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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

Control

0.5%CMC-Na %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
(%) (%) (%) (%) (%) (10%91) | (10%) | (10°9L) | (10%9l) | (10%0L)

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

RPIFOT| 10 29 25 26 31 625 | 1642 | 1455 | 1452 | 1806

RP1F02 1.3 2.1 21 1.9 2.1 69.0 1104 115.7 104.0 115.2

RP1F03 1.1 21 21 2.0 21 63.5 110.3 1141 110.7 1213

RP1F04 0.8 1.9 15 1.3 1.7 49.8 103.6 86.0 714 94.1

Mean 1.1 2.3 2.1 2.0 23 61.2 1221 115.3 1078 127.8

S.D. 0.2 0.4 04 0.5 0.6 8.1 28.2 243 30.3 371

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

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

Control
0.5%CMC-Na PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
(10%3/uL) | (10%3/pL) | (1073/uL) | (103fuk) | (10°3/uk) | (10%3/uL) | (10%3/ul) | (10%3/ul) | (10%3/ul) | (1073/uL)

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

RP1F01 375 400 392 354 369 10.60 7.29 13.02 9.06 7.93

RP1F02 510 489 476 471 472 6.66 7.24 14.79 7.27 10.63

RP1F03 252 243 248 255 237 6.90 745 8.05 6.46 6.76

RP1F04 337 373 399 350 358 7.74 9.14 7.82 9.34 9.15

Mean 369 376 379 358 359 7.98 7.78 10.92 8.03 8.62

S.D. 107 102 95 88 96 1.81 0.91 3.52 1.39 1.66

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

Appendix6  Hematology (females)
Sex: Female 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
RP1F01 39.1 332 50.1 521 354 57.3 62.1 46.2 446 60.0
RP1F02 501 413 61.3 63.9 55.1 438 505 324 30.3 38.1
RP1F03 23.0 23.9 274 38.6 251 714 71.0 68.1 55.7 70.3
RP1F04 50.1 426 46.2 65.7 444 440 51.2 46.8 29.8 49.3
Mean 406 353 46.3 55.1 40.0 541 58.7 48.4 401 544
S.D. 12.8 8.6 141 12,5 12.8 131 9.8 , 147 125 13.9
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 '

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
RP1F01 2.3 3.3 2.8 25 3.2 0.5 0.6 04 0.1 0.6
RP1F02 46 5.6 46 38 43 1.0 241 1.2 14 2.2
RP1F03 2.8 3.0 2.6 3.6 2.8 20 14 1.1 1.2 1.2
RP1F04 3.8 40 5.1 3.6 44 1.2 15 15 04 14
Mean 34 4.0 3.8 34 137 1.2 14 11 0.8 14
S.D. 1.0 1.2 13 0.6 0.8 0.6 0.6 0.5 0.6 0.7
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 6  Hematology (females)
Sex: Female 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
RP1F01 0.4 0.2 0.3 0.3 0.3 04 0.5 - 0.2 04 0.5
RP1F02 0.3 0.2 0.3 0.2 0.2 0.2 0.2 0.3 0.4 0.2
RP1F03 0.5 0.3 04 04 0.2 04 0.5 04 05 0.4
RP1F04 0.3 0.2 0.2 0.1 0.1 0.6 0.5 0.2 0.3 0.4
Mean 04 0.2 0.3 0.3 0.2 0.4 04 03 04 0.4
S.D. 0.1 0.1 0.1 0.1 0.1 072 0.2 0.1 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 Cynomoigus Monkeys

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

Control

0.5%CMC-Na #Neut #Neut #Neut #Neut #Neut #lymph | #lymph | #lymph | #lymph | #Lymph
(10%3/uL) | (10°3AL) | (10°3ML) | (10°3L) | (10%3L) | (10°3L) | (10M3L) | (10%3L) | (10%3L) | (10M3/uL)

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

RP1F01 414 242 6.52 4.72 2.81 6.08 453 6.01 4.04 4.76

RP1F02 3.34 2.99 9.07 485 5.85 2,92 3.66 4.79 2.21 4.04

RP1F03 1.59 1.78 2.21 249 1.69 4.92 5.29 548 3.60 475

RP1F04 3.88 3.89 3.61 6.14 4,06 3.41 468 3.66 2.78 452

Mean 3.24 2.77 5.35 450 3.60 433 454 499 3.16 4,52

S.D. 1.15 0.90 3.06 1.51 1.78 1.44 0.67 1.01 0.82 0.34

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

Control
0.5%CMC-Na #\lono #Vono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
(10°3/0L) | (10%3AL) | (10M3ML) | (10°3/uL) | (10°3MuL) | (10°3MuL) | (10°3/uL) | (10%3ML) | (10°34L) | (10°3/uL)

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

RP1F01 0.24 0.24 0.37 0.22 0.26 0.05 0.05 0.05 0.01 - 0.05

RP1F02 0.30 041 0.68 0.28 0.45 0.07 0.15 0.18 0.10 0.24

RP1F03 0.20 0.22 0.21 0.23 0.19 0.14 0.10 0.08 0.08 0.08

RP1F04 0.29 0.37 0.40 0.34 0.40 0.09 0.13 0.1 0.04 0.13

Mean 0.26 0.31 042 0.27 0.33 0.09 0.1 0.1 0.06 0.13

S.D. 0.05 0.09 0.20 0.06 0.12 0.04 0.04 0.05 0.04 0.08

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 #Baso #Baso #Baso #Baso #Baso #.UC #LUC #LUC #.UC #LUC
(10%3/uL) | (1073/ul) | (1073/uL) | (1073/uL) | (1073/uL) | (1073/uL) | (10M3/uL) | (1073/ul) | (1073/uL) | (10"3/uL)

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

RP1F01 0.04 0.01 0.04 0.03 0.03 0.04 0.04 0.03 0.04 0.04

RP1F02 | 0.02 0.02 0.04 0.01 0.02 0.01 0.02 0.04 0.03 0.02

RP1F03 0.03 0.02 0.03 0.03 0.02 0.03 0.03 0.03 0.03 0.03

RP1F04 | 0.02 0.02 0.01 0.01 0.01 0.04 0.04 0.02 0.03 0.03

Mean | 0.03 0.02 0.03 0.02 0.02 0.03 0.03 0.03 0.03 0.03

SD.| o001 0.01 0.01 0.01 0.01 0.01 0.01 0.01 0.00 0.01

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 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
RP1F01 9.5 9.3 9.5 9.8 9.7 222 222 220 221 222
RP1F02 938 9.9 9.8 10.1 9.8 23.9 234 222 238 232
RP1F03 9.9 95 9.9 9.9 9.8 253 255 254 252 256
RP1FO4 | 107 10.3 10.5 10.5 10.8 265 26.2 26.6 26.4 26.4
Mean | 10.0 9.8 9.9 10.1 10.0 245 243 241 244 244
S.D. 05 0.4 04 0.3 0.5 19 18 23 19 20
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

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
RP1FO1 | 1537 1854 165.3 160.0 164.1
RP1F02 | 170.0 188.9 166.7 1854 173.9
RP1F03 | 177.8 228.0 208.8 187.2 190.0
RP1F04 | 1456 196.4 155.0 172.5 180.0
Mean | 161.8 199.7 174.0 176.3 177.0
S.D. 147 194 23.8 127 109
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
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
2

mg/kg/day (10%6/uL) | (10%/uL) | (10%6/uL) | (10%6/uL) | (1076/uL) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)

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

RP2F01 549 5.18 5.30 5.20 5.38 14.0 13.2 134 13.0 13.5

RP2F02 | 534 493 5.18 487 483 134 12.2 12.9 12.1 11.9

RP2F03 | 6.50 6.16 6.29 6.03 6,07 141 1341 13.6 13.1 13.2

RP2F04 |  6.00 574 5.66 5.63 5.63 13.3 12,7 124 12.5 124

Mean | 5.83 5.50 5.61 5.43 548 13.7 12.8 13.1 12.7 12.8

SD.] 053 0.55 0.50 0.51 0.52 04 0.5 0.5 05 0.7

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

Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low
TM5509 HCT HCT HCT HCT HCT Mcv Mcv Mcv Mcv MCV
2
mg/kg/day (%) (%) (%) (%) (%) (fL) (i) (fL) (L) (L)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 438 40.3 418 42.2 441 79.8 779 785 81.2 81.9
RP2F02 | 447 43.0 442 42.8 419 83.8 87.3 85.3 87.9 86.8
RP2FO3 | 513 471 49.3 48.2 48.0 78.9 76.4 78.4 80.0 791
RP2F04 | 442 41.8 410 418 42,6 736 729 725 73.9 75.7
Mean | 46.0 43.1 440 437 442 79.0 78.6 78.7 80.8 80.9
S.D. 36 29 38 3.0 27 42 6.2 5.2 5.7 47
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 MCH MCH MCH MCH MCH MCHC MCHC MCHC MCHC MCHC
2
mglkg/day (pg) {pg) (pg) {pg) (pg) (gldL) (ghdL) (g/dL) (g/dL) (g/dL)
A 1 2 3 4 - 1 2 3 4
RP2FO1 | 255 255 252 25.0 25.1 319 327 322 30.8 307
RP2F02 |  25.1 2.8 248 249 247 30.0 284 29.1 28.3 28.5
RP2FO3 | 217 213 216 217 218 275 278 275 27 276
RP2FO4 | 221 221 219 22 2.1 30.0 30.3 302 3040 | 292
Mean | 236 234 234 235 234 29.9 20.8 298 29.1 29,0
so.| 20 20 19 17 17 18 22 2.0 17 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

Appendix8  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Low
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
2
mg/kg/day (%) (%) (%) (%) (%) (10%7L) | (10°M) | (10%/) | (10%A) | (10M0L)
K 1 2 3 4 4 1 2 3 4
RP2F01 0.7 1.7 0.9 2.9 1.1 36.0 86.3 46.9 153.1 61.7
RP2F02 1.1 5.0 3.2 3.0 2.9 57.7 248.4 163.3 1446 142.0
RP2F03 0.7 1.6 15 16 1.3 46.1 994 92.6 95.3 774
RP2F04 1.1 13 15 16 1.9 66.9 745 83.5 89.8 107.8
Mean 0.9 24 18 2.3 18 517 1272 96.6 120.7 97.2
S.D. 0.2 1.7 1.0 0.8 0.8 13.5 815 48.7 32.8 355
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
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
2
mg/kg/day (10°3/uL) | (10%3/uL) | (1073/ul) | (1073/ul) | (1073/uk) | (1073/uk) | (1073/uL) | (1073/pL) | (1073/uL) | (10%3/pL)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 506 547 514 413 407 7.40 6.14 8.81 3.69 7.54
RP2F02 469 493 508 456 438 8.98 7.88 8.69 8.40 9.42
RP2F03 382 378 416 350 324 11.23 7.55 6.76 12.12 6.98
RP2F04 368 340 336 313 312 10.26 7.37 10.63 749 8.94
Mean 431 440 444 383 370 9.47 7.24 8.72 7.93 8.22
S.D. 67 97 85 64 62 1,66 0.76 1.58 346 1.15
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 .
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph %Lymph | %Lymph | %Lymph | %Lymph
2
mg/kglday (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 51.7 325 40.9 40.0 315 45.1 63.2 53.4 56.3 63.0
RP2F02 | 45.0 357 311 535 37.0 485 58.9 63.0 423 57.9
RP2F03 | 427 264 217 61.0 24.2 517 66.6 71.0 343 68.8
RP2F04 | 616 471 55.8 49.2 42,0 338 46.7 . 3838 46.1 526
Mean 50.3 354 374 50.9 33.7 448 58.9 56.6 44.8 60.6
S.D. 85 8.7 14.6 8.8 7.6 78 8.7 13.8 9.1 6.9
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

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

Low
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
2
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 25 35 47 2.8 46 0.1 0.3 04 0.2 0.4
RP2F02 4.4 3.7 3.9 3.0 3.0 1.2 1.0 11 0.6 1.1
RP2F03 3.9 55 5.3 36 45 0.9 0.8 11 0.5 18
RP2F04 35 48 45 3.6 40 0.6 0.7 04 05 0.8
Mean 36 44 46 3.3 40 0.7 0.7 0.8 0.5 1.0
S.D. 0.8 0.8 0.6 04 0.7 0.5 0.3 04 0.2 0.6
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
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
RP2F01 0.4 0.2 0.2 0.3 0.2 0.2 0.3 0.3 0.3 0.3
RP2F02 04 0.3 0.3 0.3 0.3 0.5 04 0.6 0.3 0.6
RP2F03 04 0.3 04 0.3 0.3 04 04 0.6 0.4 0.3
RP2F04 0.3 0.2 0.2 0.2 0.3 0.2 04 0.3 04 04
Mean 0.4 0.3 0.3 0.3 0.3 0.3 04 0.5 04 0.4
S.D. 0.0 0.1 0.1 0.1 0.0 0.2 0.1 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

Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
Low :
TM5509 #Neut #Neut #Neut #Neut #Neut #Lymph #lymph #lymph #Lymph #Lymph
2
mg/kg/day (10°3/ul) | (1073/uL) | (1043/ul) | (10A3/pL) | (1073/L) | (10%3/uL) | (1073/uL) | (10%3/uL) | (10°3/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 3.83 1.99 3.61 147 2,37 3.34 3.88 471 2.08 475
RP2F02 | 4.04 2.81 2.70 4.49 349 4.36 4.64 5.48 3.56 545
RP2FO3 | 4.80 1.99 147 739 1.69 5.81 5.03 4.80 415 4.81
RP2FO4 | 6.32 347 5.93 3.68 3.75 347 345 412 345 470
Mean | 475 2.57 343 426 2.83 425 4,25 478 3.31 493
S.D. 113 0.72 1.88 245 0.96 1.14 0.72 0.56 0.88 0.35
N 4 4 4 4 4 4 4 4 4 4
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Sex: Female Week(s) Relative to Start Date

TK13152

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

Appendix6  Hematology (females)

Low
TM5509 #Mono #\Mono #Mono #\Mono #Mono #Eos #Eos #Eos #Eos #Eos
2
mg/kg/day (10%3/L) | (10°3/L) | (10°3/L) | (10°3/uL) | (10%3/uL) | (10°3uL) | (10M3/L) | (10M3AuL) | (10M3/L) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP2F01 0.19 0.21 042 0.10 0.35 0.00 0.02 0.04 0.01 0.03
RP2F02 0.39 0.29 0.34 0.26 0.29 0.11 0.08 0.09 0.05 0.11
RP2F03 0.44 0.41 0.36 043 0.31 0.10 0.06 0.07 0.06 0.12
RP2F04 0.35 0.36 047 0.27 0.36 0.06 0.05 0.05 0.04 0.07
Mean 0.34 0.32 040 0.27 0.33 0.07 0.05 0.06 0.04 0.08
S.D. 0.1 0.08 0.06 0.13 0.03 0.05 0.03 0.02 0.02 0.04
N 4 4 4 4 4 4 4 4 4 4
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