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Table 11

SEX: MALE GROUP 11 22 3 34 4
REMOVAL REASON F F F F F F F F
ANIMAL 11111111
NUMBER 0 0 000000
112233464
oooo0o0GCGOO
12121212
Lacrimal Gland; .coeeevunncconnnnnns eeiaemnnaneana NNNN N+ N
Cell infiltration; Lymphocyte; focal ... .ceienve v v v &« o o 1.
Femoral Muscle; .veucevvacenns secsncsunensanncanenas NN NNNNNN
FEmUr; cescecennesnnn Rnemssmencennasnons wmeamamremnas NNNNNNNN
SternuUM; .ccvemecannnaanos Cer e Araarasnnarnaa NNNNNNNN
Skiny vaveencan emaaneanrn. Wemseunmnaennn Measannane NNNNNNNN
Administered Site, Right Forelimb; .....c.cnmuoinns NNNNN++ +
Proliferation; 4intima; vascular wall ......... Y
Cell infiltration; inflammatory; perivascular ... . . . . . 2 . 2
Administered Site, Right Hindlimb; ...cc.cvencrecase NN NNN+ N+
Hemorrhage veoveweeaaans e munanenan fmmewmasusnan = o w ow o« oa . @
Proliferation; intima; vascular wall ..... feaeaen .
Cell infiltration; inflammatory; perivascular ... . . « . . . . 1
Administered Site, Left Forelimb; ....cvvmunaannn - NNNNN*®++ +
Necrosis vuuwesneannas Mansudanna hemaseaasanan - R 4
UlCer wuceianmvanannnnss casemasanane Cammesaananee e B
Hemorrhage ....cueecon.. e mmeerEne e neanan cen - e w . . 222
Proliferation; intima; vascular wall ............ R T

Cell infiltration; inflammatory; perivascular ... . . . . . 41

Histopathology
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Table 11
SEX: MALE GROUP 112233 44
REMOVAL REASON F F F F FFFF
ANIMAL 11111111
NUMBER 0 0O000O0D0O0
11223344
0ooo0oo00O0CO0O
12121212
Administered Site, Left Hindlimb; ............. cens NNNN=+ + + +
NECrOSTS veumunenencacasvnasomcunnannnnonnnnans P
Hemorrhage ....oceieinenccunannannnonannns [P e e o121
Thrombus .evveuneens enmanesssamar e nnEEa A, - T
Proliferation; intima; vascular wall ......... ves 4 o« o« . 3.3
Cell infiltration; inflammatory; perivascular ... . . . . 2 . . 1

Histopathology
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Table 11
SEX: FEMALE GROUP 1122 3344
REMOVAL REASON F F F F F F F F
ANIMAL 55555555
NUMBER 0 0 0000000
11223344
00000000
12121212
Tongue; ..... emesesenaveaunans hewasamaax mamesmmmaws NNNNNNRNN
Esophagus; ..uececeuncnn. Wasusmmmsuan. [P NNNNNN®+N
Cell infiltration; Llymphocyte; focal .nuccnnnna.n P
Stomach; ....n. Cnmamsseananaaaan aaaeaanane [ n. P E N+ NF

Cell infiltration; inflammatory; lamina propria;

diffuse v iiannann e samesaannns P I T I I B
Duodenum; ........ fhearrreenaraaan rensanrseannas .. NNNNNNNN
Jejunum; ceaeenincaane hecswmnesusnanenvaswannacaves NNNNNNNN
Ileum; ....... esmsmrsanan cenemseunansenanasnnsesa NNNNNNNN
Cecum; .uwweuss e, NNNNNNNN
Colon; vuoeunns hemeenameraaununa Ckmeenamaw emeanan NNNNNNNN
Rectum; ...uiienrcncuncanuan e ansmescasnaras PR NNNRNNNNN
Liver; ..cevieunnanen Cene heeu e haasesaaasaan NNNNRNNN®+
Pigment deposition; kupffer cell ..... heemrmmeene B |
Gallbladder; ....... PR SR PR NNNNNNNN

Histopathology
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Table 11 Histopathology B130235

SEX: FEMALE GROUP 1 1
REMOVAL REASON F F

ANIMAL 55555555

NUMBER 0 000 0O0GO0CO

11223344

00000D0O00O0

12121212

Pancreas; wueeeecevesuveanannnsnnss [ NNNNNNRNN
Submandibular Gland; ......cceennnunn. heaweareaaann NNNNNRNNN
Sublingual Gland; secrciivinnrnnenncnnans svxeseaa-ca NNNNNNNN
Parotid Gland; .c-neeceennn fhaamrmEesevemsansacnnn + NN+ NNNN
Cell infiltration; Llymphocyte; focal cvoveuwncnnnn 1T ..1. ...
Trachea; cuisensracccscsncsnnnananmeanns Cr s NNNNRNNNN
Lungs (And Bronchus); ......civinncaaccanceans cenaan NNNNRNNNG*+
Granuloma ......... s hseeaEseemeeunnanan s P |
Thymus; coceeennan e sssmanaenees esanmrsuanasa wusaue NN NNNNNN
Spleen; .evunansnnancsn cdammmsssareane. chsesenmenns NNNN+NN+
Pigment deposition; brown; red pulp .c.ecerieunan P |
Bone Marrow (Femur); ...... Cdemammamssmeasvsnanan NNN+NNNN
Pigment deposition; brown ..cvieviennccncnccnnns P L
Bone Marrow (Sternum); ......-cce-u.. wesessennnsnsss NNNNNNT+ +
Increase; hematopoietic cell ..i.ieneniinininunn F T
Mandibular Lymph Node; ........... emnenmesaanenna NNNN+NNN
Extramedullary hematopoiesis ..... areameann e
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Table 11 Histopathology B130235

SEX: FEMALE GROUP 1122 3 3 4 4
REMOVAL REASON F F F F F FFF

ANIMAL 55555555
NUMBER 0 00O 0O0O0O00O
11223344
000000O00O
12121212
Mesenteric Lymph Node; ........ fdmtnasasmscsuues e« N+ NNN+NN
Increase; pigmentophage ......... CenrsananEanann. P R
Heart; seeenceecannen NN wesecaammamsmmasemaE A N+ N+ + NNN
Cell infiltration; inflammatory; focal ....... I I I T
AOPLE, +oeencecerucunnrnmnnasescesasncanannunscannans NNNNRNNNINN
KidneY, cecaveramnrsneneocansscsnasunanaananansannns NNN®++ + + N
Cell infiltration; Llymphocyte; focaL ............ P
Arteritis seaneennnnennns N A e e e s T
CYSt waecnnnnannnan cesumwusarsenmmsassusmnnascnnas » u o « a2 s P
Hyaline cast wuuwecencncccesnnnumnnn B, T
Urinary Bladder; ...evecnnmcnucncnnnns censeaneanans NNNNNNNN
OVaryY; seevueenunnan MMM amEsscsssrcrssasssan=nasnn NNNNN-+NN
Mineralization ..ueviuncenencaarcsnennnnna e P T
UL@PUS, cevnnnmmennumannnannnreaannsnnnonnanmmnnean NNNNNNRNN
VAGTNA, cuveensnnnnnnsnasnanuncnsaunnnsnnnannmnnsnnns . NNNNRNNNN
Mammary Gland; ...cccenanennrencunvaacennn e enmunen NNNNNNH®+HN
Cell infiltration; Lymphocyte, focal cvvecnnnn T
Pituitary; veoeecencns ek seamasananaa feseunanna ewees NN NNNN+N
CYSt wuvnnmrmanmeccansnaunnnnn MeemesamarEmeun weas = « = = « « P«
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Table 11
SEX: FEMALE GROUP 11223344
REMOVAL REASON F F F F F FFF
ANIMAL 55555555
NUMBER 0 0 00 0000O0
11223344
ooco0oo00000
12121212
Thyrodd, ceeevinnnanerenansnauananaanns Cheaanesanen NN++NNNN
Cell infiltration; Lymphocyte; focal ............ R
Cell infiltration; macrophage; follicle ....... . e
CYSt cnmenmmnnnnnne semEsae v Sewmermeansse ... « .
Parathyroid; .ceueeivennes e . NNNNNNNG*+
Congestion sveseeercanns hedcamaanann Cieceen s e e e e e e 1
Adrenal; coveesecenenrecucunannnnessaaunnnnancnsns . NNNNNNNN
Brain; ceweeencecnanannnonnnononan . wawes NN NN+NN+
Pigment deposition; brown; perivascular; focal .. . . . . 1 . . .

Cell infiltration; inflammatory; choroid plexus;

focal vuewrmmecemnncnnans hmemeeaun Cmmmemaa s P |
Spinal Cord; «c.vuivvnnnn mmazeees Samsans==zann wesana NN NNNNNINN
Optic Nerve; sueeceenevusuunnnmnnnnans ssesawsman=n . NNNNNNNN
Sciatic Nerve; ...cewuuennean... aasaemeanann manawas NNNNNNNN
Eyeball; suivuvennunnneceaansnnnronnasesanananannns NN+N+NNN
Cell infiltration; mononuclear cell; focal ...... . . 1T .1 . . .
Lacrimal Gland; cececeierccnccannncnnercnusasnnanaae P NNNNNNKN
Cell 1infiltration; Lymphocyte; focal ....... e
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Table 11
SEX: FEMALE GROUP 112233 4 4
REMOVAL REASON F F F F F FFF
ANIMAL 5 5555555
NUMBER 0 0 00O0O0O0O
112233644
00000000
12121212
Femoral Muscle; ..... Wwmesascasseasassaaarenacansun NNNNN+NN
Degeneration; muscle fiber; focal ...viuevannnn.. P
FEMUP, wrueuvsoanssoununuasuannonsununnna wwasasanee NNNNNNNN
STEerNUM,; c.uvveconaanaancccnnuencsnnnnernnnns weevwass NN NNNNNN
SKiN,) tenuvuvnananonvennnns “eeswreseseswasenanann .« NNNNNNNN
Administered Site, Right Forelimb; ....... Cermeaaes NNNNN®+N+
Hemorrhage ..cveccevencen e Mamananasmssmsar s f e e e e e w2
Proliferation; intima; vascular wall ............ e e e w . 4
Administered Site, Right Hindlimb; ....c.oaaeaaaa.. NNNN®+NN+
Hemorrhage ..vvuuemeceencuaunsmsnunnnnnnannnnenns . .23 0.2
Proliferation; intima; vascular wall ............ e e e m e -2
Administered Site, Left Forelimb; ..vecrceenmanannns NNNN@®++ + +
Hemorrhage ...... N maasssesaramsseaaaananan . e e 12 0.
Thrombus .....euevs e mEEsEAEmaanmassunmaunman o P
Proliferation; intima; vascular wall ............ e e s 2 . 333
Cell infiltration; inflammatory; perivascular ... . . . . 11 .
Administered Site, Left Hindlimb; ..... cneennanasas NNNNNG®+ + +
NECrOSTS cuuescnunnruasnnnnnmrnmnnrnasnennnananannas e e s e 2.
HemMOrrhage ..oouweveusvuccnacaacranscnnannnnns - |
Thrombus .c.iecerecnmmrannenns feseummeneenan - 1
Proliferation; intima; vascular wall ........... T

Histopathology
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SEX: FEMALE GROUP 11223344
REMOVAL REASON F F F F F F F F

ANIMAL
NUMBER

Administered Site, Left HindlLimb; (Continued)
Cell infiltration; inflammatory; perivascular ... . . . . . 121

Histopathology B130235
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Table 12 Blood Concentration of P092 B130235

<Day 1, Male>

Dose Animal Blood concentration of P092 (ng/mL) Co tys AUCom
(mg/kg) No. 0.083 h lh 2h 4h 8h 24 h (ng/mlL) (h) (ng-b/mL)
10201 168.3 61.21 43.43 40.77 41.34 21.70 184.4 21.5 924.9
1 10202 171.0 39.16 49.79 43.16 41.70 14.51 195.4 12.3 868.4
Mean 169.7 50.19 46.61 41.97 41.52 18.11 189.9 16.9 896.7
10301 1109 = 549.8 364.5 424.1 2440 141.0 1182 14.8 6518
10 10302 918.4 548.8 440.3 317.7 243.0 155.7 962.2 20.7 6314
Mean 1014 549.3 402.4 370.9 243.5 148.4 1072 17.8 6416
10401 2924 1170 = 1571 = 850.6 = 697.0 207.9 3177 9.6 16260
30 10402 1855 « 1392 1400 = 1389 x 627.9 258.6 1904 8.7 16960
Mean 2390 1281 1486 1120 662.5 2333 2541 9.2 16610

*: The sample was reanalyzed because the measured value exceeded the upper limit of quantification.
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Table 12 Blood Concentration of P092

<Day 1, Female>

B130235

Dose Animal Blood concentration of P092 (ng/mL) Cqy tin AUCq o4n
(mg/kg) No. 0.083 h 1h 2h 4h 8h 24h (ng/mL) (h) (ng-h/mL)
50201 190.2 84.77 33.18 24.58 65.32 18.68 204.6 11.4 1111
1 50202 145.1 49.80 39.60 41.49 48.92 23.33 159.8 24.1 986.6
Mean 167.7 67.29 36.39 33.04 57.12 21.01 182.2 17.8 1049
50301 934.3 « 397.0 476.5 291.9 182.9 117.0 1010 12.5 5245
10 50302 982.4 471.4 261.5 270.9 179.0 116.4 1050 18.2 4913
Mean 958.4 4342 369.0 281.4 181.0 116.7 1030 15.4 5079
50401 1542 « 1409 « 564.0 = 567.4 474.8 195.3 1555 12.8 11040
30 50402 1436 * 835.8 738.3 503.4 301.8 125.4 1508 10.6 8221
Mean 1489 1122 651.2 5354 388.3 160.4 1532 11.7 9631

*: The sample was reanalyzed because the measured value exceeded the upper limit of quantification.
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Table 12 Blood Concentration of P092

<Day §, Male>

Dose Animal Blood concentration of P092 (ng/mL)
(mg/kg) No. pre
10201 7.139
1 10202 5.720
Mean 6.430
10301 107.0
10 10302 164.3
Mean 135.7
10401 304.4
30 10402 230.2
Mean 267.3

<Day 8, Female>

Dose Animal Blood concentration of P092 (ng/mL)
(mg/kg) No. pre

50201 8.626

1 50202 8.602
Mean 8.614

50301 119.6

10 50302 127.7
Mean 123.7

50401 321.1

30 50402 275.4
Mean 298.3

B130235
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Table 12 Blood Concentration of P092 B130235
<Day 22, Male>
Dose Animal Blood concentration of P092 (ng/mL) Cy tin AUCy 4
(mg/kg) No. pre 0.083 h 1h 2h 4h 8h 24 h (ng/mL) (h) (ng-h/mL)
10201 14.76 186.1 91.03 86.58 68.63 72.39 38.54 198.5 19.6 1557
1 10202 13.66 189.7 73.89 67.57 69.74 60.09 27.98 206.6 15.0 1310
Mean 14.21 187.9 82.46 77.08 69.19 66.24 33.26 202.6 17.3 1434
10301 576.7 2406 1128 = 942.2 753.2 606.9 382.7 2577 21.4 15190
10 10302 371.6 2694 1468 1159 = 968.2 758.2 513.1 2846 23.4 19200
Mean 474.2 2550 1298 1051 860.7 682.6 4479 2712 22.4 17200
10401 662.3 6232 3746 3371 2455 1273 « 940.4 « 6526 12.1 39650
30 10402 567.0 4890 2652 2192 1603 958.0 « 780.6 5168 14.5 29120
Mean 614.7 5561 3199 2782 2029 1116 860.5 5847 13.3 34390

*: The sample was reanalyzed because the measured value exceeded the upper limit of quantification.
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Table 12 Blood Concentration of P092

<Day 22, Female>

B130235

Dose Animal Blood concentration of P092 (ng/mL) Co tie AUCy 4
(mg/kg) No. pre 0.083 h 1h 2h 4h 8h 24 h (ng/mL) (h) (ng-h/mL)
50201 16.88 407.6 150.4 114.9 93.87 86.91 46.54 446.1 19.1 2062
1 50202 19.42 203.1 76.54 62.07 60.07 54.21 36.87 221.9 28.5 1294
Mean 18.15 305.4 113.5 88.49 76.97 70.56 41.71 334.0 23.8 1678
50301 257.1 1575 883.8 « 730.6 469.1 3824 297.5 1660 334 10410
10 50302 332.7 2591 1091 = 913.0 673.6 522.4 335.1 2802 21.1 13750
Mean 294.9 2083 987.4 821.8 5714 452.4 316.3 2231 27.3 12080
50401 652.4 4829 2652 2212 1728 1427 & 1202 % 5098 432 37560
30 50402 477.4 3311 2076 1816 1409 1220 * 500.8 3454 13.1 26950
Mean 564.9 4070 2364 2014 1569 1324 8514 4276 28.2 32260

*: The sample was reanalyzed because the measured value exceeded the upper limit of quantification.
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B130235

Appendix 1 Clinical Sign

Code Description
BD Before dosing
T10 After dosing

- 986 -
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B130235

Appendix 1 Clinical Sign
Day numbers relative to Start Date
1 1 2 3 A 5 6 7 8 8 9 10 11 12 13 14 15 15
Group Sex Animal clinical S+gn Site BD T10 Day Day Day Day Day Day BD T10 Day Day Day Day Day Day BD T10
1 m 10101 No Abnormalities Detected X X X X X X X X X X X X X X X X X X
X X X X X X X X X X X X X X X X X X

10102 No Abnormalities Detected

- L86 -

Severity Codes: X = Present

Group 1 - 0 my/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 30 mg/kg
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Appendix 1 Clinical Sign 8130235

Day numbers relative to Start Date
16 17 18 19 20 21 22 22 23 24 25 26 27 28 29
Group Sex Animal Clinical Sign Site Day Day bay Day Day Day BD T10 Day Day Day Day Day Day Day
1 m 10101 No Abnormalities Detected X X X X X X X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X X X X X X X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 30 mg/kg
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Group Sex Animal

- 686 -

Appendix 1

No Abnormalities Detected
No Abnormalities Detected

Clinical Sign

B130235

1 1 2 3 4 5 6 7
BD T10 bay Day Day Day Day Day
X X X X X X X X
X X X X X X X X

Day

14
bay

15
BD

Severity Codes: X = Present

Group 1

- 0 mg/kg

Group 2 -~ 1 mg/kg Group 3 - 10 mg/kg

Group 4 - 30 mg/kg
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Appendix 1

Clinical Sign

Day numbers relative to Start Date

16 17 18 19 20 21

B130235

22 23 24 25 26 27 28 29

Group Sex
2 m

Severity Codes: X

Group 1 - 0 mg/kg

Animal Clinical Sign
10201 No Abnormalities Detected
10202 No Abnormalities Detected
Present

Group 2 - 1 mg/kg Group 3 - 10 mg/kg

Site Day Day Day Day Day Day
X X X X X X
X X X X X X

Group 4 - 30 mg/kg

134

T10 Day Day Day Day Day Day Day
X X X X X X X X
X X X X X X X X
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Appendix 1 Clinical Sign B130235

Day numbers relative to Start Date

1 1 2 3 4 5 6 7 8 8 9 10 11 12 13 14 15 15
Group Sex Animal Clinical Sign Site BD T10 Day Day Day Day Day Day BD T10 bay Day Day Day Day Day BD T10
3 m 10301 No Abnormalities Detected X X X X X X X X X X X X X X X X X X
10302 No Abnormalities Detected X X X X X X X X X X . . . . . . . ;

Erythema Right Forelimb . - . . N . - . - . X X X X X X X X

Erythema Left Forelimb . . . B . . . . . . . . . R . . . X

Swelling Right Forelimb . . . . . - . . . X X X X

Swelling Left Forelimb . . . . . . - . . . . . . . . . . X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 -~ 1 mg/kg Group 3 - 10 mg/kg Group 4 - 30 mg/kg
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Appendix 1 Clinical Sign B130235

Day numbers relative to Start Date

16 17 18 19 20 21 22 22 23 24 25 26 27 28 29
Group Sex Animal Clinical Sign Site Day bay Day Day Day Day BD T10 Day Day Day Day Day Day Day
3 m 10301 No Abnormalities Detected X X X X X X X X X X X X X X X
10302 No Abnormalities Detected . . . . . . . . . . . . “ - .

Erythema Right Forelimb . . N . . . . . . . . . . . .

Erythema Left Forelimb X X X X X X X X X X X X X X X

Swelling Right Forelimb X X X X . . . . . . N . . .

Swelling Left Forelimb X X X X X X X X X X X X X X X

Severity Codes: X = Present

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 30 mg/kg
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