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

Mid
TM5509 MCH MCH MCH MCH MCH MCHC | MCHC | MCHC | MCHC | MCHC
20
mg/kg/day (pg) (pg) (pg) (pg) (ng) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
4 1 2 3 4 A 1 2 3 4
RPAMOT | 244 239 243 24.0 238 30.1 30.2 29.2 304 30.0
RPAM02 | 253 25.1 254 249 2%.7 319 319 319 30.6 30.7
RPAMO3 | 244 24,0 237 239 236 31.2 309 303 311 310
RPAMO4 | 257 256 257 25.7 255 30.1 314 308 30.7 30.2
Mean | 25.0 2%.7 2.8 2.6 244 30.8 310 306 30.7 30.5
sb.| o7 08 09 0.8 09 0.9 07 1.1 03 05
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

Mid
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
20
mg/kg/day (%) (%) (%) (%) (%) (10%/L) | (10°M) | (10%A) | (10%91) | (10%L)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 13 26 19 1.8 1.6 7241 143.2 106.1 99.1 90.5
RP4MO02 0.9 2.1 2.2 2.6 1.7 483 108.2 106.5 1355 89.3
RP4MO03 0.8 2.1 18 15 14 422 106.0 93.0 76.8 76.9
RP4MO4 14 18 2.2 2.1 2.8 83.3 92.2 1144 112.2 143.3
Mean 11 2.2 2.0 2.0 19 61.5 1124 105.0 105.9 100.0
S.D. 0.3 0.3 0.2 0.5 0.6 194 217 8.9 24.6 29.5
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

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

Mid
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
20
m/kg/day (1073/L) | (10%3/L) | (10%30) | (10°3/L) | (103Ml) | (10M3AL) | (10°3L) | (10%3AuL) | (10°/uL) | (10°3/uL)
4 1 2 3 4 4 1 2 3 4
RP4MO1 | 394 370 429 350 385 12,50 7.68 10.28 9.72 10.93
RPaM02 | 304 275 301 280 291 970 | 1190 10.49 9.72 9.45
RPAMO3 | 383 302 399 410 359 8.11 10.81 13.13 10.19 1219
RPAMO4 | 402 381 410 408 404 12.93 8.74 13.66 1057 11.08
Mean | 371 332 385 362 360 1081 9.78 1189 10.05 1091
sD.| 45 52 57 61 49 2.30 192 175 0.41 113
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
Mid
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph
20
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 442 309 26.8 34.8 341 50.6 63.3 66.5 60.0 60.7
RP4M02 28.3 438 234 21.0 18.4 68.1 51.9 727 75.3 771
RP4MO03 285 479 484 414 478 66.6 484 48.2 55.4 49,5
RP4M04 47 52.9 52.9 423 50.0 50.3 426 424 52.9 458
Mean 36.4 43.9 379 34.9 37.5 58.9 51.6 575 60.9 58.3
S.D. 9.3 9.4 14.9 9.8 145 9.8 8.7 145 10.0 141
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

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

Mid
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
20
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RPAMO1 34 40 48 34 35 0.9 0.9 1.0 0.8 0.8
RP4M02 2.6 3.3 25 2.3 3.3 0.2 0.1 0.3 0.3 0.4
RP4MO3 3.8 2.8 2.5 24 2.2 0.3 04 0.3 04 0.2
RP4M04 37 35 3.8 3.7 3.7 05 0.3 0.3 0.3 0.1
Mean 34 34 34 3.0 3.2 0.5 04 0.5 0.5 04
S.D. 05 0.5 1.1 0.7 0.7 0.3 0.3 0.4 0.2 0.3
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

Mid .
TM5509 %Baso %Baso %Baso %Baso %Baso %LUC %LUC %LUC %LUC %LUC
20
mg/kg/day (%) (%) (%) (%) (%) (%) . (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 0.4 0.3 0.5 05 04 05 0.6 04 0.6 0.5
RPAMO02 0.3 0.3 0.3 0.4 0.3 05 05 0.8 0.7 0.6
RP4M03 0.2 0.2 0.3 0.2 0.2 0.4 04 04 0.3 0.3
RP4M04 04 0.2 0.3 0.3 0.2 04 0.4 0.4 0.5 0.2
Mean 0.3 0.3 04 0.4 0.3 0.5 - 05 0.5 05 0.4
S.D. 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.2 0.2 0.2
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

Mid
TM5509 #Neut #Neut #Neut #Neut #Neut #L.ymph #Lymph #Lymph #Lymph #Lymph
20
mg/kg/day (10°3/L) | (10A3AuL) | (10A3AL) | (10M3/uL) | (10A3AL) | (10°3Aul) | (10%3/uL) | (10%3AuL) | (10M3uL) | (10°3/L)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 5.52 2.37 2.76 3.39 372 6.32 4.86 6.83 5.83 6.63
RP4M02 2.75 522 245 2.04 1.74 6.60 6.18 7.63 7.32 7.28
RP4MO03 2.31 517 6.36 422 5.80 540 523 6.33 5.64 6.03
RP4M04 5.78 463 7.23 447 5.54 6.51 3.73 5.79 5.59 5.07
Mean 4.09 435 470 3.53 420 6.21 5.00 6.65 6.10 6.25
S.D. 1.81 1.35 245 1.10 1.88 0.55 1.01 0.78 0.82 0.94
N 4 4 4 4 4 4 4 3 4 4
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Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Mid
TM5509 #\Mono #\Mono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
20
mg/kg/day (1073/uL) | (10A3/uL) | (10%3/uL) | (1073/uL) | (1073/uL) | (10%3/ul) | (10%3/uk) | (1073/ul) | (1073/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 0.43 0.31 0.50 0.33 0.38 0.12 0.07 0.10 0.07 0.09
RP4MO02 0.25 0.39 0.26 0.23 0.31 0.02 0.01 0.03 0.03 0.04
RP4M03 0.31 0.31 0.32 0.24 0.27 0.03 0.04 0.04 0.04 0.02
RP4M04 0.48 0.30 0.52 0.39 0.41 0.06 0.03 0.04 0.03 0.02
Mean 0.37 0.33 0.40 0.30 0.34 0.06 0.04 0.05 0.04 ’ 0.04
S.D. 0.1 0.04 0.13 0.08 0.06 0.05 0.03 0.03 0.02 0.03
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

Mid
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #LUC #LUC #LUC
20
mg/kg/day (1073/ul) | (1073/uL) | (10A3/uL) | (10A3/uL) | (1073fuL) | (1073/uL) | (1073/uL) | (10%3/uL) | (10°3/uL) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP4MO01 0.05 0.02 0.05 0.04 0.04 0.06 0.05 0.04 0.06 0.05
RP4M02 0.03 0.03 0.04 0.04 0.03 0.05 0.06 0.09 0.07 0.05
RP4M03 0.02 0.02 0.04 0.02 0.03 0.04 0.04 0.05 0.03 0.04
RP4M04 0.05 0.02 0.04 0.04 0.02 0.05 0.04 0.05 0.05 0.03
Mean 0.04 0.02 0.04 0.04 0.03 0.05 0.05 0.06 0.05 0.04
S.D. 0.02 0.01 0.00 0.01 0.01 0.01 0.01 0.02 0.02 0.01
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
Mid
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
20
mg/kg/day (s) (s) (s) (s) (s) (s) (s) (s) (s) (s)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 9.9 9.9 9.7 10.3 10.1 21.2 216 21.2 214 215
RPAM0O2 | 105 14 10.9 111 11.0 237 24.5 23.7 24.1 24.5
RPAMO3 | 103 10.2 10.3 104 10.6 253 244 25,0 25.0 246
RP4M04 9.6 9.9 94 9.9 10.0 236 240 234 234 23.8
Mean | 101 10.4 10.1 10.4 10.4 235 236 233 235 236
S.D. 04 0.7 0.7 0.5 05 1.7 14 1.6 15 14
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
TM5509 Fib Fib Fib Fib Fib
20
mg/kg/day (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
-1 1 2 3 4
RP4MO1 | 2105 267.8 236.1 2156 2253
RP4MO02 | 156.2 2024 188.9 185.4 183.2
RPAMO03 | 184.6 236.1 213.3 213.3 2114
RP4MO4 | 208.3 2254 2204 213.3 218.2
Mean | 189.9 232.9 2147 206.9 209.5
S.D. 253 27.2 19.6 14.4 18.4
N 4 4 4 4 4
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Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Mid-High
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
80
mg/kg/day (10%/uL) | (10%/L) | (10%6/uL) | (10%6/L) | (10%6L) | (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
4 1 2 3 4 K] 1 2 3 4
RP5MO1 | 569 5.14 492 4.99 5.20 133 - | 122 118 120 125
RP5M02 | 7.03 6.16 5.94 5.91 5.74 142 127 121 12.1 1.8
RP5M03 |  5.74 5.08 498 5.11 5.04 147 13.1 12.8 13.1 13.1
RP5MO4 | 6.05 565 561 5.70 5.74 138 13.1 126 13.1 13.1
Mean | 6.13 5.51 5.36 5.43 5.43 140 128 123 1256 126
sD.| 062 0.50 0.50 0.45 0.36 06 04 05 06 06
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

Mid-High
TM5509 HCT HCT HCT HCT HCT MOV | Mcv MCV Mcv MCV
80
mg/kg/day (%) (%) (%) (%) (%) w | (f) (i) ()
R] 1 2 3 4 R 1 2 3 4
RPSMOT | 425 384 375 391 412 747 747 76.1 78.3 793
RPSMO2 |  51.2 4“7 429 443 409 729 726 72.2 749 713
RPSMO3 | 48.8 422 415 434 420 8.0 83.1 834 844 | 833
RPSMO4 | 44.2 413 422 435 43.2 730 734 75.2 76.3 75.3
Mean | 467 1.7 410 425 418 76.4 59 | 787 785 7.3
sp.| 40 26 24 23 10 58 49 48 42 5.2
O 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

Mid-High
TM5509 MCH MCH MCH MCH MCH MCHC. | MCHC | MCHC | MCHC | MCHC
80
mg/kg/day (pg) (pg) (pg) (pg) (pg) (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
- 1 2 3 4 ] 1 2 3 4
RP5MO1 | 23.4 23.7 24.0 24.1 2.0 313 31.7 315 30.8 30.3
RP5M02 | 202 207 203 205 206 27.8 285 28.2 274 28.8
RP5M03 | 256 25.8 258 257 259 30.1 310 309 30.5 31.1
RP5MO4 | 22.8 232 225 23.0 229 313 3.7 299 30.1 304
Mean | 230 234 232 233 234 301 | 307 30.1 29.7 30.2
sp.| 22 2.1 23 22 2.2 17 15 14 16 | 10
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

Mid-High
TM5509 %Retic %Retic %Retic %Retic %Retic -#Retic #Retic #Retic #Retic #Retic
80
mg/kg/day (%) (%) (%) (%) (%) (10%9/L) (10%9/L) (10M1L) (10°9/L) (10%/L)
-1 1 2 3 4 -1 1 2 3 4
RP5MO1 0.8 25 2.2 2.2 19 458 1305 105.9 110.3 101.3
RP5M02 0.9 24 1.0 16 09 59.9 129.3 58.6 92.1 53.9
RP5M03 1.1 2.0 24 24 21 61.5 100.0 121.0 1238 107.5
RP5M04 1.8 2.2 2.5 2.2 2.0 1076 | 1218 142.5 125.5 116.6
Mean 1.2 2.2 2.0 21 1.7 68.7 120.4 107.0 1129 94.8
S.D. 05 0.2 0.7 0.3 0.6 26.9 141 35.6 155 28.0
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

Mid-High
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
80 ‘
mg/kg/day (10%3/uL) | (10°3/uL) | (103L) | (10°3L) | (10°3L) | (10M3L) | (10°3AL) | (10°3/uL) | (10°3/uL) | (10°3/uL)
4 1 2 3 4 1 1 2 3 4
RP5MO1 | 450 456 506 476 522 9.71 7.25 723 5.81 6.76
RP5M02 | 460 450 506 507 436 1092 8.70 8.96 1178 8.96
RP5MO3 | 434 438 442 399 421 13.74 6.60 1140 9.32 7.38
RP5MO4 | 697 425 443 430 452 10.69 8.41 9.43 8.43 1053
Mean | 510 442 474 453 458 121 774 9.26 8.84 8.41
sD.| 125 14 37 48 45 173 0.98 171 246 169
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 %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph

80

mg/kg/day (%) (%) (%) (%) {%) {%) (%) (%) (%) (%)

-1 1 2 3 4 -1 1 2 3 4
RP5MO1 314 48.1 431 311 315 60.0 46.0 49.7 57.8 59.9
RP5M02 222 468 323 52.8 373 733 495 63.0 447 58.9
RP5M03 32.2 431 53.8 56.5 474 64.5 - 543 438 42,0 504
RP5M04 23.6 29.5 23.2 244 23.2 714 66.2 714 71.9 71.8
Mean 274 41.9 38.1 41.2 34.9 67.3 ’ 54.0 57.0 541 60.3
S.D. 5.2 8.5 13.3 15.8 10.2 6.2 8.8 12.5 137 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

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

Mid-High
TMb508 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
80
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP5M01 5.1 4.1 41 4.2 3.6 22 1.0 19 5.0 37
RP5M02 2.8 28 29 14 25 0.6 0.3 0.5 0.4 04
RP5M03 1.8 2.0 1.7 1.0 14 0.3 0.1 0.1 0.1 0.3
RP5M04 2.7 2.8 3.0 2.3 3.2 15 038 15 0.6 1.0
Mean 3.1 2.9 2.9 2.2 27 1.2 0.6 1.0 15 1.4
S.D. 14 0.9 1.0 14 1.0 0.9 04 0.8 2.3 1.6
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 )

Mid-High
TM5509 %Baso | %Baso | %Baso | %Baso | %Baso | %LUC | %LUC | %LUC | %LUC | %LUC
80
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
A 1 2 3 4 4 1 2 3 4
RPSMO1 | 04 0.2 03 03 0.4 10 05 09 16 10
RPSMO2 | 0.4 04 05 0.3 03 056 03 08 0.4 06
RP5MO3 | 06 03 03 02 02 06 02 02 02 03
RPS5MO4 | 0.4 02 04 03 03 04 0.4 04 05 0.6
Mean| 05 03 0.4 03 03 07 0.4 06 07 06
sp.| o4 0.1 0.1 0.0 0.1 0.3 0.1 0.3 06 0.3
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

Mid-High
TM5509 #Neut #Neut #Neut #Neut #Neut #Lymph #Lymph #Lymph #Lymph #Lymph
80
mg/kg/day (10M3/UL) | (10°3/uL) | (1073Mul) | (10M3ful) | (10°3/L) | (10°3/u) | (10M3ML) | (10°3/) | (10%3/L) | (10434
-1 1 2 3 4 -1 1 2 3 4
RP5M01 3.05 349 3.12 1.81 213 5.82 . 3.34 3.60 3.36 4.05
RP5M02 243 4.07 2.89 6.22 3.34 8.01 4.31 5.65 527 5.28
RP5M03 | 443 2.84 6.13 5.26 3.50 8.86 3.58 5.00 391 3.72
RP5M04 253 248 219 2.06 245 764 557 6.73 6.06 7.56
Mean 3N 3.22 3.58 3.84 2.86 7.58 4.20 525 4.65 5.15
S.D. 0.92 0.70 1.74 223 0.67 1.28 1.00 1.31 124 1.74
N 4 4 4 4 4 4 4 4 4 4
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