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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0(mg/kg)
ANIMAL # DAY -3 DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

301 185 214 291 341 403 44 474 507 534 558 564 591
302 191 233 306 365 416 466 500 534 573 595 613 634
303 193 229 301 358 398 442 465 499 524 554 556 579
304 204 238 321 392 453 496 530 583 605 635 638 666
305 208 236 301 360 407 447 459 500 526 543 548 572
306 183 217 286 334 393 431 454 503 539 565 568 593
307 204 241 317 378 437 484 519 554 577 601 610 633
308 199 233 298 349 398 439 465 496 528 564 572 604
309 196 233 314 383 444 495 526 576 609 640 654 694
310 198 233 298 346 397 433 452 491 522 537 532 570
MEAN 196 231 303 361 415 457 484 524 554 579 586 614
s.D. 8.2 8.7 11.3 19.0 22.0 25.7 31.1 34.9 34.2 36.7 40.7 42.0
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY @ B [& E E‘T '
STUDY OF WR242511 IN RATS u

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0(mg/kqg)
ANIMAL # DAY 77 DAY 84 DAY 90

301 600 620 630
302 641 653 668
303 581 600 607
304 685 728 729
305 589 596 604
306 615 634 628
307 640 650 654
308 622 642 648
309 730 748 739
310 574 590 597
MEAN 628 646 650
s.D. 49.0 53.5 49.6
N 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY SO N
STUDY OF WR242511 IN RATS - Uy ind [

l INDIVIDUAL BODY WEIGHTS (Grams)

STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)
l ANIMAL # DAY -3 DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

321 187 218 295 353 420 472 499 527 562 590 589 620
322 177 212 282 338 402 445 464 522 551 574 591 623
323 206 239 317 382 431 478 498 547 586 605 618 650
324 193 226 289 351 400 433 459 511 537 569 567 593
325 189 219 283 332 374 414 445 490 532 556 560 600
326 200 224 290 345 399 448 475 518 512 551 538 585
327 201 230 252 257 340 406 445 486 518 542 552 57
328 195 228 293 339 379 409 426 466 493 509 513 555
329 198 232 299 360 408 457 466 517 558 581 585 614
330 210 243 312 360 403 441 465 509 545 566 579 598
MEAN 196 227 291 342 396 440 464 509 539 564 569 601
S.D. 9.7 9.5 17.9 33.0 25.7 25.1 22.8 23.2 27.1 26.9 30.0 26.8
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable



THIRTEEN WEEK ORAL TOXICITY [ [ﬁ = St
STUDY OF WR242511 IN RATS ;J [ ._\ F E

STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kqg)
ANIMAL # DAY 77 DAY 8 DAY 90

321 630 652 653
322 619 674 682
33 674 687 692
324 612 636 642
325 625 638 642
326 602 636 628
327 599 620 628
328 565 588 a
329 639 657 665
330 620 645 640
MEAN 619 643 652
S.D. 28.4 27.6 22.8
N 10 10 9
--: Data Unavailable a: Accidental Death
4-5




THIRTEEN WEEK ORAL TOXICITY S T W e S
STUDY OF WR242511 IN RATS hase ik o= 18
l e/ A L ) LF\_ o A
l """""""""""""""" INDIVIDUAL BODY WEIGHTS (cremy
STUDY: 107 GROUP: 3-M SEX: MALE

DOSE: 1.5(mg/kqg)

34 205 232 300 344 386 429 447 486 510 527 537 567
342 198 226 279 323 359 392 404 435 451 475 473 499
343 204 233 303 350 354 277 389 449 478 497 515 525
344 192 227 295 354 410 448 465 51 529 553 566 577
345 190 222 2N 345 388 427 452 480 508 533 545 575
346 188 214 287 349 409 448 472 529 552 574 572 590
347 176 199 261 309 348 381 403 432 458 478 478 508
348 199 230 294 357 397 414 434 464 497 534 545 580
349 214 248 316 366 401 448 484 505 535 555 565 591
350 193 219 292 342 39N 420 437 470 483 490 500 522
MEAN 196 225 292 344 384 408 439 476 500 522 530 553
S.D. 10.6 13.0 14.6 16.6 22.7 51.6 31.7 32.5 33.1 34.7 36.3 35.7
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY Dol ded 0 o
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 3-M SEX: MALE
DOSE: 1.5(mg/kqg)
ANIMAL # DAY 77 DAY 84 DAY 90

341 582 596 596
342 508 513 c
343 540 536 563
344 604 619 621
345 594 619 619
346 616 636 645
347 519 534 528
348 604 630 635
349 607 637 646
350 533 541 538
MEAN 571 586 599
S.D. 4.1 49.3 45.5
N 10 10 9

--: Data Unavailable c: Animal Found Dead



THIRTEEN WEEK ORAL TOXICITY 0; A e
l STUDY OF WR242511 IN RATS HIF-E
' """""""""""""""""""""""" INDIVIDUAL BODY WEIGHTS (ress>
STUDY: 107 GROUP: 4-M SEX: MALE

DOSE: 4.5(mg/kg)
' ANIMAL # DAY -3 DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

361 200 230 306 362 413 294 d d d d d d
362 177 204 256 307 275 230 294 362 349 272 344 398
363 204 230 301 365 316 c c c c c c c
364 212 240 309 367 406 440 435 472 391 323 382 481
365 202 229 297 350 396 421 429 472 505 519 524 547
366 191 215 286 353 292 c c c c c c c
367 198 226 282 341 376 325 336 421 463 342 266 d
3468 187 219 270 230 169 d d d d d d d
369 192 218 273 314 d d d d d d d d
370 197 223 286 341 316 234 d d d d d d
MEAN 196 223 287 333 329 324 374 432 427 364 379 475
s.D. 9.8 10.0 17.0 41.5 79.0 90.2 69.7 52.3 70.1 107.5 108.1 74.7
N 10 10 10 10 9 [ 4 4 4 4 4 3

--: Data Unavailable c: Animal Found Dead d: Sacrificed Moribund




THIRTEEN WEEK ORAL TOXICITY % B
STUDY OF WR242511 IN RATS : t 15

STUDY: 107 GROUP: 4-M SEX: MALE
DOSE: 4.5(mg/kg)
ANIMAL # DAY 77 DAY 84 DAY 90

361 d d d
362 436 419 407
363 c c c
364 537 493 441
365 565 588 598
366 c c c
367 d d d
368 d d d
3469 d d d
370 d d d
MEAN 513 500 482
$.D. 67.9 84.7 101.9
N 3 3 3

--: Data Unavailable c: Animal Found Dead d: Sacrificed Moribund
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THIRTEEN WEEK ORAL TOXICITY

. STUDY OF WR242511 IN RATS g B fe 3
' """"""""""""""""""" INDIVIDUAL BODY WEIGHTS (Gram)
""" STUDY: 107 GROUP: 1-F SEX: FEMALE

DOSE: 0(mg/kg)
' ANIMAL # DAY -3 DAY O DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

3N 179 196 226 256 276 290 289 302 325 321 319 335
312 170 192 231 258 285 295 308 325 336 330 344 358
313 175 191 228 246 282 298 300 316 342 344 343 357
314 167 182 207 232 250 258 267 289 296 290 296 308
315 169 186 21 224 244 256 258 282 293 297 303 302
316 176 188 220 234 263 278 284 303 306 320 314 326
317 185 197 228 236 268 286 293 308 315 326 330 327
318 173 188 216 243 262 275 273 294 300 304 305 316
319 163 180 211 239 255 27 272 291 314 317 316 332
320 182 193 217 246 260 272 274 296 302 296 31 324
MEAN 174 189 220 241 265 278 282 301 313 315 318 329
s.D. 6.9 5.6 8.4 10.6 13.4 14.4 15.7 13.0 16.8 17.3 16.3 18.4
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY DI =
STUDY OF WR242511 IN RATS { 15

STUDY: 107 GROUP: 1-F SEX: FEMALE
DOSE: 0(mg/kqg)
ANIMAL # DAY 77 DAY 8 DAY 90

311 327 338 343
312 349 352 367
313 356 383 404
314 313 318 311
315 317 316 318
316 328 328 329
317 342 351 348
318 317 320 322
319 336 345 344
320 323 325 319
MEAN 331 338 341
s.D. 14.5 20.9 28.1
N 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY 5

' STUDY OF WR242511 IN RATS = b 2 B :
' """""""""""""""""""" INDIVIDUAL BODY WEIGHTS (eramsy
STUDY: 107 GROUP: 2-F SEX: FEMALE

DOSE: 0.5(mg/kg)
ANIMAL # DAY -3 DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

331 185 205 253 288 315 346 354 383 413 422 421 435
332 164 174 201 224 232 250 261 263 255 270 291 279
333 176 191 215 249 274 294 299 327 349 347 356 380
334 169 182 209 240 260 280 287 309 330 342 335 350
335 182 195 229 258 281 295 301 316 340 337 341 353
336 177 193 228 262 290 312 319 332 342 367 368 374
337 181 198 226 258 269 273 274 292 299 300 n 325
338 171 186 219 248 266 279 283 298 319 320 324 329
339 158 172 196 212 226 237 245 260 264 263 274 278
340 173 199 226 237 273 288 291 304 313 328 316 335
MEAN 174 190 220 248 269 285 291 308 322 330 334 344
s.D. 8.4 10.9 16.3 21.2 25.9 30.5 30.4 35.5 45.1 46.4 41.7 47.0
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY = 3
STUDY OF WR242511 IN RATS e

STUDY: 107 GROUP: 2-F SEX: FEMALE
DOSE: 0.5(mg/kg)
ANIMAL # DAY 77 DAY 84 DAY 90

33 453 459 467
332 289 297 295
333 384 388 403
334 354 356 366
335 370 365 364
336 379 389 399
337 333 341 339
338 341 341 343
339 281 290 291
340 340 352 347
MEAN 352 358 361
s.D. 49.3 48.4 52.4
N 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY Sl o
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 3-F SEX: FEMALE
DOSE: 1.5(mg/kg)
ANIMAL # DAY -3 DAY O DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

351 170 181 212 232 243 256 261 272 2n? 290 287 300
352 176 188 221 236 250 271 279 294 289 305 320 327
353 183 200 246 268 272 295 301 326 329 356 354 370
354 190 198 221 243 257 273 277 295 320 323 319 335
355 160 180 208 245 275 312 317 335 351 353 370 379
356 172 184 221 245 259 264 276 302 276 311 319 334
357 176 192 209 235 254 271 275 303 308 303 336 333
358 172 190 218 248 258 27 279 301 299 306 316 325
359 167 180 206 221 240 269 259 264 262 279 285 290
360 181 201 240 278 291 317 332 348 363 366 r 395
MEAN 175 189 220 245 260 280 286 304 307 319 328 339
s.D. 8.6 8.2 13.4 16.9 15.5 20.7 23.7 26.2 33.3 29.6 30.4 33.3
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 3-F SEX: FEMALE
DOSE: 1.5(mg/kg)
ANIMAL #  OAY 77 DAY 84 DAY 90

351 304 312 306
352 332 348 350
353 383 395 400
354 348 351 350
355 393 399 402
356 332 341 336
357 337 330 337
358 321 326 317
359 281 281 292
360 413 418 423
MEAN 344 350 351
S.D. 41.0 42.6 43.8
N 10 10 10

--: Data Unavailable



THIRTEEN WEEK ORAL TOXICITY T
STUDY OF WR242511 IN RATS o2

STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kqg)
ANIMAL # DAY -3 DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70

37 188 203 249 262 282 311 326 334 355 352 360 370
372 169 185 201 222 244 257 255 282 292 280 296 315
373 173 188 219 250 265 275 287 300 316 319 315 326
374 157 170 193 218 235 248 255 272 276 290 287 299
375 177 190 230 249 272 283 271 332 336 318 331 342
376 168 180 203 201 21 223 224 232 236 246 242 260
377 176 191 222 239 239 248 261 276 273 282 294 293
378 17 183 207 222 246 260 269 269 287 288 292 296
379 181 195 230 254 265 rigs 295 31 321 332 325 341
380 180 191 215 224 227 249 260 276 286 294 299 317
MEAN 174 188 217 234 249 263 270 288 298 300 304 316
s.D. 8.5 8.9 16.7 19.5 22.1 24.3 27.5 31.3 34.6 30.4 31.4 31.0
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

416
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kg)
ANIMAL # DAY 77 DAY 84 DAY 90

37 374 363 378
372 318 318 328
373 330 340 333
374 303 313 318
375 359 355 357
376 251 252 255
377 293 298 302
378 302 307 308
379 344 351 343
380 314 316 322
MEAN 319 321 3264
S.D. 35.3 32.9 33.3
N 10 10 10

--: Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0(mg/kg)

ANIMAL # DAY 7°°DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

301 77 50 62 38 33 33 27 24 6 27 9
302 3 59 51 50 34 34 39 22 18 21 7
303 72 57 40 44 23 34 25 30 2 23 2
304 83 71 61 43 34 53 22 30 3 28 19
305 65 59 47 40 12 41 26 17 5 24 17
306 69 48 59 38 23 49 36 26 3 25 22
307 76 61 59 47 35 35 23 24 9 3 7
308 65 51 49 41 26 31 32 36 8 32 18
309 81 69 61 51 31 50 33 31 14 40 36
310 65 48 51 36 19 39 31 15 =5 38 4
MEAN 73 57 54 43 27 40 29 26 6 28 14
S.D. 6.6 8.2 7.5 5.2 7.7 8.0 57 6.5 6.5 6.5 10.4
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

‘Successive periods

““Baseline is Day O
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0O(mg/kqg)

TOTAL
ANIMAL # DAY 84 DAY 90 GAIN
301 20 10 416
302 12 15 435
303 19 7 378
304 43 1 491
305 7 8 368
306 19 -6 411
307 10 4 413
308 20 ] 415
309 18 -9 506
310 16 7 364
MEAN 18 4 420
s.D. 9.8 72 47.7
N 10 10 10

--: Data Unavailable

Successive periods
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)

ANIMAL # DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

321 77 58 67 52 27 28 35 28 -1 31 10
322 70 56 64 43 19 58 29 23 17 32 -4
323 78 65 49 47 20 49 39 19 13 32 24
324 63 62 49 33 26 52 26 32 -2 26 19
325 64 49 42 40 31 45 42 24 4 40 25
326 66 55 54 49 27 43 -6 39 -13 47 17
327 22 5 a3 66 39 41 32 24 10 24 23
328 65 46 40 30 17 40 27 16 4 42 10
329 67 61 48 49 9 51 41 23 4 29 25
330 69 48 . 43 38 24 4b 36 21 13 19 22
MEAN 64 51 564 45 24 45 30 25 5 32 17
S.D. 15.7 17.2 13.6 10.4 8.2 8.2 13.9 6.6 8.9 8.6 9.3
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

“Successive periods

**Baseline is Day O



THIRTEEN WEEK ORAL TOXICITY 3 Gl
STUDY OF WR242511 IN RATS _:

STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)
TOTAL
ANIMAL # DAY 8 DAY 90 GAIN
321 22 1 435
322 55 8 470
323 13 5 453
32 2% 6 416
325 13 4 423
326 34 -8 404
327 21 8 398
328 3 2 --
329 18 8 433
330 25 -5 397
MEAN 25 3 425
s.D. 12.2 5.9 25.0
N 10 9 9

--: Data Unavailable a: Accidental Death

-~

Successive periods



THIRTEEN WEEK ORAL TOXICITY i S e O R =
STUDY OF WR242511 IN RATS il e 13\ b

STUDY: 107 GROUP: 3-M SEX: MALE
DOSE: 1.5(mg/kg)

ANIMAL # DAY 7x7:DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

341 68 44 42 43 18 39 24 17 10 30 15
342 53 44 36 33 12 31 16 26 -2 26 9
343 70 47 4 - 112 60 29 19 18 10 15
344 68 59 56 38 17 46 18 24 13 1" 27
345 &9 54 43 39 25 28 28 25 12 30 19
346 73 62 60 39 24 57 23 22 -2 18 26
347 62 48 39 33 22 29 26 20 0 30 1
348 & &3 40 17 20 30 33 37 1" 35 24
349 68 50 35 47 36 21 30 20 10 26 16
350 73 50 49 29 17 33 13 7 10 22 1"
MEAN 67 52 40 24 30 37 24 22 8 24 17
S.D. 5.9 7.1 15.2 36.5 29.4 13.0 6.5 7.5 6.9 8.4 6.5
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

+

Successive periods
e ots

Baseline is Day O
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THIRTEEN WEEK ORAL TOXICITY o [
' STUDY OF WR242511 IN RATS
l """"""""""""""""""""" INDIVIDUAL WEIGHT GAIN (Grams)”
""""" STUDY: 107 GROUP: 3-M SEX: MALE
DOSE: 1.5(mg/kg)
‘ TOTAL
ANIMAL # DAY 8 DAY 90 GAIN
341 14 0 364
342 5 c --
: 343 -4 27 330
344 15 2 394
345 25 0 397
346 20 9 431
347 15 -6 329
348 26 5 405
i 349 30 9 398
l 350 8 -3 319
MEAN 15 5 374
S.D. 10.4 9.7 40.0
I N 10 9 9
--: Data Unavailable c: Animal Found Dead
. “Successive periods
|



THIRTEEN WEEK ORAL TOXICITY - ' = =
STUDY OF WRZ242511 IN RATS

STUDY: 107 GROUP: 4-M SEX: MALE
DOSE: 4.5(mg/kqg)

ANIMAL # DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 45 DAY 56 DAY 63 DAY 70 DAY 77

361 76 56 51 -119 d d d d d d d
362 52 51 -32 -45 64 68 -13 -77 72 54 38
363 71 64 -49 c c c c c c c c
364 69 58 39 34 -5 37 -81 -68 59 99 56
365 68 53 46 25 8 43 33 14 5 23 18
366 71 67 -61 c c c c c c c c
367 56 59 35 -51 1" 85 42 -121 =76 d d
368 51 -40 -61 d d d d d d d d
369 55 41 d d d d d d d d d
370 63 55 -25 -82 d d d d d d d
63 46 -6 =40 20 58 -5 -63 15 59 37

9.0 31.2 48.2 59.8 30.5 22.3 56.3 56.3 67.2 38.2 19.0

10 9 6 4 4 4 4 A 3 3

--: Data Unavailable c: Animal Found Dead d: Sacrificed Moribund

Successive periods

Baseline is Day O
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 4-M SEX: MALE
DOSE: 4.5(mg/kg)
TOTAL
ANIMAL # DAY 8 DAY 90 GAIN
361 d d Sis)
362 -17 -12 203
363 c c O
364 =44 -52 201
365 23 10 369
366 c c =
367 d d .-
368 d d ==
369 d d Lo
370 d d S
MEAN -13 -18 258
S.D. 33.7 31.4 96.4
N 3 3 3

--: Data Unavailable c: Animal Found Dead d: Sacrificed Moribund

Successive periods



THIRTEEN WEEK ORAL TOXICITY

I STUDY OF WR242511 IN RATS
I INDIVIDUAL WEIGHT GAIN (Grams)’
STUDY: 107 GROUP: 1-F SEX: FEMALE
DOSE: 0(mg/kqg)
l ANIMAL # DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77
I 311 30 30 20 % -1 13 3 -4 -2 16 -8
312 39 27 27 10 13 17 1 -6 1% 1% -9
313 37 18 36 16 2 16 26 2 1 1% -1
314 25 25 18 8 9 22 7 -6 6 12 5
315 25 13 20 12 2 2% 1 4 6 - 15
316 32 % 29 15 6 19 3 % -6 12 2
317 31 8 32 18 7 15 7 1 4 -3 15
? 318 28 27 19 13 -2 21 6 4 1 1 1
319 31 28 16 16 1 19 23 3 -1 16 4
320 2 29 1% 12 2 22 6 -6 15 13 -
MEAN 30 22 23 13 4 19 12 2 4 10 2
s.D. 5.0 7.9 74 3.0 BT 3.5 8.4 7.2 6.9 6.8 8.1
N 10 10 10 10 10 10 10 10 10 10 10
--: Data Unavailable

Successive periods

H:Baseline is Day O

4=26




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-F SEX: FEMALE
DOSE: 0(mg/kqg)

TOTAL
ANIMAL # DAY 84 DAY 90 GAIN
31 1 9 147
312 3 15 175
313 27 21 213
314 5 =% 129
315 =1 2 132
316 0 1 141
37 9 -3 131
318 3 2 134
319 9 = 164
320 2 -6 126
MEAN 7 3 151
S.D. 8.1 8.9 26.8
N 10 10 10

--: Data Unavailable

Successive periods



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 2-F SEX: FEMALE
DOSE: 0.5(mg/kg)

ANIMAL # DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

331 48 35 27 31 8 29 30 9 -1 14 18
332 27 23 8 18 1" 2 -8 15 21 =12 10
333 24 34 25 20 5 28 22 =2 9 24 4
334 27 31 20 20 7 22 21 12 -7 15 4
335 34 29 23 14 6 15 24 -3 4 12 17
336 35 34 28 22 7 13 10 25 1 6 5
337 28 32 1" 4 1 18 7 1 1" 14 8
338 33 29 18 13 4 15 21 1 4 5 12
339 24 16 14 1 8 15 4 =A 1" 4 3
340 27 1" 36 15 3 13 9 15 -12 19 ]
MEAN 31 27 21 17 6 17 14 7 4 10 9
S.D. 7.2 8.2 8.6 7.3 2.9 7.9 1.5 9.4 9.6 10.0 5.5
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods

Baseline is Day O
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

l INDIVIDUAL WEIGHT GAIN (Grams)
STUDY: 107 GROUP: 2-F SEX: FEMALE
DOSE: 0.5(mg/kg)
' TOTAL
ANIMAL # DAY 84 DAY ¢0 GAIN
331 6 8 262
332 8 -2 121
333 4 15 212
334 2 10 184
335 -5 -1 169
336 10 10 206
337 8 -2 141
338 0 2 157
339 9 1 119
340 12 -5 148
MEAN S 4 172
S.D. 5.2 6.7 44.9
N 10 10 10

--: Data Unavailable

L

Successive periods
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 3-F SEX: FEMALE
DOSE: 1.5(mg/kg)

ANIMAL # DAY 7* “DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

351 31 20 1" 13 5 1" 5 13 -3 13 4
352 33 15 14 21 8 15 =5 16 15 7 5
353 46 22 4 23 6 25 3 27 -2 16 13
354 23 22 14 16 4 18 25 3 -4 16 13
355 28 37 30 37 5 18 16 2 17 9 14
356 37 24 14 5 12 26 -26 35 8 15 -2
357 17 26 19 17 4 28 5 -5 33 2 =9
358 28 30 10 13 8 22 =2 7 10 9 -4
359 26 15 19 29 -10 5 -2 17 6 5 -9
360 39 38 13 26 15 16 15 3 6 23 18
MEAN 3 25 15 20 6 18 3 12 9 12 5
S.D. 8.4 8.0 6.9 9.2 6.6 7.1 14.0 12.3 11.2 6.3 9.1
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods

““Baseline is Day 0
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THIRTEEN WEEK ORAL TOXICITY

I STUDY OF WR242511 IN RATS
I INDIVIDUAL WEIGHT GAIN (Grams)
STUDY: 107 GROUP: 3-F SEX: FEMALE
. DOSE: 1.5(mg/kg)
TOTAL
ANIMAL # DAY 84 DAY 90 GAIN
351 8 -6 125
352 16 2 162
353 12 S 200
354 3 -1 152
355 [-) 3 222
356 9 -5 152
357 -7 7 145
358 S -9 127
359 0 11 112
360 S S 222
MEAN [ 1 162
S.D. 6.4 6.3 39.8
N 10 10 10

--: Data Unavailable

Successive periods



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kg)

ale s,

ANIMAL # DAY 7 DAY 14 DAY 21 DAY 28 DAY 35 DAY 43 DAY 49 DAY 56 DAY 63 DAY 70 DAY 77

37 46 13 20 29 15 8 21 -3 8 10 4
372 16 21 22 13 -2 27 10 =12 16 19 3
373 31 31 15 10 12 13 16 3 -4 11 4
374 23 25 17 13 7 17 4 14 23 12 4
375 40 19 23 11 -12 61 4 -18 13 1" 17
376 23 = 10 12 1 8 4 10 -4 18 -9
377 3 17 0 9 13 15 =3 9 12 =1 0
378 24 15 24 14 9 0 18 1 4 4 6
379 35 24 11 12 18 16 10 1 =7 16 3
380 24 9 3 22 1n 16 10 8 5 18 -3
MEAN 29 17 15 15 7 18 9 2 4 12 3
S.D. 9.1 9.3 8.4 6.2 9.1 16.7 7.4 10.5 8.2 6.5 6.6
N 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods

Baseline is Day O
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

[ INDIVIDUAL WEIGHT GAIN (Grems)
STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kqg)
' TOTAL
ANIMAL # DAY 84 DAY 90 GAIN
3N -1 15 175
372 0 10 143
373 10 -7 145
374 10 5 148
375 -4 2 167
376 1 3 75
377 5 4 m
378 5 1 125
379 7 -8 148
380 2 6 131
MEAN 3 3 137
s.D. 6.5 6.9 28.6
N 10 10 10

--: Data Unavailable

Successive periods

4-33



APPENDIX 5

Individual Food Consumption Data
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A

URAFT
THIRTEEN WEEK ORAL TOXICITY ‘-LJ J

STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0(mg/kg)
ANTMAL # DAY 0%F DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

301 23 29 3 32 32 34 33 33 34 36 33 35
302 24 29 30 30 31 34 33 33 33 36 33 33
303 23 26 28 27 29 33 29 29 3 30 29 29
304 26 30 35 33 32 38 36 34 35 35 35 36
305 23 25 29 29 29 30 29 3 29 31 30 30
306 22 26 28 28 28 35 29 27 28 31 27 28
307 24 27 30 30 k3| 34 33 31 31 39 31 30
308 24 29 29 28 29 32 32 31 33 33 33 33
309 24 29 36 35 35 37 38 37 37 39 37 40
310 22 26 28 28 30 3 30 30 30 33 30 3

MEAN 24 28 30 30 31 34 32 32 32 34 32 33

s.D. 1.2 1.8 2.9 2.6 2.1 2.5 3. 2.8 2.8 3.2 3.0 3.7

N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

*

Successive periods
Jok

Food was weighed in on Day -6
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|
IBAET
THIRTEEN WEEK ORAL TOXICITY - d A l

STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0(mg/kqg)
ANIMAL # DAY 84 DAY 87

301 33 38
302 28 34
303 29 32
304 41 36
305 29 34
306 28 31
307 29 33
308 36 36
309 40 41
310 30 33
MEAN 32 35
s.D. 5.0 3.0
N 10 10

--: Data Unavailable

*Successive periods
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I m [?“E
THIRTEEN WEEK ORAL TOXICITY =] Jﬁ [;x .

l STUDY OF WR242511 IN RATS
I """""""""""""""""""" INDIVIDUAL DAILY FOOD CONSUMPTION ccramsy
""""" STUDY: 107 GROUP: 2-M SEX: MALE

) DOSE: 0.5(mg/kg)
l ANIMAL # DAY 0™ DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

321 22 27 31 33 36 35 32 34 36 37 34 34
322 22 26 29 3 3 29 32 32 33 37 32 31
323 25 29 33 32 33 35 34 38 35 41 33 35
324 3 26 29 29 29 32 32 32 33 36 30 33
325 21 25 28 27 29 29 32 32 33 32 32 33
326 21 25 28 29 33 35 32 21 36 36 30 32
327 24 24 13 29 31 33 32 30 N 34 3 31
328 23 26 26 26 25 27 27 27 28 31 30 29
329 24 28 31 32 34 34 35 35 36 37 35 37
330 25 27 29 29 29 32 30 30 31 35 31 31
MEAN 23 26 28 30 31 32 32 31 33 36 32 33
s.D. 1.5 1.5 5.5 2.3 3.2 2.9 2.2 4.7 2.7 2.8 1.8 2.3
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

13

Successive periods

*ok
Food was weighed in on Day -6
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l 0y IR @ IU,-
THIRTEEN WEEK ORAL TOXICITY = oud A

I STUDY OF WR242511 IN RATS
l """""""""""""""""""" INDIVIDUAL DAILY FOOD CONSUMPTION (Grems)™
""""" stuby: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)
l ANIMAL # DAY 84 DAY 87
321 34 35
322 33 35
323 35 36
324 35 34
325 N 31
326 38 33
327 32 33
328 41 32
329 36 39
330 32 33
MEAN 35 34
S.D. 3.1 2.3
N 10 10

--: Data Unavailable

*Successive periods

35




|
4
|

THIRTEEN WEEK ORAL TOXICITY = L nd
. STUDY OF WR242511 IN RATS
l """""""""""""""""""""" INDIVIDUAL DAILY FOOD CONSUMPTION (Groms)’
) STUDY: 107 GROUP: 3-M SEX: MALE

DOSE: 1.5(mg/kg)
' ANIMAL # DAY 0% DAY 7 DAY 14 DAY 21 DAY 28 DAY 31" DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

----------------------------------------------------------------------------------------------------------------------------------

341 26 29 28 28 29 30 3 30 30 32 30 30
342 23 24 25 24 24 26 25 25 29 29 27 26
343 24 27 29 28 () 33 35 30 31 35 29 30
344 3 27 30 29 30 30 31 29 30 34 3 32
345 23 27 27 28 29 30 29 29 31 32 32 33
346 23 26 28 30 30 34 33 32 32 35 29 k3|
b 347 21 24 24 24 25 26 26 25 25 28 26 25
348 23 26 28 29 27 33 30 31 32 37 35 34
349 25 28 29 28 29 32 32 32 32 37 31 32
350 22 28 31 33 29 30 29 26 27 k3l 28 29
MEAN 23 27 28 28 26 30 30 29 30 33 30 30
S.D. 1.4 1.6 2.1 2.6 7.3 2.8 3.0 2ol 2.3 3 2.6 2.7

N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable
*

Successive periods
sk

Food was weighed in on Day -6




=

| 1% q T

THIRTEEN WEEK ORAI TOXICITY uu U
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 3-M SEX: MALE
DOSE: 1.5(mg/kg)
ANIMAL # DAY 8 DAY 87

341 30 3
342 27 19
343 28 31
344 33 30
345 31 31
346 31 34
347 25 27
348 34 36
349 32 37
350 22 29
MEAN 29 31
s.D. 3.8 5.1
N 10 10

--: Data Unavailable

*Successive periods

57



THIRTEEN WEEK ORAL TOXICITY R 1
' STUDY OF WR242511 IN RATS
l """""""""""""""""""""" INDIVIDUAL DAILY FOOD CONSUMPTION orams> ™
" STUDY: 107 GROUP: 4-M SEX: MALE

s DOSE: 4.5(mg/kKg)
' ANIMAL # DAY 0" DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY S6 DAY 59 DAY 70 DAY 77

361 25 28 30 31 7 d d d d d d d
362 21 23 25 15 6 20 29 18 4 17 30 26
363 25 27 31 16 c c c c c c c c
364 23 27 30 29 30 32 31 1 8 17 37 37
345 26 25 27 27 26 29 29 27 28 30 3 30
366 21 25 28 15 c c c c c c c c
347 26 25 28 28 17 6] 34 31 9 1 d d
368 22 23 14 9 d d d d d d d d
369 20 23 24 d d d d d d d d d
370 22 26 26 19 4 d d d d d d d
MEAN 23 25 26 21 15 23 3N 22 12 16 33 3
S.D. 1.8 1.8 4.9 7.9 11.1 9.5 2.4 9.0 10.7 11.9 3.8 5.6
N 10 10 10 9 6 4 4 4 4 4 3 3

--: Data Unavailable c: Animal Found Dead d: Sacrificed Moribund

*
Successive periods

*%
Food was weighed in on Day -6




THIRTEEN WEEK ORAL TOXICITY oy
STUDY OF WR242511 IN RATS . o L‘
. ) AUl
l INDIVIDUAL DAILY FOOD CONSUMPTION (Grams) ™
STUDY: 107 GROUP: 4-M SEX: MALE
DOSE: 4.5(mg/kg)
I ANIMAL # DAY 84 DAY 87
361 d d
362 21 20
3463 c c
364 26 12
365 31 34
366 c [
367 d d
368 d d
369 d d
370 d d
MEAN 26 22
s.D. 5.0 11.1
N 3 3

--: Data Unavailable ¢: Animal Found Dead d: Sacrificed Moribund

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY =
STUDY OF WR242511 IN RATS i

STUDY: 107 GROUP: 1-F SEX: FEMALE
. DOSE: 0(mg/kg)
I ANIMAL # DAY O0™F DAY 7 DAY 16 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

n 20 21 23 20 21 21 24 20 20 22 21 20
312 20 21 23 a2 23 25 25 22 23 28 22 21
313 19 21 23 22 23 25 23 24 23 23 26 23
314 19 19 22 a2 21 22 22 19 20 23 19 20
315 18 17 18 17 18 19 19 19 19 22 18 20
316 17 17 22 20 19 20 22 21 21 21 17 20
317 19 19 23 3 23 22 25 25 26 34 23 23
318 18 19 25 19 22 23 20 20 23 23 18 19
319 19 19 20 20 21 21 23 23 22 23 22 25
320 18 19 22 18 19 19 22 20 20 23 19 19

MEAN 19 19 22 20 21 22 23 21 22 24 20 21

S.0 0.9 1.5 1.9 1.9 1.8 2.2 2.0 2.1 2.1 3.9 2.4 2.0

N 10 10 10- 10 10 10 10 10 10 10 10 10

--: Data Unavailable

*

Successive periods
*%

Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY ) = N\ 2 ,f
STUDY OF WR242511 IN RATS 'f. - \ 13 U
' L\J LIt J u
l INDIVIDUAL DAILY FOOD CONSUMPTION (Grams)
STUDY: 107 GROUP: 1-F SEX: FEMALE
DOSE: 0(mg/kg)
l ANIMAL # DAY 84 DAY 87
31 3 23
312 20 23
313 24 3
314 24 22
315 18 20
316 19 20
317 22 30
318 23 22
319 22 22
320 19 22
MEAN 21 24
s.D. 2.2 3.8
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY :J .‘:;!! I U
l STUDY OF WR242511 IN RATS b 0 ® S
I ------------------------------------- INDIVIDUAL DAILY FOOD CONSUMPTION (Grams:”
"""""S-'i‘-db.&-:“-i-d:i ------------ GROUP: 2-F SEX: FEMALE

) DOSE: 0.5(mg/kg)
l ANIMAL # DAY 0" DAY 7 DAY 164 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

331 21 25 26 25 28 27 27 26 27 28 23 26
332 19 19 21 19 20 21 19 17 20 264 19 19
333 19 19 23 22 23 26 24 25 2 26 24 24
334 21 20 22 21 21 23 23 23 23 24 22 22
335 20 23 24 22 25 3 25 28 26 28 26 25
336 20 21 25 23 28 25 23 24 26 28 21 24
337 20 23 23 21 23 26 21 23 26 29 20 22
338 20 21 21 21 21 25 21 24 23 26 20 21
339 17 18 19 17 18 26 21 18 20 21 19 19
340 21 19 20 22 21 21 22 20 24 24 20 22
MEAN 20 21 22 21 23 25 23 23 26 26 21 22
S.D. 1.2 2.3 2.2 2.2 3.3 3.0 2.3 3.5 2.5 2.5 1.9 2.4
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods

*
Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY 5 gy

. STUDY OF WR242511 IN RATS LSRR PR [
I """""""""""""""""""" INDIVIDUAL DAILY FOOD CONSUMPTION (Grams)™
""""" STUDY: 107 GROUP: 2-F SEX: FEMALE
DOSE: 0.5(mg/kg)

l ANIMAL # DAY 84 DAY 87
331 26 29
332 20 19
333 23 26
334 21 25
335 24 27
336 24 25
337 21 23
338 23 21
339 18 20
340 24 23
MEAN 22 24
S.D. 2.4 3.2
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY i
STUDY OF WR242511 IN RATS - - -

—

STUDY: 107 GROUP: 3~F SEX: FEMALE
3 DOSE: 1.5(mg/kg)
' ANIMAL # DAY O DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

351 17 19 20 19 20 22 18 18 19 24 18 18
352 18 18 20 18 19 24 19 16 20 24 21 21
353 20 23 23 21 22 28 24 21 24 26 21 23
354 20 20 22 21 20 24 23 24 24 26 23 24
355 18 17 21 23 25 23 22 23 23 26 24 23
356 20 21 22 20 21 23 25 19 22 27 21 22
357 20 20 21 22 22 29 22 19 21 31 23 18
358 19 18 22 22 21 21 23 21 24 38 23 rZ3
359 19 22 23 22 23 21 21 17 22 21 22 21
360 22 22 3 2 24 28 26 24 25 25 26 30
HEAN 19 20 22 21 22 24 22 20 22 27 22 22
s.D. 1.4 2.0 1.2 1.8 1.9 3.0 2.5 2.9 2.0 4.7 2.2 3.4
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

e
Successive periods

oote
~

“"Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY j
STUDY OF WR242511 IN RATS — = A

STUDY: 107 GROUP: 3-F SEX: FEMALE
DOSE: 1.5(mg/kqg)
ANIMAL # DAY 84 DAY 87

351 20 19
352 22 22
353 23 25
354 22 22
355 22 21
356 21 20
357 20 21
358 27 20
359 20 19
360 29 29
MEAN 23 22
s.D. 34 3.1
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY — e U
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 4-F SEX: FEMALE
. DOSE: 4.5(mg/kg)
I ANIMAL # DAY 0¥ DAY 7 DAY 14 DAY 21 DAY 28 DAY 31" DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

37 21 22 22 20 23 24 23 22 21 22 3 22
372 20 21 19 20 20 35 23 21 22 33 24 26
33 18 18 20 17 19 23 19 18 20 22 19 20
374 18 19 17 17 17 20 20 17 22 23 18 19
375 22 22 21 20 20 23 24 20 19 25 20 25
376 18 18 15 16 16 24 18 15 18 17 17 18
377 19 21 18 17 17 19 18 17 17 22 18 21
378 19 19 19 18 20 21 18 22 19 21 19 21
379 18 21 21 16 19 26 23 25 22 24 22 23
380 18 20 18 15 18 3 21 19 22 19 23 21
MEAN 19 20 19 18 19 24 21 20 20 23 20 22
s.D. 1.4 1.5 2.1 1.8 2.0 4.4 2.4 3.0 1.9 4.3 2.5 2.5
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

*
Successive periods
el

Food was weighed in on Day -6
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== J= e o
THIRTEEN WEEK ORAL TOXICITY _ : =
STUDY OF WR242511 IN RATS — L

..................................................................................................................................

STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kqg)
ANIMAL # DAY 84 DAY 87

----------------------------------------------------------------------------------------------------------------------------------

3N 22 21
372 24 24
373 20 17
374 21 20
375 26 24
376 16 15
377 21 18
378 21 19
379 3 21
380 24 21
MEAN 3 20
s.D. 4.0 2.9
N 10 10

--: Data Unavailable

*Successive periods




THIRTEEN WEEK ORAL TOXICITY e i g U
l STUDY OF WR242511 IN RATS
| B Dl e e S
""""" STUDY: 107 GROUP: 1-M SEX: MALE

DOSE: 0(mg/kg)
ANTMAL # DAY O** pAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

301 139 200 219 221 226 102 263 197 240 107 263 246
302 142 201 210 212 217 103 263 195 234 109 267 228
303 136 185 195 192 200 99 235 173 214 91 234 206
304 153 211 246 230 226 113 286 204 264 105 279 254
305 136 176 205 200 201 90 234 187 204 9% 261 211
306 131 183 193 199 199 106 232 160 194 92 217 194
307 143 187 207 210 219 102 263 185 215 118 245 207
308 141 200 206 197 204 95 259 184 234 100 261 231
309 146 201 250 243 248 110 300 223 260 117 292 279
310 130 185 193 195 208 93 236 179 209 99 239 220
MEAN 140 193 212 210 215 101 257 189 225 103 254 228
s.D. 6.9 1.1 20.5 16.8 15.6 7.3 23.3 17.4 20.7 9.7 22.6 25.9
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods

ke ale
~

"Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY ; ; Rt
. STUDY OF WR242511 IN RATS Sl T
I INDIVIDUAL FOOD CONSUMPTION (Grams)=~
STUDY: 107 GROUP: 1-M SEX: MALE
DOSE: 0 (mg/kg)
' ANIMAL # DAY B4 DAY 87
301 234 15
302 197 102
303 202 97
304 286 108
305 203 103
306 196 92
307 204 99
308 251 108
309 277 124
310 207 99
MEAN 226 105
S.D. 3.3 9.4
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS el s

STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)
I ANIMAL # DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

321 134 189 214 234 250 106 259 202 253 112 270 237
, 322 130 180 203 215 218 88 255 190 228 110 258 216
323 151 205 232 227 231 105 2N 225 248 122 264 242
' 324 137 179 204 203 202 96 257 192 232 108 236 228
325 128 172 194 189 206 88 252 194 230 95 258 228
326 127 175 195 204 232 106 253 125 253 108 239 225
327 141 165 89 204 219 98 252 180 217 102 245 214
328 139 182 179 180 176 81 218 162 196 92 243 204
329 142 195 216 225 236 101 279 208 252 112 282 258
330 148 192 202 203 200 97 242 179 215 104 249 218
MEAN 138 183 193 208 217 97 254 186 232 107 254 227
S.D. 8.1 1.9 39.2 17.0 21.6 8.6 16.3 27.4 19.3 8.7 14.7 15.6
N 10 10 10 - 10 10 10 10 10 10 10 10 10

--: Data Unavailable

Successive periods
k%
Food was weighed in on Day -6

N O B TN B B - I e
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l THIRTEEN WEEK ORAL TOXICITY — ™ T = T
STUDY OF WR242511 IN RATS : 3 =

' INDIVIDUAL FOOD CONSUMPTION (Grams)"
STUDY: 107 GROUP: 2-M SEX: MALE
DOSE: 0.5(mg/kg)
l ANIMAL # DAY 84 DAY 87
321 241 105
322 34 105
323 267 107
324 245 103
325 218 9%
326 269 99
327 224 98
328 287 96
329 250 118
330 223 100
MEAN 26k 103
s.D. 21.5 6.9
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY S ol LU 2 i

I STUDY OF WR242511 IN RATS
lINDIVIDUALPoonconsuupnon(cm> """""""""""""""""
"""" STUDY: 107 GROUP: 3-M SEX: MALE T

P DOSE: 1.5(mg/kg)
l ANIMAL # DAY O DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

341 154 200 197 194 204 89 250 177 211 96 243 21
342 136 167 173 169 170 78 202 152 201 86 218 183
343 145 189 204 195 41 99 280 177 217 105 232 207
344 140 192 209 201 208 91 250 176 208 102 247 226
345 138 186 192 193 200 90 234 175 219 96 257 228
© 346 136 184 198 212 208 101 264 190 222 104 228 220
347 126 169 17 169 174 78 207 151 177 85 207 181
T 348 137 182 196 203 192 9 236 186 224 111 a7 239
349 149 194 203 196 204 95 255 193 223 110 249 226
350 132 196 215 229 203 91 229 157 190 93 225 206
MEAN 139 186 196 196 180 91 241 173 209 99 238 213
s.D. 8.2 10.9 14.2 17.9 50.8 8.1 24.3 15.2 15.7 9.2 20.5 19.1

N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

*
Successive periods
Kok
Food was weighed in on Day -6

N e S e B U N am
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! THIRTEEN WEEK ORAL TOXICITY A Trr i YT E
STUDY OF WR242511 IN RATS

l INDIVIDUAL FOOD CONSUMPTION (Grams)
STUDY: 107 GROUP: 3-M SEX: MALE
DOSE: 1.5(mg/kg)
l ANIMAL # DAY 84 DAY 87
341 208 93
342 186 56
343 196 93
344 231 91
345 215 93
346 216 101
347 178 80
348 35 107
349 227 11
350 157 87
MEAN 205 91
s.D. 5.3 15.4
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY

',- STUDY OF WR242511 IN RATS
l"""m"""""""""""'"'"'"'Eiib'iifiﬁﬁﬁ"éaab"ébﬁgmi """ TON (oremsy™ T
"~ UsTuDY: 107 GROUP: 4-M SEX: MALE

DOSE: 4.5(mg/kg)
I‘ ANIMAL # DAY OF* DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

361 149 194 212 218 51 d d d d d d d
362 128 159 172 106 &4 60 231 105 29 50 240 181
363 148 192 215 109 c c [ c c c c [
364 140 191 208 200 210 97 264 66 56 51 293 257
365 143 176 190 189 184 88 231 161 198 89 247 213
366 128 172 196 102 c c c c c c c c
367 146 177 195 195 117 34 27 183 63 4 d d
368 132 164 99 60 d d d d d d d d
369 120 162 166 d d d d d d d d d
370 134 166 184 132 28 d d d d d d d
MEAN 137 175 184 146 106 70 244 129 87 49 260 217
S.D. 9.9 13.1 33.9 55.7 77.4 28.6 18.9 53.2 75.8 3.8 28.8 38.2
N 10 10 10 9 6 4 4 4 4 4 3 3

--: Data Unavailable c¢: Animal Found Dead d: Sacrificed Moribund

*
Successive periods

ale ols
w

"Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY —_— — = =
|, STUDY OF WR242511 IN RATS i ky
l INDIVIDUAL FOOD CONSUMPTION (Grans)*

STUDY: 107 GROUP: 4-M SEX: MALE

DOSE: 4.5(mg/kqg)

! ANIMAL # DAY 84 DAY 87
361 d d

362 145 61

' 363 c c
364 182 35

: 365 215 102
366 c c

367 d d

348 d d

369 d d

370 d d

I MEAN 181 66
: s.D. 35.0 33.8
N 3 3

' --: Data Unavailable ¢: Animal Found Dead d: Sacrificed Moribund

P

*Successive periods
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l THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 1-F SEX: FEMALE
o DOSE: 0(mg/kg)
ANIMAL # DAY 077 DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

m 120 146 160 140 144 64 189 121 140 66 168 138
312 117 148 163 152 161 74 200 129 158 83 173 148
313 113 144 158 152 164 75 182 161 161 69 190 158
314 m 134 156 151 144 66 178 115 141 68 155 143
315 108 118 123 119 123 S8 153 114 133 65 141 138
316 103 120 154 137 133 59 178 124 145 63 136 141
37 112 131 159 162 163 67 200 131 179 101 181 160
318 110 134 172 130 153 70 160 120 158 70 147 133
319 m 135 137 137 147 62 184 140 151 69 176 172
320 106 136 155 125 134 58 177 121 137 69 150 133
MEAN m 135 154 141 147 65 180 128 150 T2 162 146
S.D. 5.0 10.0 13.9 13.6 13.9 6.3 15.1 12.4 14.0 1.4 18.4 13.0
N 10 10 10 10 10 10 10 10 10 10 10 10

--: Dats Unavailable

*
Successive periods

*%*

Food was weighed in on Day -6

-
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

=

s GER I A I gn R &2 My B En

STUDY: 107 GROUP: 1-F SEX: FEMALE
DOSE: 0 (mg/kg)
ANIMAL # DAY 8 DAY 87

311 160 69
312 138 70
313 165 92
314 166 67
315 129 59
316 133 59
317 154 89
318 161 65
319 152 66
320 130 65
MEAN 149 70
s.D. 14.8 11.4
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 2-F SEX: FEMALE
s DOSE: 0.5(mg/kg)
! ANIMAL # DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

3 125 173 179 178 193 82 212 154 191 83 185 182
g 32 113 134 144 132 143 64 154 102 139 [£] 154 130
333 1M1 130 159 154 161 78 192 151 168 77 188 167
. 334 124 137 154 147 149 68 186 138 162 (4 173 157
335 121 164 169 156 175 93 202 170 182 83 190 172
336 117 147 174 164 196 76 185 144 183 83 170 169
337 121 158 160 145 159 7 167 138 179 87 162 153
338 122 148 149 144 147 76 169 144 162 7 159 145
339 99 128 132 120 125 78 169 105 139 64 154 132
340 125 132 143 157 147 62 179 119 169 [4) 159 155
MEAN 118 145 156 150 160 75 182 137 167 4 169 156
s.D. 8.2 15.6 14.9 16.2 22.6 9.0 17.6 21.7 17.7 7.1 14.0 17.0

N 10 10 10 10 10 10 10 10 10 10 10 10

--: Data Unavailable

)‘.

Successive periods

wauts
w

"Food was weighed in on Day -6

528




THIRTEEN WEEK ORAL TOXICITY oY = b B TEe
STUDY OF WR242511 IN RATS

' INDIVIDUAL FOOD CONSUMPTION (Grams)™
STUDY: 107 GROUP: 2-F SEX: FEMALE
DOSE: 0.5(mg/kqg)
l ANIMAL # DAY 84 DAY 87
331 183 88
332 138 56
333 164 78
334 149 74
335 166 81
336 165 7%
337 148 68
338 163 63
339 125 60
340 165 69
MEAN 157 7
s.D. 16.7 9.9
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY = S TR mE jag
STUDY OF WR242511 IN RATS

...................................................................................................................................

STUDY: 107 GROUP: 3-F SEX: FEMALE
Gk DOSE: 1.5(mg/kg)
ANIMAL # DAY 00 DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

351 103 130 137 134 137 67 146 106 135 3 142 129
352 108 124 138 129 133 73 153 95 137 3 167 144
353 117 160 161 144 157 85 193 124 168 78 166 159
354 120 143 151 146 142 73 181 14 168 78 185 165
355 109 117 149 160 174 68 173 138 164 77 188 160
356 117 150 153 143 149 69 196 111 154 81 168 154
357 119 140 148 154 153 86 172 112 149 94 187 129
358 114 128 156 151 145 64 185 127 167 114 185 169
359 116 152 161 151 163 64 167 103 155 64 178 145
360 130 155 163 165 166 84 204 144 175 76 21 209
MEAN 115 140 152 148 152 3 177 120 157 81 178 156
s.D. 7.5 14.6 9.1 11.0 13.2 8.6 18.6 17.2 13.6 13.9 18.3 23.1
N 10 10 10 . 10 10 10 10 10 10 10 10 10

--: Data Unavailable

+

w
Successive periods

fek
Food was weighed in on Day -6
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THIRTEEN WEEK ORAL TOXICITY = - -
STUDY OF WR242511 IN RATS

-----------------------------------------------------------------------------------------------------------------------------------

l INDIVIDUAL FOOD CONSUMPTION (Grams)”
STUDY: 107 GROUP: 3-F SEX: FEMALE
DOSE: 1.5(mg/kqg)
' ANINAL # DAY B4 DAY 87
351 138 58
352 151 65
353 163 75
354 156 65
355 153 64
356 148 59
357 138 64
358 189 60
359 142 58
360 204 87
MEAN 158 66
s.D. 21.9 9.1
N 10 10

--: Data Unavailable

*Successive periods
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THIRTEEN WEEK ORAL TOXICITY %
STUDY OF WR242511 IN RATS

STUDY: 107 GROUP: 4-F SEX: FEMALE
i DOSE: 4.5(mg/kqg)
' ANIMAL # DAY 0 DAY 7 DAY 14 DAY 21 DAY 28 DAY 31 DAY 43 DAY 49 DAY 56 DAY 59 DAY 70 DAY 77

37 127 153 153 142 162 73 185 129 145 67 184 155
3 120 147 131 137 141 105 182 124 152 98 191 179
373 108 129 138 122 130 69 151 109 138 67 153 138
374 106 130 122 119 118 59 162 100 154 69 143 132
375 131 156 150 140 143 68 194 121 134 76 157 172
376 108 128 105 109 110 4l 140 89 127 51 138 125
37 116 148 128 117 120 57 141 103 121 67 147 145
378 11 136 131 123 138 64 147 131 136 62 153 148
379 107 145 148 114 136 7 184 149 156 71 177 158
380 107 138 127 107 128 68 170 112 151 58 183 148
MEAN 114 161 133 123 133 [al 166 17 141 69 163 150
s.D. 9.1 10.2 14.6 12.6 14.9 13.4 20.1 17.6 12.1 12.5 19.3 16.8
N 10 10 0 10 10 10 10 10 10 10 10 10

--: Data Unavailable

*
Successive periods

s

Food was weighed in on Day -6

532



THIRTEEN WEEK ORAL TOXICITY i} : -
STUDY OF WRZ242511 IN RATS

l INDIVIDUAL FOOD CONSUMPTION (Grams) *
STUDY: 107 GROUP: 4-F SEX: FEMALE
DOSE: 4.5(mg/kg)
' ANIMAL # DAY 84 DAY 87
371 156 64
372 165 Y
k£ 140 52
376 148 59
375 185 7
376 109 45
377 149 53
378 147 58
379 219 62
380 166 64
MEAN 158 60
s.D. 29.0 8.9
N 10 10

--: Data Unavailable

*Successive periods
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Individual Clinical Chemistry Data



STUDY OF WR242511 IN RATS

. THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

l TEST: Alanine Aminotransferase
STUDY ID: 107 SEX: MALE
STUDY NO: 107
' ABBR: ALT UNITS: U/L
ANIMAL ID  WEEK 5 WEEK WEEK 13
GROUP: 1-M:0 mg base/kg/day
l 301 67 &4 53
302 58 44 47
303 54 58 50
304 59 61 56
l 305 61 71 54
306 74 57 55
307 58 52 40
308 59 56 53
. 309 60 49 44
310 74 69 &4
MEAN 62 58 52
. s0 6.9 8.5 6.8
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 56 49 47
322 65 56 53
323 53 56 52
l 32 66 54 51
325 65 68 61
326 60 63 56
327 70 45 43
328 55 51 63
329 63 64 59
330 66 61 55
MEAN 62 57 54
sD 5.6 7.3 6.2
N 10 10 10
. LABCAT CC&4.25
(] »



STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAIL REPORT BY GROUP
l TEST: Alanine Aminotransferase
STUDY 1D: 107 SEX: MALE

STUDY NO: 107
UNITS: U/L

GROUP: 3-M:1.5 mg base/kg/day

341 55 67 77
342 60 72 71
343 95 78 82
344 61 70 61
345 56 76 56
346 81 91 7”9
347 69 61 52
348 74 82 65
349 79 68 63
350 83 73 75

" MEAN el 74 68
SD 13.3 8.5 10.2

GROUP: 4-M:4.5 mg base/kg/day

361 2=
362 185 227 190
363 s =i o0
364 143 225 208
365 170 150 158
366 e .- ==
367 217 194 L
368 -- -- --
369 2o e ==
370 % Ci= =

SD 30.9 36.0 25.3
N 4 4 3

l MEAN 179 199 185

6-3



STUDY OF WR242511 IN RATS

. THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

' TEST: Sorbitol Dehydrogenase
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
' ABBR: SDH UNITS: U/L
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day
301 1.7
302 14.1
303 1.9
304 16.4
305 17.6
306 14.9
307 17.6
308 18.1
309 20.1
310 11.55

N
S22 WsEO®2OORN
CO =25 ONO WO
ma
3

N =2 =2 =

MEAN 15.4 13.8 14.7
SO 3.04 4.84 3.19
N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 15.6 11.8 10.
322 15.8 14.0 14.
323 10.3 12.0 17.
324 20.0 12.5 16.
325 19.8 13.9 7.
326 11.0 14.0 16.
327 14.2 15.0 14.
328 12.2 19.
329 4 14.
330 15. 1 22.

S 20000V VNNNWWO

e
oo

5.
14.

) 4.42 2.72 4.20
N 10 10 10

LABCAT CC4.25

' MEAN 13.8 12.5 15.3




STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

' TEST: Sorbitol Dehydrogenase
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
l ABBR: SDH UNITS: U/L
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 15.0 15.6 22.6
342 17.8 17.7 21.1
343 13.6 15.0 20.1
344 14.3 20.0 18.6
345 17.2 11.1 10.5
346 13.1 18.3 22.6
347 33.8 16.7 9.5
348 20.5 21.1 24.2
349 13.8 16.4 12.6
350 20.5 17.9 22.5

" MEAN 18.0 16.8 18.4
SD 6.20 2.90 5.49

GROUP: 4-M:4.5 mg base/kg/day

361 -- sie 55
362 23.2 30.0 49.2
363 = -- --
364 QNS 10.5 23.9
365 38.9 27.3 45.3
366 2o -- -
367 28.5 19.4 --
368 e -- --
369 -- -- --
370 2o -- --

sD 7.99 8.77 13.62
N 3

(--)-Data Unavailable QNS-Quantity Not Sufficient

LABCAT CC4.25

. MEAN 30.2 21.8 39.5
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
-------------------------------- iNDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Total Protein

STUDY ID: 107
STUDY NO: 107

ABBR: TP
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 7.7 8.1 8.4
302 T3 7.1 7.4
303 8.0 7.4 7.0
304 8.4 8.5 7.7
305 8.3 8.4 8.2
306 74T 7.4 7.8
307 75 8.4 T3
308 it 7.9 8.6
309 8.3 79 8.2
310 7.9 8.1 8.0
MEAN 7.9 7.9 7,9,
SD 0.37 0.48 0.51
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 YRS 7.7 7.9
322 6.8 7.5 7
323 7.4 7.2 8.3
324 T3 6.8 7.6
325 7.8 8.0 7.7
326 7.6 8.2 &
327 7.9 8.1 8.0
328 7.8 7.2 7.9
329 8.0 7.6 7.9
330 8.1 7.8 Tl
MEAN 7.6 7.6 7.8
SD 0.40 0.45 0.31
N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
' TEST: Total Protein
sTubY 10: 107 SEX: MALE
STUDY NO: 107
' ABBR: TP UNITS: g/dL
ANIMAL 1D WEEK 5 WEEK @ WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
l' 341 7.4 8.1 7.9
342 8.0 8.3 7.2
343 6.6 7.5 7.4
344 7.8 8.1 7.3
' 345 7.5 8.3 8.4
346 7.7 8.8 8.4
347 7.6 7.7 7.3
348 7.3 7.9 7.3
II 349 6.9 8.3 8.0
350 8.4 7.7 8.0
MEAN 7.5 8.1 TET
l SO 0.52 0.38 0.47
N 10 10 10
l GROUP: 4-M:4.5 mg base/kg/day
361 -- .- --
362 7.8 6.5 5.9
363 -- -- --
364 2.0 6.5 7.7
365 7.6 7.4 7.9
366 - .- =
367 6.9 6.4 .-
368 -- -- --
369 -- -- --
370 .- .- --
MEAN 7.8 6.7 7.2
SD 0.87 0.47 1.10
N 4 4 3

(--)-Data Unavailable

LABCAT CC4.25




i 0 e

THIRTEEN WEEK ORAL TOXICITY

STUDY OF WR242511 IN RATS
-------------------------------- J-I-I‘i'i)IVIDUAL ANIMAL REPORT BY GROUP

TEST: Albumin
";;l-u-);-w: 107 SEX: MALE
STUDY NO: 107
. ABBR: ALB UNITS: g/dL

------------------------- ANIMAL 10 WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

3 4.5 4.1 4.4
302 4.0 3.9 4.2
303 4.2 4.2 3.7
304 5.1 4.4 3.9
305 4.4 4.4 4.3
306 4.2 4.3 4.2
307 4.3 4.7 4.0
308 4.3 4.0 4.5
309 4.7 4.5 4.2
310 4.7 4.2 4.3
MEAN 4.4 4.3 4.2
S0 0.32 0.24 0.24
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 3.8 4.3 4.0
322 3.8 3.8 4.0
323 4.4 4.2 4.5
324 3.9 4.0 4.1
325 4.3 4.6 4.4
326 4.2 4.9 4.4
327 4.5 4.2 4.0
328 4.2 3.8 4.3
329 4.3 4.1 4.2
330 5.9 4.0 4.1
MEAN 4.3 4.2 4.2
SD 0.6 0.34 0.1
N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY )
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Albumin
STUDY ID: 107 SEX: MALE

STUDY NO: 107
ABBR: ALB UNITS: g/dL

ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day
341 4.2 4.3 4.4
342 4.9 4.6 3.4
343 3.8 4.0 4.1
344 4.2 4.5 4.1
345 4.0 4.4 4.4
346 4.1 4.7 4.4
347 4.2 4.5 4.1
348 4.0 5.4 4.2
349 37 4.1 4.4
350 5.5 4.2 4.2
MEAN 4.3 4.5 4.2
SD 0.54 0.39 0.30
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 4.4 3.3 3.4
363 -- -- .-
364 4.9 3.6 4.3
365 4.5 4.8 4.4
366 .- -- --
367 4.6 3.4 --
368 -- -- --
369 -- -- --
370 -- -- --
MEAN 4.6 3.8 4.0
sD 0.22 0.69 0355
N 4 4 3

(--)-Data Unavailable

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY = )
STUDY OF WR242511 IN RATS
""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Globulin
STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: GLOB UNITS: g/dL

GROUP: 1-M:0 mg bases/kg/day

301 3.2 4.0 4.0
302 3.3 3.2 3.2
303 3.8 3.2 3.3
3064 3.3 4.1 3.8
305 3.9 4.0 3.9
306 3.5 3.1 3.6
307 3.2 3.7 3.3
308 3.4 3.9 4.1
309 3.6 3.4 4.0
310 3.2 3.9 37
" MEAN 3.4 3.7 3.7
) 0.25 0.3% 0.33
N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day
321 3.5 3.4 3.9
322 3.0 3.7 3.1
323 3.0 3.0 3.8
324 3.4 2.8 3.5
325 3.5 3.4 3.3
326 3.4 3.3 3.3
327 3.4 3.9 4.0
328 3.6 3.4 3.6
329 3.7 3.5 3.7
330 2.2 3.8 3.6
MEAN 3.3 3.4 3.6
SD 0.44 0.34 0.29
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY l 7
STUDY OF WR242511 IN RATS = G
-------------------------- INDIVIDUAL ANIMAIL REPORT BY GROUP
TEST: Globulin
-_s;uév 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: GLOB UNITS: g/dL

GROUP: 3-M:1.5 mg base/kg/day

341 3.2 3.8 3.5
342 34 3.9 3.8
343 2.8 3.5 3.3
344 3.6 3.6 3.2
345 355 3.9 4.0
346 3.6 4.1 4.0
347 3.4 3.2 3.2
348 3:3 2.5 3.1
349 3.2 4.2 3.6
350 2.9 3.5 3.8
MEAN 3.3 3.6 3.6
sD 0.28 0.50 0.34
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 3.4 3.2 2.5
363 .- -- --
364 4.1 2.9 3.4
365 3.1 2.6 3.5
366 -- -- --
367 2.3 3.0 --
368 -- -- --
369 =z -- --
370 .- -- --
MEAN 3.2 2.9 3.1
SD 0.75 0.25 0.55
N 4 4 3

(--)-Data Unavailable

LABCAT CC4.25



THIRTEEN WEEK ORAL TOXICITY T
STUDY OF WR242511 IN RATS
""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: A/G Ratio
STUDY ID: 107 SEX: MALE
STUDY NO: 107
. ABBR: A/G UNITS: -
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

301 1.41 1.03 1.10
302 1.21 1.22 1.3
303 1.1 1.3 1.12
304 11555 1.07 1.03
305 1.13 1.10 1.10
306 1.20 1.39 1.17
307 1.34 1.27 1.21
308 1.26 1.03 1.10
309 1.31 1.32 1.05
310 1.47 1.08 1.16
MEAN 1.30 1.18 1.14

SD 0.145 0.135 0.082

N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 1.09 1.26 1.03
322 1.27 1.03 1.29
323 1.47 1.40 1.18
324 1.15 1.43 1.17
325 1.23 1.35 1.33
326 1.26 1.48 1.33
327 1.32 1.08 1.00
328 1.17 1.12 1.19
329 1.16 1.17 1.14
330 2.68 1.05 1.14
MEAN 1.38 1.24 1.18

SD 0.470 0.169 0.113

N 10 10 10

LABCAT €C4.25
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THIRTEEN WEEK ORAL TOXICITY —
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: A/G Ratio
STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: A/G UNITS: -
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 1.3 1.13 1.26
342 1.58 1.13 0.89
343 1.36 1.14 1.24
344 157 1.25 1.28
345 1.14 1.13 1.10
346 1.14 1.15 1.10
347 1.24 1.61 1.28
348 1.21 2.16 1.35
349 1.16 0.98 1.22
350 1.90 1.20 1.1
MEAN 1.32 1.27 1.18
SD 0.244 0.332 0.134
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 Sl -- .-
362 1.29 1.03 1.36
363 -- -- --
364 1.20 1.24 1.26
365 1.45 1.85 1.26
366 .- .- --
367 2.00 1.13 I
368 =3 -- .-
369 o= -- --
370 -- .- --
MEAN 1.49 1.31 1.29
SD 0.359 0.368 0.058
N 4 4 3
(--)-Data Unavailable
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY = = =T S
STUDY OF WR242511 IN RATS
T INDIVIDUAL ANIMAL REPORT BY GROUP o
TEST: Total Bile Acids
STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: TBA UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

301 446.4 55.8 72.1
302 35.3 41.2 54.2
303 24.5 37.3 25.5
304 36.8 27.7 22.6
305 41.3 68.0 65.6
306 52.9 33.6 30.1
307 58.6 86.0 50.3
308 81.5 47.3 80.4
309 30.9 44,0 30.0
310 30.0 47.3 21.3
MEAN 43.6 48.8 45.2
SD 16.93 17.31 22.15
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 65.0 52.8 9.9
322 25.9 5.4 19.9
323 30.9 37.2 56.0
324 7.3 17.6 32.0
325 25.0 45.0 42.4
326 45.4 27.1 39.1
327 44.3 23.0 29.3
328 30.1 44.2 79.1
329 62.3 47.5 98.5
330 32.4 26.4 24.4
MEAN 43.6 34.6 43.1
SD 17.90 12.19 27.59
N 10 10 10

LABCAT CC4.25
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| - L e -
THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Total Bile Acids
STUDY 10: 107 SEX: MALE
STUDY NO: 107
ABBR: TBA UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 45,2 45.4 95.8
342 83.3 68.6 34.5
343 33.4 42.4 91.8
344 30.3 25.0 18.1
345 36.7 39.2 34.5
346 52.7 52.3 29.4
347 2.5 113.4 45.3
348 17.5 107.4 97.9
349 S7:7 34.1 114.0
350 23.1 67.1 37.3
MEAN 40.1 59.5 59.9
SD 20.16 30.06 35.54
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 o 58S =)
362 285.9 139.9 147.7
363 i e e
364 160.0 383.8 144.8
365 444 .6 299.9 383.6
366 =l =1 5o
367 120.5 48.7 b
368 =ic -- o
369 CS -- --
370 =i= -- o
MEAN 252.8 218.1 225.4
SD 146.06 151.61 137.04
N 4 4 3
(--)-Data Unavailable
LABCAT CC&4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Alkaline Phosphatase
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: ALKP UNITS: U/L

GROUP: 1-M:0 mg base/kg/day

301 277 198 172
302 176 129 123
303 263 160 130
304 280 239 157
305 242 200 200
306 255 141 138
307 218 235 126
308 282 195 156
309 189 119 91
310 216 140 121
MEAN 240 176 141

SD 38.4 43.6 30.7

N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 222 156 137
322 180 138 110
323 271 272 179
324 216 151 141
325 336 312 227
326 421 377 194
327 280 162 130
328 178 129 140
329 298 221 210
330 189 126 103
MEAN 259 204 157

SD 78.3 87.8 42.6

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Alkaline Phosphatase
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: ALKP UNITS: U/L
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 278 175 207
342 206 154 164
343 305 226 174
344 21 184 120
345 273 243 169
346 268 211 196
347 233 190 147
348 226 282 160
349 209 186 168
350 195 137 108
'MEAN 240 199 161
) 37.7 43.0 30.4
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- 52 o
362 291 294 145
363 -- ars w2
364 364 393 288
365 258 205 204
366 -- -- .-
367 284 279 2=
368 -- = i
369 -- == &2
370 .- e a
MEAN 299 293 212
sD 45.4 T3 71.9
N 4 4 3
(--)-Data Unavailable
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Cholesterol
STUDY I1D: 107 SEX: MALE
STUDY NO: 107
ABBR: CHOL UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK © WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 39 40 57
302 48 49 51
303 52 47 44
304 75 83 89
305 51 35 52
306 60 45 58
307 46 49 49
308 49 45 59
309 50 51 74
310 43 37 51
MEAN 51 48 58
SD 10.0 13.4 13.5
N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 57 48 62
322 56 53 56
323 58 53 61
324 39 33 41
325 47 49 58
326 90 106 3
327 7 65 7
328 57 37 48
329 38 40 49
330 49 38 46
MEAN 57 52 57
SD 16.1 21.2 11.6

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY T T T -

STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Cholesterol
STUDY 1D: 107 SEX: MALE
STUDY NO: 107

l ABBR: CHOL UNITS: mg/dL

ANIMAL ID  WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 60 61 53

342 53 57 63

343 7 53 57

344 47 55 57

345 55 54 69

346 67 74 79

347 59 57 59

348 49 49 54

349 42 61 61

350 55 48 58

'MEAN 56 57 61

SD 8.9 7.4 7.8

N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- = =
362 73 127 139
363 - -- o5
364 85 97 m
365 86 74 74
366 -- o ..
367 106 102 --
368 -- e BE
369 -- = e
370 -- S5 or
MEAN 88 100 108
SD 13.7 21.7 32.6
N 4 4 3
(--)-Data Unavailable
LABCAT CC&4.25
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THIRTEEN WEEK ORAL TOXICITY == TS B
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
I TEST: Triglycerides
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
! ABBR: TRY UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK @ WEEK 13
GROUP: 1-M:0 mg base/kg/day
l 301 118 173 262
302 62 129 122
303 87 97 55
304 119 194 324
l 305 12 60 87
_ 306 213 148 200
307 50 109 41
308 78 83 105
. 309 126 116 228
L 310 61 60 111
MEAN 93 117 154
SD 55.2 45.1 94.6
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 40 31 59
322 69 117 119
323 100 187 219
324 b4 97 110
325 141 171 192
326 184 179 239
327 78 105 102
328 62 51 81
329 74 135 133
330 112 110 152
MEAN 90 118 141
. SO 45.0 52.0 59.4
N 10 10 10
' LABCAT €C4.25
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THIRTEEN WEEK ORAL TOXICITY N R i

' STUDY OF WR242511 IN RATS

- INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Triglycerides

l STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: TRY UNITS: mg/dL
' ANIMAL ID  WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 55 92 68
342 80 100 92
343 29 87 88
344 60 72 73
345 73 1M 138
346 63 109 m
347 45 78 77
348 30 56 75
349 52 115 96
350 94 75 92
MEAN 58 90 91
SD 20.7 19.4 20.9
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
I 361 -- -- --
362 49 89 97
363 e = e
364 66 144 103
l 365 69 76 54
366 -- .- --
367 104 116 ==
368 -- -- --
l 369 - - -~
370 -- -- --
MEAN 72 106 85
' SD 23.1 30.2 26.7
> N 4 4 3
(--)-Data Unavailable
' LABCAT CC&4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
"""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Blood Urea Nitrogen

STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: BUN UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 17.8 18.6 14.8
302 14.4 13.4 15..1
303 11:55 14.2 12.9
304 13.4 15.3 15:3
305 11.9 15.0 17.0
306 23.9 20.9 21.7
307 14.2 21.3 16.7
308 15..5 19.9 21.3
309 13.3 20.9 17.1
310 10.6 14.0 15.7
" MEAN 14.7 17.4 16.8
SD 3.85 3.25 2.79
N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 16.7 15.0 13.9
322 10.7 14.1 15.0
323 13.4 16.7 17.3
324 20.6 19.5 17.7
325 14.8 16.4 14.9
326 17.9 14.8 17.6
327 10.4 11.9 16.0
328 12.1 14.1 23.7
329 15.6 1.9 18.9
330 14.8 16.4 13.9
MEAN 14.7 15.1 16.9

SD 3.21 2.3 2.94

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Blood Urea Nitrogen
STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: BUN UNITS: mg/dL
l ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 1.0 13.1 14.9
342 18.4 19.3 23.8
343 15.1 16.3 15.9
344 15.9 17.6 17.0
l 345 13.3 15.1 15.4
346 19.1 17.6 17.0
347 17.9 18.4 17.4
348 13.6 20.7 18.7
349 19.3 16.3 17.8
350 1.7 17.3 12.6
" MEAN 15.8 17.2 17.1
) 2.79 2.14 2.93
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 26.8 19.2 25.9
363 -- -- --
364 24.3 18.1 19.4
. 365 19.3 21.9 22.5
3 366 - v Sy
367 16.2 29.9 --
368 -- -- --
369 -- -- --
370 -- -- --
MEAN 21.7 22.3 22.6
SD 4.79 5.33 3.25
N 4 4 3
(--)-Data Unavailable
' LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Creatinine
STUDY 10: 107 SEX: MALE
STUOY NO: 107

ABBR: CREA UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

301 0.52 0.47 0.52
302 0.54 0.52 0.59
303 0.50 0.54 0.51
304 0.54 0.51 0.58
305 0.49 0.55 0.48
306 0.51 0.57 0.61
307 0.48 0.58 0.55
308 0.57 0.57 0.50
309 0.57 0.55 0.48
310 0.54 0.56 0.54
MEAN 0.53 0.54 0.54
(0] 0.031 0.034 0.046
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 0.46 0.55 0.56
322 0.60 0.68 0.63
323 0.50 0.44 0.47
324 0.55 0.53 0.56
325 0.49 0.58 0.52
326 0.46 0.57 0.50
327 0.58 0.64 0.58
328 0.49 0.59 0.64
329 0.51 0.51 0.52
330 0.52 0.55 0.56
MEAN 0.52 0.56 0.55
SD 0.047 0.067 0.054
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REI_’ORT BY GROUP
I TEST: Creatinine
STUDY ID: 107 SEX: MALE
STUDY NO: 107
' ABKR: CREA UNITS: mg/dL
ANIMAL 10 WEEK 5 WEEK 9 WEEK 13
..... .\.------------------------------------------------~--------------------------------.-----------------.----.-------
] GROUP: 3-M:1.5 mg base/kg/day
m 341 0.52 0.56 0.56
342 0.60 0.55 0.56
343 0.47 0.55 0.66
344 0.59 0.60 0.59
I 345 0.54 0.60 0.49
346 0.54 0.61 0.58
347 0.54 0.63 0.65
348 0.61 0.67 0.56
l 349 0.54 0.62 0.66
350 0.61 0.51 0.54
" MEAN 0.56 0.59 0.59
S0 0.046 0.047 0.056
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 iz e =
362 0.48 0.54 0.80
363 o5 SE .-
364 0.66 0.50 0.65
365 0.55 0.60 0.73
366 -- =¥ --
367 0.78 0.74 =
368 i == =T=
369 -- -- --
370 =0 = =5
] MEAN 0.62 0.60 0.73
S0 0.131 0.105 0.075
N 4 4 3
I (--)-Data Unavailable
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Sodium
STUDY I1D: 107 SEX: MALE
STUDY NO: 107
l ABBR: NA UNITS: mmol/L
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

301 146 142 147
302 144 142 145
303 145 143 144
304 143 145 144
305 144 143 144
306 145 145 147
307 143 145 142
308 146 142 148
309 144 144 143
310 145 146 144
MEAN 145 144 145

sD 1.1 1.5 149

N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 144 142 144
322 143 144 143
323 141 143 142
324 142 140 143
325 144 146 145
326 144 144 147
327 144 147 147
328 143 142 151
329 143 142 143
330 146 146 146
MEAN 143 144 145

sD 1.3 2.2 2.7

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Sodium
STUDY-ID: 107 SEX: MALE
STUDY NO: 107
l ABBR: NA UNITS: mmol/L
ANIMAL ID WEEK S WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 141 145 146
342 146 144 145
343 145 143 145
344 144 146 145
345 144 144 147
346 142 144 146
347 143 145 146
348 145 143 143
349 141 146 145
350 146 144 146

MEAN 144 144 145
sD 1.9 1.1 1.1

GROUP: 4-M:4.5 mg base/kg/day

361 2 =e e
362 142 142 149
363 = =% %=
364 148 142 146
365 146 141 143
366 T e e
367 146 144 <
368 I = ==
369 3 -- =1
370 = s e

SD 2.5 1.3 3.0
N 4 4 3

6-27
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP B
TEST: Potassium

STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: K UNITS: mmol/L
l ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 557 5.57 5.40
302 5.06 5.78 5.68
303 5.62 5.42 6.02
304 5.98 5.61 4.77
305 5..53 6.10 5.96
306 5.85 6.03 5.31
307 5.82 6.35 6.12
308 5.23 5.70 4.87
309 5.99 6.88 5.94
310 5.68 5.94 6.75
MEAN 5.63 5.94 5.68
SO 0.305 0.433 0.605
N 10 10 10

321 5.68 4.81 5.70
322 5.72 5.60 5.64
323 5.29 6.15 5.76
324 6.27 5.49 6.22
325 5.56 5.35 5.54
326 5.32 5.34 5.77
327 6.16 5.88 5.60
328 5.16 6.66 7.84
329 4.98 5.29 5.79
330 6.43 5.93 5.91
MEAN 5.66 5.65 5.98
SO 0.494 0.522 0.682

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
---------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP )
TEST: Potassium
STUDY ID: 107 SEX: MALE
STUDY NO: 107
l ABBR: K UNITS: mmol/L
-------------------------- ANIMAL ID  WEEK § WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 5.88 5.99 6.03
342 5.71 5.82 4.80
343 5.04 6.38 5.60
344 5.77 6.26 553
345 5.53 5.08 5.16
346 5.86 6.38 5.31
347 5.95 5.81 5.62
348 5.37 5.44 5.65
349 5.35 5.25 5.48
350 4,96 5.1 5.05
MEAN 5.54 5.75 5.42
SD 0.353 0.508 0.352
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- = --
362 6.43 5.89 7.35
363 =¥= =i .-
364 7.34 5.30 5.62
365 5.83 5.33 6.51
366 = == =
367 5.45 6.19 --
368 =i og =2
369 -- -- --
370 -- -- --
MEAN 6.26 5.68 6.49
SD 0.824 0.436 0.865
N 4 4 3

(--)-Data Unavailable

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

l TEST: Chloride
STUDY ID: 107 SEX: MALE
STUDY NO: 107
l ABBR: CL UNITS: mEq/L
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
Il 301 116 117 116
302 118 115 116
303 123 13 114
304 122 120 114
l 305 113 118 116
306 106 112 115
307 112 119 119
308 113 117 119
l 309 126 116 117
310 122 115 112
MEAN 117 116 116
l SD 6.2 2.5 2.2
N 10 10 10
. GROUP: 2-M:0.5 mg base/kg/day
321 113 117 113
322 108 113 115
323 110 110 124
l 32 116 110 115
325 104 108 108
326 110 112 109
327 114 113 11
328 112 113 116
329 111 113 120
330 116 110 115
MEAN "M 112 115
SD 3.7 2.5 4.8
N 10 10 10
l LABCAT CC4.25
I



THIRTEEN WEEK ORAL TOXICITY !
STUDY OF WR242511 IN RATS
""""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Chloride

STUDY 1D: 107 SEX: MALE

STUDY NO: 107
UNITS: mEq/L

ABBR: CL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 113 11 120
342 120 127 110
343 109 121 120
344 123 123 112
345 112 119 125
346 108 107 112
347 109 110 113
348 112 m 117
349 116 122 117
350 128 118 115
MEAN 115 117 116
SD 6.7 6.7 4.6
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- -- oi=
362 113 123 104
363 -- -- ey
364 118 108 120
365 109 119 125
366 -- ot o
367 119 120 --
368 -- ot .-
349 -- = ==
370 -- -- --
MEAN 115 118 116
SD 4.6 6.6 11.0
N 4 4
(--)-Data Unavailable
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
. STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Calcium
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
' ABBR: CA UNITS: mg/dL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
l 301 11.3 11.4 11.9
302 1.1 1.1 9.6
303 10.5 1.3 10.2
304 11.3 9.7 10.9
' 305 13.9 12.1 10.7
306 11.1 10.9 10.6
307 11.1 10.9 10.9
308 11.4 10.5 11.8
l 309 10.5 11.2 11.5
310 B b Y 12.0 11.3
MEAN 11.3 11.1 10.9
l SD 0.95 0.70 0.72
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 10.5 10.4 10.6
322 10.5 11.2 10.4
323 1.1 10.1 12.0
324 10.6 10.1 10.4
l 325 11.0 1.3 11.0
326 11.5 11.3 11.2
327 10.7 11.6 11.3
328 10.6 10.9 12.9
329 11.3 11.6 10.6
330 11.4 11.6 10.8
l MEAN 10.9 11.0 11.1
SD 0.39 0.40 0.79
N 10 . 10 10

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

l THIRTEEN WEEK ORAL TOXICITY

‘ l TEST: Calcium
STUDY ID: 107 SEX: MALE
STUDY NO: 107
. ABBR: CA UNITS: mg/dL
’ ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
I' 341 1.2 1.1 11.0
342 1.5 10.9 1.4
343 10.5 10.7 1.1
| 344 1.1 9.8 11.0
I' 345 1.2 10.8 1.8
346 1.0 10.1 1.4
347 1.0 1.4 10.8
348 10.8 10.2 10.5
I' 349 10.2 10.8 1.6
350 1.1 10.5 1.2
" MEAN 11.0 10.6 1.2
SD 0.37 0.49 0.39
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 1.4 1.1 1.3
363 -- -- --
364 12.9 1.1 1.4
365 1.4 10.9 1.7
366 -- -- --
367 1.6 1.2 --
368 -- -- --
369 -- -- --
370 -- -- --
MEAN 11.8 1251 1.5
SD 0.72 0.13 0.21
N 4 4
(--)-Data Unavailable
. LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
l STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

' TEST: Inorganic Phosphorus
STUDY 1D: 107 SEX: MALE
STUDY NO: 107

' ABBR: IP UNITS: mg/dL
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day

' 301 10.7 10.6 8.4
302 9.4 8.9 8.7
303 10.4 8.1 8.7
304 1.6 9.2 8.5

l 305 9.1 1.2 9.8
306 10.2 9.3 8.7
307 10.7 8.1 10.3
308 9.9 9.3 8.6

l 309 11.2 10.5 9.6
310 10.2 9.4 9.4
'MEAN 10.3 9.5 9.1

' SD 0.76 1.03 0.65

N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

' 321 10.5 8.7 7.3
322 8.5 8.3 8.2
323 9.5 9.8 10.3
324 1.4 9.9 8.9
325 9.5 9.0 9.4
326 1.6 7.6 8.1
327 9.4 9.4 7.9
328 8.2 9.4 15.8
329 9.5 9.3 9.9
330 9.8 7.8 9.8
MEAN 9.8 8.9 9.6

l SD 1.10 0.80 2.40

N 10 10 10

l LABCAT CC&4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Inorganic Phosphorus

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: IP UNITS: mg/dL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 9.9 7.9 8.6
342 10.7 10.0 7.9
343 8.5 10.0 11.3
344 11.8 10.4 7.3
345 9.6 8.8 8.3
346 10.6 10.5 7.9
347 10.6 9.5 8.6
348 8.5 8.3 9.0
349 10.0 9.2 8.9
350 9.9 8.1 7.7
'MEAN 10.0 9.3 8.6
SD 1.01 0.96 1.1
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 11.1 1.4 7.3
363 o =i g
364 12.0 7.9 8.7
365 9.1 9.3 10.8
366 -- -- --
367 10.4 7.8 --
368 -- -- --
369 -- -- --
370 oI -- .-
MEAN 10.7 9.1 8.9
SD 1.22 1.68 1.76
N 4 4 L3

(--)-Data Unavailable

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

. THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

l TEST: Glucose
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
' ABBR: GLU UNITS: mg/dL
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
' 301 131 185 159
302 142 127 137
303 145 120 134
304 206 163 250
l 305 121 183 147
306 146 164 154
307 124 142 164
308 180 129 198
. 309 167 147 156
310 164 232 141
MEAN 153 159 164
' SO 26.7 34.2 35.3
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 116 178 132
322 115 115 148
323 148 . 156 216
; 324 185 196 153
325 136 136 152
326 190 137 145
327 139 118 137
328 136 134 190
329 152 129 216
330 152 121 129
l MEAN 147 142 162
SD 25.0 26.8 33.2
N 10 10 10
' LABCAT €C4.25
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THIRTEEN WEEK ORAL TOXICITY !
I STUDY OF WR242511 IN RATS
"""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
' TEST: Glucose
STUDY iD: 107 SEX: MALE

STUDY NO: 107
UNITS: mg/dL

GROUP: 3-M:1.5 mg base/kg/day

341 129 130 136
342 134 140 168
343 141 132 178
344 179 154 131
345 121 126 139
346 131 171 149
347 133 121 133
348 142 124 162
349 142 151 147
350 184 138 134

MEAN 144 139 148
sD 21.0 15.8 16.4

GROUP: 4-M:4.5 mg base/kg/day

361 sis == =ic)
362 124 108 84
363 o 1= i
364 145 96 126
365 115 129 120
366 = -- --
367 113 115 0
368 --

369 = == =i
370 -- -- --

SD 14.6 13.8 22.7
N 4 4 3

(--)-Data Unavailable

LABCAT CC4.25

. MEAN 124 112 110




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAIL REPORT BY GROUP
TEST: Alanine Aminotransferase

STUDY ID: 107
STUDY NO: 107
ABBR: ALT

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

31
312
313
314
315
316
317
318
319
320

‘MEAN
SD

14.5

WEEK 9

83 67
64 70
64 45
55 70
84 76
7 46
90 98
54 38
59 56
47 36
67 60
19.6

10 10

GROUP: 2-F:0.5 mg base/kg/day

331
332
333
334
335
336
337
338
339
340

MEAN
SO
N

51
64
49
69
70
52
49
78
67
72

62

10.8

10

LABCAT C€C4.25
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STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

' TEST: Alanine Aminotransferase
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
' ABBR: ALT UNITS: U/L
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 86 56 89
352 48 43 37
353 52 43 39
354 92 62 97
355 57 42 45
356 70 60 72
357 63 64 72
358 75 55 66
359 52 53 53
360 69 49 52
'MEAN 66 53 62
) 1%.9 8.2 20.5
N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

371 90 55 50
372 90 103 62
373 87 68 59
374 53 51 46
375 67 73 62
376 52 53 60
377 81 67 62
378 67 52 61
379 85 57 62
380 7 58 49
MEAN 74 64 57
SD 14.4 15.7 6.3
N 10 10 10
' LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
-------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Sorbitol Dehydrogenase
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: SDH UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

3N 3.2 9.4 13.3
312 18.4 13.0 12.3
313 16.3 6.8 17.7
314 12.4 20.3 11.2
315 16.3 13.7 15.1
316 17.4 203 15.1
317 18.2 18.7 27.0
318 4.9 1.0 11.6
319 16.1 15.9 12.3
320 13.6 1.6 7.9
" MEAN 13.7 1.3 14.4
SD 5.42 6.36 517
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 16.1 17.3 10.1
332 16.2 15.6 24.0
333 13.9 19.9 19.2
334 25.3 16.8 21.8
335 10.1 32.8 6.4
336 19.8 12.9 19.9
337 19.8 15.6 18.5
338 9.2 14.4 11.4
339 26.6 14.9 20.9
340 16.2 16.1 16.7
MEAN 7.3 17.6 16.9
SD 5.73 5.65 5.72
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
. TEST: Sorbitol Dehydrogenase
STUDY ID: 107

SEX: FEMALE

UNITS: U/L

GROUP: 3-F:1.5 mg base/kg/day

l 351 19.0 14.1 23.3
352 13.8 26.4 19.3
353 10.2 10.4 11.7
354 11.3 11.9 22.3
' 355 24.3 12.5 9.1
356 19.4 10.4 25.2
357 28.4 12.3 8.6
358 13.7 12.0 17.7
. 359 18.2 26.3 18.3
360 18.7 16.4 14.4
MEAN 17.7 15.3 17.0
SD 5.70 6.09 5.87
l N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
' 371 16.8 18.9 22.2
372 17.2 20.4 21.6
373 21.3 20.5 =
374 20.5 19.7 17.0
37 25.8 16.6 22.5
376 35.9 19.2 15.0
377 21.4 12.5 18.6
378 13.1 17.4 25.8
379 17.4 16.4 17.6
380 22.3 14.9 12.6
MEAN 21.2 17.7 19.2
. SD 6.28 2.60 4.16
N 10 10 9
(--)-Data Unavailable
. LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
"""""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Total Protein

STUDY ID: 107 SEX: FEMALE

STUDY NO: 107
ABBR: TP UNITS: g/dL

GROUP: 1-F:0 mg base/kg/day

311 7.9 7.3 8.2
312 7.3 T 8.3
313 8.3 8.3 8.6
314 8.5 8.9 8.7
315 8.0 9.6 9.4
316 8.0 7.6 8.3
317 8.8 8.5 8.1
318 8.4 8.5 8.2
319 7.3 7.9 8.0
320 8.7 8.0 8.1
'MEAN 8.1 8.2 8.4
SD 0.52 0.76 0.42
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 7.5 7.2 8.2
332 7.6 8.6 8.2
333 8.0 8.5 8.7
334 8.1 7.4 8.4
335 8.5 7.8 8.4
336 8.0 8.8 9.9
337 7.8 =S 8.0
338 7.8 7.6 7.9
339 8.4 9.0 9.4
340 9.3 9.1 10.0
MEAN 8.1 8.2 8.7
SD 0.53 0.72 0.78
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
-------------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Total Protein

STUDY ID: 107 SEX: FEMALE

STUDY NO: 107
UNITS: g/dL

' ABBR: TP
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 8.9 8.4 8.7
352 8.0 7.9 8.0
353 9.2 9.2 9.3
354 8.7 8.D 8.5
355 8.9 8.7 9.1
356 8.0 8.7 8.7
357 8.6 755 8.8
358 7.8 7.0 7.8
359 8.4 8.4 8.7
360 8.1 8.3 8.3
MEAN 8.5 8.2 8.6
SD 0.47 0.64 0.46
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
3N 8.8 9.2 9.5
372 9.1 8.3 8.6
373 8.2 9.0 8.8
374 8.3 8.5 8.9
375 8.8 8.1 9.2
376 8.8 7.8 9.4
377 7.4 7.7 8.4
378 8.7 8.3 9.6
379 8.3 8.6 8.9
380 8.2 8.4 8.9
MEAN 8.5 8.4 9.0
Sb 0.49 0.47 0.39
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Albumin

STUDY ID: 107
STUDY NO: 107

SEX: FEMALE

UNITS: g/dL

GROUP: 1-F:0 mg base/kg/day

LABCAT CC4.25

in 4.2 4.3 4.9
312 4.1 4.4 4.5
313 4.6 5.2 4.4
314 4.7 5.0 4.8
315 4.5 6.6 5%2
316 Siill 4.3 4.6
317 5.1 5.0 4.6
318 4.4 4.6 4.9
319 3.9 4.2 4.2
320 5.5 4.3 4.5
MEAN 4.6 4.8 4.7
sD 0.50 0.73 0.29
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 4.2 4.5 4.6
332 4.3 4.8 4.6
333 4.2 4.6 4.9
334 4.3 4.6 4.8
335 4.2 4.4 4.4
336 4.2 5.0 5.6
337 4.7 5.3 4.7
338 4.1 4.4 4.4
339 5.2 5.7 5.8
340 5.8 5.1 5.8
MEAN 4.5 4.8 5.0
sD 0.56 0.43 0.56
N 10 10 10
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
' TEST: Albumin
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
' ABBR: ALB UNETS: g/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
' 351 5.5 4.8 4.9
352 4.8 4.6 4.7
353 4.9 5.3 5.2
354 Y 5.2 4.8
' 355 5.2 5.0 5.0
356 4.3 5.1 4.5
357 4.7 4.7 4.8
358 4.4 4.2 4.2
. 359 4.7 4.6 5.4
360 4.2 4.4 4.8
MEAN 4.8 4.8 4.8
I sD 0.41 0.36 0.34
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 5.1 4.9 5.4
372 4.9 5.8 4.7
373 5.1 4.9 5.5
374 5.1 5.0 D5
375 4.7 5.4 5.2
376 4.6 4.9 5.1
377 4.2 4.3 4.6
378 4.9 4.9 5.4
379 4.5 4.8 5.2
380 4.3 4.9 4.8
MEAN 4.7 5.0 52
SD 0.33 0.39 0.36
N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
""" INDIVIDUAL ANIMAL REPORT BY GROUP o
' TEST: Globulin
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
' ABBR: GLOB UNITS: g/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

31 3.7 3.0 3.3
312 3.2 2.7 3.8
313 3.7 3.1 4.2
314 3.8 3.9 3.9
315 3.5 3.0 4.2
316 2.9 g3 3.7
317 BT 3=5 3.5
318 4.0 3.9 3.3
319 3.4 3.7 3.8
320 32 3.7 3.6
MEAN 3.5 3.4 3.7
)] 0.33 0.42 0.32
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 3.3 2.7 3.6
332 3.3 3.8 3.6
333 3.8 3.9 3.8
334 3.8 2.8 3.6
335 4.3 3.4 4.0
336 3.8 3.8 4.3
337 3.1 2.2 3.3
338 3.7 3.2 3.5
339 3.2 3.3 3.6
340 3.5 4.0 4.2
MEAN 3.6 3.3 3.8
] 0.37 0.60 0.32
N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

n TEST: Globulin
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
1 ABBR: GLOB UNITS: g/dL
' ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 3.4 3.6 3.8
352 3.2 3:3 3.3
353 4.3 3.9 4.1
354 3.6 2.8 3.7
355 Bl BT 4.1
356 3.7 3.6 4.2
357 3.9 2.8 4.0
358 3.4 2.8 3.6
359 3.7 3.8 3.3
360 3.9 3.9 3.5
MEAN 37 3.4 3.8
SD 0.31 0.46 0.33
N 10 10 10
GROUP: &4-F:4.5 mg base/kg/day
371 3.7 4.3 4.1
372 4.2 2.5 3.9
373 3.1 4.1 3.3
374 3.2 3.5 3.2
375 4.1 2.7 4.0
376 4.2 2.9 4.3
1A 312 3.4 3.8
378 3.8 3.4 4.2
379 3.8 3.8 3.7
380 3.9 3.5 4.1
MEAN 3.7 3.4 3.9
SD 0.42 0.58 0.37
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
. STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
' TEST: A/G Ratio
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
l ABBR: A/G UNITS: -
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
I 31 1.14 1.43 1.48
312 1.28 1.63 1.18
313 1.24 1.68 1.05
314 1.24 1.28 1.23
' 315 1.29 2.20 1.24
316 1.76 1.30 1.24
317 1.38 1.43 1.31
318 1.10 1.18 1.48
. 319 1.15 1.14 1.11
320 1.72 1.16 1.25
MEAN 1.33 1.44 1.26
Sb 0.231 0.325 0.139
l N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 27 1.67 1.28
332 1.30 1.26 1.28
333 1.1 1.18 1.29
334 1.13 1.64 1.33
335 0.98 1.29 1.10
336 1.1 1.32 1.30
337 1.52 2.41 1.42
338 1.1 1.38 1.26
l 339 1.63 1.73 1.61
340 1.66 1.28 1.38
MEAN 1.28 1.52 1.33
. SD 0.241 0.369 0.131
N 10 10 10
' LABCAT CC4.25
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STUDY OF WR242511 IN RATS

. THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: A/G Ratio
STUDY 10: 107

STUDY NO: 107
ABBR: A/G UNITS: -

GROUP: 3-F:1.5 mg baseskg/day
351 1.62 1.33 1
352 1.50 1.39 1
353 1.14 1.36 1
354 1.42 1.86 1
355 1.41 .35 1.22
356 1.16 .42 1
357 1.21 1
358 1.29 1
359 1.27 1
360 1.08 1

.68
.50
.21

—_

.13

" MEAN 1.31 1.42 1.30
sD 0.173 0.214 0.157

GROUP: 4-F:4.5 mg base/kg/day
3N 1.38 1.14 1
372 1.17 2.32 1
373 1.65 1.20 1
374 1.59 1.43 1
375 1.15 2.00 1
376 1.10 1.69 1.19
377 1.3 1.26 1
378 1.29 1.44 1
379 1.18 1.26 1
380 1.10 1.40 1

sD 0.196 0.381 0.209
N 10 10 10

l MEAN 1.29 1.51 1.36



THIRTEEN WEEK ORAL TOXICITY :
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
| ' TEST: Total Bile Acids
STUDY ID: 107 ' SEX: FEMALE
STUDY NO: 107
l ABBR: TBA UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

311 28.3 30.6 32.1
| 312 29.2 21.5 34.0
313 62.0 32.7 44.2
314 38.5 20.2 24.5
315 25.9 85.8 61.6
316 45.4 13.2 12.1
317 15.5 29.6 43.7
318 1.1 16.7 20.7
319 35.9 13.9 19.2
320 56.7 27.8 10.7
"MEAN 34.9 29.2 30.3
SD 16.44 21.10 16.10

N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 66.4 32.5 20.4
332 20.4 20.0 33.3
333 55.5 71.2 26.7
334 97.1 35.3 34.4
335 126.5 32.5 28.3
336 35.1 25.1 31.8
337 15.1 32.4 24.8
338 17.3 17.2 34.1
339 19.7 21.4 59.5
340 24.7 53.0 40.4
MEAN 47.8 34.1 33.4
) 38.39 16.57 10.79
N 10 10 10
l LABCAT CC4.25
L



THIRTEEN WEEK ORAL TOXICITY S el
. STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Total Bile Acids
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
l ABBR: TBA UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 107.8 32.6 71.2
352 17.2 17.2 19.1
353 18.2 14.6 24.4
354 7.3 24.8 45.7
355 41.8 39.1 24.7
356 111.9 24.5 47.0
357 16.5 40.7 28.4
358 33.3 14.6 97.2
359 18.3 32.0 30.3
360 28.2 66.7 23.6
"MEAN 46.9 30.7 41.2
SD 37.64 15.80 25.22
N 10 10 10

GROUP: 4-F:4.5 mg bases/kg/day

3N 80.5 76.4 81.2
372 45.1 29.0 40.5
373 137.6 75.4 109.3
374 37.1 38.3 36.9
375 18.3 105.0 108.5
376 51.9 65.1 41.3
377 75.7 449 66.1
378 100.0 107.1 138.4
379 291.0 291.9 96.2
380 28.5 55.4 21.7
MEAN 86.6 88.9 74.0
SD 80.37 75.95 38.72

N 10 10 10

-

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY ey ok b e
STUDY OF WR242511 IN RATS L iad fBy dr
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Alkaline Phosphatase
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: ALKP UNITS: U/L
! ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
n 232 148 122
312 174 117 89
313 138 105 83
314 165 98 107
315 91 52 31
316 139 96 83
317 214 187 126
318 140 109 66
319 163 106 88
320 155 106 218
‘ MEAN 161 112 101
sD 40.0 35.2 49.3
N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 150 89 47
332 180 140 99
333 152 123 92
334 180 136 103
335 309 125 107
336 103 68 46
337 140 239 67
338 190 165 87
339 184 98 59
340 132 76 40
MEAN 172 126 75

sD 55.4 50.1 25.8

N 10 10 10

LABCAT CC&4.25
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STUDY OF WR242511 IN RATS

. THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
D TEST: Alkaline Phosphatase
STUOY 10: 107

SEX: FEMALE

STUDY NO: 107
UNITS: U/L

' ABBR: ALKP
- ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 201 122 78
352 157 113 86
353 169 72 57
354 259 144 118
355 110 81 7
356 122 120 56
357 220 168 105
358 116 140 69
359 140 52 58
360 123 a8 58
"MEAN 162 110 76

SD 50.3 36.2 21.6

N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

37 213 110 116
372 236 152 78
373 266 111 98
374 17 127 99
375 178 105 110
376 189 57 38
377 119 90 72
378 212 103 65
379 260 142 100
380 167 124 87
MEAN 201 112 86
S0 45.5 26.9 23.5
N 10 10 10
. LABCAT CC&.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Cholesterocl
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
. ABBR: CHOL UNITS: mg/dL
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
; GROUP: 1-F:0 mg base/kg/day
l 311 58 44 44
312 47 47 43
313 55 52 42
314 56 59 55
l 315 52 66 72
- 316 55 49 55
317 53 56 53
318 62 53 63
l 319 57 60 57
320 87 65 96
" MEAN 58 55 58
SD 10.9 7.4 16.3
l N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

¥

331 61 54 62
332 68 55 49
333 44 48 53
334 49 47 60
335 73 55 62
336 48 53 66
337 40 36 36
338 60 62 57
339 73 79 98
340 47 47 72
MEAN 56 54 62
SD 12.3 11.3 16.2

N 10 10 10

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

' THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

l TEST: Cholesterol
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: CHOL UNITS: mg/dL
l ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
l 351 7 76 68
352 86 70 73
353 69 61 63
354 72 52 57
355 64 66 76
356 58 73 67
357 57 47 54
358 57 55 61
359 41 43 63
360 88 74 99
* MEAN 67 62 68
SD 14.7 11.9 12.8
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 7 77 84
- 372 86 80 75
373 90 93 N
| 374 76 70 78
375 106 11 105
376 7 69 78
377 78 82 82
378 97 74 120
379 80 75 87
380 68 70 86
MEAN 83 80 89
l SD 11.6 13.0 13.9
N 10 10 10
-~
l LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

! TEST: Triglycerides
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: TRY UNITS: mg/dL
. ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 61 51 98
352 62 56 76
353 54 71 123
354 119 103 122
355 69 125 164
356 72 63 96
357 70 80 111
358 54 61 58
359 29 38 42
360 82 48 139

" MEAN 67 70 103
) 23.1 26.7 37.1
10 10 10

GROUP: 4-F:4.5 mg base/kg/day

=

371 112 146 180
372 142 110 119
373 74 109 107
374 64 95 93
375 114 135 232
376 117 228 277
377 80 140 103
378 48 65 100
379 7 113 121
380 40 9 67
- MEAN 87 124 140
l ) 33.2 44.0 67.7
N 10 i 10
' LABCAT CC4.25
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STUDY ID: 107
STUDY NO: 107
ABBR: BUN

LABCAT CC4.25

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Blood Urea Nitrogen

GROUP: 1-F:0 mg base/kg/day

311 25.8 21.3 21.6
312 17.0 17.6 14.0
313 20.0 2.5 25.1
314 17.4 20.9 15.3
315 17.0 16.7 21.0
316 16.3 15.5 13.8
317 15.0 21.1 16.4
318 20.6 15.3 18.3
319 20.0 16.4 15.6
320 18.4 19.2 6.2
" MEAN 18.8 18.9 16.7
SD 3.06 3.04 5.22

N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 16.9 17.9 13.7
332 14.3 17.5 16.6
333 16.8 15.3 14.3
334 25.3 21.8 21.6
335 20.6 17.6 18.0
336 20.5 16.4 18.2
337 15.5 23.2 16.0
338 18.3 16.1 19.0
339 15.5 13.3 17.5
340 16.7 22.8 17.8
MEAN 18.0 18.2 17.3

) 3.28 3.34 2.29

N 10 10 10

6-58

SEX: FEMALE

UNITS: mg/dL




{5
THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Blood Urea Nitrogen
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: BUN UNITS: mg/dL
ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 22.2 18.4 18.6
352 14.5 12.4 19.3
353 17.6 17.8 17.9
354 18.3 17.9 2.
355 22.9 20.8 24.2
356 19.3 15.4 16.4
357 21.0 23.5 20.5
358 18.4 21.8 177
359 15.4 17:1 17.9
360 18.8 18.1 18.9
MEAN 18.8 18.3 18.9
sD 2.69 3.17 2.21
N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

I -l D S 4 ¢GE A aa

o aE AR E s am

371 25.6 18.3 26.5
372 15.6 19.9 15.5
373 17.1 14.7 19.7
374 13.8 15.6 15.2
375 15.6 18.3 17.7
376 25.6 23.1 21.0
377 14.3 15.2 12.9
378 16.3 15.6 16.2
379 21.6 18.2 16.1
380 12.6 18.2 14.6
MEAN 17.8 17.7 17.5

sD 4.76 2.57 3.95

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Creatinine
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: CREA UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
N 0.53 0.55 0.58
312 0.51 0.60 0.57
313 0.64 0.78 0.73
314 0.50 0.53 0.55
315 0.57 0.65 0.65
316 0.61 0.65 0.70
317 0.62 0.59 0.75
318 0.62 0.64 0.70
319 0.49 0.54 0.52
320 0.66 0.64 0.60
MEAN 0.58 0.62 0.64
SD 0.063 0.074 0.082
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 0.55 0.65 0.62
332 0.54 0.69 0.63
333 0.54 0.75 0.63
334 0.59 0.57 0.70
335 0.55 0.65 0.61
336 0.65 0.69 0.68
337 0.60 0.71 0.7
338 0.52 0.59 0.62
339 0.7 0.56 0.62
340 0.68 0.65 0.60
MEAN 0.59 0.65 0.64
SD 0.066 0.062 0.039
N 10 10 10

LABCAT CC4.25
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) THIRTEEN WEEK ORAL TOXICITY
. STUDY OF WR242511 IN RATS
------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
I TEST: Creatinine
STUDY 1D: 107 SEX: FEMALE

STUOY NO: 107

ABBR: CREA UNITS: mg/dL
l ANIMAL 10 WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg bases/kg/day
I 351 0.58 0.56 0.56
352 0.59 0.62 0.74
353 0.46 0.54 0.56
354 0.57 0.60 0.60
355 0.62 0.57 0.62
356 0.60 0.60 0.77
357 0.58 0.63 0.63
358 0.59 0.63 0.64
359 0.53 0.58 0.60
360 0.57 0.74 0.72
"MEAN 0.57 0.61 0.64
1] 0.045 0.056 0.074
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
3N 0.59 0.63 0.66
372 0.47 0.60 0.65
373 0.51 0.55 0.64
374 0.64 0.55 0.80
I 375 0.59 0.68 0.56
376 0.55 0.61 0.72
377 0.61 0.62 0.63
378 0.50 0.62 0.56
l 379 0.51 0.61 0.64
= 380 0.54 0.57 0.60
) MEAN 0.55 0.60 0.65
I SD 0.055 0.039 0.072
N 10 10 10
l LABCAT CC4.25
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STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

l TEST: Sodium
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
l ABBR: NA UNITS: mmol/L
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

311 140 142 145
312 141 140 145
313 141 141 141
314 142 144 142
315 144 145 144
316 143 143 145
317 144 143 145
318 144 144 145
319 141 143 144
320 143 144 145

MEAN 142 143 144
SD 1.5 1.5 1.4

GROUP: 2-F:0.5 mg base/kg/day

331 142 146 140
332 142 144 144
333 144 146 147
334 144 140 144
335 142 143 143
336 143 146 150
337 144 143 144
338 142 140 142
339 146 144 146
340 144 145 144

SD 1.3 2.3 2.8
N 10 10 10

l MEAN 143 144 144
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THIRTEEN WEEK ORAL TOXICITY
. STUDY OF WR242511 IN RATS
' ) INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Sodium
sSTUDY ID: 107 SEX: FEMALE
STUDY NO: 107
l ABBR: NA UNITS: mmol/L
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 144 143 143
352 144 145 144
353 142 145 147
354 143 144 143
355 144 142 146
356 145 144 147
357 146 140 144
358 143 142 142
359 144 143 145
360 145 142 144

" MEAN 144 143 145
SD 1.2 1.6 1.7

GROUP: 4-F:4.5 mg base/kg/day

37 143 145 144
372 143 143 145
373 145 142 143
374 145 141 146
375 146 146 144
376 141 141 145
377 143 142 147
378 143 141 144
379 143 142 145
380 146 143 145

sD 1.6 1.7 1.1
N 10 10 10

' MEAN 144 143 145
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Potassium
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: K UNITS: mmol/L
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
N 6.40 5.86 5.84
312 5.59 5.91 5.16
313 5.58 5-15 5.39
314 5.32 5.38 5.38
315 5.68 5.71 51D
316 5.66 6.52 5.68
317 6.18 5.20 4.44
318 5.67 5.59 5.24
319 6.71 6.15 5.86
320 5.29 5.37 4.93
MEAN 5.81 5.68 5.37
sD 0.467 0.437 0.450
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
33 5.42 5.44 5.16
332 5.61 5.44 5.83
333 5.41 4.97 5.66
334 5.73 5.83 4.96
335 5.12 5.50 5.61
336 5.21 5.61 4.97
337 5.40 5.02 5.92
338 6.37 5.92 6.35
339 5.40 5.14 5.47
340 5.52 5.71 5.73
MEAN 5.52 5.46 5.57
SD 0.347 0.329 0.440
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
-------------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Potassium

STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: K UNITS: mmol/L
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 5.51 5.46 5.43
352 5.38 5.40 5.56
353 5.51 5.41 6.00
354 5.59 5.54 5.24
355 5.62 5.04 5.49
356 6.39 5.09 6.28
357 6.14 5.49 5.89
358 5.43 6.14 5.46
359 5.42 5.67 5.39
360 5.66 4.90 5.79
MEAN 567 5.41 5.65
SD 0.334 0.354 0.325
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
37 5.34 5.82 5.35
372 5:56 5.42 5.36
373 5.30 5.46 5.65
374 5.57 5.21 S TT
375 6.08 5.66 5.84
376 5.21 5.23 5.49
377 6.29 5.31 5.69
378 55139 5.27 5.62
379 5.58 4.95 5.05
380 5.75 5.46 5.65
MEAN 5.61 5.38 5.55
SD 0.347 0.245 0.237
N 10 10 10

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

' THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
l TEST: Chloride
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107

l ABBR: CL UNITS: mEq/L
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
I N 124 116 112
312 114 114 118
313 110 117 119
314 118 122 118
l 315 113 110 119
316 123 119 117
317 126 1M 115
318 121 112 109
' 319 118 118 115
320 116 112 115
"MEAN 118 115 116
SD 5.2 3.9 3.2
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 116 119 121
332 13 113 118
333 118 120 113
334 117 117 114
335 124 11 119
336 112 113 121
337 123 118 120
338 119 115 119
339 125 109 110
340 125 121 113
MEAN 119 116 117
I S0 4.8 4.0 3.9
N 10 10 10
l LABCAT CC&.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Chloride
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: CL UNITS: mEq/L
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 120 116 110
352 115 113 114
353 119 121 112
354 113 109 115
355 120 113 114
356 115 113 119
357 116 118 123
358 119 117 124
359 117 108 112
360 112 123 111
*MEAN 117 115 115
SD 2.9 4.8 4.9
N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

37 116 109 17
372 116 110 17
373 114 110 114
374 m 112 114
375 113 126 121
376 123 17 116
377 114 118 115
378 116 17 117
379 114 123 m
380 107 116 m
MEAN 114 116 115

SD 4.1 5.7 3.0

N 10 10 10

LABCAT CC4.25
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STUDY OF WR242511 IN RATS

' THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

' TEST: Calcium
STUDY 1ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: CA UNITS: mg/dL
. ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
' in 1 11.2 11.2
312 11.0 11.2 11.5
313 11.6 1.1 11.4
314 11:5 11.4 11.8
. 315 11.6 12.5 12.1
316 11.6 10.8 11:1
317 12.0 11.3 11.8
318 12.0 11.3 11.0
319 11.0 11.8 10.7
320 12.0 11.0 10.2
" MEAN 1.6 1.4 11.3
SD 0.37 0.48 0.57
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
33 10.7 10.1 1.1
332 1.1 11.2 12.0
333 11.4 11.6 12.2
334 12.3 1.1 12.5
. 335 1.7 11.4 11.8
336 10.9 12.2 13.1
337 1.1 11.7 11.6
338 11.2 11.6 11.2
. 339 11.6 10.9 12.2
340 11.9 10.9 12.8
MEAN 11.4 11.3 12.1
' SD 0.49 0.57 0.65
N 10 10 10

l LABCAT CC4.25 :
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STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Calcium
l STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: CA UNITS: mg/dL
. ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 1.9 11.0 1.6
352 1.6 1.6 1.3
353 1.2 1.3 12.1
354 12.0 1.7 12.7
355 11.8 11.8 1.6
356 12.5 1.6 12.4
357 1.3 1.5 12.1
358 1.7 11.2 11.5
359 1.1 1.7 11.8
360 1.1 1.2 1.5
"MEAN 1.6 11.5 1.9
1] 0.45 0.27 0.45
N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

3n 12.6 12.7 12.7
372 1.9 1.4 11.4
373 12.0 12.4 12.2
374 1.9 11.5 12.9
375 1.4 11.8 12.1
376 12.0 1.6 11.9
377 1.7 1.3 12.3
378 11.6 121 12.7
379 T 12.0 1.5
380 1.3 1.3 11.5
MEAN 11.8 11.8 12.1

SD 0.37 0.48 0.54

N 10 10 10

LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Inorganic Phosphorus

STUDY ID: 107 SEX: FEMALE

STUDY NO: 107

ABBR: IP UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

3N 8.9 8.4 6.8
312 9.0 8.2 6.6
313 8.3 9.1 8.6
314 7.4 6.6 5.7
315 6.5 6.3 8.4
316 9.3 7.4 6.2
317 10.6 725 8.3
318 7.3 8.4 7.7
319 9.5 8.5 6.7
320 8.6 6.3 6.1
© MEAN 8.5 Tt 7.1
SD 1.21 1.00 1.05
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 9.8 9.7 T8
332 6.9 548 7.1
333 8.7 10.3 7.1
334 10.3 8.7 7.0
335 8.2 7.4 7.2
336 8.7 Tl 6.6
337 8.5 8.4 9.5
338 8.9 7.6 8.7
339 9.4 6.3 7.6
340 11.3 7.9 8.2
MEAN 9.1 8.0 Tl
SD 1.21 1.38 0.89
N 10 10 10
LABCAT CC4.25
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THIRTEEN WEEK ORAL TOXICITY .
l STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Inorganic Phosphorus
l STUDY 1D: 107 SEX: FEMALE

STUDY NO: 107
UNITS: mg/dL

GROUP: 3-F:1.5 mg base/kg/day

|l 351 9.7 7.8 77
352 7.0 Tk T
353 8.1 8.8 6.9
354 9.3 7.3 7.1
|I| 355 11.6 8.6 78
356 10.7 817 10.2
357 8.7 8.2 7.9
358 8.6 6.1 7.1
359 8.2 7.0 7.1
360 8.7 9.6 7.3
“ MEAN 8.9 7.8 7.6
S0 1.53 1.06 0.96
Il} N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
|| 371 8.9 8.7 ey
372 8.7 7.0 6.7
373 9.3 9.1 6.8
374 9.7 8.2 8.4
|I| 375 9.2 8.2 7.9
376 8.8 8.8 8.5
377 9.7 7.5 7.1
378 9.4 8.5 7%
1|' 379 9.6 10.1 7.5
380 8.7 8.9 6.9
MEAN 9.2 8.5 7.5
|I| S0 0.40 0.86 0.64
N 10 10 10
l LABCAT €C4.25
i




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Glucose

STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: GLU UNITS: mg/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
3N 159 125 11
312 144 176 188
313 143 161 141
314 144 117 162
315 137 116 147
316 157 134 138
317 229 130 257
318 165 136 136
319 138 122 130
320 143 136 155
MEAN 156 135 157
SD 27.3 19.3 40.8
N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 154 198 163
332 150 137 123
333 161 191 154
334 242 163 149
335 169 129 142
336 158 132 222
337 125 197 163
338 174 151 146
339 228 143 140
340 181 145 190
MEAN 174 159 159

sD 35.6 2r7.1 28.3

N 10 10 10
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STUDY OF WR242511 IN RATS

I THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Glucose

l STUDY ID: 107 SEX: FEMALE
STUDY NO: 107

ABBR: GLU UNITS: mg/dL
' ' ANIMAL ID  WEEK 5 WEEK 9 WEEK 13
| e eeeeeeneeeeeeecooooaaaaooooeaoa-
[ GROUP: 3-F:1.5 mg base/kg/day
l 351 150 140 137
352 149 138 131
353 148 126 132
354 139 143 129
355 208 138 139
356 204 140 158
357 157 158 150
358 131 157 163
359 132 122 132
360 128 206 146
" MEAN 155 147 142
SD 28.7 23.7 12.0
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
37 125 110 127
372 164 142 132
373 156 123 139
374 148 139 135
' 37 134 143 169
376 149 106 11
377 188 128 126
378 124 117 142
' 379 143 160 121
380 132 117 120
MEAN 146 129 132
I SD 19.6 17.1 16.0
N 10 10 10
l LABCAT CC&4.25
il -




APPENDIX 7

Individual Hematology Data




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
------------ INDIVIDUAL ANIMAL REPORT BY GROUP -
TEST: Erythrocytes

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: RBC UNITS: 10%6/cmm
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

301 7.79 8.80 9.15
302 7.79 8.35 9.08
303 7.47 8.26 8.05
304 7.29 8.16 8.54
305 8.16 8.86 8.82
306 7.56 8.66 8.65
307 7.59 8.34 8.37 o
308 7.92 8.35 8.78
309 7.06 7.66 8.06
310 7.56 8.13 8.55
* MEAN 7.62 8.36 8.61
h) 0.315 0.354 0.376
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 7.7 8.61 8.51
322 7555 7.97 8.36
323 7.83 7.80 7.72
324 7451 8.01 8.85
325 7.50 8.46 8.29
326 T.72 8.86 8.39
327 7.34 7.461 7:.5i7
328 7.62 7.49 8.12
329 7.64 8.09 8.61
330 7.80 8.36 8.68
MEAN 7.62 8.1 8.31
SD 0.151 0.47 0.408
N 10 10 10
LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Erythrocytes

STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: RBC UNITS: 1076/cmm
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 6.42 8.07 7.7
342 7.19 7.49 6.76
343 6.61 7.33 7.89
344 6.58 7.52 7.78
345 7.04 7.92 7.89
346 6.93 7.63 7.99
347 6.72 7.80 7.56
348 6.83 8.04 7.69
349 6.95 7.82 8.13
350 6.75 7.44 7.48
-MEAN 6.80 7.7 7.69
SD 0.233 0.261 0.380
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 =i =r =I=
362 7.95 9.97 8.63
363 R o Ste!
364 7.05 10.69 9.02
365 7.23 7.69 8.05
366 -- 2 =i
367 8.92 9.70 --
368 5 SE g5
369 =t =i =
370 g == ==
MEAN 7.79 9.51 8.57
SD 0.849 1.285 0.488
N 4 4 3

(--)-Data Unavailable

LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hemoglobin
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: HGB UNITS: g/dL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day .
301 15.8 15.7 16.1
302 16.8 16.8 16.6
303 15.7 16.6 | 4
304 15.2 15.7 15.8
305 16.8 17.0 16.8
306 16.7 17.4 17.0
307 16.0 15.7 15.2
308 15.9 15.2 16.2
309 14.6 14.7 14.6
310 16.0 16.0 15.7
- MEAN 16.0 16.1 16.0
SD 0.71 0.85 0.73
N 10 10 10

GROUP: 2-M:0.5 mg base/kg/day

321 15.6 16.3 15.4
322 15.8 15.9 15.8
323 16.2 15.5 15.0
324 15.8 16.1 16.5
325 16.2 17.4 15.9
326 16.2 17.7 17.2
327 15.1 15.1 14.6
328 15.7 15.1 15.9
329 15. 15.6 1555
330 17.0 17.7 17.1
MEAN 15.9 16.2 15.9

SD 0.52 1.02 0.84

N 10 10 10

LABCAT HE4.26
|
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
---------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hemoglobin

STupY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: HGB UNITS: g/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 16.1 16.3 14.9
342 15.8 1555 131
343 16.1 15.1 15.2
344 14.5 14.9 15.0
345 14.6 15.0 14.8
346 15.4 1525 15.2
347 15.0 15.9 16.7
348 15.1 16.3 15.2
349 14.5 14.8 15.0
350 14.9 14.9 15.0
-MEAN 14.8 15.4 14.8
SD 0.55 0.58 0.62
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- = o
362 15.1 18.5 16.2
363 -- =S =i
364 16.6 18.8 17.6
365 15.1 14.9 15.0
366 -- e 2=
367 18.1 19.5 --
368 -- e .
369 -- e s
370 -- o8 v
MEAN 15.7 17.9 16.3
Sb 1.60 2.06 1.30
N 4 4 3
(--)-Data Unavailable
LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hematocrit

STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: HCT UNITS: X
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 43.7 45.7 46.2
302 47.0 47.3 48.0
303 44.3 46.4 44.2
304 42.4 44.6 45.2
305 48.2 49.2 48.2
306 45.6 48.8 47.2
307 43.3 44.5 43.0
308 46.3 43.6 44.1
309 41.4 411 41.7
310 43.5 43.7 44.2
- MEAN 444 45.5 45.2
sD 2.06 2.51 2.16
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 43.1 45.6 43.5
322 44.8 45.8 45.7
323 45.6 444 41.8
324 44.6 46.4 47.7
325 45.3 49.7 45.3
326 47.0 51.8 48.4
327 42.4 41.5 41.0
328 44.3 42.5 45.3
329 43.2 43.8 43.7
330 47.6 50.0 49.5
MEAN 44.8 46.2 45.2
SD 1.67 3.39 2.78
N 10 10 10

LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
--------------- INDIVIDUAL ANIMAL REPORT BY GROUP o T
TEST: Hematocrit

STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: HCT UNITS: %
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 40.4 46.6 42.7
342 45.4 44.0 38.0
343 41.5 46.6 45.2
344 41.3 43.4 43.1
345 42.2 441 42.2
346 43.4 44.8 44.3
347 41.9 45.9 43.0
348 43.0 47.2 43.8
349 41.6 44.0 44 .0
350 42.9 43.7 43.5
- MEAN 42.4 44.8 43.0
SD 1.40 1.30 1.95
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- o e
362 43.9 564.1 46.9
363 -- -- =r
364 41.2 55.8 50.8
365 44,3 43.5 44.8
366 -- o5 .
367 50.8 55.3 --
368 -- - =
369 .- ot 2
370 -- o ap
MEAN 45.1 52.2 47.5
s 4.07 5.83 3.04
N 4 4 3
(--)-Data Unavailable
LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Volume

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: MCV UNITS: fL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

301 56.1 51.9 50.5
302 60.3 56.6 52.9
303 59.3 56.2 54.9
304 58.2 54.7 52.9
305 59.1 55.5 54.6
306 60.3 56.4 54.6
307 57.0 53.4 51.4
308 55.9 52.2 50.2
309 58.6 53.7 51.7
310 57.5 53.8 ST
- MEAN 58.2 54.4 52.5
SD 1.59 1.71 1.72
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 55.9 53.0 51.1
322 59.3 57.5 54.7
323 58.2 56.9 54.1
324 59.4 57.9 53.9
325 60.4 58.7 54.6
326 60.9 58.5 57.7
327 57.8 56.0 54.2
328 58.1 56.7 55.8
329 56.5 54.1 50.8
330 61.0 59.8 57.0
MEAN 58.8 56.9 54.4
SD 1.76 2.09 2.21
N 10 10 10
LABCAT HE&4 .26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Volume

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: MCV UNITS: fL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 62.9 57.7 55.4
342 63.1 58.7 56.2
343 62.8 60.8 57.3
344 62.8 57.7 55.4
345 59.9 55.7 53.5
346 62.6 58.7 55.4
347 62.4 58.8 56.9
348 63.0 58.7 57.0
349 59.9 56.3 54.1
350 63.6 58.7 58.2
. MEAN 62.3 58.2 55.9
SD 1.30 1.43 1.46

N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- e =
362 55.2 54.3 54.3
363 -- e =
364 58.4 52.2 56.3
365 61.3 56.6 55.7
366 -- -- --
367 57.0 57.0 --
368 - = o
369 -- S0 .
370 -- -t o
MEAN 58.0 55.0 55.4
SD 2357 2.23 1.03
N 4 4 3
(--)-Data Unavailable
LABCAT HE&L.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Hemoglobin

STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: MCH UNITS: pg
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-M:0 mg base/kg/day
301 20.3 17.8 17.6
302 21.6 20.1 18.3
303 21.0 20.1 19.5
304 20.9 19.2 18.5
305 20.6 19.2 19.0
306 22.1 20.1 19.7
307 21.1 18.8 18.2
308 20.1 18.2 18.5
309 20.7 19.2 18.1
310 21.2 19.7 18.4
.MEAN 21.0 19.2 18.6
SD 0.59 0.80 0.64
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 20.2 18.9 18.1
322 20.9 19.9 18.9
323 20.7 19.9 19.4
324 21.0 20.1 18.6
325 21.6 20.6 19.2
326 21.0 20.0 20.5
327 20.6 20.4 19.3
328 20.6 20.2 19.6
329 20.3 19.3 18.0
330 21.8 21.2 19.7
MEAN 20.9 20.1 19.1
SD 0.51 0.64 0.76
N 10 10 10

LABCAT HE4.26




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Hemoglobin

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: MCH UNITS: pg
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day
341 22.0 20.

2 "
342 22.0 20.7 19.4
343 21.3 20.6 19.3
344 22.0 19.8 19.3
345 20.7 18.9 18.8
346 22.2 20.3 19.0
347 22.3) 20.4 19.4
348 22.1 20.3 19.8
349 20.9 18.9 18.5
350 22.1 20.0 20.1
-MEAN 21.8 20.0 19.3
sD 0.57 0.64 0.46
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 == =i =i
362 19.0 18.6 18.8
363 1= s =z
364 20.7 17.6 19.5
365 20.9 19.4 18.6
366 -- -- --
367 20.3 20.1 --
368 -- -- --
369 -- -- Sic
370 -- -- --
MEAN 20.2 18.9 19.0
Sb 0.85 1.08 0.47
N 4 4 3

(--)-Data Unavailable

LABCAT HE4.26



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpus. Hemo. Conc.

STUDY 1D: 107 SEX: MALE

STUDY NO: 107

ABBR: MCHC UNITS: g/dL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day

301 36.2 34.4 34.8
302 35:7 3545 34.6
303 35.4 35.8 35.5
304 35.8 35.2 35.0
305 34.9 34.6 34.9
306 36.6 357 36.0
307 37.0 35.3 35.3
308 35.9 34.9 36.7
309 35.3 35.8 35.0
310 36.8 36.6 35,45
MEAN 36.0 35.4 35.3
SD 0.69 0.65 0.63
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 36.2 35.7 35.4
322 35.3 34.7 34.6
323 35..5 34.9 35.9
324 35.4 34.7 34.6
325 35.8 35.0 35.1
326 34.5 34.2 35.5
327 35.6 36.4 35.6
328 35.4 35.5 35.1
329 35.9 35.6 35.5
330 35.7 35.4 34.5
MEAN 35.5 35.2 35.2
SD 0.45 0.63 0.48
N 10 10 10
LABCAT HE&4.26
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INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpus.

STUDY ID: 107
STUDY NO: 107
ABBR: MCHC

(--)-Data Unavailable

LABCAT HE&4.26

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

GROUP: 3-M:1.5
341
342
343
344
345
346
347
348
349
350

- MEAN
SD

GROUP: 4-M:4.5
361
362
363
364
365
366
367
368
369
370

MEAN
SD
N

mg base/kg/day

34.
34.
34.
35.
34.
35
35.
35.
34.
34.

YoLmuwolLomo

34.9
0.49

35.0
35.2
33.9
34.3
34.0
34.6
34.6
34.5
33.6
36.1

34.4
0.50
10

mg base/kg/day

34.4

35.4
34.1

35.6

7-13

34.2

33.7
34.3

35.3

Hemo. Conc.

34.9
34.5
33.6
34.8
35.1
34.3
34.2
34.7
34.1
34.5

34.5

0.44
10

34.5

SEX: MALE

UNITS: g/dL




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

-------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Reticulocyte Count

STUDY 10: 107 SEX: MALE
ABBR: RETICS UNITS: %RBCs

GROUP: 1-M:0 mg base/kg/day

301 1.6 0.4 0.2
302 0.3 1.4 0.6
303 1.3 0.6 0.3
304 0.7 0.6 0.8
305 0.2 0.5 0.1
306 0.2 1.6 1.2
307 0.2 0.3 1.7
308 0.8 0.3 0.1
309 0.7 0.5 0.2
310 0.4 0.4 0.8
MEAN 0.6 0.7 0.6
S0 0.49 0.46 0.53
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 0.7 0.4 153
322 2.4 0.7 1.1
323 1.1 1.0 057
324 0.3 0.6 0.2
325 0.4 HEATL 0.7
326 2.0 0.4 0.3
327 1.6 0.3 0.6
328 1.4 0.3 1.4
329 0.4 0.9 0.1
330 1.2 0.7 1.2
MEAN 1.2 0.7 0.8
SO 0.72 0.43 0.47
N 10 10 10
7=14



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Reticulocyte Count
STUDY ID: 107 SEX: MALE
ABBR: RETICS UNITS: %RBCs

ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 3.8 1.2 1.3
342 3.2 0.4 1.4
343 5.1 1.4 1.3
344 1.4 0.6 0.8
345 2.8 1.4 0.4
346 1.1 0.9 0.4
347 1.1 1.3 1.4
348 1.8 1.4 1.6
349 1.0 0.7 0.4
350 2.3 1.9 0.6
MEAN 2.4 1.1 1.0
SD 1.36 0.45 0.49
N 10 10 10
GROUP: &4-M:4.5 mg base/kg/day
361 = =15 =
362 1.0 2.4 0.8
363 = == =i
364 1.5 0.3 1.3
365 4.8 2.0 1.6
366 == sk o
367 1.2 2.6 S5
368 = = i
369 i o= =
370 2 22 ==
MEAN 2.9 1.8 1.2
SD 1.80 1.05 0.40
N 4 4 3

(--)-Data Unavailable



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
--------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP -
TEST: Nucleated Red Cells
STUDY 1D: 107 SEX: MALE

STUDY NO: 107
ABBR: NRBC UNITS: COUNT

GROUP: 1-M:0 mg base/kg/day
301
302
303
304
305
306
307
308
309
310

COoOO0OOO0OO0COOoOOO0OO

- MEAN 0 0
SD 0.0 0.0 0.

GROUP: 2-M:0.5 mg base/kg/day
321 0

322
323
324
325
326
327
328
329
330

COoOO0COoODO0OO0OO0COC
OO0 O0O0O0OO0O0 OO
COoOO0OO0ODO0ODO0ODO0OO0OO0OO

o
o

MEAN 0
SO 0.0 0.0 0.0
N 10 10 10

WBC corrected for NRBC = or > 10

LABCAT HE&4.26




1

STUDY 1D: 107
STUDY NO: 107
ABBR: NRBC

(--)-Data Unavailable

LABCAT HE4.26

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Nucleated Red Cells

ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 0 0 1]
342 0 0 1]
343 0 0 1]
344 0 0 1]
345 0 0 0
346 0 0 1]
347 0 0 1]
348 0 0 1]
349 0 0 1]
350 0 0 0
"MEAN 0 o] 0
SO 0.0 0.0 0.0
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 0 0 0
363 -- -- --
364 0 0 0
365 0 0 1]
366 -- -- --
367 1] 0 --
368 L -- --
369 -- -- --
370 -- -- --
MEAN 0 0 0
SO 0.0 0.0 0.0
N 4 4 3

SEX: MALE

UNITS: COUNT
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

i
~

STUOY NO: 107
ABBR: HB

INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Heinz Bodies

SEX: MALE

UNITS: %

GROUP: 1-M:0 mg base/kg/day

OO O0OO0OO0OO0OO0OO0OO0OCO
. . O CTRREL i ol

OWOWHROWOO =

o

¢ O
-
o =

10

OO0OO0OO0OO0OO0OO0OO0OOO
. . T T ] .« o
MNOMNOON-20MNO

o
¢« O
—_
(== B

LABCAT HE4.26

301 0.0 0.0
302 0.0 0.0
303 0.0 0.0
304 0.0 0.0
305 0.0 0.0
306 0.0 0.2
307 0.0 0.0
308 0.0 0.0
309 0.0 0.0
310 0.0 0.0
‘MEAN 0.0 0.0
SD 0.00 0.06
N 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 0.0 0.3
322 0.0 0.0
323 0.0 0.0
324 0.0 0.0
325 0.0 0.0
326 0.0 0.0
327 0.0 0.0
328 0.0 0.0
329 0.0 0.0
330 0.0 0.0
MEAN 0.0 0.0
SD 0.00 0.09
N 10 10
7-18




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
"""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP I
TEST: Heinz Bodies
STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: HB UNITS: %

GROUP: 3-M:1.5 mg base/kg/day

341 0.7 0.2 1dl
342 0.1 0.2 0.2
343 0.0 0.6 0.4
344 0.6 0.5 0.0
345 0.0 0.5 0.0
346 0.4 0.2 0.3
347 0.3 0.2 0.6
348 0.3 0.1 0.1
349 0.5 0.4 0.1
350 0.4 0.9 0.0
MEAN 0.3 0.4 0.3
SD 0.24 0.25 0.35
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 = oS st
362 0.4 0.2 0.3
363 2 i s
364 0.3 0.0 0.6
365 0.1 0.5 1.1
366 Is =t SIS
367 0.2 0.0 e
368 s 5 Ss
369 S0 R Lo
370 @i oo =i
MEAN 0.3 0.2 0.6
SD 0.13 0.24 0.44
N 4 3

(--)-Data Unavailable

LABCAT HE&4.26




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
--------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP T
TEST: % Methemoglobin

I STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: %METHGB UNITS: %

GROUP: 1-M:0 mg base/kg/day

301 0.9 0.8 0.7
302 0.3 1.3 0.6
303 0.8 0.8 0.7
304 0.8 0.9 0.9
305 0.5 0.5 0.6
306 1.0 =3 1.3
307 0.7 0.7 0.9
308 0.7 0.6 0.8
309 0.8 1.0 0.8
310 0.7 1.0 1.0
-MEAN 0.7 0.9 0.8
sD 0.20 0.27 0.21
N 10 10 10
GROUP: 2-M:0.5 mg base/kg/day
321 2.1 1.6 2.2
322 1.9 2.2 2.2
323 1.8 1.7 2.3
324 1.3 1.1 1.4
325 2.0 2.2 2.2
326 1.9 2.2 1.6
327 1.4 1.9 1.6
328 1.9 1.8 1.4
329 1:3 1.6 1.6
330 1.4 247" 1.3
MEAN 1.7 1.8 1.8
SD 0.31 0.35 0.40
N 10 10 10

LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: % Methemoglobin

STUDY ID: 107 SEX: MALE

STUDY NO: 107

ABBR: XMETHGB UNITS: %
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 4.1 5.4 4.9
342 5.5 5.8 5.4
343 5.1 513! 6.2
344 4.6 4.6 5.3
345 5.2 6.5 7.6
346 3.2 3.6 4.0
347 6.1 7.4 6.6
348 5.4 7.6 7.3
349 2.6 35 4.7
350 552 6.2 6.1
MEAN 4.7 5.6 5.8
SD 1.09 1.41 1.16
N 10 10 10
GROUP: 4-M:4.5 mg base/kg/day
361 -- -- --
362 10.3 7.1 8.1
363 =t= ot =
364 6.9 4.2 5.8
365 6.6 10.5 11.9
366 =i == =3
367 3.7 52 P
368 =1 S 50
369 = S ==
370 =iz S5 O
MEAN 6.9 6.8 8.6
SD 2.70 2.77 3.08
N 4 4 3

(--)-Data Unavailable

LABCAT HE4.26
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STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Platelets

l STUDY ID: 107 SEX: MALE

STUDY NO: 107
UNITS: 10"3/ccm

GROUP: 1-M:0 mg base/kg/day

301 1080 1085 1163
302 1133 925 934
303 1140 1175 1063
304 986 1007 930
305 1099 1029 1018
306 1004 1064 1041
307 1286 1254 1193
308 1113 1188 1155
309 1123 1107 1078
310 1055 1087 1087

MEAN 1102 1092 1066
SD 83.4 95.8 90.0

GROUP: 2-M:0.5 mg base/kg/day

321 1124 1080 1056
322 1M 1001 988
323 1061 902 953
324 808 913 851
325 1021 804 884
326 1055 1068 975
327 1101 1007 1031
328 1192 1006 1063
329 976 874 853
330 917 887 923

SD 112.0 90.9 79.1
N 10 10 10

7-22

l MEAN 1037 954 958




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
---------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Platelets

STUDY 1D: 107 SEX: MALE
STUDY NO: 107
ABBR: PLT UNITS: 10%3/ccm
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-M:1.5 mg base/kg/day
341 17 992 953
342 896 843 669
343 1037 1040 731
344 998 996 993
345 1087 1050 1084
346 1076 1028 992
347 982 930 919
348 973 784 829 :
349 1237 1169 1133
350 1095 1003 1012
- MEAN 1055 984 932
SD 100.3 109.0 148.3
N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 -- % o
362 1224 476 1014
363 -- o ==
364 724 687 815
365 714 867 663
366 .- e o
367 974 529 <is
368 -- 55 =
369 -- s S
370 -- e =2
MEAN 909 640 831
Sb 242.0 176.0 176.0
N 4 4 3
L]
(--)-Data Unavailable
LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
l STUDY OF WR242511 IN RATS
"""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Leukocytes

l STUDY ID: 107 SEX: MALE
STUDY NO: 107
ABBR: WBC UNITS: 10"3/ccm
l ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-M:0 mg base/kg/day
301 16.0 15.3
302 20.1 18.1
303 13.9 13.5
304 12.7 16.6
305 25.9 24.2 19.
306 19.0 17.2
307 25.7 21.1
308 17.4 15.5
309 13.9 16.5
5

JoLnmubum~Nvyowm

- =t = -
oS0

310 20.1 18.

"MEAN 18.5 17.7 15.8
SD 4.66 3.09 2.47

GROUP: 2-M:0.5 mg base/kg/day
321 22. s 13.8
322 18. 15.9 17.0
323 22. 20.1 18.4
324 15.9 16.1
325 21. 16.2
326 23. 0 21.7
327 15. 3 179
328 14. 49 14.6

2

3

—_
5
WuUuooNnpwWwoONN~NW
—
~
o

329 25. 21.3

330 22.2 16.7

SO 3.56 3.79 2.57
N 10 10 10

l MEAN 20.3 17.6 17.4




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Leukocytes

STUDY iD: 107 SEX: MALE

STUDY NO: 107

ABBR: WBC UNITS: 10°3/ccm
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 3-M:1.5 mg base/kg/day

341 25.9 28.5 29.8
342 23.1 24.4 13.4
343 24.7 235 25.4
344 26.6 23.2 19.5
345 25.3 21.5 22.6
346 26.0 23.7 28.3
347 20.8 21.4 18.4
348 24.5 27.6 24.5
349 23.8 20.9 17.8
350 27.1 31.9 28.4
" MEAN 24.8 24.7 22.8

SD 1.87 3.57 5.42

N 10 10 10

GROUP: 4-M:4.5 mg base/kg/day

361 sin -- --
362 22.5 12.7 31.3
363 -- -- --
364 31.2 33.8 37.0
365 26.7 28.5 22.0
366 25 B --
367 35.4 27.1 5
368 -- -- --
369 -- -- --
370 == == --
MEAN 29.0 25.5 30.1
SD 5.58 9.02 7.57
N 4 4 3
(--)-Data Unavailable WBC corrected for NRBC = or > 10
LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY @ E‘B & Bg 'U]
STUDY OF WR242511 IN RATS L

STUDY ID: 107

STUDY NO: 107 GROUP: 1-M : 0 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
301 Nucleated Red Cells 0 0 0
M. Neutrophils 19 3.0 16 2.4 16 2:3
I. Neutrophils 1 0.2 0 0.0 4 0.6
Lymphocytes 71 11.4 76 11.6 74 10.7
Monocytes 8 133 6 0.9 S 0.7
Eosinophils 1 0.2 2 0.3 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 16.0 15.3 14.5
302 Nucleated Red Cells 0 0 0
M. Neutrophils 16 3.2 21 3.8 18 31
1. Neutrophils 1 0.2 0 0.0 2 0.3
Lymphocytés 80 16.1 75 13.6 74 12.6
Monocytes 1 0.2 1 0.2 3 0.5
Eosinophils 2 0.4 3 0.5 2 0.3
Basophils 0 0.0 0 0.0 1 0.2
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 20.1 18.1 17.0
303 Nucleated Red Cells 0 0 0
M. Neutrophils 9 1.3 15 2.0 10 1.1
1. Neutrophils 1 0.1 0 0.0 2 0.2
Lymphocytes 86 12.0 81 10.9 82 8.8
Monocytes 4 0.6 4 0.5 ) 0.5
Eosinophils 0 0.0 0 0.0 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 13.9 1955 10.7
304 Nucleated Red Cells 0 0 0
M. Neutrophils 13 17 4 0.7 8 1.4
1. Neutrophils 0 0.0 2 0.3 2 0.3
Lymphocytes 81 10.3 88 14.6 ™ 10.9
Monocytes 2 0.3 ) 0.8 7 1.0
Eosinophils 4 0.5 1 0.2 4 0.6
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.7 16.6 13.8
7-26




THIRTEEN WEEK ORAL TOXICITY ’-_;8 ZIE\X E Ll_f
l STUDY OF WR242511 IN RATS

' STUDY 1D: 107
STUDY NO: 107 GROUP: 1-M : 0 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
' REL ABS REL ABS REL ABS
305 Nucleated Red Cells 0 0 0
M. Neutrophils 19 4.9 19 4.6 20 3.9
I. Neutrophils 0 0.0 0 0.0 0 0.0
Lymphocytes 77 19.9 77 18.6 77 15.0
Monocytes 4 1.0 4 1.0 3 0.6
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25.9 26.2 19.5
306 Nucleated Red Cells 0 0 0
M. Neutrophils 15 2.9 10 17 13 2.1
1. Neutrophils 0 0.0 4 0.7 1 0.2
Lymphocytes 79 15.0 86 14.8 82 13.5
Monocytes 4 0.8 0 0.0 4 0.7
Eosinophils 2 0.4 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 19.0 17.2 16.5
307 Nucleated Red Cells 0 0 0
M. Neutrophils 5 1.3 6 1.3 7 1.3
I. Neutrophils 0 0.0 0 0.0 0 0.0
Lymphocytes 91 23.4 89 18.8 89 16.2
Monocytes 4 1.0 4 0.8 4 0.7
Eosinophils 0 0.0 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25:7 211 18.2
308 Nucleated Red Cells 0 0 0
M. Neutrophils 18 31 27 4.2 19 3.1
I. Neutrophils 1 0.2 0 0.0 4 0.6
Lymphocytes 76 13.2 69 10.7 7 11.4
Monocytes 5 0.9 4 0.6 3 0.5
Eosinophils 0 0.0 0 0.0 3 0.5
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 17.4 15.5 16.1
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THIRTEEN WEEK ORAL TOXICITY @ & ‘F F
STUDY OF WR242511 IN RATS y

STUDY ID: 107

STUDY NO: 107 GROUP: 1-M : 0 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK @ WEEK 13
REL ABS REL ABS REL ABS
309 Nucleated Red Cells 0 0 0
M. Neutrophils 19 2.6 15 2.5 13 1.9
I. Neutrophils 1 0.1 1 0.2 2 0.3
Lymphocytes 79 11.0 82 13.5 81 12.1
Monocytes 1 0.1 1 0.2 3 0.4
Eosinophils 0 0.0 1 0.2 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 13.9 16.5 14.9
310 Nucleated Red Cells 0 0 0
M. Neutrophils 10 2.0 12 2.2 4 0.7
I. Neutrophils 0 0.0 0 0.0 1 0.2
Lymphocytes 88 754 85 15.7 94 15.7
Monocytes 2 0.4 2 0.4 1 0.2
Eosinophils 0 0.0 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 20.1 18.5 16.7
798




THIRTEEN WEEK ORAL TOXICITY @ I}Ja & {F F
STUDY OF WR242511 IN RATS 4

STUDY 1D: 107

STUDY NO: 107 GROUP: 2-M : 0.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
321 Nucleated Red Cells 0 0 0
M. Neutrophils 17 3.8 17 2.9 16 2.2
I. Neutrophils 0 0.0 0 0.0 2 0.3
Lymphocytes 80 18.0 82 14.0 82 11.3
Monocytes 2 0.5 1 0.2 0 0.0
Eosinophils 1 0.2 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.5 17.1 13.8
322 Nucleated Red Cells 0 0 0
M. Neutrophils 16 3.0 1" g 74 16 2T
I. Neutrophils 0 0.0 1 0.2 4 0.7
Lymphocytes 81 15.1 85 13.5 76 12.9
Monocytes 3 0.6 2 0.3 3 0.5
Eosinophils 0 0.0 1 0.2 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 18.7 15.9 17.0
323 Nucleated Red Cells 0 0 0
M. Neutrophils 18 4.0 12 2.4 23 4.2
1. Neutrophils 0 0.0 1 0.2 0 0.0
Lymphocytes 77 17.1 82 16.5 76 14.0
Monocytes 5 1.1 5 1.0 1 0.2
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.2 20.1 18.4
324 Nucleated Red Cells 0 0 0
M. Neutrophils 14 2.4 9 1.4 16 2.6
1. Neutrophils 1 0.2 3 0.5 6 1.0
Lymphocytes 79 13.4 81 12.9 78 12.6
Monocytes 6 1.0 6 1.0 0 0.0
Eosinophils 0 0.0 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 17.0 15.9 16.1
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THIRTEEN WEEK ORAL TOXICITY T (o) E 17
STUDY OF WR242511 IN RATS U m U

STUDY ID: 107

STUDY NO: 107 GROUP: 2-M : 0.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
325 Nucleated Red Cells 0 0 0
M. Neutrophils 16 3.4 8 1.4 7 141
I. Neutrophils 0 0.0 2 0.4 7 1.1
Lymphocytes 78 16.6 82 14.4 83 13.4
Monocytes 4 0.9 7 12 1 0.2
Eosinophils 1 0.2 1 0.2 1 0.2
Basophils 1 0.2 0 0.0 1 0.2
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 21.3 17.6 16.2
326 Nucleated Red Cells 0 0 0
M. Neutrophils 14 3.2 1 2.5 25 5.4
1. Neutrophils 0 0.0 1 0.2 2 0.4
Lymphocytes 83 19.3 83 19.1 66 14.3
Monocytes 3 0.7 5 .52 6 1.8
Eosinophils 0 0.0 0 0.0 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 23.2 23.0 21.7
327 Nucleated Red Cells 0 0 0
M. Neutrophils 13 2.1 7 1.0 12 2.1
I. Neutrophils 1 0.2 0 0.0 5 0.9
Lymphocytes 84 133 91 13.0 71 12.7
Monocytes 1 0.2 1 0.1 12 2:1
Eosinophi ls 1 0.2 1 0.1 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 15.8 14.3 17.9
328 Nucleated Red Celis 0 0 0
M. Neutrophils 17 2.5 7 0.8 74 1.0
[. Neutrophils 2 0.3 0 0.0 2 0.3
Lymphocytes 77 11.2 93 10.1 87 12.7
Monocytes 2 0.3 0 0.0 4 0.6
Eosinophils 2 0.3 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 14.5 10.9 14.6
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THIRTEEN WEEK ORAL TOXICITY [})3 @ [F ‘L
STUDY OF WR242511 IN RATS L

STUDY ID: 107

STUDY NO: 107 GROUP: 2-M : 0.5 mg base/kg/day SEX: MALE
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
329 Nucleated Red Cells 0 0 0
M. Neutrophils 14 3.5 16 LT 1 2.3
1. Neutrophils 2 0.5 3 0.7 5 1.1
Lymphocytes 76 19.2 76 17.6 76 16.2
Monocytes 8 2.0 5 1.2 8 1.7
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25.3 23.2 21.3
330 Nucleated Red Cells 0 0 0
M. Neutrophils 19 4.2 1" 2.0 11 1.8
1. Neutrophils 4 0.9 2 0.4 3 0.5
Lymphocytes 74 16.4 80 14.6 a3 13.9
Monocytes %] 0.7 é 1:1 3 0.5
Eosinophils 0 0.0 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.2 18.3 16.7
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THIRTEEN WEEK ORAL TOXICITY [B L—é& E ‘W
STUDY OF WR242511 IN RATS c u

STUDY 10: 107

STUDY NO: 107 GROUP: 3-M : 1.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
341 Nucleated Red Cells 0 0 0
M. Neutrophils 17 4.4 15 4.3 21 6.3
1. Neutrophils 1 0.3 3 0.9 0 0.0
Lymphocytes 6] 19.4 82 23.4 75 22.4
Monocytes 6 1.6 0 0.0 4 )
Eosinophils 1 0.3 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25.9 28.5 29.8
342 Nucleated Red Cells 0 0 0
M. Neutrophils 18 4.2 15 3.7 25 3.4
1. Neutrophils 3 0.7 1 0.2 6 0.8
Lymphocytes 78 18.0 83 20.3 58 7.8
Monocytes 1 0.2 1 0.2 7 0.9
Eosinophils 0 0.0 0 0.0 4 0.5
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 23.1 24 .4 13.4
343 Nucleated Red Cells 0 0 0
M. Neutrophils 13 32 16 3.8 12 3.0
1. Neutrophils 2 0.5 0 0.0 7 1.8
Lymphocytes 82 20.3 144 18.1 81 20.6
Monocytes 3 0.7 7 1.6 0 0.0
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 246.7 23.5 25.4
344 Nucleated Red Cells 0 0 0
M. Neutrophils 22 5.9 26 5.6 264 4.7
1. Neutrophils 1 0.3 0 0.0 4 0.8
Lymphocytes 69 18.4 70 16.2 66 12.9
Monocytes 7 1.9 5 1.2 6 1.2
Eosinophils 1 0.3 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 26.6 23.2 19.5
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THIRTEEN WEEK ORAL TOXICITY @ [B & S ,
STUDY OF WR242511 IN RATS U i}

STUDY 1D: 107

STUDY NO: 107 GROUP: 3-M : 1.5 mg base/kg/day SEX: MALE
ANIMAL 1D WEEK 5 WEEK @ WEEK 13

REL ABS REL ABS REL ABS

345 Nucleated Red Cells 0 0 0
M. Neutrophils 24 6.1 15 3.2 23 5.2
1. Neutrophils 2 0.5 5 1.1 1 0.2
Lymphocytes 72 18.2 79 17.0 69 15.6
Monocytes 2 0.5 1 0.2 5 124
Eosinophils 0 0.0 0 0.0 2 0.5
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25.3 21.5 22.6

346 Nucleated Red Cells 0 0 0
M. Neutrophils 17 4.4 25 5.9 14 4.0
1. Neutrophils 1 0.3 1 0.2 8 2.3
Lymphocytes 79 20.5 70 16.6 75 21.2
Monocytes 3 0.8 3 0.7 0 0.0
Eosinophils 0 0.0 1 0.2 3 0.8
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 26.0 23.7 28.3

347 Nucleated Red Cells 0 0 0
M. Neutrophils 8 1.7 7 1.5 9 1.7
1. Neutrophils 2 0.4 2 0.4 3 0.6
Lymphocytes 82 17.1 87 18.6 85 15.6
Monocytes 7 155 3 0.6 2 0.4
Eosinophils 1 0.2 1 0.2 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 20.8 21.4 18.4

348 Nucleated Red Cells 0 0 0
M. Neutrophils 17 4.2 13 3.6 20 4.9
1. Neutrophils 6 1D 3 0.8 5 1.2
Lymphocytes 75 18.4 83 22.9 65 15.9
Monocytes 2 0.5 1 0.3 10 2.5
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 26.5 27.6 26.5
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THIRTEEN WEEK ORAL TOXICITY |f{| C
STUDY OF WR242511 IN RATS u

STUDY ID: 107

STUDY NO: 107 GROUP: 3-M : 1.5 mg base/kg/day SEX: MALE
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
349 Nucleated Red Cells 0 0 0
M. Neutrophils 33 7.9 23 4.8 19 3.4
1. Neutrophils 2 0.5 3 0.6 3 0.5
Lymphocytes 57 13.6 67 14.0 75 13.4
Monocytes 7 1.7 7 1.5 1 0.2
Eosinophils 1 0.2 0 0.0 2 0.4
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 23.8 20.9 17.8
350 Nucleated Red Cells 0 0 0
M. Neutrophils 13 3.5 7 2.2 9 2.6
1. Neutrophils 4 1.1 2 0.6 2 0.6
Lymphocytes 80 21.7 82 26.2 81 23.0
Monocytes 1 0.3 8 2.6 5 1.4
Eosinophils 2 0.5 1 0.3 3 0.9
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 27.1 31.9 28.4
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THIRTEEN WEEK ORAL TOXICITY Ena [Q |F Tr
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 4-M : 4.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK @ WEEK 13
REL ABS REL ABS REL ABS
361 Nucleated Red Cells -- -- --
M. Neutrophils S -- -- -- -- --
I. Neutrophils 5= -- .- -- -- --
Lymphocytes o 8o =1 -- -- --
Monocytes SO e -- -- -- --
Eosinophils =¥= = -- -- -- --
Basophils = -- -- -- -- --
Atypical Lymphocytes -- -- -- -- -- --
WBC 2 -- --
362 Nucleated Red Cells 0 0 0
M. Neutrophils 26 5.9 16 2.0 32 10.0
I. Neutrophils 4 0.9 2 0.3 2 0.6
Lymphocytes 64 14.4 61 Tl 59 18.5
Monocytes ) 1.4 21 2.7 ) 1.9
Eosinophils 0 0.0 0 0.0 1 0.3
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.5 12.7 31.3
363 Nucleated Red Cells -- -- --
M. Neutrophils ot = -- -- -- --
I. Neutrophils -- -- iz -- -- --
Lymphocytes et == == == S5 oo
Monocytes O D 5 =2 = e
Eosinophils =l =i =i -- -- --
Basophils == Co o0 = -- --
Atypical Lymphocytes -- == cie -- -- --
WBC -- -- --
364 Nucleated Red Cells 0 0 0
M. Neutrophils 22 6.9 24 8.1 22 8.1
I. Neutrophils 2 0.6 2 0.7 2 0.7
Lymphocytes 7 22.2 64 21.6 69 25.5
Monocytes 4 1.2 8 2.7 7 2.6
Eosinophils 1 03 2 0.7 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 31.2 33.8 37.0
(--)-Data Unavailable
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THIRTEEN WEEK ORAL TOXICITY il |P
STUDY OF WR242511 IN RATS u

STUDY ID: 107

STUDY NO: 107 GROUP: 4-M : 4.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
365 Nucleated Red Cells 0 0 0
M. Neutrophils 13 3.5 15 4.3 20 4.4
I. Neutrophils 1 0.3 0 0.0 2 0.4
Lymphocytes 78 20.8 66 18.8 73 16.1
Monocytes 7 1.9 17 4.8 4 0.9
Eosinophils 0 0.0 2 0.6 1 0.2
Basophils 1 0.3 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 26.7 28.5 22.0
366 Nucleated Red Cells == -- --
M. Neutrophils -- -- -- -- -- --
I. Neutrophils S -- -- -- -- --
Lymphocytes = b == == -- --
Monocytes -- -- -- -- -- --
Eosinophils =5 S IS -- -- =t
Basophils =3 -- -- -- -- --
Atypical Lymphocytes 22 23 -- -- -- --
WBC -- -- --
367 Nucleated Red Cells 0 0 --
M. Neutrophils 17 6.0 21 5.7 i i
1. Neutrophils 0 0.0 3 0.8 =t EE
Lymphocytes 70 24.8 61 16.5 -- --
Monocytes 10 3.5 14 3.8 o 202
Eosinophils 3 18 1 0.3 -- =7
Basophils 0 0.0 0 0.0 =T --
Atypical Lymphocytes 0 0.0 0 0.0 =) S0
WBC 35.4 274 --
368 Nucleated Red Cells = k= i)
M. Neutrophils -- .- -- .- .- .-
1. Neutrophils -- -- -- -- -- --
Lymphocytes = B0 R = -- --
Monocytes e e e ==y = -
Eosinophils 2 % 2o - =5 =t
Basophils -- -- -- .- -- --
Atypical Lymphocytes e =1 A= =i -1 20
WBC i 5= e
(--)-Data Unavailable }
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THIRTEEN WEEK ORAL TOXICITY |([;
STUDY OF WR242511 IN RATS U

STUDY ID: 107

STUDY NO: 107 GROUP: 4-M : 4.5 mg base/kg/day SEX: MALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
369 Nucleated Red Cells .- -- sic
M. Neutrophils -- -- -- e == =
1. Neutrophils -- -- -- == =z 2z
Lymphocytes -- -- -- 5= = -
Monocytes -- -- = &2 = g
Eosinophils -- -- .- = a5 e
Basophils -- -- =i == = -
Atypical Lymphocytes -- -- -- 58 o -
WBC -- S5 e
370 Nucleated Red Cells -- -- o=

M. Neutrophils -- -- S 5 5 =t
I. Neutrophils -- -- -- -- st -~
Lymphocytes -- -- -- o e g
Monocytes .- -- == oo o e
Eosinophils .- -- -- e & e
Basophils -- -- -- -- I =
Atypical Lymphocytes -- -- == -t . =
WBC -- .- =

(--)-Data Unavailable
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302

303

304

305

306

307

308

309

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

Polychromasia,Slight
Poikilocytes,Mod. to
Marked

Poikilocytes,Marked;
Target Cells,
Moderate

Polychromasia,Slight
Poikilocytes,
Moderate;Macrocytes,
Slight

Poikilocytes,
Moderate;
Anisocytosis,
Moderate

Polychromasia,Slight
Poikilocytes,Marked

Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,
Moderate;Macrocytes,
Slight

Polychromasia,Slight
Poikilocytes,
Moderate

Polychromasia,Slight
Poikilocytes,Slight;
Macrocytes,Slight

Poikilocytes,Slight

Anisocytosis,
Moderate;
Polychromasia,
Moderate;
Poikilocytes,Slight

Anisocytosis,
Moderate;
Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight

Poikilocytes,
Moderate

Normal Red Blood
Cells

Polychromasia,Slight

Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight

Polychromasia,Slight
Macrocytes,Slight;
Poikilocytes,Slight

Polychromasia,Slight
Anisocytosis,Slight

Normal Red Blood
Cells

Poikilocytes,
Moderate

Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,
Moderate

Poikilocytes,
Moderate;
Anisocytosis,
Moderate

Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,Slight

Poikilocytes,Mod. to
Marked

Poikilocytes,Slight;
Anisocytosis,Slight




THIRTEEN WEEK ORAL TOXICITY
. STUDY OF WR242511 IN RATS

STUDY ID: 107 SEX: MALE
GROUP: 1-M : 0 mg base/kg/day
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
l 310 Polychromasia,Slight Anisocytosis,Slight; Poikilocytes,Slight;
Poikilocytes, Poikilocytes,Slight Polychromasia,Slight
Moderate;Macrocytes, Anisocytosis,Slight
Slight

(--)-Data Unavailable



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

MORPHOLOGY

OBSERVATIONS

GROUP: 2-M :

0.5 mg base/kg/day

323

324

325

326

327

328

329

Polychromasia,
Moderate;
Poikilocytes,Slight;
Target Cells,Slight

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Target Cells,
Slight;Macrocytes,
Slight

Poikilocytes,Slight

Polychromasia,Slight
Target Cells,Slight;
Macrocytes,Slight

Polychromasia,
Moderate;
Poikilocytes,Slight;
Macrocytes,Moderate

Polychromasia,Slight
Poikilocytes,
Moderate

Poikilocytes,
Moderate

Normal Red Blood
Cells

Normal Red Blood
Cells

Polychromasia, Slight
Poikilocytes,Slight

Anisocytosis,Slight;
Poikilocytes,Slight

Polychromasia,Slight
Anisocytosis,Slight

Poikilocytes,
Moderate

Normal Red Blood
Cells

Anisocytosis,Slight;
Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Macrocytes,
Slight

Polychromasia,
Moderate;Macrocytes,
Moderate

Anisocytosis,Slight

Polychromasia,Slight
Poikilocytes,
Moderate;
Anisocytosis,
Moderate

Polychromasia,Slight
Poikilocytes,
Moderate;Macrocytes,
Slight

Poikilocytes,
Moderate

Poikilocytes,Mod. to
Marked




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

GROUP: 2-M : 0.5 mg base/kg/day

330 Poikilocytes,Slight; Poikilocytes,Slight Polychromasia,Slight
Anisocytosis,Slight Anisocytosis,Slight
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THIRTEEN WEEK ORAL TOXICITY iny T dal

STUDY OF WR242511 IN RATS T ey
------------------------------------ MORPHOLOGY OBSERVATIONS
---------------------------------- SEX:

342

343

344

345

346

347

348

GROUP: 3-M : 1.5 mg base/kg/day
WEEK 5 WEEK 9
Polychromasia,Slight Polychromasia,Slight
Macrocytes,Slight Macrocytes,Slight
Poikilocytes, Polychromasia,Slight

Moderate;
Anisocytosis,Slight

Polychromasia,
Moderate;Macrocytes,
Moderate

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Macrocytes,
slight

Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,Slight;
Macrocytes,Moderate

Polychromasia,Slight
Poikilocytes,
Moderate

Poikilocytes,Mod. to
Marked

Poikilocytes,Mod. to
Marked

Macrocytes,Mod. to
Marked;Target Cells,
Slight

Polychromasia,
Moderate;Macrocytes,
Moderate;
Poikilocytes,Slight

Anisocytosis,Slight;
pPolychromasia,Slight

Polychromasia,Slight
Macrocytes,Slight

Anisocytosis,Slight;
Polychromasia,
Moderate;
Poikilocytes,Slight

Polychromasia,Slight

Polychromasia,Slight
Target Cells,Slight

Polychromasia,Slight
Anisocytosis,
Moderate

Polychromasia,Slight
Anisocytosis,Slight;
Toxic Granule,Slight

Normal Red Blood
Cells

Polychromasia,Slight

Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,Slight
Anisocytosis,
Moderate

Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,
Moderate;
Anisocytosis,
Moderate




THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS

STUDY 1D: 107 SEX: MALE
GROUP: 3-M : 1.5 mg base/kg/day
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
. 349 =i Polychromasia,Stight Polychromasia,Slight
Poikilocytes,Slight
350 Polychromasia, Polychromasia, Polychromasia,
Moderate;Macrocytes, Moderate Moderate;
Moderate Poikilocytes,Stlight
(--)-Data Unavailable
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363

364

365

366

367

368

369

370

(--)-Data Unavailable

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

Polychromasia,Slight
Poikilocytes,
Moderate;Vacuoles,
Slight

Poikilocytes,
Moderate;
Anisocytosis,Slight

Polychromasia,Slight
Anisocytosis,Slight

Poikilocytes,Mod. to
Marked

Polychromasia,
Moderate;
Poikilocytes,
Moderate

Anisocytosis,Slight;
Polychromasia,Slight
Poikilocytes,
Moderate

Polychromasia,
Moderate;Macrocytes,
Moderate

Polychromasia,
Moderate;Macrocytes,
Moderate
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Polychromasia,Mod.
to Marked;
Poikilocytes,Slight

Polychromasia,Slight
Macrocytes,Slight

Polychromasia,
Moderate;
Poikilocytes,
Moderate




THIRTEEN WEEK ORAL TOXICITY -
' STUDY OF WR242511 IN RATS
- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Erythrocytes
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: RBC UNITS: 10%6/cmm
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
31 7.21 7.59 7.97
. 312 7.27 7.68 7.97
313 7.75 7.66 7.90
314 7.58 7.90 7.86
315 8.22 8.40 8.59
III 316 7. 7.56 7.91
317 7.72 8.28 8.57
318 7.51 8.09 8.20
319 7:13 7.92 8.00
. 320 7.20 7.99 7.85
MEAN 7.47 7.91 8.08
SD 0.353 0.290 0.280
II N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
. 331 6.69 7.25 6.77
332 7.84 8.42 8.13
333 6.80 7.65 7.75
334 7.27 7.7 8.28
335 6.94 7.37 7.30
336 7.20 7.56 7.59
337 6.82 7.87 7.76
338 7.57 7.69 8.44
339 7.29 7.70 7.25
340 7.20 8.04 7.51
MEAN 7.16 7.73 7.68
SD 0.362 0.332 0.51
I" N 10 10 10
l LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS
------------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP o
TEST: Erythrocytes

l STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: RBC UNITS: 10%6/cmm
l ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 7.16 7.45 7.57
l 352 6.88 6.79 6.92
353 6.71 6.70 6.64
354 7.41 7.47 7.54
355 7.25 6.87 7.37
l 356 7.27 7.32 7.59
357 7.25 751 7.65
358 6.90 6.82 7.13
359 7.22 7.36 (A5
l 360 7.27 7.52 7.48
MEAN 7.13 7.18 7.35
SD 0.223 0.340 0.339
l N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 6.69 6.48 6.77
372 6.61 6.61 6.65
373 6.23 6.54 6.73
374 6.56 6.36 6.54
375 5.99 6.52 6.45
376 6.38 6.23 6.19
377 6.88 6.52 6.95
378 6.94 6.92 6.71
379 6.51 6.63 6.34
380 6.14 6.26 6.43
MEAN 6.49 6.51 6.58
Y} 0.310 0.199 0.228
N 10 10 10
' LABCAT HE&4.26
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THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS
-------------------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hemoglobin

', STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: HGB UNITS: g/dL
l ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
31 15.5 15.9 16.3
312 15.9 15.8 15.8
313 16.1 16.7 15.4
314 16.1 16.2 15.9
315 17.2 16.8 16.5
316 16.0 16.4 16.3
317 16.9 17:1 16.3
318 16.6 17.0 16.6
319 15.6 16.7 16.9
320 15.0 16.6 15.4
MEAN 16.1 16.5 16.1
SD 0.66 0.44 0.50
N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

N G e EE I U = -

331 15.9 16.0 14.6
332 15.9 16.8 16.1
333 14.6 16.2 15.8
334 15.6 16.5 16.1
335 14.7 16.0 15.1
336 15.9 16.1 15.8
337 14.4 16.0 15.4
338 15.7 16.0 16.4
339 15.0 15.9 14.8
340 16.2 16.1 15.2
MEAN 15.4 16.2 15.5
SD 0.65 0.28 0.60
N 10 10 10
' LABCAT HE4.26
i




THIRTEEN WEEK ORAL TOXICITY
l STUDY OF WR242511 IN RATS
U INDIVIDUAL ANIMAL REPORT BY GROUP o
TEST: Hemoglobin

STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: HGB UNITS: g/dL
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 15.7 15.5 16.3
' 352 14.9 15.2 15.0
353 14.7 13.9 14.5
354 15.8 15.6 15.4
355 157 14.9 15.3
l 356 15.5 15.4 15.5
357 14.6 14.5 146.6
358 15.0 14.4 15.1
359 15.4 15.3 153
. 360 16.3 15.7 15.8
MEAN 15.4 15.0 15.3
SD 0.55 0.60 0.53
I N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
. 37 14.7 14.3 13.9
372 14.8 14.0 14.3
373 14.3 L1446 14.3
374 15.1 146.7 14.4
375 13T 16.1 14.4
376 14.1 13.8 13.5
377 15.4 14.4 15.0
378 14.9 14.5 13.8
379 14.4 14.2 13.5
380 13.6 13.3 13.2
MEAN 14.5 146.2 14.0
SD 0.59 0.40 0.55
N 10 10 10
I LABCAT HE4.26
' 7-48




THIRTEEN WEEK ORAL TOXICITY

' STUDY OF WR242511 IN RATS
T INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hematocrit
STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: HCT UNITS: %
) ANIMAL ID WEEK 5 WEEK @ WEEK 13

GROUP: 1-F:0 mg base/kg/day

31 41.7 43.9 44.5

l 312 42.4 44.0 45.4

g 313 43.4 41.9 42.6

314 42.1 44.2 43.2

315 46.0 46.9 46.5

l 316 41.6 43.9 44.5

317 44.6 46.7 46.4

318 43.7 46.0 45.5

. 319 41.3 46.3 47.0

. 320 40.0 44.8 42.2

MEAN 42.7 44.9 44.8

' SD 1.76 1.59 1.68

l N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day

33 41.9 44.8 41.2

332 43.7 46.8 44.3

) 333 39.4 46.4 44,6

334 41.3 43.6 45.1

335 41.0 (YA 42.3

336 42.5 442 43.6

337 39.4 44.7 43.7

338 42.6 43.8 46.0

339 41.8 45.3 41.3

340 41.6 45.2 42.1

MEAN 41.5 447 43.4

SD 1.35 0.93 1.64

N 10 10 10

' LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
! STUDY OF WR242511 IN RATS
""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Hematocrit

. STUDY 1D: 107 SEX: FEMALE
& STUDY NO: 107
ABBR: HCT UNITS: %
! ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 42.2 43.7 44.5
' 352 42.4 41.8 42.4
¢ 353 40.5 39.7 39.4
354 43.6 43.6 43.0
y 355 43.4 40.7 43.0
' 356 42.1 43.3 43.0
357 40.8 41.4 61.7
358 41.4 39.9 40.7
359 41.2 41.2 42.5
l 360 43.4 43.8 43.3
MEAN 42.1 41.9 42.4
‘ sD 1.12 1.59 1.44
l N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 40.9 38.9 39.5
372 41.6 40.6 41.1
373 38.7 39.3 40.0
374 43.1 41.5 42.1
375 38.5 40.4 40.1
376 40.6 39.4 38.6
377 44,0 42.1 b4 .4
378 41.4 39.4 38.5
379 40.9 41.0 38.7
380 38.4 38.7 39.0
MEAN 40.8 40.1 40.2
sD 1.89 1.16 1.88
N 10 10 10
‘ LABCAT HE&4.26
I 7-50



STUDY OF WR242511 IN RATS

' THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Volume

' STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: MCV UNITS: fL
l ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
3N 57.8 57.8 55.8
312 58.3 57.3 57.0
313 56.0 54.7 53.9
314 55.5 55.9 55.0
315 56.0 55.8 54.1
316 58.3 58.1 56.3
317 57.8 56.4 54.1
318 58.2 56.9 55.5
319 57.9 58.5 58.8
320 55.6 56.1 53.8
MEAN 57.1 56.8 55.4
SD 1.20 1.19 1.61
N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 62.6 61.8 60.9
332 55.7 55.6 54.5
333 57.9 58.0 57.5
334 56.8 56.5 54.5
335 59.1 59.8 57.9
336 59.0 58.5 57.4
337 57.8 56.8 56.3
338 56.3 57.0 54.5
339 57.3 58.8 57.0
340 57.8 56.2 56.1
MEAN 58.0 57.9 56.7
SD 1.93 1.89 1.98
N 10 10 10
T S
' LABCAT HE4.26
I 7-51



STUDY OF WR242511 IN RATS

l THIRTEEN WEEK ORAL TOXICITY

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Volume

STUDY 1D: 107 SEX: FEMALE

STUDY NO: 107

ABBR: MCV UNITS: fL
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 58.9 58.7 58.8
352 61.6 61.6 61.3
. 353 60.4 59.3 59.3
354 58.8 58.4 57.0
355 59.9 59.2 58.3
l 356 57.9 59.2 56.7
: 357 56.3 55.1 54.5
358 60.0 58.5 ST
359 57.1 56.0 56.1
. 360 59.7 58.2 57.9
MEAN 59.1 58.4 STl
SD 1.60 1.80 1.88
' N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
l 37 61.1 60.0 58.3
l 372 62.9 61.4 61.8
373 62.1 60.1 59.4
374 65.7 65.3 64.4
375 64.3 62.0 62.2
376 63.6 63.2 62.4
= 377 64.0 64.6 63.9
378 59.7 56.9 57.4
379 62.8 61.8 61.0
' 380 62.5 61.8 60.7
MEAN 62.9 61.7 61.2
SD 1.69 2.41 2.28
N 10 10 10
l LABCAT HE4.26
l 7-52



THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Hemoglobin

. STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: MCH UNITS: pg
' ANIMAL ID WEEK 5 WEEK ¢ WEEK 13
GROUP: 1-F:0 mg base/kg/day
3N 21.5 20.9 20.5
312 21.9 20.6 19.8
313 20.8 20.5 19.5
314 21.2 20.5 20.2
315 20.9 20.0 19.2
l 316 22.4 21.7 20.6
¢ 317 21.9 20.7 19.0
318 22.1 21.0 20.2
319 21.9 21.1 21.1
l 320 20.8 20.8 19.6
MEAN 215 20.8 20.0
SD 0.58 0.45 0.67
' N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 23.8 22.1 21.6
332 20.3 20.0 19.8
333 21.5 21.2 20.4
334 21.5 21.4 19.4
335 21.2 21.7 20.7
336 22.1 21.3 20.8
337 21.1 20.3 19.8
338 20.7 20.8 19.4
339 20.6 20.6 20.4
340 22.5 20.0 20.2
MEAN 21.5 20.9 20.3
) SD 1.04 0.72 0.69
N 10 10 10
' LABCAT HE4.26
l 7-53




THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpuscular Hemoglobin

l STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: MCH UNITS: pg
' ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 21.9 20.8 21.5
' 352 21.7 22.4 21.7
353 21.9 20.7 21.8
354 21.3 20.9 20.4
355 21.7 21.7 20.8
I 356 21.3 21.0 20.4
357 20.1 19.3 19.1
358 21.7 21.1 21.2
359 21.3 20.8 20.2
. 360 22.4 20.9 201
MEAN 21.5 21.0 20.8
Sb 0.61 0.78 0.82
l N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
37 22.0 22.1 20.5
372 22.4 21.2 21.5
373 23.0 22.0 21.2
374 23.0 23.1 22.0
375 22.9 21.6 22.3
376 22.1 22.2 21.8
377 22.4 22.1 21.6
378 21.5 21.0 20.6
379 22.1 21.4 21.3
380 22.1 21.2 20.5
MEAN 22.4 21.8 21.3
SD 0.49 0.63 0.64
! N 10 10 10
l LABCAT HE&4.26
I 7-54
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STUDY ID: 107
STUDY NO: 107
ABBR: MCHC

LABCAT HE4.26

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Mean Corpus. Hemo. Conc.

GROUP: 1-F:0 mg base/kg/day

311 37.2 36.2 36.6
312 37.5 35.9 34.8
313 37.1 37.5 36.2
314 38.2 36.7 36.8
315 37.4 35.8 35.5
316 38.5 37.4 36.6
317 37.9 36.6 35.1
318 38.0 37.0 36.5
319 37.8 36.1 36.0
320 37.5 37.1 36.5
MEAN 37.7 36.6 36.1

) 0.45 0.61 0.70

N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 37.9 35.7 35.4
332 36.4 35.9 36.3
333 370 36.5 35.4
334 37.8 37.8 357
335 35.9 36.3 357
336 37.4 36.4 36.2
337 36.5 35.8 352
338 36.9 36.5 35.7
339 35.9 35.1 35.8
340 38.9 35.6 36.1
MEAN 37.1 36.2 35.8
SD 0.96 0.73 0.36

N 10 10 10

7-55

SEX: FEMALE

UNITS: g/dL
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THIRTEEN WEEK ORAL TOXICITY i s S
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Mean Corpus. Hemo. Conc.
STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: MCHC UNITS: g/dL

ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 37.2 35.5 36.6
352 35.1 36.4 35.4
353 36.3 35.0 36.8
354 36.2 35.8 35.8
355 36.2 36.6 35.6
356 36.8 35.6 36.0
357 35.8 35.0 35.0
358 36.2 36.1 371
359 37.4 371 36.0
360 37.6 35.8 36.5
MEAN 36.5 35:9 36.1
sD 0.77 0.68 0.66
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
37 35.9 36.8 35.2
372 35.6 34.5 34.8
33 37.0 36.6 35.8
374 35.0 35.4 34.2
375 35.6 34.9 35.9
376 34.7 35.0 35.0
377 35.0 34.2 33.8
378 36.0 36.8 35.8
379 35.2 34.6 34.9
380 35.4 34.4 33.8
MEAN 35.5 35.3 34.9
SD 0.66 1.03 0.79
N 10 10 10

LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY r
STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Reticulocyte Count
STUDY 1D: 107 SEX: FEMALE
ABBR: RETICS UNITS: %RBCs
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
311 0.1 0.2 0.6
312 0.1 0.2 0.6
313 0.7 0.2 0.9
314 0.1 0.4 0.4
315 0.2 0.4 153
316 0.8 0.2 1.0
317 0.4 0.5 0.9
318 0.0 0.1 0.6
319 0.5 0.8 0.4
320 0.5 0.3 0.4
MEAN 0.3 0.3 0.7
sD 0.2 0.21 0.30
N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 0.2 0.1 15
332 0.9 0.3 0.3
333 0.1 0.2 0.6
334 0.5 0.2 0.4
335 0.1 0.3 0.3
336 0.3 0.0 0.6
337 0.1 0.6 0.7
338 0.2 0.7 1.0
339 1.0 0.8 1.0
340 0.5 0.2 0.5
MEAN 0.4 0.3 0.7
SO 0.33 0.2 0.38
N 10 10 10
7-57
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
------------------------ INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Reticulocyte Count

STUDY 1D: 107 SEX: FEMALE
ABBR: RETICS UNITS: %RBCs

GROUP: 3-F:1.5 mg base/kg/day

351 0.8 2.4 0.6
352 2.7 2.4 1.0
353 0.8 0.9 1.1
354 2.6 0.9 1.2
355 0.7 1.1 0.8
356 0.4 0.7 0.9
357 Nt 1.1 0.2
358 0.8 2.5 0.6
359 0.6 0.7 0.3
360 0.9 0.2 0.6
MEAN 1A 13 0.7
. SD 0.82 0.8 0.33
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
k¥l 4.3 5.4 2.7
372 2.2 355 3.6
373 1.9 2.6 2.8
374 3.6 1.9 351
375 2.6 37 2.4
376 1.2 3.3 4.1
377 1.9 3.7 4.5
378 2.0 3.0 4.4
379 2.2 6.3 4.3
380 3.2 2.6 3.0
MEAN 2.5 3.6 3.5
SD 0.93 1.33 0.79
N 10 10 10
7-58




THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS
""""" INDIVIDUAL ANIMAL REPORT BY GROUP S
TEST: Nucleated Red Cells

' STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: NRBC UNITS: COUNT
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

3N 0 0 0
312 0 0 0
313 0 0 0
314 0 0 0
315 0 0 0
' 316 0 0 0
317 0 0 0
318 0 0 0
319 0 0 0
' 320 0 0 0
MEAN 0 0 0
SD 0.0 0.0 0.0
' N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
' 331 0 0 0
332 0 0 0
333 0 0 0
334 0 0 0
l 335 0 0 0
336 0 0 0
337 0 0 0
338 0 0 0
' 339 0 0 0
340 0 0 0
MEAN 0 0 0
SD 0.0 0.0 0.0
N 10 10 10
WBC corrected for NRBC = or > 10
' LABCAT HE4 .26
l 7-59
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

---------------------- INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Nucleated Red Cells

STUDY ID: 107 SEX: FEMALE

STUDY NO: 107

ABBR: NRBC UNITS: COUNT
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 0 0 0
352 0 0 0
353 0 0 0
354 0 0 0
355 0 0 0
356 0 0 0
357 0 0 0
358 0 0 0
359 0 0 0
360 0 0 0
MEAN 0 0 0
SD 0.0 0.0 0.0
N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 0 0 0
372 0 0 0
373 0 0 0
374 0 0 0
375 0 0 0
376 0 0 0
377 0 0 0
378 0 0 0
379 0 0 0
380 0 0 0
MEAN 0 0 0
SD 0.0 0.0 0.0
N 10 10 10
WBC corrected for NRBC = or > 10
LABCAT HE4.26
7-60




STUDY 1D: 107
STUOY NO: 107
ABBR: HB

THIRTEEN WEEK ORAL TOXICITY

STUDY OF WR242511 IN RATS

INDIVIDUAL ANIMAL REPORT BY GROUP

TEST: Heinz Bodies

SEX: FEMALE

UNITS: %

GROUP: 1-F:0 mg base/kg/day

OO0OO0OO0O0O0O0O0OO0O0O
oy | (B e LT I R
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0.28
10

LABCAT HE4.26

3N 0.0 0.0
312 0.0 0.0
313 0.0 0.0
314 0.0 0.0
315 0.0 0.0
316 0.0 0.0
317 0.0 0.0
318 .0 c.0
319 0.0 0.1
320 0.0 0.0
MEAN 0.0 0.0
SD 0.00 0.03
N 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 0.0 0.0
332 0.0 0.0
333 0.0 0.0
334 0.0 0.0
335 0.0 0.0
336 0.0 0.0
337 0.0 0.0
338 0.0 0.0
339 0.0 0.0
340 0.0 0.0
MEAN 0.0 0.0
SD 0.00 0.00
N 10 10
7-61




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
----------------------- INDIVIDUAL ANIMAL REPORT BY GROUP o
TEST: Heinz Bodies

STUDY ID: 107 SEX: FEMALE

STUDY NO: 107

ABBR: HB UNITS: %
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 3-F:1.5 mg base/kg/day

351 0.1 0.4 0.1
352 0.0 0.2 0.5
353 0.3 0.2 0.0
354 0.1 0.8 0.2
355 0.0 0.3 0.2
356 0.0 0.0 0.0
357 0.1 0.0 0.0
358 0.3 D.3 D.D
359 0.1 0.1 0.1
360 0.3 0.0 0.2
MEAN 0.1 0.2 0.1
SD 0.13 0.25 0.16
N 10 10 10
GROUP: &4-F:4.5 mg base/kg/day
371 0.7 0.7 0.5
372 1.4 1.2 0.6
373 0.4 15 125
374 0.6 0.2 1.3
375 1.9 2:2 0.6
376 0.6 2.0 243
377 0.0 0.9 0.5
378 1.5 0.6 133
379 0.5 1.2 1.3
380 2.3 1.5 2.3
MEAN 1.0 1.2 1.2
SD 0.74 0.63 0.69
N 10 10 10
LABCAT HE4.26
7-62



THIRTEEN WEEK ORAL TOXICITY
I STUDY OF WR242511 IN RATS
INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: % Methemoglobin

' STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: %METHGB UNITS: %
' ANIMAL 1D WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

311 123 0.6 0.6
I 312 0.8 0.7 0.8
313 0.7 0.8 1.0
314 0.9 1.0 0.5
315 0.7 1.0 1.0
I 316 0.7 0.7 0.8
317 0.6 0.6 0.8
318 0.7 1:0 0.6
319 1.1 1.6 0.5
' 320 0.6 0.8 0.8
MEAN 0.8 0.9 0.7
SD 0.23 0.30 0.18
' N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 1.5 1.4 1.7
332 1.7 1.3 1.2
333 1.9 145 1.2
334 1.6 1.5 1.6
335 1.9 2.2 1557 4
336 1.7 1.5 1.6
337 TS 1.2 1.6
338 1.0 4.5 1.3
339 2.3 119 2.1
340 158 12 1.3
MEAN 1.7 1.8 1.5
SD 0.36 1.01 0.28
N 10 10 10
l LABCAT HE&4.26
l 7-63




THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS
....................... INDIVIDUAL ANTMAL REPORT BY GROUP
TEST: % Methemoglobin

' STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: %METHGB UNITS: %

l ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 5.2 8.5 8.0

l 352 4.3 6.4 6.3
353 3.9 4.9 i,
354 3.9 5155 T
355 2.7 6.3 5.9

l' 356 5.0 5.8 13
357 4.1 4.3 6.5
358 S5 6.3 7.1
359 3.4 5.4 5.6

' 360 35 4.6 5.4
MEAN 4.2 5.8 6.5
' sD 0.91 1.20 0.91

' N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 11.4 16.5 16.8
372 14.0 16.7 15.4
373 11.9 13.4 12.9
374 10.3 13.8 8.2
375 135 13.9 15.8
376 11.9 10.5 13.4
377 6.5 11.1 1.5
378 12.7 15.8 16.3
379 12.7 16.4 14.8
380 10.6 11.3 12.0
MEAN 11.6 13.9 13.7
sD 2.13 2.38 2.66

' N 10 10 10

|
1
l LABCAT HE4.26
l 7-64




THIRTEEN WEEK ORAL TOXICITY
l STUDY OF WR242511 IN RATS
------------------------------ iNDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Platelets

l STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: PLT UNITS: 10%3/ccm
l ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 1-F:0 mg base/kg/day
311 1387 1250 1251
l 312 1271 1192 1242
313 1383 1280 1229
314 1300 1172 1148
315 1279 173 1140
l 316 1264 1064 1024
ST 1202 1244 1124
318 118D 118D 1112
319 1329 1228 1213
l 320 993 948 1089
MEAN 1259 173 1157
SD 115.1 99.1 74.7
l N 10 10 10
GROUP: 2-F:0.5 mg base/kg/day
331 858 816 789
332 1157 1069 1106
333 1033 961 1059
334 1117 891 1177
335 1093 1057 911
336 939 968 884
337 1182 1213 800
338 1189 1048 1133
339 986 1072 930
340 1210 177 1248
MEAN 1076 1027 1004
sD 118.7 121.6 161.9
N 10 10 10

l LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
"""""""""""""""" INDIVIDUAL ANTMAL REPORT BY GROUP o
TEST: Platelets

STUDY ID: 107 SEX: FEMALE
STUDY NO: 107
ABBR: PLT UNITS: 10"3/cem
ANIMAL ID WEEK 5 WEEK @ WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 968 1151 866
352 1352 1223 1129
353 1090 1000 927
354 1263 1238 1073
355 999 1035 915
356 876 1120 990
357 1043 887 991
358 1025 909 930
359 1155 1161 946
360 1036 945 877
MEAN 1081 1067 964
SD 141.5 129.1 83.6
N 10 10 10

GROUP: 4-F:4.5 mg base/kg/day

3n 983 911 892
372 1105 916 1007
373 978 992 966
374 1123 918 1024
375 1103 1121 986
376 843 944 1000
377 117 1060 1033
378 972 1086 1037
379 990 934 806
380 1223 1084 1076
MEAN 1044 997 983

SD 109.2 82.9 79.2

N 10 10 10

LABCAT HE4.26
7-66




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
"""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP S
TEST: Leukocytes

STUDY 1D: 107 SEX: FEMALE

STUDY NO: 107

ABBR: WBC UNITS: 10%3/ccm
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

GROUP: 1-F:0 mg base/kg/day

3N 14.7 10.9 10.8
312 14.0 1.1 77
313 12.1 10.0 10.5
314 12.6 19.1 6.3
315 115515 11.0 10.9
316 12.8 8.8 8.5
317 16.5 19.6 12.8
318 19.1 17.5 153
319 16.6 13.6 1.2
320 14.3 9.8 12.8
MEAN 14.8 13.1 10.7

SD 2.16 4.08 2.66

N 10 10 10

GROUP: 2-F:0.5 mg base/kg/day

331 14.5 10.4 9.8
332 14.6 8.6 Tied
333 15.9 137 13.6
334 23.5 22.4 19.8
335 14.3 11.6 9.0
336 1.2 10.4 5.9
337 6.5 7.9 7.9
338 12.3 1.7 9.4
339 9.8 8.1 10.3
340 20.2 13.1 10.7
MEAN 14.3 11.8 10.4

SD 4.9 4.23 3.92

N 10 10 10

WBC corrected for NRBC = or > 10

LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
' STUDY OF WR242511 IN RATS
"""""""""""""""" INDIVIDUAL ANIMAL REPORT BY GROUP
TEST: Leukocytes

' STUDY 1D: 107 SEX: FEMALE
STUDY NO: 107
ABBR: WBC UNITS: 10%3/ccm
I ANIMAL ID WEEK 5 WEEK 9 WEEK 13
GROUP: 3-F:1.5 mg base/kg/day
351 18.2 13.6 15.3
' 352 21.0 17.8 18.1
353 19.4 13.4 14.8
354 21.9 20.0 22.0
355 19.0 15.5 14.9
l 356 22.0 18.4 19.1
357 12.3 12.5 10.0
358 18.2 10.5 13.5
359 10.2 9.9 4.0
' 360 17.0 13.4 12.1
MEAN 17.9 14.5 14.4
“sp 3.91 3.36 5.04
'I N 10 10 10
GROUP: 4-F:4.5 mg base/kg/day
371 28.5 19.5 22.0
. 372 25.9 26.0 20.7
373 32.8 31.7 27.8
374 22.2 17.9 17.6
375 27.7 31.5 25.1
376 34.1 24.5 35.2
377 30.4 31.9 33.8
378 22.0 19.4 14.2
379 27.7 20.9 18.1
380 23.4 20.4 18.0
MEAN 27.5 246.4 23.3
SD 4.20 5.60 7.10
' N 10 10 10
WBC corrected for NRBC = or > 10
l LABCAT HE4.26
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 1-F : 0 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
3N Nucleated Red Cells 0 0 0
M. Neutrophils 14 2.1 8 0.9 9 1.0
I. Neutrophils 2 0.3 1 0.1 0 0.0
Lymphocytes 80 11.8 89 9.7 85 9.2
Monocytes 2 0.3 2 0.2 () 0.6
Eosinophils 2 0.3 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 14.7 10.9 10.8
312 Nucleated Red Cells 0 0 0
M. Neutrophils 14 2.0 13 1.4 18 1.4
I. Neutrophils 0 0.0 0 0.0 0 0.0
Lymphocytes 7 10.8 85 9.4 79 6.1
Monocytes 5 0.7 0 0.0 0 0.0
Eosinophils 4 0.6 2 0.2 3 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 14.0 11.1 il
313 Nucleated Red Cells 0 0 0
M. Neutrophils 16 1.9 26 2.6 28 2.9
I. Neutrophils 2 0.2 5) 0.5 2 0.2
Lymphocytes 76 9.2 60 6.0 64 6.7
Monocytes ) 0.6 6 0.6 5 0.5
Eosinophils 1 0.1 3 0.3 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.1 10.0 10.5
314 Nucleated Red Cells 0 0 0
M. Neutrophils 15 1.9 49 9.4 13 0.8
I. Neutrophils 1 0.1 1 0.2 4 0.3
Lymphocytes 79 10.0 43 8.2 78 4.9
Monocytes 3 0.4 4 0.8 4 0.3
Eosinophils 2 0.3 2 0.4 1 0.1
Basophils 0 0.0 1 0.2 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.6 19.1 6.3
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THIRTEEN WEEK ORAL TOXICITY

uﬁ LJF :U
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 1-F : 0 mg base/kg/day SEX: FEMALE
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
315 Nucleated Red Celts 0 0 0
M. Neutrophils 9 1.4 13 1.4 15 1.6
I. Neutrophils 1 0.2 0 0.0 1 0.1
Lymphocytes 86 13.3 87 9.6 81 8.8
Monocytes 4 0.6 0 0.0 1 0.1
Eosinophils 0 0.0 0 0.0 2 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
W8C 15.5 11.0 10.9
316 Nucteated Red Cells 0 0 0
M. Neutrophils 14 1.8 15 1.3 20 1.7
I. Neutrophils 1 0.1 0 0.0 2 0.2
Lymphocytes 81 10.4 78 6.9 77 6.5
Monocytes 3 0.4 4 0.4 0 0.0
Eosinophils 1 0.1 3 0.3 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.8 8.8 8.5
317 Nucleated Red Cells 0 0 0
M. Neutrophils 7 1.2 21 4.1 9 1.2
I. Neutrophils 0 0.0 0 0.0 1 0.1
Lymphocytes 92 15.2 77 15.1 87 11.1
Monocytes 1 0.2 2 0.4 0 0.0
Eosinophils 0 0.0 0 0.0 3 0.4
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 16.5 19.6 12.8
318 Nucteated Red Cells 0 0 0
M. Neutrophits 12 2.3 12 2.1 1 1.7
I. Neutrophils 0 0.0 0 0.0 1 0.2
Lymphocytes 86 16.4 88 15.4 84 12.9
Monocytes 2 0.4 0 0.0 3 0.5
Eosinophils 0 0.0 0 0.0 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 19.1 17%.5 15.3
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 1-F : 0 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
319 Nucleated Red Cells 0 0 0
M. Neutrophils 7 1.2 17 2.3 12 1.3
I. Neutrophils 0 0.0 0 0.0 0 0.0
Lymphocytes 91 15.1 79 10.7 88 9.9
Monocytes 2 0.3 3 0.4 0 0.0
Eosinophils 0 0.0 1 0.1 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 16.6 13.6 11.2
320 Nucleated Red Cells 0 0 0
M. Neutrophils 2 0.3 12 1.2 23 249
I. Neutrophils 2 0.3 0 0.0 3 0.4
Lymphocytes 92 13.2 87 8.5 67 8.6
Monocytes 4 0.6 1 0.1 6 0.8
Eosinophils 0 0.0 0 0.0 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WwBC 14.3 9.8 12.8




THIRTEEN WEEK ORAL TOXICITY

STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 2-F : 0.5 mg base/kg/day SEX: FEMALE
ANIMAL 1D WEEK 5 WEEK ¢ WEEK 13
REL ABS REL ABS REL ABS
33 Nucleated Red Cells 0 0 0
M. Neutrophils 81 1.7 i 0.7 9 0.9
I. Neutrophils 0 0.0 0 0.0 2 0.2
Lymphocytes 1" 1.6 89 9.3 87 8.5
Monocytes 5 0.7 2 0.2 1 0.1
Eosinophils 3 0.4 2 0.2 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
wBC 14.5 10.4 9.8
332 Nucleated Red Cells 0 0 0
M. Neutrophils 12 1.8 21 1.8 15 551
I. Neutrophils 2 0.3 1 0.1 3 0.2
Lymphocytes 78 1.4 77 6.6 78 547
Monocytes 5 0.7 0 0.0 2 0.1
Eosinophils 3 0.4 1 0.1 2 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 14.6 8.6 7::3
333 Nucleated Red Cells 0 0 0
M. Neutrophils 23 BT 18 2.5 14 1.9
1. Neutrophils 2 0.3 0 0.0 1 0.1
Lymphocytes 7 11.3 79 10.8 80 10.9
Monocytes 4 0.6 1 0.1 4 0.5
Eosinophils 0 0.0 2 0.3 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 15.9 13.7 13.6
334 Nucleated Red Cells 0 0 0
M. Neutrophils 12 2.8 18 4.0 28 55
1. Neutrophils 2 0.5 1 0.2 2 0.4
Lymphocytes 80 18.8 7 17.2 65 12.9
Monocytes 5 1.2 4 0.9 3 0.6
Eosinophils 0 0.0 0 0.0 2 0.4
Basophils 1 0.2 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
W8C 23.5 22.4 19.8
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 2-F : 0.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13

REL ABS REL ABS REL ABS

335 Nucleated Red Cells 0 0 0
M. Neutrophils 1 1.6 1" 1.3 7 0.6
1. Neutrophils 1 0.1 1 0.1 1 0.1
Lymphocytes 85 12.2 88 10.2 83 7.45
Monocytes 1 0.1 0 0.0 9 0.8
Eosinophils 2 0.3 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 14.3 11.6 9.0

336 Nucleated Red Cells 0 0 0
M. Neutrophils rA 2.7 25 2.6 18 1.1
1. Neutrophils 0 0.0 5 0.5 0 0.0
Lymphocytes 72 8.1 68 725 74 4.4
Monocytes 3 0.3 0 0.0 3 0.2
Eosinophils 1 0.1 2 0.2 5 0.3
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 11.2 10.4 5.9

337 Nuc leated Red Cells 0 0 0
M. Neutrophils 18 1.2 12 0.9 20 1.6
1. Neutrophils 0 0.0 1 0.1 1 0.1
Lymphocytes 76 4.9 84 6.6 76 6.0
Monocytes 4 0.3 3 0.2 0 0.0
Eosinophils 2 0.1 0 0.0 3 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 6.5 7.9 7.9

338 Nucleated Red Cells 0 0 0
M. Neutrophils 12 1.5 14 1.6 14 1.3
1. Neutrophils 2 0.2 0 0.0 5 0.5
Lymphocytes 81 10.0 83 9.7 72 6.8
Monocytes 4 0.5 3 0.4 3 0.3
Eosinophils 1 0.1 0 0.0 6 0.6
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.3 1.7 9.4

7-73



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY 1D: 107

STUDY NO: 107 GROUP: 2-F : 0.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
339 Nucleated Red Cells 0 0 0
M. Neutrophils 31 3.0 14 s 8 0.8
1. Neutrophils 0 0.0 2 0.2 2 0.2
Lymphocytes 69 6.8 83 6.7 81 8.3
Monocytes 0 0.0 0 0.0 7 0.7
Eosinophils 0 0.0 1 0.1 2 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 9.8 8.1 10.3
340 Nucleated Red Cells 0 0 0
M. Neutrophils 14 2.8 25 3.3 9 1.0
1. Neutrophils 2 0.4 3 0.4 4 0.4
Lymphocytes 77 15.6 69 9.0 83 8.9
Monocytes ) 1.2 2 0.3 4 0.4
Eosinophils 1 0.2 1 0.1 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 20.2 13.1 10.7




THIRTEEN WEEK ORAL TOXICITY @ B @l [,E F

STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 3-F : 1.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
351 Nucleated Red Cells 0 0 0
M. Neutrophils 13 2.4 9 1.2 14 2.1
I. Neutrophils 0 0.0 0 0.0 1 0.2
Lymphocytes 83 15.1 86 1.7 79 12.1
Monocytes 4 0.7 4 0.5 6 0.9
Eosinophils 0 0.0 1 0.1 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 18.2 13.6 15.3
352 Nucleated Red Cells 0 0 0
M. Neutrophils 1" 2.3 14 2.5 20 3.6
I. Neutrophils 1 0.2 0 0.0 6 1.1
Lymphocyteés 82 17.2 82 14.6 7 12.9
Monocytes 4 0.8 4 0.7 0 0.0
Eosinophils 2 0.4 0 0.0 3 0.5
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 ] 0.0 0 0.0
WBC 21.0 N7&8 18.1
353 Nucleated Red Cells 0 0 0
M. Neutrophils 17 3.3 17 2.3 18 2.7
I. Neutrophils 0 0.0 0 0.0 2 0.3
Lymphocytes 80 15.5 80 10.7 78 1.5
Monocytes 3 0.6 3 0.4 1 0.1
Eosinophils 0 0.0 0 0.0 1 0.1
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 19.4 13.4 14.8
354 Nucleated Red Cells 0 0 0
M. Neutrophils 17 3.7 9 1.8 14 3.1
I. Neutrophils 1 0.2 3 0.6 1 0.2
Lymphocytes 80 17.5 80 16.0 76 16.7
Monocytes 2 0.4 7 1.4 8 1.8
Eosinophils 0 0.0 1 0.2 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 21.9 20.0 22.0
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 3-F : 1.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK S WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
355 Nucleated Red Cells 0 0 0
M. Neutrophils 19 3.6 13 2.0 15 2.2
1. Neutrophils 0 0.0 2 0.3 6 0.9
Lymphocytes 75 14.3 82 12.7 7 11.8
Monocytes 6 1.1 2 0.3 0 0.0
Eosinophils 0 0.0 1 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 19.0 15.5 14.9
356 Nucleated Red Cells 0 0 0
M. Neutrophils 14 3.1 16 2.9 21 4.0
I. Neutrophils 0 0.0 0 0.0 3 0.6
Lymphocytes 85 18.7 81 14.9 74 14.1
Monocytes 1 0.2 2 0.4 1 0.2
Eosinophils 0 0.0 1 0.2 1 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.0 18.4 19.1
357 Nucleated Red Cells 0 0 0
M. Neutrophils 19 2.3 18 2.3 17 1.7
1. Neutrophils 0 0.0 3 0.4 0 0.0
Lymphocytes 79 9.7 74 9.3 78 7.8
Monocytes 2 0.2 2 0.3 3 0.3
Eosinophils 0 0.0 3 0.4 2 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 12.3 12.5 10.0
358 Nucleated Red Cells 0 0 0
M. Neutrophils 14 2.5 20 2.1 8 1.1
1. Neutrophils 0 0.0 2 0.2 5 0.7
Lymphocytes 85 15°.5 73 774 83 11.2
Monocytes 1 0.2 2 0.2 4 0.5
Eosinophils 0 0.0 3 0.3 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 18.2 10.5 13.5
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY 1D: 107

STUDY NO: 107 GROUP: 3-F : 1.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
359 Nucleated Red Cells 0 0 0
M. Neutrophils 28 2.9 15 1.5 25 1.0
1. Neutrophils 2 0.2 2 0.2 1 0.0
Lymphocytes 65 6.6 80 7.9 72 2.9
Monocytes 3 0.3 2 0.2 1 0.0
Eosinophils 2 0.2 1 0.1 1 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 10.2 9.9 4.0
360 Nucleated Red Cells 0 0 0
M. Neutrophils 15 2.6 14 1.9 26 3
1. Neutrophils 2 0.3 2 0.3 5 0.6
Lymphocyteés 78 13.3 82 11.0 66 8.0
Monocytes 4 0.7 0 0.0 1 055
Eosinophils 1 0.2 2 0.3 2 0.2
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 17.0 13.4 12.1
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THIRTEEN WEEK ORAL TOXICITY [% & F lU,

STUDY OF WR242511 IN RATS

STUDY 1D: 107

STUDY NO: 107 GROUP: 4-F : 4.5 mg base/kg/day SEX: FEMALE
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
37 Nucleated Red Cells 0 0 0
M. Neutrophils 8 2.3 8 1.6 18 4.0
I. Neutrophils 1 0.3 0 0.0 4 0.9
Lymphocytes 89 25.4 89 17.4 76 16.7
Monocytes 1 0.3 3 0.6 2 0.4
Eosinophils 1 0.3 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 28.5 19.5 22.0
372 Nucleated Red Cells 0 0 0
M. Neutrophils 8 2.1 13 3.4 13 il
1. Neutrophils 0 0.0 2 0.5 1 0.2
Lymphocytes 85 22.0 81 211 77 15.9
Monocytes ) 1.6 2 0.5 8 1.7
Eosinophils 1 0.3 2 0.5 1 0.2
8asophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 25.9 26.0 20.7
373 Nucleated Red Cells 0 0 0
M. Neutrophils 9 3.0 10 32 12 3N3
1. Neutrophils 0 0.0 3 1.0 5 1.4
Lymphocytes 89 29.2 80 25.4 81 22.5
Monocytes 2 0.7 4 1.3 2 0.6
Eosinophils 0 0.0 3 1.0 0 0.0
8asophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 32.8 S5l 27.8
374 Nucleated Red Cells 0 0 0
M. Neutrophils 16 3.6 10 1.8 19 3.3
1. Neutrophils 0 0.0 1 0.2 1 0.2
Lymphocytes 78 17.3 84 15.0 74 13.0
Monocytes 4 0.9 5 0.9 6 1.1
Eosinophils 2 0.4 0 0.0 0 0.0
B8asophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.2 17.9 17.6




THIRTEEN WEEK ORAL TOXICITY

L
STUDY OF WR242511 IN RATS

STUDY 10: 107

STUDY NO: 107 GROUP: 4-F : 4.5 mg base/kg/day SEX: FEMALE
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
375 Nucleated Red Cells 0 0 0
M. Neutrophils 18 5%0) 14 4.4 12 3.0
1. Neutrophils 4 1.1 2 0.6 0 0.0
Lymphocytes 74 20.5 80 25.2 82 20.6
Monocytes 4 1.1 4 123 ) 1.5
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 277 31.5 25.1
376 Nucleated Red Cells 0 0 0
M. Neutrophils 12 4.1 17 4.2 13 4.6
I. Neutrophils 3 1.0 2 0.5 5 1.8
Lymphocytes 77 26.3 79 19.4 81 28.5
Monocytes [ 2.0 2 0.5 1 0.4
Eosinophils 2 0.7 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 34.1 24.5 35.2
377 Nucleated Red Cells 0 0 0
M. Neutrophils 7 2.1 17 5.4 10 3.4
I. Neutrophils 7 2.1 0 0.0 5 157
Lymphocytes 79 24.0 79 25.2 79 26.7
Monocytes 5 1.5 3 1.0 5 1772
Eosinophils 2 0.6 1 0.3 1 0.3
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 30.4 31.9 33.8
378 Nucleated Red Cells 0 0 0
M. Neutrophils 23 551 13 2.5 22 3.4
1. Neutrophils 1 0.2 1 0.2 4 0.6
Lymphocytes T4 16.3 84 16.3 65 9.2
Monocytes 2 0.4 2 0.4 9 1.3
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 22.0 19.4 14.2
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107

STUDY NO: 107 GROUP: 4-F : 4.5 mg base/kg/day SEX: FEMALE
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
REL ABS REL ABS REL ABS
379 Nucleated Red Cells 0 0 0
M. Neutrophils 10 2.8 15 3.1 10 1.8
I. Neutrophils 5) 1.4 1 0.2 4 0.7
Lymphocytes 81 22.4 81 16.9 85 15.4
Monocytes 4 1 3 0.6 1 0.2
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
wBC 27.7 20.9 18.1
380 Nucleated Red Cells 0 0 0
M. Neutrophils 23 5.4 15 3k 28 5.0
1. Neutrophils 1 0.2 0 0.0 2 0.4
Lymphocytes 66 15.4 83 16.9 69 12.4
Monocytes 10 2.3 2 0.4 1 0.2
Eosinophils 0 0.0 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0
WBC 23.4 20.4 18.0
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THIRTEEN WEEK ORAL TOXICITY
I STUDY OF WR242511 IN RATS

STUDY ID: 107 SEX: FEMALE
GROUP: 1-F : O mg base/kg/day
ANIMAL ID WEEK 5 WEEK 9 WEEK 13
31 Poikilocytes,Slight; Normal Red Blood Polychromasia,Slight
Anisocytosis,Slight Cells Poikilocytes,Mod. to
Marked
I 312 == Polychromasia,Slight Poikilocytes,
Poikilocytes, Moderate
Moderate
' 313 Polychromasia, Poikilocytes, Polychromasia,Slight
Moderate; Moderate; Target Poikilocytes,Mod. to
Anisocytosis,Slight Cells,Mod. to Marked Marked
l 314 Poikilocytes ,Mod. to Polychromasia,Slight Poikilocytes,Slight
Marked Poikilocytes,Slight
315 Polyc}trmasia,Slight Normal Red Blood Normal Red Blood
Poikilocytes,Mod. to Cells Cells
Marked
316 Poikilocytes, Poikilocytes, Poikilocytes,Slight
Moderate; Moderate g
Anisocytosis,Slight
317 Poikilocytes,Mod. to Poikilocytes, Polychromasia,Slight
l Marked Moderate Macrocytes,Slight
318 Polychromasia,Slight Normal Red Blood Normal Red Blood
Macrocytes,Slight Cells Cells
l 319 Polychromasia,Slight Normal Red Blood Polychromasia,
Poikilocytes,Mod. to Cells Moderate;
Marked;Anisocytosis, Poikilocytes,Mod. to
. slight Marked
320 Poikilocytes,Slight; Normal Red Blood Normal Red Blood
Anisocytosis,Slight Cells Cells
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332

333

334

335

336

337

338

339

THIRTEEN WEEK ORAIL TOXICITY
STUDY OF WR242511 IN RATS

Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,Mod.
to Marked;
Anisocytosis,Slight

Poikilocytes, Mod. to
Marked;Anisocytosis,
Slight

Polychromasia,Slight
Poikilocytes,
Moderate;Macrocytes,
Slight

Poikilocytes,Mod. to
Marked

Polychromasia,Slight
Poikilocytes,Mod. to
Marked

Polychromasia,Slight
Poikilocytes,Slight

Polychromasia,Slight
Poikilocytes,Slight;
Macrocytes,Slight

Polychromasia,Slight
Poikilocytes,
Moderate

Poikilocytes,Mod. to
Marked

Anisocytosis,Slight;
Poikilocytes,Slight

Anisocytosis,Slight;
Polychromasia,Slight

Poikilocytes,Mod. to
Marked

Normal Red Blood
Cells

Poikilocytes,Slight

Anisocytosis,Slight;
Polychromasia,Slight

Polychromasia,
Moderate;
Poikilocytes,
Moderate

Poikilocytes,Mod. to

Marked;Target Cells,
Slight

7-82

Polychromasia,Slight
Poikilocytes,Mod. to
Marked

Polychromasia,Slight
Poikilocytes,
Moderate

Normal Red Blood
Cells

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Macrocytes,
Slight

Polychromasia,Slight
Poikilocytes,
Moderate;
Anisocytosis,Slight

Poikilocytes,Slight

Poikilocytes,Mod. to
Marked

Poikilocytes,
Moderate;
Anisocytosis,Slight

Polychromasia,
Moderate;
Poikilocytes,
Moderate;
Anisocytosis,
Moderate



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY 1ID: 107 SEX: FEMALE
GROUP: 2-F : 0.5 mg base/kg/day
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
340 Poikilocytes,Mod. to Anisocytosis, Normal Red Blood
Marked Moderate Cells
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352

353

354

355

356

357

358

(--)-Data Unavailable

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

Polychromasia,Slight
Poikilocytes,
Moderate

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Macrocytes,
Slight

Polychromasia,Slight
Anisocytosis,Slight

polychromasia,Mod.
to Marked;
Poikilocytes,Slight;
Target Cells,Slight;
Macrocytes,Slight

Polychromasia,
Moderate;
Poikilocytes,Mod. to
Marked;Macrocytes,
Moderate

Poikilocytes,Marked

pPolychromasia,Slight
Poikilocytes,Slight

Poikilocytes, Marked;
Anisocytosis,Slight

Anisocytosis,
Moderate;
Polychromasia,
Moderate;
Poikilocytes,Slight

Anisocytosis,Slight;
Polychromasia,Mod.
to Marked;
Poikilocytes,Slight

Polychromasia,Slight
Macrocytes,Slight

Anisocytosis,
Moderate

Polychromasia,Slight
Poikilocytes,
Moderate

Normal Red Blood
Cells

Anisocytosis,Slight;
Polychromasia,Slight

Anisocytosis,Mod. to
Marked;Polychromasia
Mod. to Marked;
Poikilocytes,
Moderate
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Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,
Moderate;
Poikilocytes,Mod. to
Marked

Polychromasia,Slight
Poikilocytes,
Moderate;
Anisocytosis,Slight

Polychromasia,Slight
Poikilocytes,Slight

Poikilocytes,
Moderate

Normal Red Blood
Cells

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Macrocytes,
Slight

Polychromasia,Slight
Poikilocytes,Marked




THIRTEEN WEEK ORAL TOXICITY

' STUDY OF WR242511 IN RATS
MORPHOLOGY OBSERVATIONS
STUDY ID: 107 SEX: FEMALE
GROUP: 3-F : 1.5 mg base/kg/day
ANIMAL ID WEEK S5 WEEK 9 WEEK 13
l 359 =i Polychromasia,Slight Normal Red Blood
g Poikilocytes,Mod. to Cells
Marked

‘ l 360 Anisocytosis,Slight; Poikilocytes, Polychromasia,

S Polychromasia,Slight Moderate Moderate
[
| '
l l

' 7-85
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372

373

374

375

376

377

378

THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

GROUP: &4-F

Polychromasia,
Moderate;
Poikilocytes,Slight;
Macrocytes,Moderate

Poikilocytes,Slight;
Anisocytosis,
Moderate

Polychromasia,
Moderate;
Poikilocytes,Slight;
Target Cells,Slight;
Anisocytosis,Slight

Polychromasia,
Moderate;Macrocytes,
Slight

Polychromasia,Slight
Poikilocytes,
Moderate;Macrocytes,
Slight

Poikilocytes,Marked;
Anisocytosis,Slight

Polychromasia,
Moderate;
Poikilocytes,
Moderate;Macrocytes,
Moderate

Polychromasia,Slight
Macrocytes,Slight

: 4.5 mg base/kg/day

Anisocytosis,
Moderate;
Polychromasia,Mod.
to Marked

Anisocytosis,Slight;
Polychromasia,Slight

Polychromasia,Mod.
to Marked;
Poikilocytes,Slight;
Macrocytes,Mod. to
Marked

Anisocytosis,
Moderate;
Polychromasia,
Moderate

Polychromasia,Mod.
to Marked;Macrocytes
Mod. to Marked;
Poikilocytes,Slight

Anisocytosis,
Moderate;
Polychromasia, SLight

Polychromasia,Mod.
to Marked;Macrocytes
Mod. to Marked

Anisocytosis,Mod. to
Marked;Polychromasia
Mod. to Marked;
Poikilocytes,
Moderate
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Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,
Moderate;
Poikilocytes,Slight

Polychromasia,
Moderate;Target
Cells,Slight

Polychromasia,Mod.
to Marked;
Poikilocytes,Slight

Polychromasia,Mod.
to Marked;
Poikilocytes,Slight;
Anisocytosis,Mod. to
Marked

Polychromasia,Slight
Macrocytes,Slight

Polychromasia,Mod.
to Marked

Polychromasia,Slight
Poikilocytes,
Moderate



THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY ID: 107 SEX: FEMALE
GROUP: 4-F : 4.5 mg base/kg/day
ANIMAL 1D WEEK 5 WEEK 9 WEEK 13
379 Polychromasia,Slight Polychromasia,Mod. Polychromasia,
Poikilocytes,Mod. to to Marked;Macrocytes Moderate;
Marked;Macrocytes, Mod. to Marked Poikilocytes,Mod. to
slight Marked;Macrocytes,
Moderate
380 Polychromasia,Slight Polychromasia,Mod. Polychromasia,
Poikilocytes, to Marked;Macrocytes Moderate;Target
Moderate;Macrocytes, Mod. to Marked; Cells,Slight
Slight Target Cells,Slight
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APPENDIX 8
Ophthalmology Report
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2645 SOUTH HARLEM ¢ BERWYN, ILLINOIS 60402 ® (708)749-4200
372 SOUTH MILWAUKEE AVE. ® WHEELING, ILLINOIS 60090 @ (708) 215-3933

SAMUEL J. VAINISI, DVM GRETCHEN M, SCHMIDT, OVM
Oiplomate American Coilege Diplomate American College
of Veterinary Ophthaimologists ol Velerinary Ophthalmologists

March 29, 1994

OPHTHALMIC REPORT
UIC/TRL Study No. 107
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR242511 IN RATS

On October 13, 1993, (Week -1), a sufficient number of CD® rats were given ophthalmic
examinations by indirect ophthalmoscopy to result in forty males and forty females suitable for the
study. -

On January 12, 1994 (Week 13), I re-examined the remaining 71 rats. One mid dose male (No.
346) was diagnosed with unilateral generalized retinal degeneration. One low dose female (No. 336)
was diagnosed with unilateral retinal hemorrhages. Because ocular lesions were not seen in high dose
animals, these findings were considered to be spurious and not a treatment-related effect. All other rats
appeared similar (no lesions) to the previous pretest examinations done on October 13, 1993.

Sincc% /
Sumial I, nisi,D%M/. /' :

Professor of Comparative
Ophthalmology, U. of IL. at Chicago

Diplomate, American College of
Veterinary Ophthalmologists




THIRTEEN WEEK ORAL TOXICITY STUDY OF WR242511 IN RATS

Ophthalmic Examinations

UIC/TRL Study No. 107

Males
Animal Week -1 Week 13
Dose Number RE. LE. RE. LE.
301 WNL WNL WNL WNL
302 WNL WNL WNL WNL
303 WNL WNL WNL WNL
304 WNL WNL WNL WNL
305 WNL WNL WNL WNL
0 306 WNL WNL WNL WNL
307 WNL WNL WNL WNL
308 WNL WNL WNL WNL
309 WNL WNL WNL WNL
©310 WNL WNL WNL WNL
321 WNL WNL WNL WNL
322 WNL WNL WNL WNL
323 WNL WNL WNL WNL
324 WNL WNL WNL WNL
325 WNL WNL WNL WNL
0.5 326 WNL WNL WNL WNL
327 WNL WNL WNL WNL
328 WNL WNL £ *
329 WNL WNL WNL WNL
330 WNL WNL WNL WNL
341 WNL WNL WNL WNL
342 WNL WNL * 5
343 WNL WNL WNL WNL
344 WNL WNL WNL WNL
345 WNL WNL WNL WNL
L5 346 WNL WNL WNL GRD
347 WNL WNL WNL WNL
348 WNL WNL WNL WNL
349 WNL WNL WNL WNL
350 WNL WNL WNL WNL
361 WNL WNL * *
362 WNL WNL WNL WNL
363 WNL WNL o =
364 WNL WNL WNL WNL
365 WNL WNL WNL WNL
45 366 WNL WNL o *
367 WNL WNL i =
368 WNL WNL & *
369 WNL WNL il i
370 WNL WNL ’ =
Dose = mg base/kg/day
R.E. =Right Eye
LE. =LeftEye
* = Animal Previously Died
WNL = Within Normal Limits
RH = Retinal Hemorrhage

GRD = Generalized Retinal Degeneration
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR242511 IN RATS _

UIC/TRL Study No. 107

R.E. =Right Eye
L.E. = Left Eye
* = Animal Previously Died
WNL = Within Normal Limits
RH = Retinal Hemorrhage
GRD = Generalized Retinal Degeneration

= 373
Ophthalmic Examinations L :
Females TR et 4
Animal Week -1 Week 13

Dose Number RE. .LE: RE. LE.
311 WNL WNL WNL WNL
312 WNL WNL WNL WNL
313 WNL WNL WNL WNL
314 WNL WNL WNL WNL
315 WNL WNL WNL WNL
0 316 WNL WNL WNL WNL
317 WNL WNL WNL WNL
318 WNL WNL WNL WNL
319 WNL WNL WNL WNL
320 WNL WNL WNL WNL
331 WNL WNL WNL WNL
332 WNL WNL WNL WNL
333 WNL WNL WNL WNL
334 WNL WNL WNL WNL
335 WNL WNL WNL WNL
0.5 336 WNL WNL WNL RH
337 WNL WNL WNL WNL
338 WNL WNL WNL WNL
339 WNL WNL WNL WNL
340 WNL WNL WNL WNL
351 WNL WNL WNL WNL
352 WNL WNL WNL WNL
353 WNL WNL WNL WNL
354 WNL WNL WNL WNL
353 WNL WNL WNL WNL
1.5 356 WNL WNL WNL WNL
357 WNL WNL WNL WNL
358 WNL WNL WNL WNL
359 WNL WNL WNL WNL
360 WNL WNL WNL WNL
371 WNL WNL WNL WNL
372 WNL WNL WNL WNL
373 WNL WNL WNL WNL
374 WNL WNL WNL WNL
375 WNL WNL WNL WNL
45 376 WNL  WNL WNL  WNL
377 WNL WNL WNL WNL
378 WNL WNL WNL WNL
379 WNL WNL WNL WNL
380 WNL WNL WNL WNL

Dose = mg base/kg/day
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APPENDIX 9

Individual Organ Weights
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ORGAN WEIGHTS
STUDY: 107
SEX: MALE GROUP: 1-M - 0 mg base/kg/day
ALL FATES DAYS: 91-92 ALL BALANCES
ANIMAL 1D: 301 302 303 304 305 306 307 308 309
BALANCE NO.:
BODY WEIGHT (G) 596 623 580 695 574 599 625 604 702
ADRENAL GLANDS (G) 0.077 0.07 0.061 0.063 0.061 0.079 0.062 0.074 0.069
% BRAIN WEIGHT 3.49 3.13 2.57 2.72 2.36 3.61 2.72 3.22 2.80
BRAIN (G) 2.206 2.265 2.373 2.318 2.586 2.189 2.276 2.298 2.466
REART (G) 1.910 2.288 2.492 2.323 2.088 1.678 1.999 1.870 2.256
% BRAIN WEIGHT 86.58 101.02 105.01 100.22 80.74 76.66 87.83 81.38 91.48
KIDNEYS (G) 4.281 5.164 5.260 5.997 4.949 4,000 5.008 4.881 5.130
% BRAIN WEIGHT 194.06 227.99 221.66 258.7M 191.38 182.73 220.04 212.40 208.03
LIVER (G) 19.889 24,948 22,453 24.402 21.583 19.089 22.3N 20.014 24,060
% BRAIN WEIGHT i 901.59 1101.46 946.19  1052.72 834.61 872.04 982.91 870.93 975.67
SPLEEN (G) 1.059 0.991 0.984 1.001 1.013 0.877 1.121 0.983 1.264
% BRAIN WEIGHT 48.01 43.75 41.47 43.18 39.17 40.06 49.25 42.78 51.26
TESTES WITH EPIDIDYMIDES (G) 5.650 5.871 5.537 5.947 5.618 5.651 5.719 5.899 5.852
% BRAIN WEIGHT 256.12 259.21 233.33 256.56 217.25 258.15 251.27 256.70 237.31
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THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS

STUDY: 107
SEX: MALE GROUP: 1-M - 0 mg base/kg/day
ALL FATES DAYS: 91-92 ALL BALANCES

ANIMAL 1ID: 310
BALANCE NO.:
BODY WEIGHT (G) 562
ADRENAL GLANDS (G) 0.054
% BRAIN WEIGHT 2.48
BRAIN (G) 2.175
HEART (G) 1.836
% BRAIN WEIGHT 84.41
KIDKEYS (G) 4.161
X BRAIN WEIGHT 191.31
LIVER (G) 19.800
% BRAIN WEIGHT 910.34
SPLEEN (G) 0.771
% BRAIN WEIGHT 35.45
TESTES WITH EPIDIDYMIDES (G) 5.120
% BRAIN WEIGHT 235.40
9-3




THIRTEEN WEEK ORAL TOXICITY
STUDY OF WR242511 IN RATS
INDIVIDUAL ORGAN WEIGHTS
STUDY: 107
SEX: MALE GROUP: 2-M - 0.5 mg base/kg/day
ALL FATES 0AYS: 91-92 ALL BALANCES
ANIMAL ID: 321 322 323 324 325 326 327 329 330
BALANCE NO.:
BODY WEIGHT (G) 616 648 658 607 606 599 602 630 608
ADRENAL GL<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>