.7
Left axis aspect-1 9.6 315 357.7 3968.1
168 h 05125 Left 3st aspect-2 8.6 349 382.6 3946.3
Left axis aspect-3 9.1 33.9 363.7 3962.6
Central axis aspect 9.4 33.1 3553 3969.3
Left axis aspect-1 9.3 328 363.3 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 32.7 361.3 3964.8
SD 0.3 1.0 8.4 6.9
RE (%) 253 -16.2 9.4 0.9
CV (%) 32 3.1 2.3 0.2

RE: Relative error (%), CV: Coefficient of variation (%)
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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 (ngeq./g)
Tissue Left axis Left axis Left axis Central Mean
aspect-1 aspect-2 aspect-3 axis aspect

Blood NA 242.0 199.9 -~ 160.3 200.7
Cerebrum NA NA NA 17.0 17.0
Cerebellum NA NA NA 15.2 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 3048.3 NA ~ NA 3206.0
Adrenal NA 37162 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 20.4 193 20.2
Epididy mis NA 96.3 91.3 160.0 1159
Seminal vesicle NA 115 10.1 9.7 104
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]/mm?®) 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 [14C]P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ngeq./g)
Tissue Left axis Left axis ?entral Mean
aspect-1 aspect-2 axis aspect

Blood NA 67.3 49.1 58.2
Cerebrum NA NA 134 134
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 3236.4
Thy mus NA 1167.6 1131.9 1149.8
Heart NA 981.0 955.0 968.0
Lung © NA 33197 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 30.9 31.8 314
Epididy mis NA 76.9 173.1 125.0
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 adip ose 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 33025 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

(P SL-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 [“C]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 18.3 183
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 385
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 1623 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 27.8 331 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 2172
Skeletal muscle - 675 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 23421 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]/mmz) and the calibration curve.
NA: Not applicable
AUQ: Above the upper limit of quantification (> 3928.2 ngeq./g)
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Appendix 10 Radioactivity concentrations in tissues 336 h after single intravenous
administration of ["*C|P092 maleate to a male rat at 1 mg/kg as free

base
Radioactivity concentration (ngeq./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 1375.9
Submaxillary gland NA NA 791.6 791.6
Thyroid NA NA 646.9 646.9
Thy mus NA 1571.0 1692.0 1631.5
Heart NA 82.4 82.4 824
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 2257.4 NA 22574
Spleen 31225 NA NA 31225
Pancreas 1513 NA NA 1513
Prostate NA ' NA 391.8 391.8
Testis NA 30.8 NA 30.8
Epididymis 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 32.2
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 11325 1132.5
Stomach 118.4 1159 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]/mmZ) and the calibration curve.
NA: Not applicable
BLQ: Below the lower limit of quantification (< 7.5 ngeq./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-3

Central axis aspect

53

- 1397 -



B130898

Appendix 12 Pictures 24 h after single intravenous administration of [*CP092
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 [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 14 Pictures 336 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

Central axis aspect
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Appendix 15 Radioactivity concentrations in blood, plasma, brain, and
cerebrospinal fluid 1 h after single intravenous administration of

[14C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue ; i ;
Nf;.n 81;15311 NI:.H ()H;Ia;z le.n 8];1;3]3 Mean + 5D
Blood 884 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 + 2.4
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

[14C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue i i i
N,:x (;1;1 36 Nﬁ.né?& N?.n (;?fés Mean +5D
Blood 24.8 31.8 35.6 30.7 +5.5
Plasma 3.4 45 3.0 3.6 £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
[]4C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue i i i
Nﬁ.n (;3?41 Nt:ngéﬁz Nﬁ.ﬁ 5;?;3 Mean 5D
Blood 119 8.6 12.6 11.0+2.1
Plasma 1.2 ND ND ND
Brain | 36.3 35.7 39.7 372 +£22
Cerebrospinal fluid ND ND ND ND

ND: Not detected

57

- 1401 -



B130898

f& | M & FEGE A F

RERZEFE . ENMKRFEEAGRRE

*x B [MCap092 - v LA VEREE T v MCEEREIRRS Lz & X Ok
REDIMPIRE, HEMR O

R B %E S : BI30898

ARBIL FROBMCfE - TIM SN, RRMBETIL, HBROFE, RESERIC
SN TS L L 2T 5. WEOHE, RS LUME R 2 TR
oI (AR 0D £
ER, EFSES0NE, FHER ORI OMERSICHT 5 ERITRN B35

i A
wE AR AR
AEBREEE EEEEE
AR EHEE ’
HEASHI & 20154E01 A 198 2015801 H 198 015401 A 19H
() 20154201 4 190 2015501 4 19H 2015¢E01F 19R
HEFHEELEE (1) 2015401 A21 H 20154014218 2015¢E01A21R
HEVER  BHEREE
HEREE - RREEESE 20154E03 306 B 20154203 A 10H 201546034 10R
~201503 A 108
(F#AE) 20154203 4 120 20154803 A 126 20154E03H 12AR
HEREH - BRREE 20154E03 8 18H 20154035 18R 20154E03H 18H
RS e N g 20k 9 lf\ |
(BIRMEARATAD P BT di | = )
Wi BB
HBXEHLS I AF 1=
B B FAE AT ’
58

- 1402 -



18. [14ClP092 ~L A ipta%
T =TI AP IZEBFRIRN G- LTz L&
DOFLFTBED ML R EE | HEi &2 V5 AR




B130899

FELERALHED Y TLA

WLS I AF4 TR FEEBHFRTF
20/5% 3A/TH ~=.

o g5 .10

[“CIP092 - Y LA VEREZ H =% A FICBEERRARS LI ED

mEtREDmPIRE, R USSR

(FREAE S : B130899)

MAELHLSIAT 4R

- 1403 -




B130899
1. BERE
R [MCIP092 v LA VERE R T =7 A POICHEIRIRNIE S Uz b & ORREEED M

WE, SRR USSR

ABRE S : B130899

BB TR B O FIE LT b DT 5.

TR ERL ORI ORI |
(B3, ERBRSOME, AMMEROREMOMREICHE T HERGITRA 543 5)

RBRELE

Joir5 F 3 A 188 ¥ ¥ 7, @)
i3t 5LH]
BRXEHLS I AT =R
BB KB 4 —
ST ZEER

- 1404 -



B130899

2. B¢
BT oo ee s e eeee s sseeaeeeesea e oeea b ee e se et oAb st iR s RS h R RA s R AR ARk bbb 2
L TR oo eeeeseeee e e eee st ee e ee e At R et AR s SRR R R bRt 3
3 BR R IEHIATEEE ..ottt a AR bR e 7
T T3 - OO sOUsUOOOO OO U E OO OO OO 7
KT - - T = OO OO U T OO OP PP SR OU PR RRO 7
KT - 01 = 1.3 FO U U o OO OO OO OO OO OO TO OO PR 7
3.4 T T A R T A L ettt 7
3.5 AEHEEEEEIE oottt et 7
3.6 (BT RIS LT L D T oottt st 7
3.7 BB TEEE R et a bRt 7
38 B BRI R oot R A bbbt 7
3.0 BB EER v eseee ettt sttt ae b AR R R R bbb 7
310 B BT I et A AR e 8
301 TEZRERIBRTETETE oot e bbb 8
T N = =S UT OO OO So PO O OO U PPV RTORORRROTO: 8
0 T OO O TSP TO TP F PO PTUPOSTOURTS 8
B4 R ET B IEE oottt eR e 8
315 Dot e bRt R e bR RS e bt a b b 8
B R T T B oo e e e bbb AR bbb 9
LT BSOSO ST OO T O SE OO O OO PO PO TOTOPORR OO 10
T L UNTTE ¢ eee et eeeve sttt st st b e e skt 11
6.1 BT oottt bbb 11
LR I = 2 (x| OO OO UOUORUORR 11
6.1.2  BERETR B oo b 13
6.2 D et s b A AR s s 14
6.2.1 BT Rt s 14
6.3 TETRERTE oo R e e 14
Bl BT oo ettt b et bRttt 14
6.4.1  FREIEEE oo et r e s s 4
6.4.2  FHBLTTIE oo e 14
6.43  FEETBEIEEE ODTAITE ooveoeoeeeeeeee et eeaee e ssess et ses st 15
6.4.4  FEEHEFHIFIEE DFETR oo et sss s e 15
6.5 BRIEBEIM oot e et 15
6.5.1  EIIITE oottt bRt s 15
6.5.2  TEIRDFEE ...ooooeoeeeeeee ettt bbbt 15
6.5.3 B A et bbb 15
654  HEEE oot 15

- 1405 -



B130899

6.5.5  AEFHEIIIEL oot R b 15
6.5.6  FBIE, L oo s s ettt et bbb s 15
6.5.7  THIIBE B oo eeeeeeeeeee et bbb 15
6.5.8  BEBEEIL oottt et 16
6.59  BREBFEER. oo et 16
6.5.10  FEEIEIREE oo ea e e s 16
6.5.11 B IEIREER oo es s ene s sb bt 16
6.5.12  BEIETIMI O EETE oo resra sttt s 16
6.6 T T oo er et et bR R 16
6.6.1 B B oo vee s se s e et e ettt bR bR 16
6.62 BB IRIE oot SR —— 16
6.6.3 B R e et 17
6.64 LU T R LB e s 17
6.6.5  BRIEF oottt e e s et A bR 17
B.6.6  BIFHTK oot e et a et b bR R bbb 17
6.7 BBt e b AR 18
6.7.1  BEIGIEBR ettt b bR b 18
672  PEEIEPRODTRIRIEE oo sesess s et sns s b 18
6.7.3 BTV oot Rt 18
6.7.4  PEEITIEOBEIRIRET oottt bbb bbb s 18
6.7.5  BEIEIER oottt bbb 18
676  FEERBEREOFDFRETR .o sesssssessess s sssses st 18
6.7.7 BB oot et e s bbb 18
6.8  FRBRTEH FLONBUBHIIL .cooovvoeeeeeete e ecvsesseseae s s s saes st e e sb s st 19
6.8.1 LI OMIISE BT BRI D oot s et sa st bbb s 19
682  RIOFETELEIBEHEIE .oooooeeeeeeeeeee et eee s ess bbb i s 19
6.8.3 I TSR BT oo er st 20
6.9 BB RS D TTE oot se s es st a et 21
6.9.1 BB oottt b s 21
6.9.2 UL TE FRERBE oo s 22
6.9.3  HPLC T oo eeee et esesssssse s s st sss s a s s 22
B.94 LT oot eee et b e et e s bbbt e 22
.95 L oot et n et et 22
B.9.6 R eeeeeeeeeeeeeee e e e sttt s st ettt RSB b bR bR 22
B.9.7 T I OTBIIIR oot e 22
B.9.8 Bt e et AR ek 22
6.9.9  TATRBEIE oot eee et s st 22
6.9.10 T eooes ettt R R bR 22
B.9. 11 FEEE A oottt e bbb s 23
4

- 1406 -



B130899

6.9.12  FEEE B oottt bbbt 23
6.9.13  FHRE C oottt et bbb ettt 23
6.10  FERFABLDIITN Yoottt sttt 23
6.11 TUE 2 —F U RAT EADHEF oottt 23
6.12  FEWPTEEETRRIMEIT oovvooorcece ettt 24
6.13  FRBRIER DB L UERT oo sesesssessseesssesasess s ess s sesass v 24
T FERILUIBZR oottt st bbb 26
70 AERALA VIO BIEZEIIBEE vrcoosorresecesorcesessrsessesesessssessss e 26
72 BHIRDOHBIREIREE R UM HE oo 26
73 EEH[MCIP092 « = LA BB DB LRI oo 26
74 MR OUMBE I BETREE oottt e 26
7.5 BREOZFERFFFBEHEIE ccoooo s ssssse s sess s sss s snese 27
7.6 HEREATHATBEIREE ..ottt 27
8. BFBEEBL oo e ek 29
0. R et b e s 30
9.1 FRIDZILATERDSTEAROBEMICEELRETRVOHLHFE ... 30
9.2 FBREHTEEICIED RN DT L & s ssessesans 30
Tables
Table 1 Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single intravenous administration of ['*CJP092 maleate to male
monkeys at I mg/kg as fTee base......ccovvvevcccenniici 31
Table 2 Cumulative radioactivity excretions in urine and feces after single intravenous .
administration of [MC]PO92 maleate to male monkeys at 1 mg/kg as free base ........ 32
Table 3 Radioactivity concentrations in tissues after single intravenous administration
of {‘4C]P092 maleate to male monkeys at 1 mg/kg as free base......cccccrvvvincercnnennen. 33
Table 4 Radioactivity distribution in tissues after single intravenous administration of
[14C]P092 maleate to male monkeys at 1 mg/kg as free base ......ccccceveivverincene 34
Figures
Figure 1 Radioactivity concentrations in blood and plasma after single intravenous
administration of ['*C]P092 maleate to male monkeys at 1 mg/kg as free base........ 35
Appendices
Appendix 1 Radiochemical purity of [ YCIP092 MALCALE........eoeeeeerrerereeeeeeseseesese s eeerseesreans 36
Appendix 2 Radioactivity concentrations of ['*CJP092 maleate in dosing formulation................ 37
Appendix 3 Radiochemical purity of ['“C]P092 maleate in dosing formulation ........o...cconvunnne.. 37
Appendix 4 Radioactivity concentrations and pharmacokinetic parameters in blood after

single infravenous administration of [MC]P092 maleate to male monkeys at

- 1407 -



Appendix 5

Appendix 6
Appendix 7
Appendix 8
Appendix 9
Appendix 10
Appendix 11

Appendix 12

(BRI PRAERE A &

B130899

1 ME/KE 8S fIEE DASE ....cvevrieceeriieriiee e ireir e ers e st e s bereeresbesas s e e eseereesesneses

Radioactivity concentrations and pharmacokinetic parameters in plasma after
single intravenous administration of ['*CJP092 maleate to male monkeys at

1 ME/KG aS {18 DASE ....vvevriiririri e

Cumulative radioactivity excretions in urine and feces after single intravenous

administration of ['4C]PO92 maleate to male monkeys at 1 mg/kg as free base......

Radioactivity concentrations in tissues 24 h after single intravenous

administration of ['*CJP092 maleate to male monkeys at 1 mg/kg as free base......

Radioactivity concentrations in tissues 168 h after single intravenous

administration of [MC]PO92 maleate to male monkeys at 1 mg/kg as free base........

Radioactivity concentrations in tissues 336 h after single intravenous

administration of ['*CJP092 maleate to male monkeys at 1 mg/kg as free base.....

Radioactivity distribution in tissues 24 h after single intravenous

administration of [*C]P092 maleate to male monkeys at 1 mg/kg as free base......

Radioactivity distribution in tissues 168 h after single intravenous

administration of [MC]P092 maleate to male monkeys at 1 mg/kg as free base .....

Radioactivity distribution in tissues 336 h after single intravenous

administration of ["*C]P092 maleate to male monkeys at 1 mg/kg as free base......

- 1408 -

............................................................................................................................



