Supplementary Data 6. Haematological values in rats — Dosing phase

Sex: Male

Day 15 relative to Start Date

[Group 1.
1o WBC RBC HGB HCT MCV MCH MCHC RDW #RET %RET #NEUT %NEUT #LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
mg/kg/day
03HL) 06HL) @A) () () P @A) (9  (09L) (9 (0L (%) (0BL) (6 (0FHL) (6) (08D (9 (0FHL) (6 (10°3L) (L)
1001  3.31 7.23 142 40.2 55.6 19.6 353 125 216.0 299 045 135 2.76 835 0.04 1.1 0.04 12 0.00 0.0 939 9.6
1002 287 7.78 14.7 419 538 18.9 35.0 11.8 192.7 248 0.68 23.6 207 722 0.08 27 0.03 11 0.00 0.0 699 10.4
1003 2.67 7.80 14.6 40.6 52.0 18.7 36.0 124 218.7 2.80 0.34 12.9 225 842 0.04 1.6 0.02 0.9 0.00 0.1 1108 9.7
1004 448 7.90 14.7 419 53.0 18.6 35.0 119 2148 272 0.73 16.2 3.58 80.0 0.11 24 0.04 1.0 0.00 0.1 917 10.6
1005 2.89 6.96 139 386 555 199 359 142 206.6 297 048 16.7 226 784 0.09 31 0.04 14 0.00 0.0 795 10.0
1006 3.79 745 14.7 415 55.7 19.7 353 12.0 2178 292 0.69 18.1 .92 771 0.08 22 0.09 23 0.00 0.1 1005 9.7
1007 5.48 7.06 14.0 392 55.6 19.8 357 15.7 270.6 383 097 17.7 4.35 793 0.08 1.5 0.05 0.9 0.00 0.0 879 10.6
1008 4.31 7.66 14.0 40.8 53.3 183 344 12.7 264.8 346 0.92 213 321 744 0.07 1.7 0.09 20 0.01 0.1 913 94
1009 3.03 8.10 153 439 542 189 348 11.9 196.7 243 0.34 11.2 2.54 838 0.11 35 0.03 0.8 0.01 0.3 957 99
1010 5.02 8.02 14.8 42.6 53.1 18.5 34.9 12.0 2435 3.04 0.40 7.9 4.44 88.4 0.11 23 0.05 1.0 0.01 0.1 904 9.1
[Group 2.
3 WBC RBC HGB HCT MCV MCH MCHC RDW #RET %RET #NEUT %NEUT £LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
Img/ke/day
(1073/uL) (10%6/uL) (g/dL) (%) (fL) (pg) (g/dL) (%) (10%L.) (%) (10"3/uL) (%) (10%3/uL) (%) (10"3/uL) (%) (10"3/uL) (%) (10"3/uL) (%) (10°3/uL) (fL)
2001 345 7.19 134 384 535 18.6 348 12.6 217.1 3.02 0.36 104 3.01 87.3 0.06 1.7 0.02 0.6 0.00 0.0 956 9.7
2002 232 7.84 148 2.7 545 188 346 115 2260 2.88 0.51 219 1.70 732 0.06 26 0.04 1.9 0.00 0.0 867 103
2003 3.81 7.78 147 412 529 188 356 125 250.1 321 0.99 259 2.65 69.5 0.09 23 0.08 21 0.00 0.1 1061 10.1
2004 297 7.39 139 393 532 189 354 122 2142 2.90 0.44 149 2.38 80.0 0.09 29 0.06 20 0.00 0.0 755 10.3
2005 5.96 8.14 152 44.1 542 18.7 344 11.1 2079 2.56 0.75 12.7 4.95 83.0 0.18 3.0 0.06 1.0 0.01 0.1 872 10.3
2006 2.97 8.07 147 429 532 182 342 12.3 2456 3.04 0.65 219 2.19 735 0.08 28 0.05 1.6 0.00 0.0 830 10.2
2007 472 7.99 14.7 424 53.1 184 346 12.2 2558 320 0.51 10.8 4.09 86.6 0.09 2.0 0.02 04 0.00 0.1 834 93
2008 6.51 7.61 15.0 419 55.1 19.7 358 14.0 2454 322 0.80 12.3 543 834 0.12 18 0.12 19 0.00 0.1 873 9.4
2009 5.88 7.51 144 40.8 543 19.2 353 11.6 238.0 317 0.59 10.1 5.09 86.4 0.14 24 0.03 05 0.00 0.1 895 9.0
2010 7.28 7.82 15.5 43.9 56.1 19.8 353 11.3 177.0 2.26 1.11 15.2 5.91 81.2 0.11 1.5 0.11 1.5 0.01 0.1 888 9.7
[Group 3.
16 WBC RBC HGB HCT MCV MCH MCHC RDW #RET %RET #NEUT %NEUT #LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
mg/kg/day
030 106HL) @A) (6) () e @A) (9 (09L) (9 (0BML) (%) (03L) (9 (0RL)  (6) (08D (6 (03D () (03L) (L)
3001 3.92 7.52 142 414 55.0 189 344 114 2098 2.79 0.50 129 3.14 80.1 0.20 5.0 0.05 13 0.00 0.1 837 10.1
3002 445 7.10 13.5 38.0 53.5 19.0 35.6 13.6 2434 343 0.74 16.7 3.58 80.4 0.07 15 0.04 1.0 0.00 0.0 941 10.2
3003 4.02 747 144 39.9 534 19.2 36.0 14.0 2224 298 0.62 15.3 3.29 82.0 0.04 1.0 0.05 11 0.00 0.1 817 10.2
3004 317 7.51 14.6 42.6 56.7 194 342 12.0 181.5 242 0.48 15.2 2.58 81.3 0.08 24 0.03 09 0.00 0.1 869 9.7
3005 4.71 7.24 145 40.1 554 201 36.2 14.0 2356 325 0.60 128 3.82 812 0.18 38 0.09 20 0.00 0.0 812 10.2
3006 4.59 7.73 138 39.6 513 17.8 348 13.2 2359 3.05 0.89 19.3 349 76.0 0.13 27 0.08 1.6 0.00 0.0 903 9.8
3007 638 8.04 153 439 546 19.0 349 11.8 253.1 315 0.77 12.0 532 834 0.14 22 0.11 1.7 0.01 0.1 873 9.7
3008 6.07 7.65 147 428 559 19.2 344 11.6 2352 3.07 0.73 12.0 5.05 83.1 0.20 32 0.06 1.0 0.00 0.1 777 9.5
3009 4.70 7.93 149 43.6 55.0 189 343 113 2111 2.66 037 79 4.19 89.1 0.09 1.9 0.03 0.6 0.00 0.1 9202 9.3
3010 436 8.50 153 4.7 52.6 18.0 342 12.8 269.9 3.17 0.52 11.9 3.70 84.9 0.07 1.6 0.05 1.1 0.00 0.1 819 9.9
[Group 4.
12 WBC RBC HGB HCT MCV MCH MCHC RDW #RET %RET #NEUT %NEUT #LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
Img/ke/day
3L 106HL) @A) (9 () e @A) 9  (09L) (9 (0D (%) (0D (9 (0L (6 (103RD) (%) (0D) (%) (03hL) (L)
4001 423 7.54 142 40.2 533 18.8 353 122 187.2 248 0.49 11.6 3.62 85.8 0.08 18 0.02 04 0.00 0.1 792 9.7
4002 5.68 7.20 134 384 533 18.6 348 11.1 182.7 254 1.98 349 3.46 60.9 0.17 3.0 0.04 08 0.00 0.0 1116 10.8
4003 8.80 6.91 129 36.7 531 18.7 352 13.0 206.1 298 4.13 47.0 4.32 49.1 0.27 31 0.05 0.6 0.00 0.1 894 10.5
4004 3.82 7.78 145 413 531 18.7 352 125 2292 295 0.73 19.1 293 76.7 0.08 20 0.06 1.7 0.00 0.1 917 10.3
4005 5.62 7.50 13.7 39.7 53.0 18.3 345 12.6 301.9 4.02 2.55 454 2.66 473 032 5.7 0.06 11 0.00 0.0 927 10.8
4006 9.06 7.57 138 391 516 182 352 129 2319 3.06 3.16 349 5.64 623 0.15 1.6 0.05 0.6 0.01 0.1 1250 9.7
4007 7.08 7.82 14.0 404 51.7 17.9 345 122 2258 2.89 091 12.9 83.7 0.12 1.7 0.06 09 0.00 0.1 963 9.4
4008 9.36 7.60 14.3 42.0 552 18.8 341 115 2679 352 239 255 70.7 0.25 27 0.04 0.5 0.01 0.1 993 10.2
4009 6.81 7.87 15.1 438 557 19.2 344 114 207.3 263 0.60 8.8 87.0 0.19 28 0.05 08 0.01 0.1 886 10.2
4010 6.80 7.62 14.2 41.2 54.0 18.7 346 12.0 244.0 3.20 1.58 232 729 0.19 2.8 0.06 0.8 0.00 0.0 1004 10.6




Supplementary Data 6. Haematological values in rats — Dosing phase (continued)

Sex: Female

Day 15 relative to Start Date

[Group 1.
0 WBC RBC HGB HCT MCvV MCH MCHC RDW #RET %RET #NEUT %NEUT #LYMP %LYMP #MONO %MONO #EOS %EOS  #BASO %BASO PLT MPV
mg/kg/day
(1073/uL) (1076/uL) (g/dL) (%) (fL) (pg) (g/dL) (%) (10M/L) (%) (10"3/uL) (%) (10"3/uL) (%) (10"3/uL) (%) (10"3/uL) (%) (10"3/uL) (%) (10"3/uL) (fL)
1501 3.13 7.49 137 38.7 182 353 108 2109 281 0.40 127 835 0.07 0.04 12 0.00 0.1 912 10.0
1502 2.96 7.90 14.7 415 186 355 114 184.9 234 0.60 203 75.2 0.10 0.03 09 0.00 0.1 882 10.1
1503  3.41 7.03 13.6 38.8 194 351 10.5 1923 274 0.37 10.7 85.4 0.08 0.04 12 0.01 02 823 9.9
1504 2.96 7.71 14.0 39.7 18.1 352 114 2633 342 0.68 228 73.0 0.07 0.04 13 0.00 0.0 880 10.0
1505 2.74 7.09 139 392 19.6 355 11.7 279.8 395 0.38 139 82.1 0.06 0.03 12 0.00 0.0 1165 9.9
1506 242 7.92 15.0 43.6 19.0 344 120 261.7 3.30 0.28 11.6 82.6 0.10 0.03 12 0.00 0.0 950 10.1
1507 3.29 7.83 143 414 183 345 120 2337 298 0.41 123 811 0.11 0.09 28 0.00 0.0 841 10.0
1508 3.1 7.64 148 42.6 194 347 1.3 256.2 335 0.46 148 814 0.08 0.03 0.9 0.00 0.1 1042 9.2
1509 246 7.59 144 40.1 19.0 358 108 164.8 217 0.25 10.3 85.0 0.06 0.04 1.6 0.00 0.0 862 10.3
1510 2.69 7.51 14.6 40.9 194 35.6 108 1913 2.55 027 102 855 0.07 0.04 1.6 0.00 0.1 996 9.1
|Group 2.
3 WBC RBC HGB HCT MCV MCH MCHC RDW #RET %RET #NEUT %NEUT #£LYMP %LYMP #MONO %MONO #EOS %EOS #BASO  %BASO PLT MPV
ng/kg/day
(10°3/uL) (10°6/uL) (g/dL) (%) (fL) (pg) (%)  (10M0L) (%) (10°3/uL) (%) (10°3/uL) (%) (10°3/4L) (%) (10°3/L) (%) (10°3/uL) (%) (10°3/uL) (L)
2501 2.30 6.89 13.0 36.7 532 189 120 191.3 278 0.29 126 1.86 80.7 0.10 43 0.04 1.9 0.00 0.1 840 10.0
2502 2.62 6.82 133 378 554 195 108 296.9 435 0.34 12.8 219 83.6 0.06 24 0.03 1.0 0.00 0.0 953 10.7
2503 2.09 7.11 14.1 39.1 55.1 19.9 124 288.6 4.06 0.31 14.9 1.66 79.6 0.07 3.6 0.03 14 0.00 0.1 1091 10.3
2504 323 7.04 13.6 387 55.0 19.3 12.1 2472 3.51 045 14.1 2.65 81.9 0.08 25 0.04 12 0.00 0.0 981 10.5
2505 3.08 6.85 134 376 54.9 195 126 2582 3.77 0.58 189 2.38 772 0.05 L5 0.06 18 0.00 0.0 823 10.6
2506 447 744 139 393 529 18.7 115 2112 284 042 9.5 384 86.1 0.11 24 0.06 14 0.00 0.1 854 10.5
2507 3.47 7.58 148 42.6 56.1 195 10.7 300.0 3.96 0.36 104 2.99 86.3 0.05 15 0.05 13 0.00 0.1 1009 100
2508 5.69 7.50 146 420 56.0 195 10.6 2347 313 0.59 104 4.88 85.7 0.12 2.1 0.06 11 0.01 0.1 1064 103
2509 210 7.37 138 39.2 532 18.7 108 180.6 245 0.16 7.6 1.87 89.0 0.04 1.9 0.02 0.9 0.00 0.1 869 9.5
2510 3.02 7.57 14.0 40.5 53.5 184 10.8 236.3 3.12 0.31 10.4 2.60 86.3 0.04 1.2 0.06 18 0.00 0.0 1124 9.1
[Group 3.
16 WBC RBC HGB HCT MCvV MCH MCHC RDW #RET %RET #NEUT %NEUT #LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
mg/kg/day
(10°3/uL) (10°6/uL) (g/dL) (%) (fL) (pe)  (2dL) (%) (10°L) (%) (10°3/uL) (%) (10°3uL) (%) (10°3/uL) (%) (10°3/uL) (%) (103/pL) (%) (10°3/uL) (L)
3501 3.02 6.97 14.0 394 56.6 200 354 1.8 264.1 3.79 0.37 12.1 2.57 85.0 0.03 10 0.04 12 0.00 0.0 857 103
3502 2.92 7.19 138 388 54.0 19.1 354 114 192.5 2.68 0.35 120 243 83.1 0.10 33 0.04 13 0.00 0.0 1047 10.6
3503 214 7.54 134 386 512 17.7 346 123 256.1 3.40 0.34 16.0 1.69 79.0 0.06 28 0.04 19 0.00 0.1 963 10.0
3504 236 742 145 404 54.3 195 359 10.5 1922 259 0.48 203 173 73.1 0.10 42 0.04 18 0.00 0.1 876 10.5
3505 3.33 7.69 142 411 53.4 184 345 10.6 2517 327 0.44 13.1 272 81.6 0.10 3.0 0.06 1.9 0.00 0.1 1064 9.5
3506 3.69 7.40 143 39.8 538 19.3 359 113 200.9 27 023 6.3 334 90.6 0.05 14 0.04 1.0 0.01 02 866 9.5
3507 4.14 7.19 14.0 39.0 54.3 194 357 114 240.7 335 0.38 9.1 3.66 884 0.05 11 0.03 08 0.00 0.1 1088 94
3508 3.39 7.31 139 39.7 54.3 19.1 351 113 215.1 294 0.28 83 3.01 889 0.05 1.6 0.03 0.9 0.00 0.1 694 103
3509 2.67 7.18 136 394 54.9 189 345 111 2554 3.56 0.33 124 224 839 0.07 25 0.02 0.9 0.00 0.1 945 9.8
3510 259 7.30 14.2 39.7 54.4 19.4 35.7 12.1 287.5 3.94 0.40 15.5 2.08 80.2 0.06 23 0.04 1.6 0.00 0.0 921 10.0
[Group 4.
12 WBC RBC HGB HCT MCcvV MCH MCHC RDW #RET %RET #NEUT %NEUT #£LYMP %LYMP #MONO %MONO #EOS %EOS #BASO %BASO PLT MPV
mg/kg/day
(108AL) 1006/L) (@dL) (%) (L) (g (@A) (%) (10WL) (%) (0°¥D) (%) (0BAL) (%) (10BRL) (%)  (10°3D) (%)  (1034L) (%) (1084L) (L)
4501 2.96 6.85 13.7 382 558 20.1 36.0 126 3259 476 0.78 265 2.06 69.5 0.08 2.7 0.03 11 0.00 0.0 888 104
4502 3.74 7.23 13.1 385 532 182 341 115 346.2 4.79 0.67 18.0 2.94 78.7 0.06 15 0.04 12 0.00 0.0 933 103
4503 3.13 7.45 144 404 542 193 356 10.6 184.9 248 0.50 16.0 2.50 79.8 0.07 2.4 0.04 12 0.00 0.0 978 10.7
4504 241 737 14.1 39.8 54.0 19.2 355 10.7 2340 317 0.30 12.5 2.02 83.8 0.04 1.6 0.04 19 0.00 0.1 771 10.8
4505 3.14 6.74 135 378 56.1 200 357 115 229.2 3.40 0.28 9.1 2.77 88.0 0.05 1.6 0.03 0.9 0.00 0.0 877 105
4506 2.54 7.51 145 412 549 193 352 111 299.1 398 0.39 154 2.05 80.7 0.07 2.6 0.03 11 0.00 0.0 970 103
4507 457 7.33 14.2 404 55.1 19.3 351 119 2283 3 0.70 15.3 3.59 78.5 0.21 4.6 0.06 13 0.00 0.0 884 10.1
4508  4.06 7.24 135 39.6 54.7 18.6 340 10.6 2544 352 0.39 9.5 3.56 87.6 0.07 1.7 0.03 0.7 0.00 0.1 1035 95
4509 3.89 7.16 139 394 55.0 195 354 108 3.61 0.29 7.4 3.47 89.1 0.09 24 0.02 0.6 0.00 0.1 1021 9.8
4510  6.62 6.03 115 334 553 19.1 345 12.1 5.13 249 377 3.64 55.0 0.36 5.4 0.10 1.6 0.01 0.1 1236 10.1
.
Abbreviations
WBC Leukocyte count
RBC Erythrocyte count
HGB Hemoglobin
HCT Hematocrit

MCV
MCH
MCHC
RDW
#RET
%RET
#NEUT
%NEUT
#LYMP
%LYMP
#MONO
%MONO
#EOS
%EOS
#BASO
%BASO
PLT
MPV

Mean Corpuscular Volume
Mean Corpuscular Hemoglobin
Mean Corpuscular Hemoglobin Conc.
RBC Distribution Width
Reticulocytes, absolute
Reticulocytes, percent
Neutrophils, absolute
Neutrophils, percent
Lymphocytes, absolute
Lymphocytes, percent
Monocytes, absolute
Monocytes, percent
Eosinophils, absolute
Eosinophils, percent

Basophils, absolute

Basophils, percent

Platelet Count

Mean Platelet Volume




