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Appendix 9 Absolute and relative organ weights (males)
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Low
TM5509 Adrenal Adrenal Adrenal Adrenal Adrenal Adrenal Kidney Kidney Kidney Kidney Kidney Kidney Testis
2 Pancreas Right Right Left Left Total Total Right Right Left Left Total Total Right
mg/kg/day (%) (mg) (mg %) (mg) (mg%) (mg) (mg%) @ (%) © (%) (@ (%) ©
RP2MO1 | 0.124 170 461 254 6.88 424 11.49 5.58 0.151 5.66 0.153 11.24 0.305 2.24
RP2M0O2 | 0.178 199 6.77 260 8.84 459 15.61 5.94 0.202 6.19 0.211 1213 0.413 0.70
RP2M03 | 0.148 165 4,82 200 5.85 365 10.67 6.04 0177 6.32 0.185 12.36 0.361 0.77
RP2M04 | 0.149 187 6.28 256 8.59 443 14.87 5.65 0.190 5.88 0.197 11.53 0.387 0.66
Mean | 0.150 423 13.16 11.82 0.366
SD.| 0.022 41 244 0.52 0.046
N 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Appendix 9  Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date
Low
TM5509 Testis Testis Testis Testis Testis Epididymis | Epididymis | Epididymis | Epididymis | Epididymis | Epididymis Seminal
2 Right Left Left Total Total Right Right Left Left Total Total Prostate Prostate Vesicle
mg/kg/day (%) @] (%) © (%) © (%) () (%) © (%) (8) (%) @)
RP2M01 | 0.0607 241 0.0653 465 0.1260 1.06 0.0287 0.99 0.0268 2.05 0.0556 1.25 0.0339 2.94
RP2M02 | 0.0238 0.65 0.0221 1.35 0.0459 0.30 0.0102 0.26 0.0088 0.56 0.0190 0.22 0.0075 0.64
RP2M03 | 0.0225 0.79 0.0231 1.56 0.0456 0.51 0.0149 0.57 0.0167 1.08 0.0316 047 0.0137 1.65
RP2M04 | 0.0221 0.64 0.0215 1.30 0.0436 0.29 0.0097 0.28 0.0094 057 0.0191 0.31 0.0104 0.51
Mean 222 0.0653 1.07 0.0313 0.56 0.0164 1.44
S.D. 1.63 0.0405 0.70 0.0172 0.47 0.0119 113
N 4 4 4 4 4 4 4
General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male  Day(s): 29 Relative to Start Date

Low
TM5509

2
mg/kg/day

Seminal

Vesicle
(%)

RP2M01
RP2M02
RP2M03
RP2M04

0.0797
0.0218
0.0482
0.0171

Mean
S.D.
N

0.0417
0.0288

General Footnote: [Relative organ weights: Organ to final body weight ratios]

TK13152

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

Absolute and relative organ weights (males)

Page: 10
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Low-Mid
TM5509 Final Thyroid Thyroid Thyroid Thyroid Thyroid Thyroid | Submandib | Submandib
6 Bodyweight Brain Brain Pituitary Pituitary Right Right Left Left Total Total ul ul Thymus
mg/kg/day (ka) ) (%) (mg) (mg%) {mg) {mg%) (mg) (mg%) (mg) (mg%) argland | argland (©
© (%)
RP3MO01 3.01 62.9 2,09 32 1.06 246 8.17 278 9.24 524 1741 2.32 0.0771 1.334
RP3M02 3.24 733 2.26 37 1.14 24 744 175 540 416 12.84 3.24 0.1000 2.751
RP3M03 3.99 73.3 1.84 46 1.15 190 476 179 4.49 369 9.25 2.23 0.0559 1.851
RP3M04 | 3.41 72.7 2.13 45 1.32 153 449 138 4,05 291 8.53 174 0.0510 1.622
Mean 3.41 70.6 2.08 40 117 . . . . 400 12.01 2.38 0.0710 1.890
S.D. 0.42 5.1 0.18 7 0.1 . . . . 97 4.06 0.63 0.0224 0.612
N 4 4 4 4 4 . o . . 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Appendix @ Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date
Low-Mid
TM5509 Lung Lung Lung Lung Lung Lung
6 Thymus Right Right Left Left Total Total Heart Heart Liver Liver Spleen Spleen Pancreas
mg/kg/day (%) @ (%) G) (%) (@ (%) (© (%) (@ (%) @ (%) @
RP3MO01 { 0.0443 6.76 0.225 5.12 0.170 11.88 0.395 10.82 0.359 59.2 197 3.931 0.131 413
RP3M02 { 0.0849 6.85 0.211 5.74 0.177 12.59 0.389 11.81 0.365 59.0 1.82 7.735 0.239 6.10
RP3M03 | 0.0464 9.90 0.248 8.14 0.204 18.04 0.452 12.98 0.325 59.9 1.50 3.610 0.090 6.38
RP3M04 | 0.0476 7.7 0.226 6.02 0177 13.73 0.403 10.46 0.307 63.0 1.85 4571 0.134 464
Mean | 0.0558 14.06 0.410 11.52 0.339 60.3 1.78 4,962 0.148 531
S.D. ] 0.0195 2.76 0.029 1.13 0.028 1.9 0.20 1.891 0.063 110
N 4 4 4 4 4 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male  Day(s): 29 Relative to Start Date

TK13152

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

Appendix 9 Absolute and relative organ weights (males)
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Low-Mid
TM5509 Adrenal Adrenal Adrenal Adrenal Adrenal Adrenal Kidney Kidney Kidney Kidney Kidney Kidney Testis
6 Pancreas Right Right Left Left Total Total Right Right Left Left Total Total Right
mg/kg/day (%) (mg) (mg%) (mg) (mg%) (mg) {mg%) © (%) )] (%) (© (%) ©
RP3M01 | 0,137 144 478 212 7.04 356 11.83 . 5.55 0.184 5.84 0.194 11.39 0.378 1.09
RP3MO2 | 0.188 262 8.09 336 10.37 598 18.46 5.83 0.180 6.11 0.189 11.94 0.369 1.26
RP3M03 | 0.160 208 5.21 236 591 444 11.13 7.32 0.183 7.44 0.186 14.76 0.370 244
RP3M04 | 0.136 196 5.75 222 6.51 418 12.26 6.22 0.182 6.25 0.183 12.47 0.366 0.95
Mean | 0.155 454 13.42 12.64 0.371
S.D.] 0.025 103 3.39 148 0.005
N 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male Day(s): 29 Relative to Start Date

TK13152

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

Appendix9  Absolute and relative organ weights (males)

Page: 14

Low-Mid

TM5509 Testis Testis Testis Testis Testis Epididymis | Epididymis | Epididymis | Epididymis | Epididymis | Epididymis Seminal
6 Right Left Left Total Total Right Right Left Left Total Total Prostate Prostate Vesicle

mg/kg/day (%) @ (%) @ (%) @ (%) @ (%) @ (%) © (%) (@

RP3MOD1 | 0.0362 1.02 0.0339 2.1 0.0701 0.45 0.0150 0.44 0.0146 0.89 0.0296 0.28 0.0093 0.40

RP3M02 § 0.0389 132 0.0407 2.58 0.0796 0.55 0.0170 0.57 0.0176 112 0.0346 0.42 0.0130 0.80

RP3MO03 | 0.0612 2.34 0.0586 478 0.1198 0.97 0.0243 0.91 0.0228 1.88 0.0471 0.70 0.0175 3.66

RP3M04 | 0.0279 0.88 0.0258 1.83 0.0537 0.54 0.0158 0.52 0.0152 1.06 0.0311 0.30 0.0088 1.04

Mean 2.83 0.0808 1.24 0.0356 043 0.0122 148

S.D. 1.34 0.0281 0.44 0.0080 0.19 0.0040 148

N 4 4 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Low-Mid

TM5509 Seminal
6 Vesicle
mg/kg/day (%)

RP3M01 § 0.0133
RP3M02 | 0.0247
RP3M03 | 0.0917
RP3M04 | 0.0305

Mean | 0.0401
S.D. | 0.0352
N 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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TK13152 Page: 16
A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix9  Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Mid
TM5509 Final Thyroid | . Thyroid Thyroid Thyroid Thyroid Thyroid | Submandib | Submandib
20 Bodyweight Brain Brain Pituitary Pituitary Right Right Left Left Total Total ul ul Thymus
mg/kg/day (kg) ) (%) (mg) (mg%) {mg) (mg%) {mg) {mg%) (mg) (mg%) argland | argland ©
@ (%)
RP4MO1 3.97 65.3 1.64 46 1.16 163 411 392 9.87 555 13.98 253 0.0637 1.662
RPAMO2 | 2.82 65.2 2.31 47 1.67 136 4.82 127 450 263 9.33 238 0.0844 2,348
RPAMO3 | 3.26 64.5 1.98 46 141 297 9.1 349 10.71 646 19.82 1.84 0.0564 0.852
RP4MO4 | 3.38 571 1.69 46 1.36 236 6.98 265 7.84 501 14.82 2.66 0.0787 1.501
Mean | 3.36 63.0 1.91 46 1.40 .o . . . 491 14.49 2.35 0.0708 1.591
SD.] 047 40 0.31 1 0.21 . . . . 164 4.30 0.36 0.0130 0.614
N 4 4 4 4 4 . . . . 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date
Mid .
TM5509 Lung Lung Lung Lung Lung Lung
20 Thymus Right Right Leit Left Total Total Heart Heart Liver Liver Spleen Spleen Pancreas
mg/kg/day (%) @ (%) @) (%) (@ (%) @ (%) @ (%) @ (%) @
RP4AMO1 | 0.0419 8.75 0.220 717 0.181 15.92 0.401 12.60 0.317 75.7 1.91 4627 0.117 6.92
RP4AMO02 | 0.0833 743 0.263 5.96 0.211 13.39 0.475 10.22 0.362 48.8 1.73 4553 0.161 3.86
RP4MO03 | 0.0261 7.72 0.237 6.68 0.205 1440 0.442 11.75 0.360 704 2.16 4.300 0.132 4.82
RP4MO4 | 0.0444 6.03 0.178 5.10 0.151 11.13 0.329 11.72 0.347 61.8 1.83 2.524 0.075 6.37
Mean | 0.0489 13.711 0.412 11.57 0.347 64.2 1.91 4,001 0.121 549
S.D. | 0.0243 2,01 0.063 0.99 0.021 1.7 0.18 0.995 0.036 141
N 4 4 4 4 4 4 4 4 4 4
General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male  Day(s): 29 Relative to Start Date
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Mid
TM5509 Adrenal Adrenal Adrenal Adrenal Adrenal Adrenal Kidney Kidney Kidney Kidney Kidney Kidney Testis
20 Pancreas Right Right Left Left Total Total Right Right Left Left Total Total Right
mg/kg/day (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) (@ (%) (@ (%) ) (%) @
RP4MO1 | 0.174 190 479 239 6.02 429 10.81 6.64 0.167 6.53 0.164 1317 0.332 243
RPAMO2 | 0.137 14 5.00 165 5.85 306 10.85 5.76 0.204 6.20 0.220 11.96 0.424 240
RP4MO3 | 0.148 164 5.03 283 8.68 447 13.71 6.84 0.210 6.99 0.214 13.83 0.424 0.91
RP4AMO4 | 0.188 198 5.86 236 6.98 434 12.84 5.28 0.156 5.26 0.156 10.54 0.312 1.80
Mean | 0.162 404 12.05 12.38 0.373
SD.| 0.024 66 1.46 1.45 0.060
N 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male  Day(s): 29 Relative to Start Date
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Appendix 9 Absolute and relative organ weights (males)
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Mid
TM5509 Testis Testis Testis Testis Testis Epididymis | Epididymis | Epididymis | Epididymis | Epididymis | Epididymis Seminal
20 Right Left Leit Total Total Right Right Left Left Total Total Prostate Prostate Vesicle
mg/kg/day (%) © (%) ] (%) © (%) (G)] (%) (@) (%) (@) (%) (9)
RP4MO1 | 0.0612 2.33 0.0587 476 0.1199 0.58 0.0146 0.64 0.0161 1.22 0.0307 0.57 0.0144 1.67
RP4MO2 | 0.0851 2.07 0.0734 447 0.1585 0.81 0.0287 0.68 0.0241 1.49 0.0528 0.49 0.0174 1.54
RP4MO3 { 0.0279 0.90 0.0276 1.81 0.0555 0.55 0.0169 0.57 0.0175 1.12 0.0344 0.47 0.0144 0.86
RP4AMO04 | 0.0533 1.24 0.0367 3.04 0.0899 0.57 0.0169 0.38 0.0112 0.95 0.0281 0.28 0.0083 1.36
Mean 3.52 0.1060 1.20 0.0365 045 0.0136 1.36
S.D. 1.37 0.0438 0.23 0.0112 0.12 0.0038 0.36
N 4 4 4 4 4 4 4
General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Mid

TM5509 Seminal
20 Vesicle
mg/kg/day (%)

RP4MO1 | 0.0421
RP4MO02 | 0.0546
RP4MO3 | 0.0264
RP4M04 | 0.0402

Mean | 0.0408
S.D. ] 0.0116
N 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Mid-High
TM5509 Final Thyroid Thyroid Thyroid Thyroid Thyroid Thyroid | Submandib | Submandib
80 Bodyweight Brain Brain Pituitary Pituitary Right Right Left Left Total Total ul ul Thymus
mg/kg/day (kg) (@ (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) (mg) (mg%) argland | argland C)]
(@ (%)
RP5M01 3.15 722 2.29 41 1.30 179 5.68 173 5.49 352 11.17 3.98 0.1263 2130
RP5M02 2.65 60.4 2.28 43 1.62 187 7.06 194 7.32 381 14.38 2.34 0.0883 0.638
RP5M03 3.30 62.7 1.90 42 127 164 497 21 6.39 375 11.36 3.51 0.1064 0.711
RP5M04 3.7 55.0 148 54 146 174 4.69 154 415 328 8.84 459 0.1237 3.264
Mean 3.20 62.6 1.99 45 1.4 . . . . 359 11.44 3.61 0.1112 1.686
S.D. 0.44 7.2 0.38 6 0.16 . . . . 24 2.27 0.95 0.0176 1.256
N 4 4 4 4 4 . . . . 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Appendix 9  Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date
Mid-High :
TM5509 Lung Lung Lung Lung Lung Lung
80 Thymus Right Right Left Left Total Total Heart Heart Liver Liver Spleen Spleen Pancreas
mg/kg/day (%) (@ (%) © (%) © (%) )] (%) © (%) @ (%) ©
RP5MO01 | 0.0676 8.35 0.265 6.56 0.208 149 0.473 8.67 0.275 62.2 1.97 4,341 0.138 5.59
RP5M02 | 0.0241 7.09 0.268 5.75 0.217 12.84 0.485 9.06 0.342 61.6 2.32 3.348 0.126 4.26
RP5M03 | 0.0215 10.89 0.330 8.73 0.265 19.62 0.595 1041 0.315 74.8 227 2.389 0.072 6.10
RP5M04 | 0.0880 11.63 0.313 10.11 0.273 21.74 0.586 12.04 0.325 67.2 1.81 4.326 0.117 5.12
Mean | 0.0503 17.28 0.535 10.05 0.314 66.5 2.09 3.601 0.113 5.27
S.D. | 0.0328 411 0.065 1.52 0.028 6.1 0.24 0.932 0.029 0.78
N 4 4 4 4 4 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Sex: Male  Day(s): 29 Relative to Start Date
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Mid-High
TM5509 Adrenal Adrenal Adrenal Adrenal Adrenal Adrenal Kidney Kidney Kidney Kidney Kidney Kidney Testis
80 Pancreas Right Right Left Left Total Total Right Right Left Left Total Total Right
mg/kg/day (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) © (%) © (%) @ (%) (@)
RP5MO1 | 0.177 144 457 198 6.29 342 10.86 5.52 0.175 549 0.174 11.01 0.350 1.04
RP5M02 | 0.161 164 6.19 201 7.58 365 13.77 542 0.205 5.61 0.212 11.03 0.416 0.79
RP5M03 | 0.185 233 7.06 237 7.18 - 470 14.24 6.49 0.197 6.33 0.192 12.82 0.388 0.52
RP5M04 | 0.138 162 437 215 5.80 377 10.16 6.58 0.177 6.52 0.176 13.10 0.353 1.09
Mean | 0.165 389 12.26 11.99 0377 V
S.D.| 0.021 56 2.05 113 0.032
N 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Appendix9  Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date
Mid-High
TM5509 Testis Testis Testis Testis Testis Epididymis | Epididymis | Epididymis | Epididymis | Epididymis | Epididymis Seminal
80 Right Left Left Total Total Right Right Left Left Total Total Prostate Prostate Vesicle
mg/kg/day (%) @ (%) © (%) @) (%) @ (%) @ (%) 0] {%) )]
RP5M01 { 0.0330 0.95 0.0302 1.99 0.0632 0.31 0.0098 0.27 0.0086 0.58 0.0184 0.27 0.0086 0.70
RP5M02 | 0.0298 0.84 0.0317 1.63 0.0615 0.46 0.0174 0.45 0.0170 0.91 0.0343 0.64 0.0242 147
RP5MO03 { 0.0158 0.49 0.0148 1.01 0.0306 0.39 0.0118 0.39 0.0118 0.78 0.0236 0.28 0.0085 0.72
RP5M04 | 0.0294 1.08 0.0291 247 0.0585 0.58 0.0156 0.62 0.0167 1.20 0.0323 0.43 0.0116 117
Mean 1.70 0.0534 0.87 0.0272 0.41 0.0132 1.02
S.D. 0.51 0.0153 0.26 0.0075 0.17 0.0074 0.37
N 4 4 4 4 4 4 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

Mid-High

TM5509 Seminal
80 Vesicle
mg/kg/day (%)

RP5M01 | 0.0222
RP5MO02 | 0.0555
RP5M03 | 0.0218
RP5M04 | 0.0315

Mean | 0.0328
S.D. | 0.0158
N 4

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Appendix 9 Absolute and relative organ weights (males) '
Sex: Male  Day(s): 29 Relative to Start Date

High
Tx\iﬁsog Final Thyroid Thyroid Thyroid Thyroid Thyroid Thyroid | Submandib | Submandib
300 Bodyweight Brain Brain Pituitary Pituitary Right Right Left Left Total Total ul ul Thymus
mg/kg/day (kg) (© (%) (mg) (mg%) (mg) {mg%) (mg) (mg%) {mg) (mg%) argland | argland @
@ (%)
RP6MO1 2.60 61.7 2.37 34 131 187 7.19 179 6.88 366 14.08 232 0.0892 0.311
RP6MO3 3.10 64.4 2.08 45 1.45 180 5.81 192 6.19 372 12.00 3.05 0.0984 0.465
RP6M04 3.01 746 248 39 1.30 74 246 102 3.39 176 5.85 2.72 0.0904 0.662
Mean 2.90 66.9 2.31 39 1.35 . . . . 305 10.64 2.70 0.0927 0479
S.D. 0.27 6.8 0.21 6 0.09 . . . . 111 428 0.37 0.0050 0.176
N 3 3 3 3 3 o . . . 3 3 3 3 3

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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Appendix 9 Absolute and relative organ weights (males)
Sex: Male  Day(s): 29 Relative to Start Date

High

TMS5509 Lung Lung Lung Lung Lung Lung

300 Thymus Right Right Left Left Total Total Heart Heart Liver Liver Spleen Spleen Pancreas
mg/kg/day (%) () (%) © (%) © (%) (@ (%) - () (%) @ (%) ©

RP6MO1 | 0.0120 6.51 0.250 5.29 0.203 11.80 0.454 7.95 0.306 65.0 2.50 2.249 0.087 4.06
RP6MO3 | 0.0150 741 0.239 5.79 0.187 13.20 0.426 9.49 0.306 776 2.50 3.537 0.114 5.81
RP6M04 | 0.0220 7.05 0.234 5.96 0.198 13.01 | 0432 9.66 0.321 86.1 2.86 2516 0.084 4.26
Mean | 0.0163 . . . . 12.67 0.437 - 9.03 0.311 76.2 2.62 2.767 0.095 471
S.D. | 0.0051 . . . . 0.76 0.015 0.94 0.009 10.6 0.21 0.680 0.017 0.96

N 3 . . . . 3 -3 3 3 3 3 3 3 3

General Footnote: [Relative organ weights: Organ to final body weight ratios]
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