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Dockets Management Branch (HF A-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061
Rockville, MD 20852
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Ré: Octoﬁér 14, 2003 Comments to Docket No. 78N-0301; External Analgesic_ Drug
Products for Over-the-Counter Human Use; Reopening of the Administrative
Record and Amendment of Tentative Final Monograph

Dear Sir or Madam:

We wish to assure FDA that The Mentholatum Company does not claim any privilege for
anything in the material submitted on October 14, 2003. This information is considered
part of the public docket.

Sincerely,

Qoyee X 17jatde

Joyce L. Miller
Director, Regulatory Affairs
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716-877-2500 + 800-688-7680

Fax: 716-875-2783

FAX TRANSMITTAL

DATE: October 28, 2003

TO: Latroy Tinch FAX: 301-827-6870
Dockets Management Branch
Food and Drug Administration
301-827-6868

FROM: Joyce L. Miller TOTAL PAGES: 2
Director, Regulatory Affairs
Ext, 1572

In 'ré'sponse to your telephone contact, please see attached letter regarding The
Mentholatum Company's comments to Docket No. 78N-0301 on October 14, 2003.

CONFIDENTIALITY NOTICE
This facsimile transmission is intended solely for the parly to whom it is addressed. It may contain
information that is proprietary, privileged, or confidential. Any disclosure, copying, distribution, or use of the
contents is strictly prohibited. {f you have raceived this facsimile in error, please notify The Mentholatum
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Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 6.1
Salicylate Plasma Levels

SALICYLATE SALICYLATE
NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAR (mcg/mL:)
8 3 12/16/2002 PATCH 4.0 308 1037158 010703 3.1 3.10
5.0 309 1037159 010703 2.4 2.40
6.0 310 1037160 010703 2.1 2.10
9.0 311
9.0 311 1037161 012003 0.77 0.77
12.0 312 1037162 010703 BLQ 0.00
10 1 12/02/2002 PATCH 0.0 313 1037163 0107038 ND RL=0.5 0.00
0.5 314 1037164 0107038 0.53 0.53
1.0 31s 1037165 0107038 1.4 1.40
! 1.5 316 1037166 0107038 2.2 2.20
' 2.0 317 1037167 0107038 2.2 2.20
2.5 318 1037168 0107038 3.1 3.10
3.0 319 1037169 010703B 2.7 2.70
3.5 320 103717¢ 0107038 3.0 3.00
4.0 321 1037171 0107038 3.1 3.10
5.0 322 1037172 010703B 2.7 2.70
6.0 323 1037173 0107038 2.2 2.20
9.0 324 1037174 010703B 1.4 1.40
12.0 325 1037178 0107038 BLQ Q.00
10 2 12/09/2002 10% CREAM 0.0 326 1037176 010703B ND RL=0.5 0.00
0.5 327 1037177 0107038 0.96 0.9¢6
1.0 328 1037178 0107038 2.1 2.10
1.5 329 1037179 0107038 2.7 2.70
2.0 330 1037180 0107038 3.0 3.00
2.5 331 1037181 0107038 3.1 3.10
3.0 332 1037182 0107038 2.8 2.80
3.5 333 1037183 010703B 2.9 2.90
4.0 334 1037184 010703B 2.6 2.60
5.0 335 1037185 0107038 2.5 2.50
6.0 336 1037186 010703B 2.2 2.20
9.0 337 1037187 0107038 0.78 0.78
12.0 338 1037188 0107038 BLQ 0.00
10 3 12/16/2002 60% CREAM 0.0 339 1037189 0107038 ND RL=0.5 0.00
0.5 340 1037190 0107038 0.58 0.58



Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 6.1
Salicylate Plasma Levels

SALICYLATE SALICYLATE
NMS PLASMA LEVEL  PLASMA LEVEL
SUBJECT TREATMENT  SAMPLING  SAMPLE  CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER  NUMBER NUMBER BY LAB (meg/mL)
10 3 12/16/2002  60% CREAM 1.0 341 1037191  010703B 1.6 1.60
1.5 342 1037192  010703B 1.9 1.90
2.0 343 1037193 0107038 2.2 2.20
‘ 2.5 344 1037194 0107038 2.6 2.60
3.0 345 1037195  010703B 2.8 2.80
3.5 346 1037196  010703B 2.8 2.80
4.0 347 1037197 0107038 3.0 3.00
. 5.0 348 1037198  010703B 3.1 3.10
. 6.0 349 1037199 0107038 2.7 2.70
9.0 350 1037200 0107038 1.1 1.10
. 12.0 351 1037201  010703B BLQ 0.00
1
11 1 12/02/2002  10% CREAM 0.0 352 1037202 010903 ND RL=0.5 0.00
0.5 353 1037203 010903 0.67 0.67
1.0 354 1037204 010903 1.5 1.50
' 1.5 355 1037205 010903 2.2 2.20
2.0 356 1037206 010903 1.9 1.90
2.5 357 1037207 010903 2.3 2.30
3.0 358 1037208 010503 2.0 2.00
3.5 359 1037209 010903 2.1 2.10
4.0 360 1037210 010903 2.0 2.00
5.0 361 1037211 010903 1.8 1.80
6.0 362 1037212 010903 1.4 1.40
5.0 363 1037213 010903 0.69 0.69
12.0 364 1037214 010903 BLQ 0.00
11 2 12/09/2002  60% CREAM 0.0 365 1037215 010903 ND RL=0.5 0.00
0.5 366 1037216 010903 0.67 0.67
1.0 367 1037217 010903 1.9 1.90
1.5 368 1037218 010903 2.5 2.50
2.0 369 1037219 010903 2.7 2.70
2.5 370 1037220 010903 2.8 2.80
3.0 371 1037221 010903 2.9 2.90
3.5 372 1037222 010903 3.3 3.30
4.0 373 1037223 010903 3.0 3.00
5.0 374 1037224 010903 3.2 3.20
5.0 375 1037225 010903 2.8 2.80



Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

| Ligting 6.1
Salicylate Plasma Levels

{ SALICYLATE SALICYLATE
: NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT | TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER pgg:onl DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (meg/mL)
11 2 | 12/09/2002 §0% CREAM 9.0 376 1037226 010903 1.6 1.60
l 12.0 377 1037227 010903 0.70 0.70
11 3 ‘ 12/16/2002 PATCH 0.0 378 1037228 010903 ND RL=0.5 0.00
| 0.5 379 1037229 010903 BLQ 0.00
| 1.0 380 1037230 010903 0.78 0.78
| 1.5 381 1037231 010903 1.2 1.20
: 2.0 382 1037232 010903 1.5 1.50
3 2.5 383 1037233 010903 1.5 1.50
| 3.0 384 1037234 010903 1.6 1.60
| 3.5 385 1037235 010903 1.6 1.60
? 4.0 386 1037236 010903 1.6 1.60
| 5.0 387 1037237 010903 1.6 1.60
f 6.0 388 1037238 010903 1.4 1.40
| 9.0 389 1037239 010903 0.62 0.62
i 12.0 390 1037240 010903 BLQ 0.00
i
12 1 12/02/2002 60% CREAM 0.0 391 1037241 010903B BLQ 0.00
| 0.5 392 1037242 0109038 1.1 1.10
1.0 393 1037243 0109038 1.2 1.20
! 1.5 394
2.0 395
2.5 396 1037245 0109038 1.5 1.50
3.0 397
3.5 398 1037246 0109038 1.9 1.90
4.0 399
5.0 400 1037247 0109038 2.0 2.00
6.0 401 1037248 010903B 2.0 2.00
9.0 402 1037249 0109038 0.90 0.90
12.0 403 1037250 010903B BLQ 0.00
12 2 | 12/09/2002 PATCH 0.0 404 1037251 010903B BLQ 0.00
, 0.5 405 1037252 0109038 BLQ 0.00
: 1.0 406 1037253 010903B 0.51 0.51
1.5 407 1037254 0109038 0.78 0.78
2.0 408 1037255 010903B 1.0 1.00
2.5 409 1037256 010903B 1.1 1.10




Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 6.1
Salicylate Plasma Levels

SALICYLATE SALICYLATE
' NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT i TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD! DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (mcg/mL)
|
12 2 | 12/09/2002 PATCH 3.0 410 1037257 0109038 1.3 1.30
; 3.5 411 1037258 010903B 1.4 1.40
X 4.0 412 1037259 010903B 1.3 1.30
! 5.0 413 1037260 010903B 1.3 1.30
: 6.0 414 1037261 010903B 1.2 1.20
; 9.0 415 1037262 010903B 0.50 0.50
: 12.0 416 1037263 010903B BLQ 0.00
12 3 | 12/16/2002  10% CREAM 0.0 417
' 0.0 417 1037264 012003 ND RL=0.5 0.00
I 0.5 418 1037265 0109038 0.51 0.51
i 1.0 419 1037266 0109038 0.79 0.79
1.5 420 1037267 010903B 0.91 0.91
2.0 421 1037268 0109038 0.95 0.95
2.5 422 1037269 010903B 0.98 0.98
3.0 423 1037270 0109038 0.82 0.82
3.5 424 1037271 0109038 0.81 0.81
4.0 425 1037272 0109038 0.77 0.77
5.0 426 1037273 0109038 0.76 0.76
6.0 427 1037274 0109038 0.75 0.75
9.0 428 1037275 0109038 BLQ 0.00
12.0 429 1037276 0109038 BLQ 0.00
13 1 12/02/2002 PATCH 0.0 430 1037277 011003 ND RL=0.5 0.00
! 0.5 431 1037278 011003 BLQ 0.00
‘ 1.0 432 1037279 011003 0.56 0.56
i 1.5 433 1037280 011003 0.89 0.89
X 2.0 434 1037281 011003 1.3 1.30
2.5 435 1037282 011003 1.4 1.40
3.0 436 1037283 011003 1.4 1.40
3.5 437 1037284 011003 1.6 1.60
4.0 438 1037285 011003 1.6 1.60
5.0 439 1037286 011003 1.4 1.40
6.0 440 1037287 011003 1.7 1.70
9.0 441 1037288 011003 0.81 0.81
12.0 442 1037289 011003 BLQ 0.00




Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0S02
b
]
! Listing 6.1
) Salicylate Plasma Levels
SALICYLATE SALICYLATE
NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT i TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (mcg/mL)
13 2 12/09/2002 10% CREAM 0.0 443 1037290 011003 ND RL=0.5S 0.00
0.5 444 1037291 011003 1.1 1.10
1.0 445 1037292 011003 1.2 1.20
1.5 446 1037293 011003 1.9 1.90
2.0 447 1037294 011003 2.1 2.10
2.5 448 1037295 011003 2.1 2.10
3.0 449 1037296 011003 2.0 2,00
3.5 450 1037297 011003 2.0 2.00
4.0 451 1037298 011003 1.8 1.80
5.0 452 1037299 011003 1.6 1.60
6.0 453 1037300 011003 1.4 1.40
9.0 454 1037301 011003 0.55 0.55
12.0 455 1037302 011003 BLQ 0.00
13 3 12/16/2002 60% CREAM 0.0 456 1037303 011003 ND RL=0.5 0.00
0.5 457 1037304 011003 0.84 0.84
1.0 458 1037305 011003 1.3 1.30
1.5 459 1037306 011003 1.5 1.50
2.0 460 1037307 011003 1.7 1.7¢0
2.5 461 1037308 011003 1.9 1.90
3.0 462 1037309 011003 1.8 1.80
3.5 463 1037310 011003 2.2 2.20
4.0 464 1037311 011003 2,4 2.40
5.0 465 1037312 011003 2.7 2,70
6.0 466 1037313 011603 2,7 2.70
9.0 467 1037314 011003 1.5 1.50
12.0 468 1037315 011003 0,53 0.53
14 1 12/02/2002 10% CREAM 0.0 469 1037316 011303 ND RL=0.5 0.00
0.5 470 1037317 011303 0.54 0.54
1.0 471
1.5 472 1037318 011303 1.3 1.30
2.0 473 1037319 011303 1.4 1.40
2.5 474 1037320 011303 1.5 1.50
3.0 475 1037321 011303 1.6 1.60
3.5 476 1037322 011303 1.6 1.60
4.0 477 1037323 011303 1.5 1.50




SUBJECT
NUMBER

14

14

14

15

PERIOD

1

DRAW DATE

12/02/2002

12/09/2002

12/16/2002

12/02/2002

Rohto-Mentholatum Research Laboratories,

TREATMENT
GROUP

10% CREAM

60% CREAM

PATCH

60% CREAM

Protocol No.

Listing 6.1
Salicylate Plasma Levels

1937RM0902

SAMPLING SAMPLE
TIME NUMBER
5.0 478
6.0 479
9.0 480
12.0 481
0.0 482
0.5 483
1.0 484
1.5 485
2.0 486
2.5 487
3.0 488
3.5 489
4.0 490
5.0 491
6.0 492
9.0 493
12.0 494
0.0 495
0.5 496
1.0 497
1.5 498
2.0 499
2.5 500
3.0 501
3.5 502
4.0 503
5.0 504
6.0 505
2.0 506
12.0 507
0.0 508
0.5 509
1.0 510
1.5 511

NMS
CONTROL
NUMBER

1037324

1037325
1037326

1037327
1037328
1037329
1037330
1037331
1037332
1037333
1037334
1037335
1037336
1037337
1037338
1037339

1037340
1037341
1037342
1037343
1037344
1037345
1037346
1037347
1037348
1037349
1037350
1037351
1037352

1037353
1037354
1037355
1037356

Inc.

BATCH
NUMBER

011303

011303
011303

011303
011303
011303
011303
011303
011303
011303
011303
011303
011303
011303
011303
011303

011303
011303
011303
011303
011303
011303
011203
011303
011303
011303
011303
011303
011303

011303B
0113038
0113038
0113038

SALICYLATE
PLASMA LEVEL
RECORDED
BY LAB

1.2

BLO

BLQ

ND RL=0.5
0.65

1.3

1.8

1.7

2.1

2.1

2.6

2.5

2.4

1.9

0.83

BLQ

ND RL=0.5
BLQ

1.0

SALICYLATE

PLASMA LEVEL

IN ANALYSIS
(meg/ml)

0.00
0.65
1.30
1.80
1.70
2.10
2.10
2.60
2.50
2.40
1.90
0.83
0.00

0.00
0.00
1.00
1.20
0.94
1.40
1.30
1.40
1.10
1.20
0.81
0.00
0.00

0.00
0.82
1.20
1.50

15



Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Lisgting 6.1
Salicylate Plasma Levels

e e e

SALICYLATE SALICYLATE
NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (mcg/mL)
15 1 ; 12/02/2002 60% CREAM 2.0 512 1037357 0113038 1.7 1.70
! 2.5 513 1037358 0113038 1.6 1.60
| 3.0 514 1037359 011303B 1.6 1.60
: 3.5 515 1037360 0113038 1.7 1.70
| 4.0 516 1037361 0113038 2.0 2.00
! 5.0 517 1037362 0113038 2.1 2.10
! 6.0 518 1037363 0113038 2.1 2.10
! 9.0 519 1037364 0113038 0.87 0.87
i 12.0 520 1037365 0113038 BLQ 0.00
15 2 | 12/09/2002 PATCH 0.0 521 1037366 0113038 ND RL=0.5 0.00
! 0.5 522 1037367 0113038 ND RL=0.5 0.00
| 1.0 523 1037368 011303B BLQ 0.00
1.5 524 1037369 011303B 0.84 0.84
2.0 525 1037370 011303B 1.2 1.20
2.5 526 1037371 011303B 1.3 1.30
3.0 527 1037372 0113038 1.3 1.30
i 3.5 528 1037373 011303B 1.7 1.70
t 4.0 529 1037374 0113038 1.7 1.70
% 5.0 530 1037375 011303B 1.7 1.70
| 6.0 531 1037376 0113038 1.3 1.30
! 9.0 532 1037377 011303B BLQ 0.00
i 12.0 533 1037378 0113038 BLQ 0.00
15 3 12/16/2002 10% CREAM 0.0 534 1037379 011303 ND RL=0.5 0.00
0.5 535 1037380 0113038 0.54 0.54
1.0 536 1037381 011303B 1.1 1.10
1.5 537 1037382 011303B 1.2 1.20
2.0 538 1037383 011303B 1.3 1.30
2.5 538 1037384 011303B 1.5 1.50
3.0 540 1037385 0113038 1.2 1.20
3.5 541 1037386 0113038 1.2 1.20
! 4.0 542 1037387 0113038 1.1 1.10
i 5.0 543 1037388 0113038 0.92 0.92
6.0 544 1037389 0113038 0.67 0.67
2.0 545 1037390 0113038 BLQ 0.00
12.0 546 1037351 011303B BLQ 0.00




Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 6.1
Salicylate Plasma Levels

SALICYLATE SALICYLATE
NMS PLASMA LEVEL  PLASMA LEVEL
SUBJECT TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (mcg/ml:)
16 1 12/02/2002  PATCH 0.0 547 1037392 012003 ND RL=0.5 0.00
0.5 548 1037393 012003 0.90 0.90
1.0 549 1037394 012003 1.1 1.10
1.5 550 1037395 012003 1.5 1.50
2.0 551 1037396 012003 1.9 1.90
2.5 552 1037397 012003 1.7 1.70
3.0 553 1037398 012003 2.2 2.20
: 3.5 554 1037399 012003 2.2 2.20
i 4.0 555
i 5.0 556 1037400 012003 2.2 2.20
; 6.0 557 1037401 012003 2.1 2.10
: 9.0 558 1037402 012003 1.3 1.30
12.0 559 1037403 012003 0.55 0.55
16 2 12/09/2002  10% CREAM 0.0 560 1037404 012003 ND RL=0.5 0.00
0.5 561 1037405 012003 0.94 0.94
1.0 562 1037406 012003 1.9 1.90
1.5 563 1037407 012003 2.3 2.30
2.0 564 1037408 012003 2.2 2.20
2.5 565 1037409 012003 2.6 2.60
3.0 566 1037410 012003 2.3 2.30
3.5 567 1037411 012003 2.3 2.30
4.0 568 1037412 012003 2.0 2.00
5.0 569 1037413 012003 1.8 1.80
6.0 570 1037414 012003 1.3 1.30
9.0 571 1037415 012003 0.65 0.65
12.0 572 1037416 012003 BLQ 0.00
16 3 12/16/2002  60% CREAM 0.0 573 1037417 012003 ND RL=0.5 0.00
0.5 574 1037418 012003 0.90 0.90
1.0 575 1037419 012003 1.2 1.20
1.5 576 1037420 012003 1.4 1.40
2.0 577 1037421 012003 1.6 1.60
2.5 578 1037422 012003 1.4 1.40
3.0 579 1037423 012003 2.1 2.10
3.5 580 1037424 012003 2.4 2.40
4.0 581 1037425 012003 2.3 2.30




Rohto-Mentholatum Regearch Laboratories, Inc.
Protocol No. 1937RM0902

i Listing 6.1
Salicylate Plasma Levels

SALICYLATE SALICYLATE
NMS PLASMA LEVEL PLASMA LEVEL
SUBJECT TREATMENT SAMPLING SAMPLE CONTROL BATCH RECORDED IN ANALYSIS
NUMBER PERIOD DRAW DATE GROUP TIME NUMBER NUMBER NUMBER BY LAB (meg/mb)

16 3 ! 12/16/2002 60% CREAM 5.0 582 1037426 012002 2.5 2.50
! 6.0 583 1037427 012003 2.1 2.10
; 9.0 584 1037428 012003 0.97 0.97
l: 12.0 585 1037429 012003 BLQ 0.00



.

SUBJECT
NUMBER

1

1

PERIOD

1

x
|
i DRAW DATE
i
|

l12/02/2002
|
| 12/02/2002

|
|

t
212/16/2002

12/02/2002

12/02/2002

312/02/2002
12/02/2002
12/02/2002
12/09/2002
12/16/2002
12/16/2002

12/16/2002

12/02/2002
12/02/2002
12/02/2002
12/02/2002
12/02/2002
12/02/2002

12/02/2002

Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 6.2
Salicylate Plasma Levels
Comments Made by Lab

TREATMENT SAMPLING

GROUP TIME COMMENTS
PATCH 3.0 No sample sent/received
PATCH 3.5 Sample hemolyzed
PATCH 4.0 Sample hemolyzed
PATCH 5.0 Sample hemolyzed
60% CREAM 0.0 Sample hemolyzed
10% CREAM 4.0 IRSI Lab Accident - No sample sent/recei
10% CREAM 5.0 Sample hemolyzed
10% CREAM 6.0 Sample hemolyzed
60% CREAM 0.0 Sample hemolyzed
10% CREAM 5.0 Sample hemolyzed
10% CREAM 6.0 Sample hemolyzed
10% CREAM 12.0 Sample repeated at client's request. Original result did not match
the typical patient profile.
PATCH 0.5 No sample sent/received
PATCH 1.0 No sample sent/received
PATCH 1.5 No sample sent/received
PATCH 2.0 No sample sent/received
PATCH 2.5 No sample sent/received
PATCH 3.0 Sample hemolyzed
PATCH 3.5 Received an empty tube

Do not analyze as per client clarification.



SUBJECT
NUMBER

4

4

PERIOD
1

1

DRAW DATE
12/02/2002
112/02/2002

12/09/2002

112/09/2002
12/09/2002
§12/09/2ooz
|
512/09/2002
12/02/2002
12/16/2002
12/16/2002
12/16/2002
12/02/2002
12/09/2002
12/09/2002

12/09/2002

12/16/2002

12/16/2002

Rohto-Mentholatum Regsearch Laboratories,
Protocol No.

TREATMENT
GROUP

PATCH

PATCH

10% CREAM

10% CREAM

10% CREAM

10% CREAM

60% CREAM

60% CREAM

10% CREAM

10% CREAM

10% CREAM

10% CREAM

60% CREAM

60% CREAM

60% CREAM

PATCH

PATCH

Inc.
1937RM0902

Listing 6.2

Salicylate Plasma Levels
Comments Made by Lab

SAMPLING
TIME

9.0

COMMENTS

No sample sent/received

Sample hemolyzed

No sample sent/received

No sample sent/received

No sample sent/received

No sample sent/received

This NMS control number was allocated prior to sample shipment but
sample not received. This control number not used i
Sample hemolyzed

Re-injection

Re-injection

Re-injection

Re-injection

IRSI Lab Accident - No sample sent/recei
Sample hemolyzed

Sample hemolyzed

Repeat Analysis

Repeat due to low internal standard recovery.
Repeat result

Sample hemolyzed

Repeat Analysis

Repeat due to low internal standard recovery.
Repeat Result



SUBJECT
NUMBER

10

10

10

10

10

11

11

12

12

12

12

12

12

12

13

13

13

PERIOD

1

1

DRAW DATE
112/02/2002
12/02/2002

12/02/2002

112/16/2002
1 12/16/2002
[ 12/09/2002
12/16/2002

12/02/2002
12/02/2002
12/02/2002
12/02/2002

12/09/2002
12/09/2002

12/16/2002

12/02/2002
12/09/2002

12/16/2002

Rohto~Mentholatum Research Laboratories,
Protocol No.

TREATMENT
GROUP

PATCH
PATCH
PATCH
60% CREAM
60% CREAM
60% CREAM
PATCH

60% CREAM

60% CREAM

60% CREAM

60% CREAM

PATCH
PATCH

10% CREAM

PATCH
10% CREAM

60% CREAM

SAMPLI
TIME

1937RM0902

Listing 6.2
Salicylate Plasma Levels
Comments Made by Lab

NG

COMMENTS

Sample
Sample
Sample
Sample
Sample
Sample

Sample

hemolyzed
hemolyzed
hemolyzed
hemolyzed
hemolyzed
hemolyzed

hemolyzed

Inc.

Label fell
Sample not

Result not

off tube - Sample not analyze
analyzed as per client clarification.

reported

Refer to deviation 5.

Label fell
Sample not

Label fell
Sample not

off tube - Sample not analyze
analyzed as per client clarification.

off tube - Sample not analyze
analyzed as per client clarification.

Sample hemolyzed

Sample hemolyzed

Repeat Analysis

Repeat due

to low internal standard recovery.

Repeat
Sample
Sample

Sample

result
hemolyzed
hemolyzed

hemolyzed



SUBJECT
NUMBER

13

13

13

i3

14

14

14

15

16

16

PERIOD

3

3

DRAW DATE

12/16/2002

12/16/2002
!12/16/2002
!

$12/16/2002

'

!12/02/2002

t

12/02/2002

12/16/2002

12/02/2002

12/02/2002

12/02/2002

Rohto-Mentholatum Research Laboratories,
Protocol No.

TREATMENT
GROUP

60% CREAM
60% CREAM
60% CREAM
60% CREAM
10% CREAM

10% CREAM

PATCH

60% CREAM

PATCH

PATCH

Inc.
1937RM0502

Listing 6.2

Salicylate Plasma Levels

Comments Made by Lab

SAMPLING
TIME COMMENTS

1.5 Sample hemolyzed

2.5 Sample hemolyzed

3.0 Sample hemolyzed

5.0 Sample hemolyzed

1.0 No sample sent/received

6.0 Label fell off tube - Sample not analyze
Sample not analyzed as per client clarification.

0.5 Sample hemolyzed

5.0 Specimen tube mislabeled as Subject # 01, 5 Hour, DJC. Run as Subj
ect #15, 5 Hour, DJC as per client clarification.

4.0 No sample sent/received

9.0 Sample hemolyzed



Rohto-Mentholatum Research Laboratories, Inc.
Protocol No. 1937RM0902

Listing 7
Salicylate Pharmacokinetic Parameters
ELIMINATION HALF
SUBJECT l TREATMENT TREATMENT Cmax Tmax Auc RATE LIFE
NUMBER i PERIOD ORDER GROUP (mcg/mL) (hours) 0-12 COEFFICIENT {(hours)
1 l 1 PATCH, 10%, 60% A 1.10 4.0 5.6350 -0.24433 2.83694
! 2 PATCH, 10%,60% B 0.71 2.5 2.3250 ~0.15749 4.40127
! 3 PATCH, 10%,60% C 1.80 5.0 11.4400 -0.29819 2.32450
2 : 1 10%, 60%, PATCH B 1.50 2.0 5.6450 -0.21606 3.20806
. 2 10%,60%, PATCH c 3.10 3.5 19.3200 -0.29578 2.34347
| 3 10%, 60%, PATCH A 1.30 2.0 7.1450 -0.21790 3.18103
3 E 1 60%, PATCH, 10% C 1.90 5.0 12.8600 -0.29262 2.36879
! 2 60%,PATCH, 10% A 1.70 1.5 10.0450 -0.17622 3.93345
| 3 60%, PATCH, 10% B 0.71 2.0 2.6775 -0.24469 2.83281
1
4 Z 1 PATCH, 10%, 60% A 2.10 6.0 14,1350 -0.15272 4,53882
| 2 PATCH, 10%, 60% B 3.80 3.0 26.3500 -0.29487 2.35070
5 1 10%,60%, PATCH B 1.10 2.5 4.9950 -0.21002 3.30045
2 10%,60%, PATCH c 2.80 4.0 23.3500 -0.117%1 5.87838
3 10%,60%, PATCH A 0.64 4.0 3.3000 -0.19094 3.63024
6 1 60%, PATCH, 10% c 3.00 5.0 25.8300 -0.08602 8.05765
2 60%, PATCH, 10% A 2.00 4.0 15,9900 ~0.12103 5.72709
3 60%, PATCH,10% B 1.50 3.5 10.2450 -0.21582 3.21173
7 1 PATCH, 10%, 60% A 2.00 3.0 13.6300 -0.22985 3.01563
2 PATCH, 10%,60% B 2.00 1.5 il.4200 -0.24948 2.77839
3 PATCH, 10%, 60% o] 3.60 5.0 25.0450 -0.21029 3.29611
8 1 10%,60%, PATCH B 2.10 2.5 12.3400 -0.18975 3.65286
2 10%,60%, PATCH C 5.20 6.0 41.8000 -0.25931 2.67306
3 10%, 60%, PATCH A 3.20 2.5 20.1550 -0.26950 2.57199
10 1 PATCH, 10%, 60% A 3.10 2.5 21.15%00 -0.24320 2.85009
' 2 PATCH, 10%, 60% B 3.10 2.5 19.9700 -0.26029 2.66301
! 3 PATCH, 10%,60% c 3.10 5.0 21.2900 -0.36785 1.88431
!
11 | 1 10%, 60%, PATCH B 2.30 2.5 14.5050 -0.22906 3.02601
2 10%,60%, PATCH C 3.30 3.5 25.2850 -0.15410 4.49794
3 10%,60%, PATCH A 1.60 3.0 11.5500 ~-0.21571 3.21337




Rohto-Mentholatum Research Laboratories, Inc.

Protocol No. 1937RM0902
Listing 7
Salicylate Pharmacockinetic Parameters

ELIMINATION HALF
SUBJECT TREATMENT TREATMENT Cmax Tmax AUC RATE LIFE
NUMBER PERIOD ORDER GROUP (mcg/mL) (hours) 0-12 COEFFICIENT {(hours)
12 1 60%,PATCH, 10% o4 2.00 5.0 15.2000 -0.31534 2.19813
2 60%, PATCH, 10% A 1.40 3.5 9.2200 -0.21752 3.18665
3 60%, PATCH, 10% B 0.98 2.5 5.7225 -0.18989 3.65019
13 ! 1 PATCH,10%,60% A 1.70 6.0 12.0050 ~0.34235 2.02465
: 2 PATCH,10%,60% B 2.10 2.0 13.6000 -0.21738 3.18869
i 3 PATCH, 10%, 60% c 2.70 5.0 20.8150 -0.19478 3.55870

!
14 i 1 10%,60%, PATCH B 1.60 3.0 8.5550 -0.26530 2.61265
. 2 10%, 60%, PATCH c 2.60 3.5 16.6%00 -0.27957 2.47930
f 3 10%,60%, PATCH A 1.40 2.5 7.2650 ~0.23560 2.94206

i
15 | 1 60%,PATCH,10% c 2.10 5.0 15,4700 ~0.32346 2.14289
2 60%, PATCH, 10% A 1.70 3.5 8.7450 -0.29436 2.35477
3 60%, PATCH, 10% B 1.50 2.5 7.1050 -0.23106 2.99987
16 1 PATCH,10%,60% A 2.20 3.0 18.5250 ~0.12315 5.62866
2 PATCH, 10%, 60% B 2.60 2.5 15.1200 -0.24242 2.85932
3 PATCH, 10%, 60% c 2.50 5.0 16.8350 -0.33633 2.06090




