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

Low
TM5509 #Neut #Neut #Neut #Neut #Neut #Lymph #Lymph #Lymph #Lymph #Lymph
2
mg/kg/day (10A3/uL) | (1073/uL) | (10°3/uL) | (1073/uL) | (1073/uL) | (1073/uL) | (10A3/uL) | (1073/uL) | (10M3/uL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 1.25 1.35 1.63 1.92 2.54 937 | 646 6.55 6.55 5.91
RP2M02 5.85 5.82 2.20 1.70 411 465 2.64 282 2.09 2.28
RP2M03 201 489 2.51 287 4,20 6.81 7.35 8.77 7.15 8.08
RP2M04 1.94 2.33 2.86 1.69 246 422 3.69 532 3.86 4,94
Mean | 276 3.60 2.30 2.05 3.33 6.26 5.04 5.87 491 5.30
S.D. 2.09 210 0.52 0.56 0.96 2.36 2.23 248 2.36 240
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 #Mono #Mono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
2
mg/kg/day (10%3/ul) | (10%3/uL) | (1073/uL) | (1073/uL) | (1073/uL) | (10M3/ul) | (10°3/uL) | (10M3/ul) | (10%3/uk) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP2M01 0.34 0.24 0.28 0.29 0.36 0.15 0.10 0.10 0.12 0.11
RP2M02 0.36 0.23 0.18 0.15 044 0.08 0.03 0.05 0.02 0.02
RP2M03 048 0.61 0.49 0.58 0.57 0.24 0.14 0.16 0.10 0.10
RP2M04 0.21 0.19 0.26 0.15 0.26 0.01 0.00 0.02 0.00 0.01
Mean 0.35 0.32 0.30 0.29 041 0.12 0.07 0.08 0.06 0.06
S.D. 0.11 0.20 0.13 0.20 0.13 010 - 0.06 0.06 0.06 0.05
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 #Baso #Baso #Baso #Baso #Baso #UC | #LUC #LUC #LUC #L.UC
2
mglkg/day (1073/uL) | (1073/uk) | (1073fuk) | (1073/uL) | (10°3/uL) | (10%3/uL) | (10%3/uL) | (10%3ful) | (10°3/uL) | (10"3AL)
-1 1 2 3 4 -1 1 2 3 4
RP2MO1 0.06 0.03 0.03 0.03 0.04 012 0.07 0.08 0.05 0.09
RP2M02 | 0.05 0.02 0.01 0.00 0.00 0.02 0.01 0.01 0.01 0.00
RP2M03 | 0.04 0.04 0.06 0.04 0.06 0.06 0.06 0.09 0.06 0.11
RP2M04 |  0.02 0.02 0.04 0.03 0.03 0.02 0.02 0.04 0.03 0.02
Mean | 0.04 0.03 0.04 0.03 0.03 0.06 0.04 0.06 0.04 0.06
S.D.| 002 0.01 0.02 0.02 0.03 0.05 0.03 0.04 0.02 0.05
N 4 4 4 4 4 4 ‘ 4 4 4 4
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TK13152

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

Appendix 5  Hematology (males)

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
RP2M01 9.6 9.8 9.7 9.9 101 218 217 20.9 217 21.7
RP2M02 10.1 10.0 10.0 10.1 9.9 224 228 222 2341 226
RP2M03 9.5 9.8 9.7 9.9 10.0 254 26.3 26.2 26.4 26.5
RP2M04 10.8 10.9 10.3 11.0 10.8 271 279 276 29.1 28.0
Mean 10.0 1041 9.9 10.2 10.2 24.2 24.7 24.2 251 247
S.D. 0.6 0.5 0.3 0.5 0.4 25 29 3.2 3.3 3.0
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

Low
TM5509 Fib Fib Fib Fib Fib
2
mg/kg/day (mgfdL) | (mg/dl) | (mgfdl) | (mg/dl) | (mg/dL)
-1 1 2 3 4
RP2MO1 | 176.2 198.4 161.3 169.6 1710
RP2M02 | 1746 171.0 161.3 169.6 176.9
RP2MO3 | 212.8 2918 255.0 238.9 254.4
RP2M04 | 1372 183.7 182.0 169.6 168.2
Mean | 175.2 211.2 189.9 186.9 1926
s.D.| 309 54.9 445 34.7 43
N 4 4 4 4 4
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Appendix 5  Hematology (males)
Sex: Male Week(s) Relative to Start Date

Low-Mid
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
6
mg/kg/day (10%/ul) | (10%6RL) | (10%/uL) | (10%/uL) | (10%6/ul) |  (gfdL) (g/dL) (gfdL) (gfdL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP3MO1 |  6.33 590 579 597 587 14.2 13.2 12.8 13.3 13.0
RP3M02 |  6.74 6.39 6.37 6.33 6.06 138 - 134 13.2 13.0 125
RP3MO03 | 5.85 578 557 568 5.71 14.9 14.7 14.2 145 14.6
RP3M04 |  6.30 5.82 6.11 6.17 6.19 14.9 138 14.3 145 14.7
Mean | 6.31 597 5.96 6.04 5.96 145 137 136 13.8 13.7
SD.| 036 0.28 0.35 0.28 0.21 0.5 0.7 0.7 0.8 1.1
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-Mid
TM5509 HCT HCT HCT HCT HCT MCV MCV MCV MCV MCV
6
mg/kg/day (%) (%) (%) (%) (%) (iL) (L) L) (L) (L)
-1 1 2 3 4 -1 1 2 3 4
RP3MO1 485 450 448 46.9 464 76.7 76.3 774 78.6 79.0
RP3M02 485 454 48.5 46.9 449 720 711 73.0 74.1 741
RP3M03 475 45.6 443 46.0 457 81.3 78.8 796 80.9 80.0
RP3MO4 | 47.8 43.8 46.0 457 46.1 759 - 75.2 75.2 744 745
Mean | 48.1 45.0 454 464 45.8 76.5 754 76.3 76.9 76.9
S.D. 05 0.8 1.0 0.6 06 38 - 3.2 2.8 34 3.0
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-Mid
TM5509 MCH MCH MCH MCH MCH MGHC MCHC MCHC MCHC MCHC
6
mg/lkg/day (pg) {pg) (pg) (pg) {pg) (gfdL) (g/dL) {g/dL) (g/dL) {g/dL)
] 1 2 3 4 ] 1 2 3 4
RP3MO1 | 224 23 22 223 2.2 29.2 29.3 286 28.4 28.1
RP3M02 | 205 206 207 206 206 285 28.9 284 27.8 278
RP3M03 | 255 254 255 258 256 314 323 32,0 316 32,0
RP3MO4 | 237 23.8 234 236 238 312 316 311 318 319
Mean | 23.0 23.0 23.0 230 231 30.1 . 305 30.0 29.9 30.0
so.| 24 2.1 20 241 2.1 14 17 18 21 23
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-Mid
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
6
mg/kg/day (%) (%) (%) (%) (%) (0%l | (10%ML) | (10%9L) | (10%9L) | (10°9ML)
-1 1 2 3 4 -1 1 2 3 4
RP3MoT [ 12 21 20 16 15 742 | 1210 [ 1160 %.9 89.4
RP3M02 0.7 16 16 1.9 1.9 441 101.5 104.8 171 1124
RP3M03 15 3.0 2.3 2.3 1.9 89.8 173.0 127.2 1304 110.9
RP3MO04 0.9 2.8 21 1.5 1.2 59.2 165.4 125.8 93.6 754
Mean 1.1 2.4 2.0 1.8 1.6 66.8 140.2 118.5 109.5 97.0
S.D. 04 0.6 0.3 04 0.3 19.6 345 104 174 17.8
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-Mid
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
6
mg/kg/day (1073/uL) | (1073/pL) | (1073/uk) | (1073/uL) | (1073/uL) | (10M3/uL) | (103/ul) | (10A3/uk) | (10M3/uL) | (1073/uL)
-1 1 2 3 4 -1 i 1 2 3 4
RP3MO01 446 467 457 430 428 8.46 6.71 6.04 7.28 6.44
RP3M02 333 348 374 350 338 18.79 1540 15.23 15.58 17.13
RP3M03 406 431 427 415 409 8.57 7.09 9.66 6.52 6.93
RP3M04 399 344 422 394 367 14.38 10.54 15.58 16.23 12.50
Mean 396 398 420 397 386 12,55 9.94 11.63 1140 10.75
S.D. 47 61 34 35 41 5.00 403 461 5.22 5.06
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

Low-Mid
TM5509 %Neut %Neut Y%Neut %Neut %Neut %Lymph %Lymph %Lymph %Lymph %Lymph
6
mg/kg/day (%) (%) (%) {%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP3MO1 35.0 394 39.7 424 40.7 59.5 | 557 55.9 53.5 53.9
RP3M02 | 416 349 296 39.1 394 52.7 59.6 64.5 55.7 55.0
RP3M03 | 329 456 52.8 45.9 431 64.1 51.1 441 50.8 53.6
RP3M04 | 26,5 235 472 50.1 343 68.2 71.9 49.0 46.1 61.5
Mean 340 35.9 423 444 394 61.1 59.6 53.4 515 56.0
S.D. 6.2 9.3 10.0 47 3.7 6.6 8.9 89 41 37
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-Mid
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
6
mglkg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 R 2 3 4
RP3M01 3.0 3.3 3.0 2.2 3.7 19 0.9 08 15 1.3
RP3M02 3.5 36 36 3.2 35 0.8 05 0.8 0.7 1.1
RP3M03 1.8 2.2 2.3 24 2.1 04 04 04 0.3 04
RP3M04 37 35 2.7 29 3.0 0.5 04 0.2 0.2 0.3
Mean 3.0 3.2 2.9 27 31 0.9 0.6 0.6 0.7 0.8
S.D. 0.9 0.6 0.5 0.5 0.7 0.7 0.2 0.3 0.6 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-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
RP3M01 0.2 0.3 0.2 0.2 0.2 0.3 04 04 0.3 0.3
RP3M02 0.6 0.5 0.5 05 04 0.8 1.0 0.9 0.9 0.6
RP3M03 04 0.3 0.2 0.2 0.2 0.5 04 0.3 0.5 0.6
RP3M04 05 04 04 04 04 0.6 0.3 04 0.3 0.5
Mean 04 0.4 0.3 0.3 0.3 0.6 05 0.5 05 0.5
S.b. 0.2 0.1 0.2 0.2 0.1 0.2 0.3 0.3 0.3 0.1
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-Mid
TM5509 #Neut #Neut #Neut #Neut #Neut #lymph | #lymph | #lLymph | #Lymph | #Lymph
6
mg/kg/day (10M3/uL) | (10°3ML) | (10°3/uL) | (10%3ML) | (10M3/L) | (10M3AL) | (10°3/L) | (10°34L) | (10°3Ai) | (10M3/L)
-1 1 2 3 4 -1 1 2 3 4
RP3MO1 2.96 2.64 240 3.08 262 5.03 374 3.38 3.89 347
RP3M02 781 5.37 4.51 6.10 6.75 9.90 9.17 9.82 8.67 9.42
RP3MO03 282 3.23 511 2.99 2.99 5.49 3.62 4.26 3.31 3.72
RP3M04 3.82 247 7.36 8.14 429 9.81 7.58 7.64 7.49 7.68
Mean 4.35 3.43 485 5.08 4.16 7.56 " 6.03 6.28 5.84 6.07
S.D. 2.35 1.34 2.04 2.50 1.87 2,66 2.79 2.99 2.64 2.95
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-Mid
TM5509 #Mono #Mono #Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
6
mg/kg/day (10°3/uL) | (10°3uL) | (10°3/uL) | (10M3ful) | (10%3MuL) | (10°3/uL) | (10°3AuL) | (10°3Au) | (10%3/L) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP3M01 0.26 0.22 0.18 0.16 0.24 0.16 0.06 0.05 0.11 0.08
RP3M02 0.66 0.55 0.55 0.49 0.60 0.15 - 0.08 0.13 0.11 0.18
RP3M03 0.15 0.16 0.22 0.15 0.15 0.04 0.03 0.04 0.02 0.03
RP3M04 0.53 0.37 043 0.46 0.38 0.08 0.05 0.04 0.04 0.03
Mean 0.40 0.33 0.35 0.32 0.34 0.11 0.06 0.07 0.07 0.08
S.D. 0.24 0.17 0.18 0.19 0.20 0.06 0.02 0.04 0.05 0.07
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-Mid
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #.UC #.UC #.UC #LUC
6
mg/kg/day (10°3/uL) | (10%3/uL) | (10°3/uL) | (10°3ML) | (10°3/L) | (10°3fuL) | (10°3ML) | (10°3uL) | (10°3AL) | (10%3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP3MO1 0.01 0.02 0.01 0.01 0.01 0.03 0.03 0.02 0.02 0.02
RP3M02 0.12 0.08 0.07 0.07 0.07 0.15 0.15 0.14 0.14 0.1
RP3M03 0.03 0.02 0.02 0.01 0.01 0.04 0.03 0.03 0.03 0.04
RP3MO04 0.07 0.04 0.06 0.06 0.06 0.08 0.03 0.06 0.04 0.06
Mean 0.06 0.04 0.04 0.04 0.04 0.08 0.06 0.06 0.06 0.06
S.D. 0.05 0.03 0.03 0.03 0.03 0.05 0.06 0.05 0.06 0.04
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-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
RP3M01 9.9 9.5 94 9.7 9.6 249 251 247 251 251
RP3M02 10.7 113 11.0 1.0 106 254 26.0 251 26.3 254
RP3M03 9.8 10.2 9.9 105 10.2 21.8 223 219 224 223
RP3M04 9.6 10.0 9.9 104 10.1 23.2 23.9 233 245 241
Mean 10.0 10.3 10.1 10.4 10.1 23.8 243 238 246 242
S.D. 05 0.8 0.7 0.5 04 1.6 16 1.5 16 14
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-Mid
TM5509 Fib Fib Fib Fib Fib
6
mg/kg/day (mgldL) | (mgidL) | (mg/l) | (mg/dl) | (mg/dL)
] 1 2 3 4
RP3MO1 | 201.8 213.3 194.5 196.4 201.1
RP3M02 | 1778 2024 196.4 206.6 203.1
RP3M03 | 1846 2254 198.4 2024 201.1
RP3MO4 | 2039 2389 208.8 206.6 2114
Mean | 192.0 2200 199.5 203.0 204.2
SD.| 128 15.7 6.4 48 49
N 4 4 4 4 4
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Appendix 5 Hematology (males)
Sex: Male Week(s) Relative to Start Date

Mid
TM5509 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
20
my/kg/day (10%6/uL) | (10%6ful) | (10%fuL) | (10%fAuL) | (10%/L) |  (gldL) (g/dL) (g/dL) (g/dL) (g/dL)
4 1 2 3 4 4 1 2 3 4
RPAMO1 | 571 5.52 5.50 546 5.52 13.9 13.2 134 13.1 13.2
RPAMOZ | 535 5.09 491 5.18 5.22 135 | 128 125 129 129
RPAMO3 | 535 5.08 514 5.29 545 134 12.2 12.2 126 12.9
RPAMO4 | 5.84 5.05 5.21 5.22 5.19 150 | 129 134 134 132
Mean | 556 5.19 5.19 5.29 5.35 13.9 128 12.9 13.0 131
sD.| 025 0.22 0.24 0.12 0.16 0.8 04 0.6 03 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 HCT HCT HCT HCT HCT My MCV MCV MCV MCV
20
mg/kg/day (%) (%) (%) (%) (%) (L) (f) (fL) (L) (L)
-1 1 2 3 4 -1 1 2 3 4
RP4MO1 46.4 43.8 457 43,0 43.9 81.2 79.3 83.2 78.9 79.5
RPAMO2 | 424 40.0 39.0 42.3 42.0 79.3 786 795 81.6 80.4
RPAMO3 | 419 39.5 40.1 40.6 415 784 778 78.1 76.8 76.1
RP4M04 50.0 415 435 43.8 43.8 85.6 - 823 83.5 83.8 84.4
Mean | 452 412 421 424 42.8 81.1 79.5 81.1 80.3 80.1
S.D. 3.8 1.9 31 14 1.2 32 2.0 2.7 3.1 34
N 4 4 4 4 4 4 4 4 4 4
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