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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Mid-High .
TM5509 #Mono #Mono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
80
mg/kg/day (10°3/uL) | (1073/uL) | (10°3/uL) | (1073/uL) | (1073/uL) | (1073/ul) | (1073/uL) | (10M3/uL) | (10°3/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP5MO1 049 0.30 0.29 0.24 0.24 0.21 0.07 0.14 0.29 0.25
RP5M02 0.30 0.24 0.26 0.17 0.23 0.06 © 003 0.05 0.04 0.04
RP5M03 0.25 0.13 0.20 0.10 0.10 0.04 0.01 0.02 0.01 0.02
RP5MO04 0.29 0.24 0.29 0.19 0.34 0.16 0.07 0.14 0.05 0.10
Mean 0.33 0.23 0.26 0.18 0.23 0.12 0.05 0.09 0.10 0.10
S.D. 0.11 0.07 0.04 0.06 0.10 0.08 0.03 0.06 0.13 0.10
N 4 4 4 4 4 4 4 4 4 4
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date
Mid-High
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #LUC #LUC #L.UC
80
mg/kg/day (10%3/uL) | (10°3/uL) | (10°3/pl) | (10°3/uL) | (10°3/uL) | (10°3/uL) | (10°3/uL) | (10%3/uL) | (10"3/ul) | (10°3/L)
-1 1 2 3 4 -1 1 2 3 4
RP5M01 0.04 0.01 0.02 0.02 0.03 0.10 0.04 0.07 0.09 0.07
RP5M02 0.05 0.03 0.04 0.03 0.02 0.07 0.03 0.07 0.04 0.06
RP5M03 0.08 0.02° 0.04 0.02 0.02 0.08 0.02 0.02 0.02 0.02
RP5M04 0.04 0.02 0.03 0.02 0.03 0.05 0.03 0.04 0.04 0.06
Mean 0.05 0.02 0.03 0.02 0.03 0.08 0.03 0.05 0.05 0.05
S.D. 0.02 0.01 0.01 0.00 0.01 0.02 0.01 0.02 0.03 0.02
N 4 4 4 4 4 4 4 4 4 4
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TK13152

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date
Mid-High
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
80
mg/kg/day (s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
-1 1 2 3 4 -1 1 2 3 4
RP5M01 10.3 10.0 9.9 10.5 104 22.2 22.6 21.4 21.8 22.4
RP5M02 9.7 10.1 95 10.0 10.2 229 245 24.2 242 243
RP5M03 11.0 117 119 122 120 229 214 241 246 245
RP5MO04 101 10.4 10.5 10.8 10.8 27.1 26.4 25.2 26.6 26.0
Mean 10.3 10.6 105 10.9 10.9 23.8 23.7 23.7 24.3 24.3
S.D. 0.5 0.8 1.1 0.9 0.8 22 22 1.6 20 1.5
N 4 4 4 4 4 4 4 4 4 4
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Mid-High
TM5509 Fib Fib Fib Fib Fib
80
mg/kg/day (mg/dL) (mg/dL) (mg/dL) (mgldL) (mg/dL)
-1 1 2 3 4
RP5MO1 | 1113 165.3 140.7 127.1 139.5
RP5M02 | 206.1 2280 247.9 2133 209.3
RP5M03 | 1938 194.5 172.5 166.7 180.0
RP5M04 | 255.0 238.9 206.6 2156 2159
Mean | 1916 206.7 191.9 180.7 186.2
SD.| 597 334 46.0 422 348
N 4 4 4 4 4
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A 4-Week Oral Dose Toxiéity Study of TM5509 in Cynomolgus Morkeys

Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
300
mg/kg/day (10%6/uL) | (1076/uL) | (1076/uL) | (1076/ul) | (10%6/uL) (gfdL) (g/dL) {g/dL) (g/dL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP6MO1 | 5.56 487 4.80 462 483 12.9 11.5 114 114 12.0
RP6MO02 | 553 5.54 448 . . 13.8 13.7 10.9 . .
RP6MO03 | 5.86 593 5.85 5.15 5.02 14.8 14.9 14.7 1341 124
RP6M04 | 5.34 4.96 5.05 5.04 490 13.8 12.5 12.6 12.8 12.3
Mean| 5.7 5.33 5.06 4.94 492 13.8 13.2 124 124 12.2
SD.| 022 0.50 0.59 0.28 0.10 0.8 15 1.7 0.9 0.2
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date
High
TM5509 HCT HCT HCT HCT HCT Mmcv Mcv Mcv MCV Mmcv
300
mg/kg/day (%) (%) (%) (%) (%) (fL) (i) (L) (L) (L)
-1 1 2 3 4 -1 1 2 3 4
RP6MO01 413 358 36.0 36.0 373 74.3 73.2 749 778 771
RP6M02 | 435 42.2 323 . . 78.7 76.2 721 . .
RP6MO3 | 47.2 475 46.0 40.3 39.7 80.6 80.0 78.6 78.3 79.1
RP6MO4 | 436 416 420 40.1 40.5 81.6 83.9 83.1 79.5 82.7
Mean | 439 47 39.1 38.8 39.2 78.8 783 77.2 785 79.6
S.D. 24 49 6.1 24 1.7 3.2 46 4.8 0.9 2.8
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High .
TM5509 MCH MCH MCH MCH MCH MCHC MCHC MCHC MCHC MCHC
300
mg/kg/day (pg) (p9) (pg) (pg) (pg) (gfdL) (g/dL) (gfdL) (g/dL) (9/dL)
1 1 2 3 4 - 1 2 3 4
RP6MO1 | 232 235 238 246 248 31.2 32.1 318 316 32.2
RPEMO2 | 249 248 2.4 : ) 317 324 33.9 . .
RPGM03 |  25.2 25.1 25.1 25.3 246 313 314 31.9 324 311
RP6M04 | 258 25.2 25.0 254 25.0 316 30.1 30.0 31.9 30.3
Mean| 248 246 246 25.1 2.8 315 315 319 32,0 312
S.D. 11 0.8 06 04 0.2 0.2 10 16 04 1.0
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High _
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
300
mg/kglday (%) (%) (%) (%) (%) (10°9IL) | (10%L) | (10%9L) | (10%9L) | (10°ML)
-1 1 2 3 4 -1 1 2 3 4
RP6MO1 14 1.8 2.5 37 37 771 . 854 119.9 1731 178.3
RP6M02 09 16 34 . . 48.0 89.2 150.3 . .
RP6M03 1.7 1.6 1.7 24 3.0 101.0 96.7 98.8 1235 151.8
RP6MO04 1.1 28 20 24 3.0 59.8 138.6 102.1 120.3 1471
Mean 13 2.0 24 2.8 3.2 71.5 1025 1178 139.0 159.1
S.D. 0.4 0.6 0.7 0.8 04 23.0 245 236 296 16.8
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

High
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
300
mg/kg/day (10°3/u) | (10%3fuL) | (10°3/uL) | (10°3ful) | (10°3Mul) | (10°3uL) | (10°3uL) | (10°3AL) | (10°3ML) | (10°3/uL)
1 1 2 3 4 4 1 2 3 4
RPMOT | 505 437 505 496 605 123 4.94 7.38 475 6.00
RP6MOZ | 396 426 654 . : 6.50 3.67 7,63 . .
RP6MO3 | 323 356 498 458 436 8.96 9.62 8.78 11.03 9.75
RPGMO4 | 341 333 476 391 409 10.14 10.21 1197 17.14 14.19
Mean | 391 388 533 448 483 8.21 7.11 8.94 10.97 9.98
sp.| 8 51 81 53 108 165 3.29 2.11 6.20 410
N 4 4 4 3 3 4 4 4 3 3
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Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date
High
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph
300
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP6M01 20.3 544 59.0 483 57.0 74.9 418 36.6 a1y 40.1
RP6MO2 | 154 42.2 73.0 . . 80.7 - 528 223 . .
RP6MO3 |  23.0 50.3 339 51.9 38.6 720 445 59.1 434 53.2
RP6MO4 | 347 53.0 56.7 705 69.6 62.8 448 40.5 271 28.0
Mean| 234 50.0 55.7 56.9 55.1 726 459 39.6 394 404
S.D. 8.2 55 16.2 11.9 15.6 75 48 15.2 10.9 12.6
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High
TM5509 %Mono %Mono %Mono %Mono %Mono - %Eos %Eos %Eos %Eos %Eos
300
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) - (%)
-1 1 2 3 4 -1 1 2 3 4
RP6M01 31 2.9 3.8 29 2.2 0.9 0.2 0.2 0.3 0.1
RP6M02 2.9 34 34 . . 03 0.5 0.3 . .
RP6M03 35 44 57 3.8 6.4 0.7 0.1 0.2 0.3 0.6
RP6M04 15 16 2.1 1.6 16 0.2 0.2 0.2 0.2 0.3
Mean 2.8 3.1 3.7 2.8 34 0.5 0.3 0.2 0.3 0.3
S.D. 0.9 1.2 15 11 2.6 0.3 0.2 0.1 0.1 0.3
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High .
TM5509 %Baso %Baso %Baso Y%Baso %Baso %LUC %LUC %LUC %LUC %LUC
300
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 v 1 2 3 4
RP6MO1 0.3 0.2 0.2 0.3 0.2 0.5 0.5 04 04 0.5
RP6M02 0.2 04 0.2 . . 04 0.6 0.8 . .
RP6MO03 04 04 0.4 0.2 0.6 04 - 03 07 0.3 0.6
RP6M04 04 0.4 0.3 04 0.3 0.5 0.2 0.2 0.3 0.2
Mean | 03 04 03 03 04 05 | 04 05 03 04
S.D. 0.1 0.1 0.1 0.1 0.2 01 0.2 0.3 0.1 0.2
N 4 4 4 3 3 S 4 4 4 3 3
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A 4-Week Oral-Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High ‘
TM5509 #Neut #Neut #Neut #Neut #Neut #Lymph #Lymph #L.ymph #Lymph ‘#lymph
300
mg/kg/day (1073/uk) | (10%3/uL) | (10%3/uL) | (10°3/ul) | (1673/uL) | (1073/pL) | (1073/uL) | (10%3/uL) | (10%3/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP6MO1 147 2.69 435 2.29 342 5.41 2.08 2.70 2.26 2.41
RP6M02 | 1.00 1.55 5.57 . . 5.24 1.94 1.70 . .
RP6MO03 |  2.06 4.84 298 573 3.76 645 4.28 5.19 4.78 5.19
RP6M04 | 352 541 6.79 12.09 9.87 6.36 455 485 4,65 3.98
Mean | 201 3.62 4.92 6.70 5.68 5.87 321 3.61 3.90 3.86
§D.| 109 1.81 1.63 497 3.63 0.63 1.40 1.68 142 1.39
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

High ,
TM5509 #Mono #Mono #\Vono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
300
mg/kg/day (10°3/uL) | (10%3/L) | (1073/L) | (103/uL) | (10"3uL) | (10°3L) | (10°3uL) | (10°34L) | (10°3L) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP6MO1 0.23 0.14 0.27 0.14 0.13 0.06 0.01 0.01 0.01 0.01
RP6M02 0.19 0.13 0.26 . . 0.02 0.02 0.02 . .
RP6MO03 0.31 0.43 0.50 042 0.63 0.06 0.01 0.02 0.03 0.06
RP6M04 0.15 0.17 0.25 0.27 0.23 0.02 0.02 0.02 0.03 0.05
Mean 0.22 0.22 0.32 0.28 0.33 0.04 0.02 0.02 0.02 0.04
S.D. 0.07 0.14 0.12 0.14 0.26 0.02 0.01 0.00 0.01 0.03
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date :

High
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #LUC #LUC #LUC
300
mg/kg/day (103/ul) | (10A3/uL) | (1073/uL) | (10°3/pL) | (10°3/uL) | (1073/uL) | (10%3/uL) | (10°3/uL) | (103/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 ‘ 4
RP6MO1 0.02 0.01 0.02 0.01 0.01 0.04 0.03 0.03 0.02 0.03
RP6M02 0.02 0.01 0.01 . . 0.02 0.02 0.06 . .
RP6M03 0.03 0.04 0.03 0.02 0.06 0.04 0.02 0.06 0.04 0.06
RP6M04 0.04 0.04 0.03 0.06 0.04 0.05 0.02 0.03 004 0.02
Mean 0.03 0.03 0.02 0.03 0.04 0.04 0.02 0.05 0.03 0.04
S.D. 0.01 0.02 0.01 0.03 0.03 0.01 0.00 0.02 0.01 0.02
N 4 4 4 3 3 4 ‘ 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

High ,
TM5509 PT PT PT PT PT CAPTT APTT APTT APTT APTT
300
mg/kg/day (s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
A 1 2 3 4 R 1 2 3 4
RP6MOT | 10.0 13.8 146 139 209 223 259 26.8 26.2 209
RPEMO2 | 958 116 252 . , 24 26.4 437 X ,
RPeMO3 | 93 136 16.1 14 105 20 292 317 270 26.3
RP6MO4 | 100 12,0 1.1 13.8 14.3 275 314 304 345 34.8
Mean | 9.8 12.8 16.8 13.0 15.2 236 28.2 332 292 303
sn.| 03 11 6.0 14 53 26 26 7.3 46 43
N 4 4 4 3 3 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date ’

High
TM5509 Fib Fib Fib Fib Fib
300
mg/kg/day (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
-1 1 2 3 4
RP6MO1 | 1343 155.0 137.7 158.7 128.1
RP6MO02 | 170.0 2479 276.9 . .
RP6M03 | 1828 251.0 2133 2156 296.1
RP6MO04 | 168.5 276.9 206.6 160.0 181.6
Mean | 163.9 232.7 208.6 1781 201.9
S.D. 208 53.4 56.9 325 85.8
N 4 4 4 3 3
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Control

0.5%CMC-Na RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
(10%6/uL) | (10%6/uL) | (1076/uL) | (1076/ul) | (10%6/uL) (g/dL) (g/dL) {g/dL) (g/dL) (g/dL)

-1 1 2 3 4 -1 1 2 3 4

RP1F01 597 5.72 5.79 5.66 5.88 13.8 13.0 13.2 12.9 13.3

RP1F02 5.50 5.28 5.57 540 5.51 131 12.6 13.3 12.9 13.3

RP1F03 5.59 5.18 5.50 542 5.66 141 131 13.8 13.7 14.0

RP1F04 6.05 547 5.71 5.51 5.61 13.2 12.3 12.7 12.3 12.4

Mean 5.78 541 5.64 5.50 5.67 13.6 12.8 13.3 13.0 13.3

SD. 0.27 0.24 0.13 0.12 0.16 0.5 04 0.5 06 0.7

N 4 4 4 4 4 4 4 4 4 4
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Control
0.5%CMC-Na HCT HCT HCT HCT HCT MCV - MCV MCV MCV MCV
(%) (%) (%) (%) (%) (i) (L) (L) (f) (L)
-1 1 2 3 4 -1 1 2 3 4
RP1F01 45.7 444 44.7 452 472 76.6 778 77.2 79.9 80.4
RP1F02 421 420 440 435 449 76.6 79.5 78.9 80.7 81.4
RP1F03 473 448 46.8 481 50.1 84,7 86.4 85.1 88.7 88.5
RP1F04 459 4256 430 42.7 440 758 77.8 75.3 7186 784
Mean 453 435 446 449 46.6 784 80.4 79.1 81.7 82.2
S.D. 22 14 16 24 2.7 4.2 41 42 48 44
N 4 4 4 4 4 4 4 4 4 4
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 6 Hematology (females)
Sex: Female Week(s) Relative to Start Date

Control

0.5%CMC-Na MCH MCH MCH MCH MCH MCHC MCHC MCHC MCHC MCHC
(p9) (p9) {p9) (p9) (pg) (gfdL) (g/dL) (g/dL) (g/dL) (g/dL)

-1 1 2 3 4 1 1 2 3 4

RP1FO1 |  23.1 227 228 229 27 30.1 29.1 295 28.6 28.2

RP1F02 | 238 23.9 23.8 239 241 311 30.1 302 29.6 29.6

RP1FO3 | 252 252 25.1 25.2 24.7 29.8 29.2 29.5 284 27.9

RP1FO4 | 219 224 222 223 22.0 28.9 28.8 294 2.7 28.1

Mean | 235 236 235 236 234 30.0 29.3 29.7 288 285

s.D. 14 13 13 13 12 0.9 08 04 05 08

N 4 4 4 4 4 4 ) 4 4 4
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