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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

Control
0.5%CMC-Na HCT HCT HCT HCT HCT Mcv MCV MCV MCV MCV
(%) (%) (%) (%) (%) (L) (iL) (i) (L) (L)
-1 1 2 3 4 -1 1 2 3 4
RP1MO1 427 4286 422 423 422 79.7 80.9 80.2 80.7 79.9
RP1M02 49.2 452 453 471 4741 78.9 | 794 79.0 82.2 79.8
RP1M03 457 43.3 427 432 4.7 87.7 88.9 89.1 89.0 87.1
RP1M04 53.2 520 51.9 495 51.3 79.9 80.3 79.9 79.5 81.5
Mean 477 45.8 455 455 456 816 824 82.1 82.9 82.1
S.D. 45 43 45 34 45 41 44 4.7 42 34
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

Control

0.5%CMC-Na MCH MCH MCH MCH MCH MCHC MCHC MCHC MCHC MCHC
(p9) {p9) (pa) (pg) (p9) {g/dL) (g/dL) (9/dL) (g/dL) (g/dL)

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

RPIMO1 | 247 244 245 245 243 309 30.2 305 30.4 30.4

RPIM0O2 | 24.1 24.1 242 24.3 24.1 305 304 30.6 296 30.2

RPIMO3 | 271 270 27.0 26.9 27.0 309 303 303 303 310

RPIMO4 | 235 235 235 235 233 294 292 294 296 286

Mean | 249 248 248 24.8 2.7 304 30,0 30.2 30.0 30.1

S.D. 16 15 15 15 16 0.7 06 05 0.4 1.0

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

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

Control

0.5%CMC-Na %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
(%) %) (%) (%) (%) (10%) | (10%9L) | (10°9L) | (10%L) | (10%on)

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

RP1MO1 1.2 15 2.0 13 1.7 64.5 775 103.1 69.2 90.0

RP1M02 09 2.5 2.1 2.5 2.0 55.3 143.2 120.4 141.9 119.0

RP1M03 1.6 35 3.0 3.6 34 85.6 171.0 1425 1747 163.2

RP1M04 1.3 2.3 2.0 2.2 2.1 87.0 146.3 130.3 1371 135.0

Mean 13 2.5 2.3 24 2.3 731 134.5 1241 130.7 126.8

S.D. 0.3 0.8 0.5 0.9 0.8 15.7 40.0 16.7 443 30.6

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

Control
0.5%CMC-Na PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
(1073/uL) | (10°3/uL) | (1073/pL) | (10%3/ul) | (10°3/uL) | (10%3/uL) | (1073/uL) | (10°3/uL) | (1073/uL) | (10"3/uL)

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

RP1MO1 421 456 376 353 385 11.26 7.33 9.82 15.14 12.16

RP1M02 483 412 399 416 436 7.41 12.85 7.91 13.77 11.65

RP1MO03 442 412 446 421 384 14,54 12.13 12.34 13.32 14.37

RP1MO04 326 338 340 308 313 11.53 9.60 12.40 11.79 11.07

Mean 418 405 390 375 380 11.19 1048 10.62 13.51 12.31

S.D. 67 49 44 54 51 2.92 - 252 217 1.38 144

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

Control

0.5%CMC-Na %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph

(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

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

RP1MO1 60.1 351 453 61.1 55.7 36.8 60.2 50.1 35.2 40.6

RP1M02 39.7 71.0 43.2 721 674 55.5 26.1 52.2 249 29.0

RP1MO03 32.7 33.9 28.0 39.0 47.8 62.6 60.2 66.0 55.9 475

RP1M04 39.0 315 444 46.9 454 54.4 60.5 49.1 46.6 479

Mean 42.9 42.9 40.2 54.8 54.1 52.3 51.8 54.4 40.7 413

S.D. 11.9 18.8 8.2 14.7 9.9 11.0 174 7.9 135 8.8

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

Control

0.5%CMC-Na %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

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

RP1M01 2.5 37 34 2.7 2.8 0.2 0.5 0.6 0.4 0.4

RP1M02 3.3 2.0 34 24 2.6 1.1 0.6 0.8 0.4 0.6

RP1M03 3.0 44 42 34 34 0.6 04 05 0.5 0.4

RP1M04 43 6.2 45 49 53 11 0.8 0.9 0.7 - 0.6

Mean 33 41 39 34 35 0.8 0.6 0.7 0.5 0.5

S.D. 0.8 1.7 0.6 1.1 1.2 0.4 0.2 0.2 0.1 0.1

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

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

Control
0.5%CMC-Na %Baso %Baso %Baso %Baso %Baso %LUC %LUC %LUC %LUC %LUC
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP1MO1 0.2 0.3 0.2 0.3 0.2 0.2 0.3 04 0.3 0.3
RP1M02 0.2 0.2 0.2 0.2 0.3 0.2 0.1 0.2 0.2 0.1
RP1M03 05 0.3 04 04 0.2 0.6 0.8 0.9 0.8 0.7
RP1M04 0.5 0.4 04 0.3 0.2 0.7 0.6 0.6 0.5 0.6
Mean 0.4 0.3 0.3 0.3 0.2 0.4 05 0.5 05 0.4
S.D. 0.2 0.1 0.1 0.1 0.1 0.3 0.3 0.3 0.3 0.3
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

Control

0.5%CMC-Na #Neut #Neut #Neut #Neut #Neut #Lymph #Lymph #Lymph #Lymph #.ymph
(10°3ML) | (10%3AL) | (10°3L) | (10M3/L) | (10°3/uL) | (10°3L) | (10%3L) | (10M3uL) | (10°3/uL) | (10734uL)

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

RP1MO01 6.76 2.57 445 9.25 6.77 415 441 492 5.33 4,94

RP1M02 2.94 9.12 M 9.92 7.85 411 335 413 342 3.38

RP1M03 476 411 3.46 519 6.87 9.10 ‘ 7.30 8.15 745 6.82

RP1M04 450 3.03 5.51 5.53 5.02 6.28 5.81 6.09 5.49 5.30

Mean 474 4.7 421 747 6.63 5.91 522 5.82 542 5.1

S.D. 1.57 3.01 0.99 2.46 118 2.36 1.72 1.75 1.65 141

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

Control .
0.5%CMC-Na #\lono #\Mono #\Mlono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
(10°30uL) | (10%3/L) | (10°3/uL) | (10°3uL) | (10°3ML) | (10°3L) | (10M3AuL) | (10°3AuL) | (10°3/L) | (10°3/uL)

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

RP1M01 0.28 0.27 0.34 0.41 0.34 0.02 0.04 0.05 0.06 0.05

RP1M02 0.25 0.26 0.27 0.32 0.30 0.08 0.08 0.07 0.05 0.07

RP1M03 0.44 0.53 0.51 0.46 0.49 0.08 0.05 0.07 0.06 0.06

RP1M04 0.49 0.59 0.56 0.58 0.59 0.13 0.08 0.11 0.08 0.07

Mean 0.37 0.41 042 0.44 043 0.08 0.06 0.08 0.06 0.06

S.D. 0.12 0.17 0.14 0.1 0.13 0.05 0.02 0.03 0.01 0.01

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

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

Control
0.5%CMC-Na #Baso #Baso #Baso #Baso #Baso #LUC #.UC #LUC #LUC #LUC
(10°3/0L) | (10%3/uL) | (10M3fuL) | (10M34uL) | (10°3/uL) | (10A3ML) | (10M3AL) | (10°3/L) | (10°3/uL) | (1073/uL)

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

RP1MO01 0.03 0.02 0.02 0.05 0.03 0.03 0.02 0.04 0.04 0.03

RP1M02 0.02 0.03 0.02 0.02 0.03 0.02 0.01 0.01 0.02 0.02

RP1M03 0.07 0.04 0.05 0.06 0.04 0.08 0.09 0.11 0.10 0.09

RP1MO04 0.06 0.04 0.06 0.03 0.03 0.08 0.06 0.08 0.06 0.06

Mean 0.05 0.03 0.04 0.04 0.03 0.05 0.05 0.06 0.06 0.05

S.D. 0.02 0.01 0.02 0.02 0.00 0.03 0.04 0.04 0.03 0.03

N 4 4 4 4 4 4 4 4 4 4
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Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date
Control
0.5%CMC-Na PT PT PT PT PT APTT APTT APTT APTT APTT
(s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
-1 1 2 3 4 -1 1 2 3 4
RP1M01 10.0 9.9 9.5 9.6 9.8 25.0 25.7 254 254 254
RP1M02 10.2 10.3 103 10.1 10.2 246 245 237 234 241
RP1M03 9.9 10.3 105 10.7 10.5 241 245 24.9 242 23.8
RP1M04 9.5 9.8 9.5 9.5 9.7 224 225 222 221 22.3
Mean 9.9 10.1 10.0 10.0 10.1 240 243 24.1 23.8 23.9
S.D. 03 0.3 05 0.5 04 11 1.3 14 14 13
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

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

Control

0.5%CMC-Na Fib Fib Fib Fib Fib
(mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)

-1 1 2 3 4
RPIMO1 | 2105 198.4 218.0 2110 233.0
RP1MO2 | 186.3 2254 211.0 218.0 2229
RP1M03 | 170.0 222.9 166.7 180.4 186.5
RP1MO04 | 186.3 222.9 200.4 206.6 222.8
Mean | 188.3 217.4 199.0 204.0 216.3
S.D. 16.7 127 22.7 16.4 204
N 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

Low
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB . HGB
2
mg/kg/day (10%6/uL) | (10%6/uL) | (10%6/uL) | (10%6/uL) | (10%6/uL) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP2MO1 5.71 523 5.33 515 5.32 13.7 12.8 12.8 12,6 12.9
RP2M02 6.61 5.62 5.68 5.67 553 14.8 12.8 12.7 12.8 125
RP2M03 553 541 5.40 5.28 5.36 13.6 13.2 13.3 13.0 13.1
RP2M04 5.57 4.83 5.05 5.10 5.04 134 117 12.1 124 12.2
Mean 5.86 5.27 537 5.30 531 139 126 127 12.7 127
SD. 0.51 0.34 0.26 0.26 0.20 0.6 0.6 0.5 0.3 04
N 4 4 4 4 4 4 4 4 4 4
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Appendix5  Hematology (males)
Sex: Male Week(s) Relative to Start Date
Low
TM5509 HCT HCT HCT HCT HCT MCVv MCV MCV MCV McV
2

mg/kg/day (%) (%) (%) (%) (%) (fL) (i) (L) (L) ()

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

RP2M01 444 40.2 4. 40.2 41.0 77 76.8 7741 78.0 77.0

RP2M02 | 510 421 423 422 412 773 749 745 743 745

RP2MO3 | 47.3 478 48.9 46.8 477 85.5 88.4 90.4 88.6 88.9

RP2M04 |  43.8 389 424 420 427 787 80.7 839 82.4 84.6

Mean | 46.6 23 437 42.8 432 79.8 80.2 815 808 81.3

S.D. 3.3 39 35 2.8 3.1 3.8 6.0 71 6.2 6.7

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

Low
TM5509 MCH MCH MCH MCH MCH MCHC | MCHC MCHC MCHC MCHC
2
mg/kg/day (pg) (pg) (pg) {pg) (pg) (9/dL) (g/dL) (g/dL) (gfdL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 24.0 245 241 245 243 308 319 31.2 314 31.6
RP2M02 224 22.7 224 225 226 29.0 303 301 30.3 304
RP2M03 24.8 243 248 24.7 243 28.8 275 27.2 27.8 274
RP2M04 240 24.2 240 243 242 305 30.0 286 29.5 286
Mean 23.8 239 238 24.0 23.9 29.8 299 29.3 29.8 29.5
S.D. 0.9 0.8 1.0 1.0 0.8 1.1 1.8 1.7 15 1.9
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

Low
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
2
mg/kg/day (%) (%) (%) (%) (%) (10%9/L) (10M91L) (10%9/L) (10M91L) (10%9/L)
-1 1 2 3 4 -1 1 2 3 4
RP2MO1 1.2 1.9 22 18 1.6 70.9 97.8 114.9 92.9 85.5
RP2M02 0.7 2.1 1.8 15 14 477 117.7 104.7 85.7 7.7
RP2M03 1.0 3.1 29 2.8 2.7 535 . 168.0 156.3 1461 146.4
RP2M04 1.2 41 24 2.2 1.3 67.9 197.1 119.2 113.3 65.5
Mean 1.0 2.8 23 2.1 1.8 60.0 1452 123.8 109.5 93.8
S.D. 0.2 1.0 05 0.6 0.6 11.2 455 22.5 2741 36.0
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

Low
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
2
mg/kg/day (10M3/ul) | (10A3/uL) | (10%3/uL) | (1073/uL) | (1073fuk) | (1073/uL) | (1073/uk) | (10%3/L) | (10%3/uL) | (10%3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 433 426 460 407 435 11.28 8.24 8.66 8.96 9.05
RP2M02 448 429 446 424 443 11.01 8.75 5.27 3.98 6.87
RP2M03 385 485 508 460 475 9.64 13.09 12.07 10.80 13.13
RP2M04 352 420 431 433 393 6.43 6.26 8.53 5.75 7.72
Mean 405 440 461 431 437 9.59 9.09 8.63 7.37 9.19
S.D. 44 30 33 22 34 2.23 2.88 2.78 3.08 277
N 4 4 4 4 4 4 4 4 4 4
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Sex: Male Week(s) Relative to Start Date

Appendix 5  Hematology (males)

TK13152

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

Low
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph
2 .
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 1141 16.4 18.8 214 28.1 83.0 783 756 731 65.4
RP2M02 |  53.1 66.6 4138 428 59.9 42.2 30.2 53.6 52.5 332
RP2MO3 | 20.8 37.3 208 26.6 320 70.7 56.2 72.7 66.2 61.5
RP2M04 | 302 372 335 293 318 65.7 59.0 62.3 67.1 64.0
Mean | 28.8 39.4 287 30.0 38.0 65.4 559 66.1 64.7 56.0
SD.| 180 206 10.9 9.1 14.7 171 19.8 10.1 8.7 15.3
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

Low
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eo0s %Eos %Eos %Eos
2
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 3.0 2.9 3.2 3.2 3.9 14 1.2 1.1 1.3 1.2
RP2M02 33 2.6 34 3.8 6.5 0.7 0.3 0.9 0.5 0.3
RP2M03 5.0 47 4.1 54 44 2.5 11 13 1.0 0.8
RP2M04 3.2 3.0 3.0 25 34 0.2 0.1 0.2 0.1 0.1
Mean | 36 33 34 37 46 12 0.7 0.9 07 0.6
S.D. 0.9 0.9 0.5 1.2 14 1.0 0.6 0.5 0.5 0.5
N 4 4 4 4 4 4 4 4 4 4
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Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Low
TM5509 %Baso %Baso %Baso %Baso %Baso %LUC %LUC %LUC %LUC %LUC
2
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 05 0.3 0.3 04 04 1.0 08 0.9 0.6 1.0
RP2M02 0.5 0.2 0.3 0.1 0.1 0.2 0.2 0.1 0.2 0.1
RP2M03 04 0.3 0.5 0.3 0.5 0.6 04 0.7 0.6 0.8
RP2M04 0.3 0.3 0.4 0.4 04 0.3 . 04 0.5 0.5 0.2
Mean 04 0.3 04 0.3 04 0.5 0.5 0.6 05 05
S.D. 0.1 0.0 0.1 0.1 0.2 0.4 : 0.3 0.3 0.2 04
N 4 4 4 4 4 4 4 4 4 4
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