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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table 19 Absolute and relative organ weights (males)
Day(s): 29 Relative to Start Date
Sex: Male Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day

Liver Mean 59.8 I 62.1 60.3 64.2 66.5 76.2
(9) S.D. 6.9 8.0 1.9 "7 6.1 10.6
N 4 4 4 4 4 3

Liver Mean 175 1 1.91 1.78 1.91 2.09 2,62 dd?
(%) S.D. 0.14 0.12 0.20 0.18 0.24 0.21
N 4 4 4 4 4 3
Spleen Mean 2946 1 4.294 4,962 4.001 3.601 2.767
(9) S.D. 0.521 1.546 1.891 0.995 0.932 0.680
N 4 4 4 4 4 3
Spleen Mean 0.086 I’ 0.131 0.148 0.121 0.113 0.095
(%) S.D. 0.010 0.046 0.063 0.036 0.029 0.017
N 4 4 4 4 4 3
Pancreas Mean 545 It 484 531 5.49 5.27 47
(a) S.D. 0.94 0.38 1.10 1.41 0.78 0.96
N 4 4 4 4 4 3

1[I - Automatic Transformation Selected: Identity (No Transformation)]

2 [dd - Test: Dunnett 2 Sided p < 0.01]
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Table 19 Absolute and relative organ weights (males)

Day(s): 29 Relative to Start Date
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Sex: Male Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300

mg/kg/day mg/kg/day mg/kg/day mg/kg/day mglkg/day
Pancreas Mean 0.159 1 0.150 0.155 0.162 0.165 0.162
(%) S.D. 0.020 0.022 0.025 0.024 0.021 0.023
N 4 4 4 4 4 3
Adrenal Mean 47 1 423 454 404 389 456
Total S.D. 86 41 103 66 56 58
(mg) N 4 4 4 4 4 3
Adrenal Mean 13.03 11 13.16 1342 12.05 12.26 15.93
Total S.D. 2.04 244 3.39 1.46 2.05 3.61
(mg%) N 4 4 4 4 4 3
Kidney Mean 1162 I’ 11.82 12.64 12.38 11.99 1147
Total S.D. 0.87 0.52 1.48 145 1.13 0.74
(@) N 4 4 4 4 4 3
Kidney Mean 0.340 R? 0.366 0.371 0.373 0.377 0.396
Total S.D. 0.018 0.046 0.005 0.060 0.032 0.027
(%) N 4 4 4 4 4 3

1[I - Automatic Transformation Selected: Identity (No Transformation))

2 [R - Automatic Transformation Selected: Rank]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomelgus Monkeys

Table 19 Absolute and relative organ weights (males)
Day(s): 29 Relative to Start Date

Sex: Male Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300

mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Testis Mean 343 11 2,22 2.83 3.52 1.70 2.61
Total S.D. 2271 1.63 1.34 1.37 0.51 1.70
(9) N 4 4 4 4 4 3
Testis Mean 0.0966 I’ 0.0653 0.0808 0.1060 0.0534 0.0868
Total S.D. 0.0596 0.0405 0.0281 0.0438 0.0153 0.0524
(%) N 4 4 4 4 4 3
Epididymis Mean 127 1 1.07 1.24 1.20 0.87 0.89
Total S.D. 0.48 0.70 0.44 0.23 0.26 0.17
(@) N 4 4 4 4 4 3
Epididymis Mean 0.0365 I’ 0.0313 0.0356 0.0365 0.0272 0.0305
Total S.D. 0.0116 0.0172 0.0080 0.0112 0.0075 0.0045
(%) N 4 4 4 4 4 3
Prostate Mean 055 I 0.56 0.43 0.45 0.41 0.32
(9) S.D. 0.28 0.47 0.19 0.12 017 0.05
N 4 4 4 4 4 3

1[I - Automatic Transformation Selected: Identity (No Transformation)]
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Table 19 Absolute and relative organ weights (males)

Day(s): 29 Relative to Start Date
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Sex: Male Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Prostate Mean 0.0158 11 0.0164 0.0122 0.0136 0.0132 0.0112
(%) S.D. 0.0074 0.0119 0.0040 0.0038 0.0074 0.0026
N 4 4 4 4 4 3
Seminal Mean 164 11 144 148 1.36 1.02 0.97
Vesicle S.D. 0.90 1.13 1.48 0.36 0.37 0.30
@) N 4 4 4 4 4 3
Seminal Mean 0.0465 I 0.0417 0.0401 0.0408 0.0328 0.0328
Vesicle S.D. 0.0225 0.0288 0.0352 0.0116 0.0158 0.0080
(%) N 4 4 4 4 4 3
1[I - Automatic Transformation Selected: Identity (No Transformation)]
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TK13152
A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table20  Absolute and relative organ weights (females)
Day(s): 29 Relative to Start Date
Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 68 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Final Mean 293 1 293 2.86 2.83 2.88 272 n12
Bodyweight S.D. 0.41 0.32 0.24 0.37 0.38 .
(kg) N 4 4 4 4 4 1
Brain Mean 584 1 64.5 60.7 60.2 65.1 64.3 n12
(9) S.D. 8.1 39 6.8 5.0 40 .
N 4 4 4 4 4 1
Brain Mean 199 11 221 213 2.15 228 236 n12
(%) S.D. 0.11 0.21 0.23 0.28 0.20 .
N 4 4 4 4 4 1
Pituitary Mean a“n 48 48 46 45 40 ni12
(mg) S.D. 5 5 4 4 7 .
N 4 4 4 4 4 1
Pituitary Mean 141 1 1.65 1.69 1.64 1.58 147 n12
(mg%) S.D. 0.09 0.26 0.10 0.18 0.36 .
N 4 4 4 4 4 1

1[I - Automatie Transformation Selected: Identity (No Transformation)]

2 [n1 - This group has only one value: Data was not statistically analyzed.]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table 20  Absolute and relative organ weights (females)
Day(s): 29 Relative to Start Date
Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Thyroid Mean 325 1 312 333 296 348 293 ni12
Total S.D. 123 64 144 115 179 .
(mg) N 4 4 4 4 4 1
Thyroid Mean 1138 1 10.86 11.59 10.62 11.96 10.77 n12
Total S.D. 4.85 3.03 457 4.30 6.06 .
(mg%) N 4 4 4 4 4 1
Submandibul Mean 247 1 245 219 229 225 171 ni12
argland S.D. 0.46 0.17 0.18 0.67 0.59 .
() N 4 4 4 4 4 1
Submandibul Mean 0.0847 1 0.0838 0.0771 0.0813 0.0779 0.0629 n12
ar gland S.D. 0.0148 0.0057 0.0124 0.0237 0.0148 .
(%) N 4 4 4 4 4 1
Thymus Mean 1130 L3 1.240 1.430 1.520 0.558 0.515 n12
(9) S.D. 0.230 0469 0.677 0.885 0.067 .
N 4 4 4 4 4 1

1[I - Automatic Transformation Selected: Identity (No Transformation)]
3 [L - Automatic Transformation Selected: Log]

2 [n1 - This group has only one value: Data was not statistically analyzed.]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table20  Absolute and relative organ weights (females)
Day(s): 29 Relative to Start Date '
Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Thymus Mean 0.0389 R? 0.0420 0.0493 0.0537 0.0194 0.0189 n12
(%) S.D. 0.0088 0.0156 0.0223 0.0303 0.0007 .
N 4 4 4 4 4 1
Lung Mean 1252 12.86 13.28 14.69 13.77 13.34 n12
Total S.D. 2.29 1.37 1.58 235 2.76 .
(9) N 4 4 4 4 4 1
Lung Mean 0426 0.439 0.464 0.519 dd* 0477 0490 n12
Total S.D. 0.020 0.020 0.038 0.026 0.059 .
(%) N 4 4 4 4 4 1
Heart Mean 9.71 B 9.83 9.17 9.28 9.54 8.81 niz
) S.D. 1.13 234 0.74 0.98 116 .
N 4 4 4 4 4 1
Heart Mean 0.334 R 0.333 0.321 0.330 0.333 0.324 n12
(%) S.D. 0.043 0.051 0.003 0.029 0.026 .
N 4 4 4 4 4 1

1 [R - Automatic Transformation Selected: Rank]
3 [I - Automatic Transformation Selected: ldentity (No Transformation)]

2 [n1 - This group has only one value: Data was not statistically analyzed.]
4 [dd - Test: Dunnett 2 Sided p < 0.01]
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Table 20  Absolute and relative organ weights (females)
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Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300

mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day

Liver Mean 59.6 I 571 60.7 63.0 719 69.2 ni2
(9) S.D. 6.5 5.8 9.8 11.4 15.2 .
N 4 4 4 4 4 1

Liver Mean 204 1 1.85 212 2.23 248 d3 254 n12
(%) S.D. 0.12 0.15 0.23 0.31 0.26 .
N 4 4 4 4 4 1

Spleen Mean 2432 1t 2.657 3.395 3.527 2.628 3114 ni12
(@ S.D. 0.560 0.361 0.953 0.394 1.085 .
N 4 4 4 4 4 1

Spleen Mean 0.082 1 0.092 0.121 0.126 0.089 0.114 n12
(%) S.D. 0.009 0.018 0.044 0.019 0.024 .
N 4 4 4 4 4 1

Pancreas Mean 4,06 11 482 452 4.54 429 412 n12
(9) S.D. 0.96 0.58 0.50 1.10 0.42 .
N 4 4 4 4 4 1

1[I - Automatic Transformation Selected: Identity (No Transformation)]

3 [d - Test: Dunnett 2 Sided p < 0.05]

2 [n1 - This group has only one value: Data was not statistically analyzed.]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table 20  Absolute and relative organ weights (females)
Day(s): 29 Relative to Start Date
Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mg/kg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Pancreas Mean 0.138 1 0.165 0.159 0.160 0.151 0.151 n12
(%) S.D. 0.021 0.018 0.027 0.027 0.023 .
N 4 4 4 4 4 1
Adrenal Mean 468 11 498 485 510 505 321 n12
Total S.D. 145 72 76 137 75 .
(mg) N 4 4 4 4 4 1
Adrenal Mean 1571 1 17.18 16.93 18.18 17.54 11.80 n12
Total S.D. 2.82 3.62 2.28 473 1.08 .
(mg%) N 4 4 4 4 4 1
Kidney Mean 1042 p 10.74 10.58 10.96 1045 9.57 n12
Total S.D. 225 1.1 0.72 233 1.09 .
@ N 4 4 4 4 4 1
Kidney Mean 0.354 11 0.367 0.371 0.389 0.365 0.352 n12
Total S.D. 0.043 0.027 0.020 0.069 0.026 .
(%) N 4 4 4 4 4 1

1 [} - Automatic Transformation Selected: Identity (No Transformation)}

2 [n1 - This group has only one value: Data was not statistically analyzed.]
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Table 20  Absolute and relative organ weights (females)

Day(s): 29 Relative to Start Date
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Sex: Female Control Low Low-Mid Mid Mid-High High
0.5%CMC-Na TM5509 TM5509 TM5509 TM5509 TM5509
2 6 20 80 300
mglkg/day mg/kg/day mg/kg/day mg/kg/day mg/kg/day
Ovary Mean 432 1 256 267 298 255 155 n12
Total S.D. 217 102 64 86 47 .
(mg) N 4 4 4 4 4 1
Ovary Mean 1482 I 8.53 9.44 10.62 8.96 570 n12
Total S.D. 7.97 2.61 2.70 3.27 1.84 .
(mg%) N 4 4 4 4 4 1
Uterus Mean 811 I 6.44 6.08 7.54 5.72 7.26 n12
(9) 8.D. 1.35 1.79 2.05 312 1.56 .
N 4 4 4 4 4 1
Uterus Mean 0.2719 11 0.220 0.212 0.261 0.197 0.267 n12
(%) S.D. 0.053 0.062 0.068 0.075 0.033 .
N 4 4 4 4 4 1

1[I - Automatic Transformation Selected: Identity (No Transformation)]

2 [n1 - This group has only one value: Data was not statistically analyzed.]
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table 21 Histopathology (males)

SEX: MALE GROUP 11112222333
REMOVAL REASON AAAAAAAAAAA

ANIMMLRRRRRRRARRRRRRRRRRRRRRRRRR
NUMBER PP P PP PPPPPPPPPPPPPPPPPPP
11112222333344445555666¢6
MMMMMMMMMMMMMMMMMMMMMM MM
0000000000000000000600000
1283412341234123412341234
LIVEI ] v itittenneastnavnasennseasnnscnnnsnnnansnnns + NNNNNNNNNNNNNNNNNNN++++
proliferation, bile ductule ....cveeuuviiiinensns « v o 0 0 b e e e e e e 201
necrosis, hepatocyte, focal ....vivevennrnnnnnens 1 0 v 0 b b 0t 0 e s e e e e e e e s
hypertrophy, hepatocyte, centrilobular ......c.cvv & v v b v v v s b i s e e e e e e w1 1
cell infiltration, inflammatory cell, portal
tract oo e s aaaaeas T~ A |
AbSCESS vveniirrniii i Cereeaessar e e
necrosis, hepatocyte, multifocal, portal tract .. . . . . . . . . . . .+ ... ... . .81
necrosis/regeneration, bile duct ......civvunenns P . . . .31
bacterial colony (gram positive/negative), bile
duct v.aavians Neeaesataseteaaaraaaaaserereaaaany 1 a5 . 4 . 4 8 4 a4 44k cr e . 2.
Gallbladder; ........ Cererrraea e e NNNNNNRNNNNRNNNNNNNNNNNX-++
cell infiltration, inflammatory cell ............ . PR 11
Extrahepatic Bile DUCt; ..vvininriinrnnnnnnrneas PR . . . . + o+,
cell infiltration, inflammatory cell ............ .. . .2 .
hemorrhage ... ieeiinn ittt enannsasnnanns . . R
erosionjulcer ......... retreesiaceenaanseaaenaan P .3 1.

bacterial colony (gram posSitive/negative) v.uevvs v v v v v v v w e e e e e e e e e e 2

Duodenum; ......... wiseasenevesvnannesasasassaasnas NNNNNN+NNNNNNTFNNNNNNNT+N
ectopic tissue, pPancreas .aveesrsssersssccrarsnss = o 0 o s
bacterial colony (gram positive/negative), vater
L= ¢
hemorrhage, vater papilla «..uvveeeevnnnrnnavenans o o o
cell infiltration, inflammatory cell, vater
ST P -

[ 2 T T T
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys
Table 21 Histopathology (males)

SEX: MALE GROUP 11 11222233334444555566¢686
REMOVAL REASON AAAAAAAAAAAAAAAAAAAAADAA

ANIMALRRRRRRRRRRRRRRRRRRRRRRRR
NUMBER PP PPPPPPPPPPPPPPPPPPPPPP
11112222333344445555666¢6
MMMMMMMMMMMMMMMMMMMMMMMM
000000000000000000000000
1234123412341283412341234

Duodenum; (Continued)
erosionjulcer, vater papilla .....iverenreiinnnan 0 0 e v 0 e e e e e e e e e e e . 2,

Cecum; v.vvvuvnvennse . P e . . . - X .
{7 10 O . . X ..
Rectum; ....... e e T S
Thymus; «.ovnvrrvnevaaans P T G
Adrenal; .....iiiiiiiniins B

congestion, cortex
hypertrophy, zona fasciculata ....eveivnienernenns o 4 v s v v 0 v a0 e e e e e e e e e e 2,
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Table 21
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Histopathology (males)

Page:
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Removal Reason
Code

A

D

Tissue Result
Code

N

+

X

Grade
Code

T W WD .

Description
Control 0.5%CMC-Na
2 mg/kg/day

6 mg/kg/day

20 mg/kg/day

80 mg/kg/day

300 mg/kg/day

Description
End of dosing
Found dead

Description

N.V.L

Not Recorded

Tissue Observation Present
Not Examined

Description

not recorded

slight

moderate

severe

duplicate

present - no grade or classification

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

Table 22 Histopathology (females)

SEX: FEMALE GROUP 11 1122223333444455556¢66F86
REMOVAL REASON AAAAAAAAAAAAAAAAAAAADAMM
ANIMAL RRRRRRRRRRRRRRRRRRRRRRRR
NUMBER P PP PP PPPPPPPPPPPPPPPPPPP
1111222233334444555566¢686
FFFFFFFFFFFFFFFFFFFFFFFF
000000000000000000000000O0
123412341234123412341234
0 T o NNNNNNNNNNNNNNNNNNNNGA++++
proliferation, bile ductule ......... ereraaaaaa e I
cell infiltration, inflammatory cell, portal
tract ....... e s erar e aa e e -4
necrosis, hepatocyte, multifocal, portal tract .. . . « . « + v v v v v o v v e e e e 2011
necrosis/regeneration, bile duct ................ e
Gallbladder; ....ouseeisseuinenneenannsenrnesnsnnnnns NNNNNNNNNNNNNNNNNNNNG++++
cell infiltration, inflammatory cell .......... fe e e a e e e e e e e e e e e e e e e e e 2
hemorrhage, MUCOSA .. .uvvvavvernnrnnenrnnenrnnnns T
edema, MUCOSE +uvvrrnrnns Nt rasa e T T
erosion/ulcer ........... Chereaiaaerraasarnsraase P
bacterial colony (gram positive/negative) ....... e 1
Extrahepatic Bile DUCE; ...vevueervrnnnnenennannres P
cell infiltration, inflammatory cell ............ e e e e e e e e e e e e 2. .2
hemorrhage .......ccvvvvinnnnn e Creene v 4 s e e s e e e s e s e e A .
erosion/ulCer ....uviiiiirariiaiiiniraaaas Chree e e e e e e e e e e e e e .3.23
bacterial colony (gram positive/negative) ....... e e e e e e .2 . .2
Duodenum; .......... N NNNNNNNNNNNNN+FNNNNNN+N-++
ectopic tissue, pancreas ....... Cerrarer s P
bacterial colony (gram positive/negative), vater
papilla v.iiiiinnannncnaen -
hemorrhage, vater papilla ...... e T
cell infiltration, inflammatory cell, vater
papilla ....viieinininneaiaen Chesraasinanasens e
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Table 22 Histopathology (females)

SEX: FEMALE GROUP 11 112222333344445555666¢6
REMOVAL REASON AAAAAAAAAAAAAAAAAAAADAMNM

ANIMALRRRRRRRRRRRRRRRRRRRRRRARAR
NUMBER PP P PPPPPPPPPPPPPPPPPPPPP
111122223333444455556¢66¢86
FFFFFFFFFFFFFFFFFFFFFFFF
000000000000000000000000
123412341234123412341234

Duodenum; (Continued)
erosion/ulcer, vater papilla ...... Crseersaaasaas [ Ve e e e e e s C e e e .. 32
Ileum; ........ e ereaetrae i P e . . + .

cell infiltration, inflammatory cell, mUCOSa ... « &+ v v « & v v v v v v 4w v v v v 0w a1

dejunum; ...iiiiii i PN . . . N, .
Cecum; +.vaseus seansererseEraananans e rarretusasese 2 o a P N LN .
Colon; +.oeveans R R R R N T T PP .
cell infiltration, inflammatory cell, mMUCOSE +uus o « + 4 « 4 & « & 4 & . i .
Rectum; ...... T Sesescren s ansEsanbeaa s » P .. . . . X .
LI 1377111V Caaeee e R + .+t
atPOPhY e e i e e . e e s .. .. .3.33
Synovial Membrame; ...uvieivnneseniannucasosannnans . C e e e e .. + N
hemorrhage .. .vivesivenvriivnnrninnss eesnsacasaas . .. . P
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Table 22
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Histopathology (females)

Page:
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Removal Reason
Code

A

D

M

Tissue Result
Code
N

Grade
Code

0 O W N 2.

Description

Control 0.5%CMC-Na

2 mg/kg/day
6 mg/kg/day
20 mg/kg/day
80 mg/kg/day
300 mg/kg/day

Description
End of dosing
Found dead

Moribund condition

Description
N.V.L
Not Recorded

Tissue Observation Present

Not Examined

Description
not recorded
slight
moderate
severe
duplicate

present - no grade or classification

Key Page
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TK13152

Table23  Plasma concentrations and toxicokinetic parameters of TM5509 (males)
Sex: Male Day: 1
Plasma concentration (ug/mL)

Animal Time post-dosing Crnax Trnax AUCq942

Group No. th 4h 6h 8h 24h {Hg/mL) (h) (Hg-himL)
Control RP1MO1 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
05%CMC-Na  RP1M02 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
RP1MO3 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
RP1M04 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
Mean NC NC NC NC NC - - -
S.D. NC NC NC NC NC - - -
N 4 4 4 4 4 - - -
Low RP2M01 16.8 [6] 20.2 [6] 18.9 [6] 17.6 16] 752 2] 20.2 4 340
TM5509 RP2M02 13.1 [6] 24.5 [6] 21.7 [6] 20.8 [6] 8.34 [2] 24.5 4 385
2 RP2M03 15.2 [6] 20.6 [6] 17.5 [6] 14.9 [6] 7.99 2] 20.6 4 315
mg/kg/day RP2M04 13.9 [6] 16.7 [6] 14.4 [6] 12.1 [6] 500 [2] 16.7 4 247
Mean 14.8 205 18.1 16.4 7.21 205 4.0 322
S.D. 186 32 3.0 3.7 1.51 3.2 0.0 58
N 4 4 4 4 4 4 4 4
Low-Mid RP3MO1 25.2 [6] 64.7 [6] 87.6 [6] 64.8 [6] 27.0 [2] 87.6 6 1190
TM5509 RP3M02 34.1 16] 57.0 [6] 58.3 [6] 49.0 [6] 13.5 [2] 58.3 6 876
6 RP3M03 54.4 6] 78.6 [6] 77.9 [6] 64.0 [6] 19.1 [2] 786 4 1190
my/fkg/day RP3M04 36.2 [6] 73.8 [6] 69.0 [6] 56.4 [6] 16.7 [2] 73.8 4 1040
Mean 375 68.5 73.2 58.6 19.1 746 5.0 1070
S.D. 12.2 9.6 12,5 74 5.8 12.3 1.2 150
N 4 4 4 4 4 4 4 4

General Footnote:

[ I Dilution factor

BLQ: Below the lower limit of quantification (0.5 pg/mL)

NC: Not calculated

3 The values of 0 hours were regarded as 0 pg/mL.
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A 4-Week Oral Dose Toxicity Study of TM5509 in Cynomolgus Monkeys

Table23  Plasma concentrations and toxicokinetic parameters of TM5509 (males)

Sex: Male Day: 1
Plasma concentration (ug/mL)

Animal Time post-dosing Crmax Trax AUCyp0,?

Group No. 1h 4h 6h 8h 24h (ug/mL) (h) (ug-h/mL)
Mid RPAMO1 52.6 [6] 143 [6] 146 [6] 130 [6] 485 2] 146 5 2310
TM5509 RP4MO2 78.3 [6] 108 [6] 97.6 [6] 89.9 [6] 328 2] 108 4 1690
20 RP4MO3 20.8 [6] 114 [6] 121 [6] 143 [6] 249 [2] 143 8 2050
mg/kg/day RP4MD4 53.2 [6] 171 6] 165 [6] 183 [6] 54.1 2] 183 8 2940
Mean 51.2 134 132 136 40.1 145 6.5 2250
S.D. 236 29 29 38 13.6 3 19 530
N 4 4 4 4 4 4 4 4
Mid-High RP5M01 84.6 [6] 214 [6] 179 [6] 199 [6] 60.5 [2] 214 4 3340
TM5509 RP5M02 36.1 [6] 192 [6] 198 [6] 187 [6] 59.0 2] 198 6 3100
80 RP5M03 55.3 [6] 209 [6] 206 [6] 228 [6] 524 [2] 228 8 3520
mg/kg/day RP5M04 121 [6] 168 [6] 187 [6] 202 [6] 3.7 2 202 8 3110
Mean 74.3 196 193 204 50.9 211 6.5 3270
S.D. 37.0 21 12 17 13.3 14 19 200
N 4 4 4 4 4 4 4 4
High RP6MO1 94.8 [6] 232 [6] 239 [6] 267 [6] 144 [6] 267 8 4800
TM5509 RPEM02 53.0 [6] 222 [6] 241 [6] 281 [6] 99.2 6] 281 8 4470
300 RP6MO03 156 [6] 235 [6] 234 [6] 218 [6] 52.7 [2] 235 4 3750
mglkg/day RPEM04 162 [6] 251 [6] 271 [6] 268 [6] 87.3 [2] 271 6 4600
Mean 116 235 246 259 95.8 264 6.5 4410
S.D. 52 12 17 28 37.7 20 1.9 460
N 4 4 4 4 4 4 4 4

General Footnote:

[ 1 Dilution factor
? The values of 0 hours were regarded as 0 pg/mL.

® Since the measured values exceeded the upper limit of the calibration curve (50 pg/mL), the reanalysis with diluted samples was conducted and the result was employed.
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Table23  Plasma concentrations and toxicokinetic parameters of TM5509 (males)

Sex: Male Day: 28
Plasma concentration (ug/mL)

Animal _ Time post-dosing Crnax Trnax AUCqpu”

Group No. Pre-dosing Th m B Bh 24h (ugimL) (h) (ug-himL)
Control RP1MO1 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] ; - -
05%CMC-Na  RPAMO2 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - .
RP1MO3 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
RP1MO4 BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] BLQ [1] - - -
Mean NC NC NC NC NC NC - - -
S.D. NC NC NC NC NC NC - - -
N 4 4 4 4 4 4 - - -
Low RP2M01 8.55 [1] 313 [1] 31.8 [1] 31.9 [1] 25.1 [1] 10.2 [1] 319 6 518
TM5509 RP2M02 10.2 1] 29.6 [1] 3211 296 [1] 229 [1] 10.9 [1] 321 4 497
2 RP2M03 171 214 [1] 37.0 [] 36.1 [1] 27.8 [1] 15.4 1] 370 4 584
mglkglday RP2M04 481 [1] 19.0 [1] 221 [1] 20.6 [1] 15.8 1] 553 [1] 22.1 4 323
Mean 8.82 25.3 30.8 296 22.9 104 308 45 481
S.D. 2.96 6.0 6.2 6.5 5.1 3.8 6.2 1.0 111
N 4 4 4 4 4 4 4 4 4
Low-Mid RP3MO1 23.7 [1] 397 3] 78.7 [3] 635 [3] 5.1 [3] 217 [1] 787 4 1080
TM5509 RP3M02 9.75 [1] 39.9 [3] 57.0 [3] 456 [3] 37.0 [3] 10.1 1] 57.0 4 732
6 RP3M03 17.4 [1] 53.6 [3] 80.2 [3] 718 3] 67.5 [3] 19.5 [1] 80.2 4 1220
mylkg/day RP3M04 23.8 [1] 51.0 [3] 92.9 [3] 90.6 [3] 85.4 [3] 26.6 1] 929 4 1510
Mean 18.7 48.1 77.2 67.9 61.3 19.5 77.2 4.0 1140
S.D. 6.7 7.3 14.9 18.7 204 6.9 149 0.0 320
N 4 4 4 4 4 4 4 4 4

General Footnote:

[ 1 Dilution factor
BLQ: Below the lower limit of quantification (0.5 pg/mL)
NC: Not calculated

® The values of 0 hours were calculated using the pretreatment value.
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Table23  Plasma concentrations and toxicokinetic parameters of TM5509 (males)
Sex: Male Day: 28
Plasma concentration (ug/ml)
Animal ) Time post-dosing Cax Tnax AUCq0,
Group No. Pre-dosing Th m B 8 2 (ug/mL) ) (ug-himL)
Mid RPAMO1 514 [3] 72.5 [6] 143 [6] 148 [6] 141 [6] 39.0 [3] 148 6 2410
TM5509 RP4M02 316 [3] 76.2 [6] 724 [6] 63.5 [6] 59.9 [6] 26.3 [3] 76.2 1 1230
20 RPAM03 38.9 [3] 48.1 [6] 95.9 [6] 98.9 [6] 123 [6] 339 {3] 123 8 1930
mg/kg/day RPAMO4 65.5 [3] 92.1 [6] 122 [6] 138 [6] 119 [6] 54.7 [3] 138 6 2310
Mean 46.9 722 108 112 111 385 121 53 1970
S.D. 14.9 18.2 3 39 35 12.0 32 30 530
N 4 4 4 4 4 4 4 4 4
Mid-High RP5MO1 435 [3] 63.0 [6] 127 16] 137 [6] 118 [6] 311 3] 137 6 2050
TM5509 RP5M02 46.6 [3] 43.8 [6] 117 16] 119 [6] 120 [6] 379 [3] 120 8 2020
80 RP5M03 39.1 [3] 61.7 [6] 138 [6] 140 [6] 126 [6] 14.5 3] 140 6 2020
mg/kg/day RP5M04 326 [3] 84.1 [6] 98.2 [6] 80.0 [6] 80.2 [6] 20.1 [3] 98.2 4 1470
Mean 405 63.2 120 119 1M 259 124 6.0 1890
S.D. 6.1 16.5 17 28 21 10.6 19 1.6 280
N 4 4 4 4 4 4 4 4 4
High RP6MO1 59.9 [6] 120 [6] 139 [6] 130 {10] 148 [10] 70.4 6] 148 8 2770
TM5509 RP6MO2 ® - - - - - - - - -
300 RP&M03 78.9 [6] 93.2 [6] 124 [6] 99.6 [10] 129 [10] 86.4 [6] 129 8 2590
mg/kg/day RP6M04 121 [6] 151 [6] 182 [6] 162 [10] 167 [10] 66.0 [6] 182 4 3170
Mean 86.6 121 148 131 148 743 153 6.7 2840
S.D. 313 29 30 KA 19 10.7 27 23 300
N 3 3 3 3 3 3 3 3 3
General Footnote: [ J: Dilution factor
® The values of 0 hours were calculated using the pretreatment value.
® Died on Day 16 of dosing
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