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K2 XUBUVANVKVEBEAT ) —OBEDTDDT—F< ) v 7 R

Repeated dose toxicity
ID Category 5 NOEL effective )
duration Organ (Tissue) Effect
(mg/kg/day) dose
1 in 28 300
2 in 28 300
3 in 42 100
4 in 28 300
5 in 28 1000
6 in 42 300
7 in 28 1000
8 in 49 175 700 Stomach (Glandular stomach) Hemorrhage, Erosin
9 in 28 100 1000 Stomach (Forestomach/Limiting ridge) Hyperplasia/Thickneing epi Hyperkeratosis/P
10 out 28 15 50 Liver Hypertrophy/Swelling hepatocyte (Periportal)
50 Testis Atrophy seminiferous, Hyperplasia leydig cell
50 Epididymis Germ cell |
11 out 91 <625 62.5 Bone marrow Hematopoiesis |
62.5 Kidney Pigmentation (Other)
125 Kidney Nephropathy, Mineralization, Necrosis
62.5 Liver Necrosis hepatocyte (Other), Pigmentation (Hemosiderin)
125 Liver Hypertrophy/Swelling hepatocyte (Other)
250 Lymph node Other findings
Extramedullary hematopoiesis, Congestion, Fibrosis, Pigmentation
62.5 Spleen
(Other)
250 Spleen Atrophy
500 Stomach (Forestomach/Limiting ridge) Inflamation
12 out 91 <42 42 Kidney Pigmentation (Other)
P ion (Hemosiderin), Extr h
42 Spleen
Congestion
342 Testis Other findings
13 out 28 100 1000 forestomach Hyperkeratosis, Hyperplasia
1000 lung Respiratory Distress
1000 liver Hypertrophy, Necrosis
14 out 90 <50 50 Stomach (Glandular stomach) Erosin
800 Adrenal Cell hypertrophy
) hilic change/ fon/D ion, Dilatation, Cell
800 Kidney o i
infiltration/Inflamation, Other findings
800 Hypertrophy/Swelling hepatocyte (Centrilobular)
800 Stomach (Glandular stomach) Erosin
15 out 91 <50 600 Trachea Other findings
600 Kidney Nephropathy
16 out 90 50 300 Lung Cell infiltration/Inflamation, Other findings
17 out 28 <5 25 Spleen Congestion, Pigmentation (Other)
125 Bone marrow Hematopoiesis 1
125 Brain Other findings
125 Epididymis Germ cell |
125 Kidney Pigmentation (Other)
125 Liver Extramedullary hematopoiesis, Pigmentation (Other)
125 Testis Atrophy iferous, D i i tubule
18 out 91 <48 48 Spleen Pigmentation (Hemosiderin)
171 Spleen Pigmentation (Hemosiderin)
336 Spleen Congestion
661 Testis Other findings
19 out 28 <1 1 spleen Hyperplasia, B H
5 liver Hypertrophy
25 testes Degeneration
25 spleen Changes in Organ Structure, Discoloration
20 out 28 <2 10 Liver Hypertrophy/Swelling hepatocyte (Centrilobular)
10 Kidney Eosinophilic body/Hyaline droplets
21 out 28 <15 15 Bone marrow Hematopoiesis |
15 Spleen c . E " '
(Hemosiderin)
50 Epididymis Germ cell |
50 Kidney Pigmentation (Other)
50 Liver Hypertrophy/Swelling hepatocyte (Other)
170 Liver dullary h iesis, Pigmentation (¢ derin)
50 Testis Germ cell |
170 Testis Hyperplasia leydig cell, Multinucleated giant cell
22 out 93 <10 40 Bone marrow Hematopoiesis 1, Other findings
40 Kidney Pigmentation (Hemosiderin)
40 Liver Pigmentation (t iderin), E yh
10 Spleen - ¢ derin), & :
Congestion
40 Spleen Fibrosis, Other findings
23 out 42 <30 30 Spleen Extramedullary her is, Congestion, Pi 1 (Other)
100 Liver Hypertrophy/Swelling hepatocyte (Other), Extramedullary
hematopoiesis, Pigmentation (Other)
300 Kidney Pigmentation (Other)
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F2 RUBVANLVRVEEDT I

V—DBEDTDDT—F< ) v 7 R (FX)

ADMET Predictor OECD QSAR Toolbox
ID Categon Acute toxicit, Reproductive toxicity number of
Sl StlogP | StlogD | StPeff | Vd | HEP_hCLint | HEP_CLint log Pow O R Y
(mg/kg) (mg/kg bdwt/d) simulated

1 in 187.218 -1.116 -2.244 1.348 0.253 2.705 14.537 -0.67 >2000 1000 0
2 in 194.185 0.051 -1.921 2.808 0.251 5.83 25.98 =3346 300 0
3 in 186.231 0.412 -2.061 3.06 0.255 5.982 27.417 0
4 in 173.191 -1.789 -2.041 0.464 0.275 3.094 9.084 -2.79 >5000 0
5 in 221.663 -0.182 -1.209 2.089 0.249 4.518 20.656 -0.83 0
6 in 243.645 0.098 -1.423 3.023 0.252 3.647 18.839 0
7 in 225.156 -0.223 -1.233 3.499 0.246 3.051 16.116 -2.61 >5000 1
8 in 217.201 0.078 -1.285 3.303 0.25 3.327 18.963 -0.7,-15 300~2000 1000 1
9 in 206.197 0.338 -1.563 2.572 0.269 6.394 31.788 700

10 out 148.25 4.643 4.643 12 1.729 91.436 841.659 4.4 25, <200 9
11 out 135.21 2.902 2.9 9.925 2.414 44.143 242.851 173 1650 8
12 out 137.139 2.309 2.309 6.693 1.05 37.555 49.373 2.37 >2250 3
13 out 122.168 2.63 37.853 10.195 1.293 2.63 183.956 2.8 1920 100, =1000 7
14 out 126.586 3.297 133.683 11.908 2.271 3.297 147.408 9
15 out 108.141 1.918 42.841 7.873 1.882 1.917 164.014 1.94 207 4
16 out 118.18 3.309 48.801 12 2.114 3.309 320.234 500 6
17 out 123.112 1.811 1.811 6.598 0.963 37.819 35.203 1.86 588 3
18 out 137.139 2.215 2.215 6.901 1.002 28.478 31.643 2.4 1784, 2121 10
19 out 157.557 2.446 2.446 7.794 1.07 61.192 24.05 2.49 2
20 out 121.183 1.84 1.84 6.345 2.3 14.62 58.597 2.02 1259 300 9
21 out 138.127 1.458 1.458 3.035 0.873 9.344 21.845 5
22 out 127.574 1.863 1.863 5.952 2.587 15.575 33.655 1.88 256 1
23 out 107.156 1.402 1.401 5.894 2.251 12.22 41.687 14 922 7
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2. RUBVANVEVEBBAT IV —DBEDEDODOT—F< ) v I R (fHX)

CompTox Chemicals Dashboard ToxCast
ID Category ) . Vvd Vd Half life Half life .
logkOW Fup (%) CLint (hepatic) ) ) ) X Total assays | Active calls
(human, predicted) | (rat, predicted) | (human, predicted) | (rat, predicted)

1 in - 383 6.25 0.4423 0.4604 0.8504 0.4923 293 0
2 in - 37.6 6.25 0.3951 0.423 0.365 0.1842 322 1
3 in - - - -

4 in - 34.7 0 0.371 0.3875 6.918 2.462 218 0
5 in - 28.2 6.25 0.3445 0.3578 0.8266 0.4888 218 1
6 in - - - - - - - - -
7 in -2.61 29.2 0 0.3561 0.3783 7.891 2.856 218 5
8 in - 30.3 0 0.3946 0.4094 8.362 2.979 290 6
9 in - - - 0.296 0.3134 0.3513 0.1866 218 36
10 out 5.17 - - - - - - 320 6
11 out 2.81 - - - - - - 548 11
12 out 2.37 26.59 19.32 1.733 1.369 2.874 1.075 553 14
13 out 2.66 - - - - - - 218 0
14 out 3.33 - - - - - - 546 2
15 out 1.94 32.59 39.66 1.808 1.616 1.578 0.6925 562 6
16 out - - - - - - - 317 5
17 out 1.85 38.44 8.168 1.471 1.254 277 1.217 561 5
18 out 2.45 7.728 16.82 1.025 0.7946 3.901 1711 555 3
19 out 2.46 9.92 217 1.185 0.9203 3.203 1.343 296 5
20 out 1.68 41.7 21.7 1.283 1.095 1411 0.5975 218 1
21 out 137 214 217 0.7008 0.6194 111 0.5336 218 0
22 out 1.88 26.5 21.7 1.16 0.9617 1.653 0.7053 293 7
23 out 1.4 54.9 32.9 1.22 1.084 1.014 0.43 566 8
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