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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low
TME509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #LUC #LUC #LUC
2
mg/kg/day (1073/uL) | (1073/uL) | (10°3/uL) | (10°3/uL) | (1073/uL) | (1073/uL) | (1073/ul) | (10%3/uL) | (10°3/uL) | (1073/L)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 0.03 0.01 0.01 0.01 0.02 0.02 0.02 . 0.02 0.01 0.02
RP2F0O2 | 0.04 0.02 0.03 0.02 0.03 0.05 0.03 0.05 0.03 0.06
RP2F03 | 0.5 0.02 0.03 0.04 0.02 0.04 0.03 0.04 0.04 0.02
RP2F04 | 0.03 0.01 0.02 0.02 0.03 0.02 0.03 0.03 0.03 0.03
Mean | 0.04 0.02 0.02 0.02 0.03 0.03 0.03 0.04 0.03 0.03
SD.| 0.01 0.01 0.01 0.01 0.01 0.02 0.01 0.01 0.01 0.02
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 )

Low
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
2
mg/kg/day (s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 10.1 10.2 10.3 10.3 9.9 24.4 254 24.4 254 22.8
RP2F02 9.4 9.7 9.9 9.6 9.9 239 23.8 23.7 24.4 234
RP2F03 105 105 104 104 10.8 213 22.0 19.5 21.0 213
RP2F04 10.7 10.7 106 10.7 10.2 26,5 26.6 25.7 254 240
Mean 10.2 10.3 10.3 10.3 10.2 240 245 233 241 22.9
S.D. 0.6 04 0.3 0.5 04 2.1 20 2.7 21 1.2
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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative o Start Date

Low
TM5509 Fib Fib Fib Fib Fib
2
mg/kg/day (mgldL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
-1 1 2 3 4
RP2F01 | 177.8 190.8 172.5 192.6 188.2
RP2F02 | 18238 2229 208.8 2254 2136
RP2F03 | 130.7 1459 144.8 140.7 134.0
RP2F04 | 150.1 180.4 187.2 182.0 186.5
Mean | 1604 185.0 178.3 185.2 180.6
S.D. 244 317 26.9 349 334
N 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
Low-Mid
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
6 .
mg/kg/day (10%6/uL) | (10%6/uL) | (10%6/ul) | (1076/uL) | (1076/uL) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 5.60 5.20 5.1 5.05 5.00 14.6 13.6 134 13.0 127
RP3F02 6.04 5.17 531 517 5.36 140 119 12.3 12.0 123
RP3F03 5.88 545 5.50 5.35 5.55 13.6 123 124 11.9 12.5
RP3F04 6.05 5.36 5.36 5.51 547 14.6 129 13.1 133 131
Mean 5.89 5.30 5.32 5.27 5.35 14.2 12.7 12.8 126 127
S.D. 0.21 0.13 0.16 0.20 0.24 0.5 0.7 0.5 0.7 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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Low-Mid
TM5509 HCT HCT HCT HCT HCT MCV MCv MCV MCV MCV
6 .
mg/kg/day (%) (%) (%) (%) (%) (i) (iL) (L) (L) (fL)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 458 4.7 4.2 40.7 413 818 80.3 80.5 80.6 82.6
RP3F02 484 40.2 420 447 425 80.2 778 79.0 80.6 794
RP3F03 440 40.0 409 40.2 43.0 748 735 74.2 75.2 774
RP3F04 48.0 423 41.0 438 432 794 78.9 76.4 79.5 78.9
Mean 46.6 411 413 416 425 79.1 77.6 7.5 79.0 79.6
S.D. 2.0 11 0.5 16 0.9 3.0 2.9 2.8 26 2.2
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 ’

Low-Mid
TM5509 MCH MCH MCH MCH MCH MCHC | MCHC | MCHC | MCHC | MCHC
6
mg/kg/day (pg) (rg) (pg) (p9) (pg) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
4 1 2 3 4 1 1 2 3 4
RP3FO1 [ 26.1 26.2 26.2 258 254 319 326 325 32.0 30.7
RP3FO2 [ 232 23.1 23.1 23.2 229 28.9 29.7 293 2.8 2.9
RP3FO3 | 23.1 226 226 223 226 30.9 308 304 29.6 29.1
RP3FO4 |  24.1 2.1 24 2.1 24.0 303 306 319 30.3 304
Mean | 24.1 2.0 2.1 239 237 305 30.9 310 302 2038
sD.| 14 16 16 15 13 13 12 14 14 0.9
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 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Low-Mid
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
6
mg/kg/day (%) (%) (%) (%) (%) (1079/L) (1079/L) (10%/1L) (1079/L) (1091L)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 1.2 1.8 15 17 2.6 66.5 93.4 79.2 87.3 131.7
RP3F02 1.2 26 3.6 2.3 24 747 134.7 192.6 118.7 125.9
RP3F03 11 0.5 0.9 0.9 1.5 61.9 275 50.9 48.3 81.2
RP3F04 0.9 1.9 1.9 26 24 53.9 101.6 103.1 140.7 132.6
Mean 1.1 1.7 2.0 1.9 2.2 64.3 89.3 106.5 98.8 117.9
S.D. 0.1 0.9 1.2 0.8 0.5 8.7 449 61.3 401 24.6
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 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low-Mid
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
6
mg/kg/day (10A3/uL) | (10A3/uL) | (10°3/ul) | (1073/uL) | (10%3/ul) | (10M3/uL) | (10°3/uk) | (10°3/uL) | (1073/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 403 403 431 377 332 8.10 6.92 8.47 6.64 7.59
RP3F02 465 427 451 450 413 10.56 11.06 14.29 10.41 11.28
RP3F03 359 344 306 255 249 8.69 5.15 6.26 6.06 6.65
RP3F04 305 328 338 346 324 9.51 732 5.56 9.75 10.64
Mean 383 376 382 357 330 9.22 7.61 8.65 8.22 9.04
S.D. 68 a7 70 81 67 1.07 248 3.96 218 2.27
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

Low-Mid
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph %Lymph %Lyrph %Lymph %Lymph
6
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 36.3 39.9 40.8 434 36.5 59.6 55.6 54.6 53.1 59.5
RP3F02 301 27.6 47.8 38.8 345 59.6 61.0 437 50.5 55.0
RP3F03 | 495 212 316 48.7 224 448 729 62.8 472 72.0
RP3F04 | 54.0 348 26.0 60.9 39.6 413 60.3 68.4 34.1 544
Mean | 425 30.9 36.6 48.0 33.3 51.3 62.5 57.4 46.2 60.2
S.D. 11.2 8.2 9.7 95 75 9.7 74 10.7 8.4 8.2
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

Low-Mid
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
6 .
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 28 28 3.1 27 26 0.8 0.6 05 0.2 0.6
RP3F02 35 4.0 341 37 37 5.9 6.3 47 6.0 6.0
RP3F03 43 45 45 3.2 36 0.1 0.1 0.4 0.3 0.6
RP3F04 3.5 35 39 4.1 41 04 - 0.9 11 0.5 1.3
Mean 35 3.7 3.7 34 35 1.8 20 1.7 1.8 2.1
S.D. 06 0.7 0.7 0.6 0.6 27 29 2.0 2.8 26
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

Low-Mid
TM5509 %Baso %Baso %Baso %Baso %Baso %LUC %LUC %LUC %LUC %LUC
6
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 0.2 05 04 0.2 0.2 04 06 0.6 04 0.5
RP3F02 0.4 04 0.3 04 0.3 04 06 04 0.5 0.5
RP3F03 0.6 04 0.3 0.3 04 0.8 0.8 04 04 1.0
RP3F04 0.3 0.2 0.2 0.2 0.3 0.5 S 03 0.4 0.2 0.3
Mean 0.4 0.4 0.3 0.3 0.3 C 05 0.6 0.5 0.4 0.6
S.D. 0.2 0.1 0.1 0.1 0.1 0.2 0.2 0.1 0.1 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 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low-Mid
TM5509 #Neut #Neut #Neut #Neut #Neut #lymph | #Lymph | #lymph | #ymph | #Lymph
6
mg/kg/day (103/ul) | (10%3/uL) | (1073/uL) | (1073/uL) | (10A3/uL) | (10%3/uL) | (10°3/uL) | (1073/pl) | (1073/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 2.94 2.76 3.46 2.88 2.77 483 3.84 4.63 3.52 4.52
RP3F02 | 3.18 3.08 6.84 4,04 3.89 6.30 6.75 6.24 5.26 6.20
RP3F03 | 4.30 1.09 1.98 2.95 149 3.89 3.75 393 2.86 479
RP3F04 | 5.14 2.55 144 5.94 4.21 393 441 3.80 3.32 5.78
Mean | 3.89 2.37 343 3.95 3.09 474 469 465 3.74 5.32
SD.| 1.02 0.88 243 1.43 1.23 1.13 141 1,12 1.05 0.80
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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low-Mid
TM5509 #Mono #Mono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
6
mg/kg/day (1073/uL) | (1073/uL) | (1073/uL) | (10%3/uL) | (10%3/uL) | (1073/uL) | (1073/uL) | (10°3/uL) | (1073/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 0.22 0.20 0.26 0.18 0.20 0.06 0.04 0.04 0.01 0.04
RP3F02 0.37 045 044 0.39 042 0.62 0.70 0.67 0.63 0.67
RP3F03 0.37 0.23 0.28 0.19 0.24 0.01 0.01 0.02 0.02 0.04
RP3F04 0.33 0.25 0.22 0.40 0.44 0.04 0.07 0.06 0.04 0.14
Mean 0.32 0.28 0.30 0.29 0.33 0.18 0.21 0.20 0.18 0.22
S.D. 0.07 0.11 0.10 0.12 0.12 0.29 0.33 0.32 0.30 0.30
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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Low-Mid
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #LUC #LUC #LUC
6
mg/kg/day (1037uL) | (10°3/uL) | (103/uL) | (10°3/uL) | (103/uL) | (103/uL) | (10°3/ul) | (10°3/uL) | (1073/ul) | (1073/uL)
-1 1 2 3 4 - 1 2 3 4
RP3FO1 | 0.02 0.04 0.03 0.01 0.02 0.03 0.04 0.05 0.03 0.04
RP3F02 | 0.04 0.04 0.04 0.04 0.03 0.05 0.07 0.0 0.06 0.06
RP3F03 | 0.05 0.02 0.02 0.02 0.02 0.07 0.04 0.02 0.02 0.06
RP3F04 |  0.03 0.02 0.01 0.02 0.03 0.05 0.02 0.02 0.02 0.04
Mean | 0.04 0.03 0.03 0.02 0.03 0.05 0.04 0.04 0.03 0.05
sD.| o001 0.01 0.01 0.01 0.01 0.02 0.02 0.02 0.02 0.01
N 4 4 4 4 4 4 4 4 4 4
354



144

TK13152

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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low-Mid
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
6
mg/kg/day (s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
-1 1 2 3 4 -1 1 2 3 4
RP3F01 9.8 10.1 10.2 10.1 10.3 22.3 238 224 226 22.7
RP3F02 9.5 9.3 9.3 9.3 9.6 25.6 254 24.9 26.0 25.7
RP3F03 9.6 9.9 10.2 104 9.9 20.7 218 209 213 213
RP3F04 9.8 9.3 9.6 9.6 9.4 236 241 237 237 233
Mean 9.7 9.7 9.8 9.9 9.8 231 238 23.0 234 233
S.D. 0.1 0.4 0.5 0.5 04 241 1.5 1.7 20 1.8
N 4 4 4 4 4 4 4 4 4 4

355

Page: 38



GEY

TK13152 Page: 39
A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

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

Low-Mid
TM5509 Fib Fib Fib Fib Fib
6
mg/kg/day (mg/dL) (mg/dL) (mg/dl) | (mg/dl) | (mg/dL)
-1 1 2 3 4
RP3FO1 ] 1715 1725 166.7 166.7 180.0
RP3F02 | 153.7 1771 177.1 185.4 171.0
RP3F03 | 156.2 1514 144.8 146.9 176.9
RP3F04 | 1828 236.1 2024 208.8 205.1
Mean | 166.1 184.3 172.8 177.0 183.3
sD.| 137 36.3 239 26.4 15.0
N 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
Mid
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
20
mg/kg/day (10%6/uL) | (10%6/uL) | (10%6/uL) | (10%/uL) | (10%6/ul) (g/dL) {g/dL) (g/dL) (g/dL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP4F01 6.20 5.61 5.62 5.38 547 15.1 13.8 135 13.2 133
RP4F02 5.72 5.22 5.05 5.20 542 13.8 12.7 12,2 12.6 13.1
RP4F03 5.59 5.13 5.29 5.13 5.52 135 12.2 123 121 12.9
RPAF04 6.31 5.91 5.85 5.70 5.80 13.9 13.1 13.2 126 13.0
Mean 5.96 547 545 5.35 5.55 141 129 12.8 12.6 13.1
S.D. 0.35 0.36 0.35 0.25 0.17 0.7 0.6 0.6 04 0.2
N 4 4 4 4 4 4 4 4 4 4

357

Page: 40



LEY

Sex: Female Week(s) Relative to Start Date

TK13152

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

Appendix6  Hematology (females)

Mid
TM5509 HCT HCT HCT HCT HCT McV McV Mcv MCV MCV
20
mg/kg/day (%) (%) (%) (%) (%) (i) (fL) (i) (L) (i)
- 1 2 3 4 -1 1 2. 3 4
RP4FO1 |  48.3 430 435 4“7 435 778 765 73 776 796
RPAF02 | 49.6 424 414 427 46.1 86.7 81.1 81.8 82.2 85.0
RPAF03 | 447 400 415 407 45.0 80.0 78.0 784 793 815
RP4F04 |  47.1 42.7 423 426 4.5 746 724 723 747 766
Mean | 474 420 422 419 448 79.8 769 775 785 80.7
sD.| 21 14 1.0 0.9 11 5.1 37 3.9 3.1 35
N 4 4 4 4 4 4 4 4 4 4
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A 4-Week Oral Dose Toxicity Study of TM5508 in Cynomolgus Monkeys

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

Mid
TMS5509 MCH MCH MCH MCH MCH MCHC | MCHC | MCHC | MCHC MCHC
20
mg/kgiday (pg) (pg) (pg) (pg) (pg) (g/dL) (g/dL) (g/dL) (grdL) (g/dL)
- 1 2 3 4 - 1 2 3 4
RPAFOT | 244 24.2 24.0 25 2.2 313 316 310 316 30.5
RP4F02 |  24.1 244 241 22 241 278 30.1 295 29.5 284
RPAF03 | 24.1 238 23 236 234 30.1 305 28 27 28.7
RP4FO4 | 221 22.1 25 22.1 223 26 307 312 295 29.1
Mean | 23.7 236 25 236 235 29.7 30.7 304 30.1 29.2
sD.| 11 1.0 0.7 1.1 0.9 15 0.6 0.9 10 0.9
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 6  Hematology (females)
Sex: Female Week(s) Relative fo Start Date

Mid :
TM5509 %Retic %Retic Y%Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
20 i
mg/kg/day (%) (%) (%) (%) (%) (10ML) | (10%0ML) | (10MOML) | (10%9M) | (10%91L)
-1 1 2 3 4 -1 1 2 3 4
RP4F01 0.5 13 1.8 14 2.0 314 71.2 103.7 75.9 108.8
RP4F02 1.6 13 2.2 2.0 3.2 92.7 705 109.2 102.2 172.0
RP4F03 0.8 14 241 2.6 24 43,0 70.3 1121 132.3 133.3
RP4F04 1.3 0.9 1.1 2.2 1.8 - 814 514 64.0 126.2 101.7
Mean 1.1 1.2 1.8 21 2.4 62.1 65.9 97.3 109.2 129.0
S.D. 05 0.2 0.5 0.5 0.6 29.5 9.6 224 257 317
N 4 4 4 4 4 4 4 4 4 4
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