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

Mid-High
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
80
mg/kg/day (s) (s) (s) (s) (s) (s) (s) s) (s) (s)
4 1 2 3 4 4 1 2 3 4
RPSFOT | 9.5 10.1 10.3 107 9.9 22.1 235 23.5 26 | 226
RP5FO2 | 9.7 9.9 10.0 104 106 26.3 28.3 27.0 27.9 28.6
RP5FO3 | 104 10.2 15 15 16 23.1 228 25 244 243
RPSFO4 | 97 9.9 105 10.1 104 26.3 276 27.8 27.0 27
Mean| 9.8 10.0 106 107 106 245 256 257 255 257
sD.| 04 0.1 0.7 06 07 22 28 2.0 24 27
N 4 4 4 4 4 | 4 4 4 4 4
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

Mid-High
TM5509 Fib Fib Fib Fib Fib
80
mg/kg/day (mg/dl) | (mg/ddl) | (mgldl) | (mg/dL) | (mg/dL)
4 1 2 3 4
RP5F01 | 1656 1787 165.3 1613 207.2
RP5F02 | 193.8 2204 196.4 2024 233.0
RP5F03 | 1628 174.0 158.7 1877 169.6
RP5F04 | 1957 222.9 1872 190.8 207.2
Mean | 179.5 199.0 176.9 173.1 2043
sp.| 177 2.2 17.8 29.2 2.1
N 4 4 4 4 4
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Appendix6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
High
TM5508 RBC RBC RBC RBC RBC HGB HGB HGB HGB HGB
300
mg/kg/day (10%6/uL) | (10%6/uL) | (1076/uL) | (1076/uL) | (10%6/uL) {g/dL) {g/dL) (g/dL) {g/dL) (g/dL)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 5555 5.30 549 . . 132 12.6 129 . .
RP6F02 | 6.12 5.86 5.53 5.22 5.56 14.7 14.1 133 125 13.4
RP6F03 | 6.69 6.47 5.75 447 E 14.1 13.6 11.9 9.5 E
RP6FO4 | 6.65 6.21 6.13 509 E' 143 134 13.2 109 E!
Mean | 6.25 5.96 573 5.22 5.56 14.1 134 12.8 12.5 13.4
SD.] 054 0.51 0.29 . . 0.6 06 0.6 . .
N 4 4 4 1 1 4 4 4 1 1

1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
High .
TM5509 HCT HCT HCT HCT HCT MCV MCV MCV MCV MCV
300
mg/kglday (%) (%) (%) (%) (%) (fL) (fL) (fL) (L) (L)
-1 1 2 3 4 -1 1 2. 3 4
RP6F01 431 40.0 4.7 . . 7.7 754 76.1 . .
RP6F02 484 448 40.9 389 425 79.2 76.1 73.9 745 76.5
RP6F03 458 450 36.7 286 E 68.4 69.6 63.8 641 B
RP6F04 479 434 415 332 B 72.1 69.9 67.7 65.3 E
Mean 46.3 43.3 40.2 38.9 425 744 72.8 70.4 745 76.5
SD. 24 23 24 . . 5.0 35 5.6 . .
N 4 4 4 1 1 4 4 4 1 1
1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date
High
TM5509 MCH MCH MCH MCH MCH ~ MCHC MCHC MCHC MCHC MCHC
300
mglkg/day (pg) (pg) (pg) {pg) (pg) (gfdL) (g/dL) (g/dL) (gfdL) {gldL)
-1 1 2 3 4 -1 1 2 3 4
RP6FO1 | 237 237 235 . . 306 315 308 . .
RP6FO2 | 240 24.1 241 24.0 241 304 317 326 322 315
RP6FO3 | 211 211 207 213 B 308 30.3 324 33 B
RP6F04 | 215 215 215 215 B 29.8 30.8 317 329 B
Mean | 226 22,6 225 240 241 304 3141 319 322 315
S.D. 15 15 16 . . 04 0.6 0.8 . .
N 4 4 4 1 1 4 4 4 1 1

1[E, Exclude]
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Appendix 6  Hematology (females)

High
TM5509 %Retic %Retic %Retic %Retic %Retic #Retic #Retic #Retic #Retic #Retic
300
mg/kg/day (%) (%) (%) (%) (%) (1079/L) (10%9/L) (10%9/L) (1079/L) (1079/L)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 1.0 1.3 2.2 . . 53.9 67.6 118.9 . .
RP6F02 1.1 17 15 31 2.6 64.3 97.2 84.8 163.3 145.9
RP6F03 0.4 0.3 0.6 45 E! . 26.0 211 35.6 199.0 B
RP6F04 0.8 1.2 1.2 24 B . 53.3 74,2 74.8 1242 ©
Mean 0.8 11 14 3.1 2.6 494 65.0 785 163.3 145.9
S.D. 0.3 0.6 0.7 . . 16.4 31.9 343
N 4 4 4 1 1 4 4 4 1 1
1[E, Exclude]
386
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Appendix 6  Hematology (females)

High
TM5509 PLT PLT PLT PLT PLT WBC WBC WBC WBC WBC
300
mg/kg/day (1083401 | (10°3/l) | (10°3/uL) | (10°3ML) | (103/L) | (10%3AL) | (10°3Mul) | (10°3AL) | (10M3/uL) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 448 463 595 . . 5.66 5.93 7.34 . .
RP6F02 344 359 418 400 382 10.11 6.24 6.78 8.20 7.15
RP6F03 563 643 905 764 E 9.16 7.09 5.34 6.29
RP6FO4 | 418 392 696 597 E 11.68 8.44 14.58 1314 £
Mean 443 464 654 400 382 9.15 6.93 8.51 8.20 715
S.D. 91 127 203 . 2.55 1.12 413
N 4 4 4 1 1 4 4 4 1 1

1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

High
TM5509 %Neut %Neut %Neut %Neut %Neut %Lymph | %Lymph | %Lymph | %Lymph | %Lymph
300
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP6FQ1 422 41.9 429 . . 52.3 493 49.9 . .
RP6F02 524 424 426 484 344 436 51.1 494 48.7 60.1
RP6F03 323 38.9 217 68.5 E! . 61.1 518 68.7 280 E
RP6F04 67.6 62.5 723 60.2 E . 29.2 31.9 24.1 334 B
Mean 486 464 449 484 344 46.6 46.0 48.0 46.7 60.1
S.D. 15.1 10.8 208 . . 13.6 9.5 18.3 . .
N 4 4 4 1 1 4 4 4 1 1
1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

High
TM5509 %Mono %Mono %Mono %Mono %Mono %Eos %Eos %Eos %Eos %Eos
300
mylkg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 43 6.9 59 . . 0.5 0.6 0.5 . .
RP6F02 3.2 58 55 35 3.9 0.1 0.2 06 04 0.7
RP6F03 3.9 7.8 8.0 29 B . 1.7 0.5 0.8 01 &
RP6F04 2.3 46 3.0 51 B . 0.4 0.4 0.1 0.3 E!
Mean 34 6.3 - 5.6 35 3.9 0.7 04 0.5 04 0.7
S.D. 0.9 14 2.1 . . 0.7 0.2 0.3 . .
N 4 4 4 1 1 4 4 4 1 1

1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

High
TM5509 %Baso %Baso %Baso %Baso %Baso %LUC %LUC %LUC %LUC %LUC
300
mg/kg/day (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 04 03 04 . . 04 03 04 . .
RP6F02 0.3 0.1 05 0.3 0.3 0.3 0.3 1.5 0.7 0.7
RP6F03 05 0.3 0.2 02 £ . 05 0.7 0.6 02 B
RP6F04 0.2 0.2 0.3 03 & . 0.2 04 0.2 08 B
Mean 04 0.2 04 0.3 0.3 04 0.6 0.7 0.7 0.7
S.D. 0.1 0.1 0.1 . . 0.1 0.3 0.6 . .
N 4 4 4 1 1 4 4 4 1 1
1 [E, Exclude]
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Appendix 6  Hematology (females)

High
TM5509 #Neut #Neut #Neut #Neut #Neut #Lymph #Lymph #Lymph #Lymph #Lymph
300
mg/kg/day (10M3/uL) | (10M3/uL) | (1073/uL) | (10%3/uL) | (1073/uL) | (10%3/uL) | (10%3/ul) | (10%3/uL)y | (10°3/pL) | (1073/uL)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 2.39 249 3.15 . . 2.96 293 3.66 . .
RP6F02 5.30 2.65 2.89 3.97 246 441 3.18 3.35 3.83 4,30
RP6F03 2.96 2.76 1.16 431 E 5.59 3.67 3.67 1.76 E?
RP6F04 7.90 5.27 10.54 790 g 341 2.70 3.51 439 B
Mean 464 3.29 444 3.97 246 4,09 3.12 3.55 3.83 430
S.D. 2.51 1.32 416 . 147 042 0.15
N 4 4 4 1 1 4 4 4 1 1

1 [E, Exclude]

391

Page: 74



LLY

TK13152 Page: 75
A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

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

High
TM5509 #Mono #Mono #\Mono #Mono #Mono #Eos #Eos #Eos #Eos #Eos
300
mg/kg/day (10%3/uL) | (10°3/L) | (10%34uL) | (10%3ML) | (10°3L) | (10°3ML) | (10M3AL) | (10°34uL) | (10°3ML) | (10A3/L)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 0.24 0.41 0.44 . . 0.03 0.03 0.04 . .
RP6F02 0.33 0.36 0.37 0.29 0.28 0.01 0.01 0.04 0.03 0.05
RP6F03 0.36 0.56 043 0.18 E! . 0.16 0.04 0.04 0.01 £
RP6F04 0.27 0.39 0.43 067 E . 0.05 0.03 0.02 004 B
Mean 0.30 0.43 042 0.29 0.28 0.06 0.03 0.04 0.03 0.05
S.D. 0.05 0.09 0.03 . . 0.07 0.01 0.01 . .
N 4 4 4 1 1 4 ) 4 4 1 1
1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

High
TM5509 #Baso #Baso #Baso #Baso #Baso #LUC #LUC #L.UC #LUC #LUC
300
mglkg/day (10°3/uL) | (10°3/uL) | (10°3/uL) | (10°3L) | (10%3Aul) | (10°3/uL) | (10%3Aul) | (10%3AuL) | (10%3/uL) | (10°3/uL)
-1 1 2 3 4 -1 1 2 3 4
RP6F01 0.02 0.02 0.03 . . 0.02 0.05 0.03 . .
RP6F02 0.03 0.01 0.03 0.03 0.02 0.03 0.02 0.10 0.06 0.05
RP6F03 0.04 0.02 0.01 0.01 B . 0.05 0.05 0.03 0.02 E
RPBF04 0.03 0.02 0.04 0.04 B . 0.02 0.03 0.03 011 &
Mean 0.03 0.02 0.03 0.03 0.02 0.03 0.04 0.05 0.06 0.05
S.D. 0.01 0.00 0.01 . . 0.01 0.02 0.04 . .
N 4 4 4 1 1 4 4 4 1 1

1 [E, Exclude]
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Appendix 6  Hematology (females)
Sex: Female Week(s) Relative to Start Date

High
TM5509 PT PT PT PT PT APTT APTT APTT APTT APTT
300
mg/kg/day (s) (s) (s) (s) (s) (s) (8 (s) (s) (s)
4 1 2 3 4 4 1 2 3 4
RPGFOT [ 10.1 175 144 Bt . 2.1 354 30.5 644 E2 .
RP6FO2| 9.9 364 195 18.5 200 2.1 379 346 324 34.3
RP6FO3 | 94 10.9 14.4 25 € . 228 26.1 32.1 379 B2
RPGFO4 |  10.3 13.0 210 169 E2 . 247 2.2 36.4 39 B
Mean | 99 195 17.3 185 200 239 32.2 334 324 34.3
sn.| o4 16 35 . . 0.8 54 26 . .
N 4 4 4 1 1 4 4 4 1 1

1 [RC:Data not available since the blood did not coagulate.]
2 [E, Exclude]
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High
TM5509 Fib Fib Fib Fib Fib
300
mg/kg/day (mg/dL) (mg/dL) (mg/dL) (mgdL) (mg/dL)
-1 1 2 3 4
RPBFO1 | 1575 204.5 175.6 148.0 B )
RP6F02 | 190.0 233.3 162.6 236.1 230.4
RP6FO3 | 1525 2133 1926 1945 Er
RPEFO4 | 151.3 276.9 230.6 360.7 E'
Mean | 162.8 232.0 190.4 236.1 230.4
sD.| 183 32.3 295 . )
N 4 4 4 1 1

1 [E, Exclude]

Appendix 6

TK13152

Hematology (females)
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Appendix 7 Clinical chemistry (males)
Sex: Male Week(s) Relative to Start Date

Control
0.5%CMC-Na
AST AST AST AST AST ALT ALT ALT ALT ALT
(UIL) (un) (UL) (UL) (UiL) (L) (i) (Ui () (Ul
-1 1 2 3 4 -1 1 2 3 4
RP1M01 23 34 23 27 22 32 85 75 54 38
RP1M02 33 26 29 28 28 35 30 26 28 30
RP1M03 30 36 27 28 28 30 41 28 28 25
RP1M04 27 29 27 28 34 22 22 23 25 23
Mean 28 31 27 28 28 30 45 38 34 29
S.D. 4 5 3 1 5 6 28 25 14 7
N 4 4 4 4 4 4 4 4 4 4
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Appendix 7 Clinical chemistry (males)
Sex: Male Week(s) Relative to Start Date

Control
0.5%CMC-Na
ALP ALP ALP ALP ALP LD LD LD LD LD
(UL) (un) (L) (UlL) (UIL) (Ul (UL) (UL) (UL) (UlL)
-1 1 2 3 4 -1 1 2 3 4
RP1MO1 1294 1128 1327 1120 1065 220 231 226 236 218
RP1M0O2 | 1050 1179 1321 1262 1284 337 326 309 325 308
RPIMO3 | 1211 1504 1508 1399 1340 355 502 361 398 339
RP1M04 | 1900 2156 2418 1973 2033 279 366 249 298 307
Mean | 1364 1492 1644 1439 1431 298 356 286 314 293
S.D. 372 473 524 374 419 61 112 61 67 52
N 4 4 4 4 4 4 4 4 4 4
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Appendix 7 Clinical chemistry (males)
Sex: Male Week(s) Relative to Start Date

Control
0.5%CMC-Na
CK CK CK CK CK GGT GGT GGT GGT GGT
(UL (UL (UL) (U (UL (unL) (UlL) (UlL) un) (UL)
-1 1 2 3 4 -1 1 2 3 4
RP1MO01 110 85 115 127 118 47.0 483 41.8 43.5 42,6
RP1M02 116 93 163 121 126 458 45.0 40.9 444 439
RP1M03 155 140 120 119 102 37.7 36.7 34.9 35.1 34.3
RP1M04 212 159 249 217 273 443 433 42,0 44.0 44.8
Mean 148 119 162 146 155 437 433 30.9 418 414
S.D. 47 36 62 47 79 41 49 34 44 48
N 4 4 4 4 4 4 4 4 4 4
398



8LY

TK13152 Page: 4

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

Appendix 7 Clinical chemistry (males)
Sex: Male Week(s) Relative to Start Date

Control
0.5%CMC-Na
GLDH GLDH GLDH GLDH GLDH LAP LAP LAP LAP LAP
(UlL) (Ut (UL) (UL (un) (U (UiL) (un) (UL) (Ul)
-1 1 2 3 4 -1 1 2 3 4
RP1MO1 13 67 26 21 16 50 46 50 56 55
RP1M02 12 " 10 12 10 37 35 3 35 35
RP1M03 8 12 8 9 8 65 61 58 58 55
RP1M04 8 1 10 10 9 36 33 34 33 35
Mean 10 25 14 13 1 47 44 43 46 45
S.D. 3 28 8 5 4 14 13 13 13 12
N 4 4 4 4 4 4 4 4 4 4
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Appendix 7 Clinical chemistry (males)
Sex: Male Week(s) Relative to Start Date

Control
0.5%CMC-Na
GLU GLU GLU GLU GLU BiL BIL BIL BiL BIL
(mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL) (mgldL) {mg/dL) {mg/dL)
-1 1 2 3 4 <1 1 2 3 4
RP1MO1 53 72 77 86 70 0.27 0.14 0.11 0.07 0.08
RP1M02 88 78 95 a1 96 0.12 0.12 0.10 0.07 0.08
RP1M03 96 75 96 84 101 0.12 0.17 0.12 0.08 0.08
RP1M04 84 84 89 99 90 0.13 0.16 0.11 0.10 0.12
Mean 80 77 89 90 89 0.16 0.15 0.1 0.08 0.09
S.D. 19 5 9 7 14 0.07 0.02 0.01 0.01 0.02
N 4 4 4 4 4 4 4 4 4 4
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