Draft In Vitro Acute Toxicity Test Methods BRD: Appendix 14 17 Mar 2006

NHK SLS Data - All Phases - All Laboratories

1C50 Test Mean Vehicle Difference of| Number of | Number of
(ug/mL) Chemical right/left VC Points Points R2 (from Dilution Acceptable Rationale for
Experiment I.D." ; IC50 (mM) .| Control (VC) | " betw betw Dilutions  (ug/mL)’ o
P b Decimal Application op? LOMinean etwesh etwesh PRISM)® 9 Factor® Tests® Unacceptability
Format Date vc? 0-50 %* 50 - 100 %°
Phase la
100, 68, 46.3, 31.5, 21.4, 26% highest viability. No points
| - o 0,
SLS-B1 5.47 0.019 12-Aug-02 0.559 13.30% 1 0 09772 145 So o7 147 NO oo 08 90% viabit,
100, 68, 46.3, 31.5, 21.4, 32% highest viability. No points
| - | 0,
SLS-B2 592 0.021 12-Aug-02 0.782 3.07% 1 0 09717 145 So 07 147 NO | 0 8 90% viabii,
50, 34, 23.2,15.8, 10.7, 7.3, VC difference > 15%. No points
SLS-B3 3.40 0.012 12-Sep-02 0.285 21.73% 3 0 08182 |2 147 NO | ieoon 80 5 90% viabitts
i 0,
SLS-B4 3.91 0.014 12-Sep-02 |  0.369 341% 3 0 o815 [20,3423.2. 188, 10.0. 73,1 47 No  |Nopoints between S0 & 90%
5,34 viability.
SLs-B5 7.02 0.024 9-Sep-02 2277 5.94% 1 4 0.9229 533'2'1 165'8’ 107,7.3,534, 1.47 YES
SLS-B6 477 0.017 9-Sep-02 1.898 5.47% 2 4 0.8750 533'2'1 165'8’ 107,7.3,534, 1.47 YES
SLS-B7) 490 0.017 9-Sep-02 2.301 251% 2 3 0.9331 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLs-B8 5.61 0.019 9-Sep-02 2312 4.42% 2 4 09273 |[232.158,10.7,7.3,5,34, 1.47 No  |<8of 12 vehicle control
23,16 replicates.
SLS-B9 6.65 0.023 10-Sep-02 1.181 6.10% 1 5 0.8680 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B10 371 0.013 10-Sep-02 1.007 7.50% 4 2 0.9338 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B11 3.84 0.013 9-Sep-02 1,531 11.76% 3 3 0.9413 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B12 (no re-feed)|  4.10 0.014 16-Sep-02 0.763 7.92% 2 3 0.9683 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B13 (re-feed) 278 0.010 16-Sep-02 0.404 10.90% 3 2 0.9131 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B14 (no re-feed)|  2.82 0.010 16-Sep-02 0.924 0.12% 3 2 0.9583 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-BA5 (re-feed)" 3.42 0.012 16-Sep-02 0.271 2.12% 3 2 0.8829 533'2'1 165'8’ 107,7.3,5,34, 147 YES
SLS-B16 (no re-feed)|  2.71 0.009 23-Sep-02 0313 9.38% 2 2 0.9026 533'2'1 165'8’ 107,7.3,5,34, 1.47 YES
SLS-B17 (re-feed)’ 313 0.011 23-Sep-02 0.078 14.92% 2 2 0.7987 533'2'1 165'8’ 107,7.3,5,34, 147 NO |inadequate curve fit.
SLS-B18 (no re-feed)|  3.19 0.011 23-Sep-02 0.258 19.12% 3 2 0.8196 533'2'1 165'8’ 107,7.3,5,34, 1.47 NO  |VC difference > 15%.
SLS-B19 (re-feed) 3.19 0.011 23-Sep-02 0.079 4.56% 2 3 0.6930 533'2'1 165'8’ 107,7.3,5,34, 1.47 NO |Inadequate curve fit.
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1C50 Test Mean Vehicle D_ifference of Num!)er of Num!)er of _
Experiment 10 | U9MY) | G50 (mm) | Chemical | contror (vey| TERTISRAE | oS | e [R2  IOM itions  (ugimLy | o | Acceptable Rationale for
Decimal Application oD? PRISM) Factor® Tests' Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
SLS-B20 3.48 0.012 9-Oct-02 0.892 1.31% 2 3 0.9455 53321 158.107.73,5.34, 1.47 YES
SLs-B21 317 0.011 9-Oct-02 0.863 0.47% 3 2 0.9539 53321 158.107.73,5.34, 1.47 YES
Phase Ib
Sresulnad 3.98 0014 | 23-Jan-03 | 0861 0.42% 1 4 09559 |50 155240, 28,427 147 YES
Sreshiad 457 0016 | 23-Jan-03 | 0788 2.50% 2 4 oss26 5515504 28420 147 YES
SoBCNRICIb02 2.20 0008 | 28-Jan-03 1023 6.41% 2 2 osser |55 15524 28,420 147 YES
SoBCNRICIb03 3.16 0.011 3-Feb-03 1135 167% 2 3 09623 |50 155 24 528,426 147 YES
SoBCNRiClo-04 3.76 0013 | 10-Feb03 | 1267 0.53% 2 2 09559 |50 155 24 526,426 147 YES
SoBCNRKCIb-05 375 0013 | 24-Feb03 |  1.154 1.28% 2 3 o757 5555015 228 420 147 YES
SoBCNRICIb05 3.92 0014 | 24Feb03 | 1.135 4.94% 1 4 osste 55055 07% 228 420 147 YES
SoBC K108 3.05 0.011 17-Mar-03 |  0.964 7.32% 2 3 00603 |55 15524 526,426 147 YES
Phase |l
SLS-P1 2.78 0.010 16-Jun-03 0.610 5.82% 4 2 0.9491 g%% 136.93.63.43.29.) 147 YES
sLs-P2 2.76 0.010 16-Jun-03 0.671 11.64% 6 2 0.9346 g%% 136.93.63.43.29.) 147 YES
SLs-P3 2.38 0.008 23-Jun-03 0.583 2.99% 6 2 0.9074 g%% 136.93.63.43.29.) 147 YES
SLS-P4 2.46 0.009 23-Jun-03 0.607 0.81% 3 2 0.9167 g%% 136.93.63.43.29.) 147 YES
SLs-P5 1.96 0.007 30-Jun-03 0.380 4.50% 7 1 0.8647 g%% 136.93.63.43.29.) 147 YES
SLs-P7 2.38 0.008 7-Jul-03 1.023 431% 6 2 0.8829 g%% 136.93.63.43.29.) 147 YES
SLs-P8 2.34 0.008 7-Jul-03 0.967 1.28% 6 2 0.9475 g%% 136.93.63.43.29.) 147 YES
SLs-P9 2.76 0.010 14-Jul-03 1.054 5.19% 6 2 0.8590 g%% 136.93.63.43.29.) 147 YES
SLS-P10 2.53 0.009 14-Jul-03 0.950 3.83% 6 2 0.9316 g%% 136.93.63.43.29.) 147 YES
SLS-P11 6.64 0.023 21-Jul-03 0.823 4.52% 3 4 0.9677 g%% '133'6’ 93,63,4.3,29, 1.47 NO  |IC50 out of range
SLs-P12 5.75 0.020 21-Jul-03 0.748 1.27% 3 5 0.9376 g%% 136.93.63.43.29.) 147 YES
SLS-P13 7.88 0.027 28-Jul-03 0.088 4.75% 3 1 07990 |20.0.136,93,63 4329, 1.47 NO  |IC50 out of range

20,13
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1C50 Test Mean Vehicle Difference of| Number of | Number of
. (ug/mL) 1C50 (mM Chemical Control (VC) right/left VC Points Points R2 (from ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal (i) Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vc? 0-50 %* 50 - 100 %°
SLS-P15 3.00 0.010 25-Aug-03 0.139 7.92% 4 3 0.8397 5%0'1 133'6’ 93,63,4.3,29, 1.47 YES
SLS-P16 355 0.012 31-Aug-03 0.660 0.75% 4 4 0.8686 5%0'1 133'6’ 93,63,4.3,29, 1.47 YES
SLS-P17 sealer 3.64 0.013 31-Aug-03 0.642 451% 4 4 0.9055 5%0'1 133'6’ 93,63,4.3,29, 1.47 NO  |R&D experiment
SLS-P18 350 0.012 1-Sep-03 0.471 7.27% 4 3 0.9184 5%0'1 133'6’ 93,63,4.3,29, 1.47 YES
SLS-P19 268 0.009 2-Sep-03 0.761 0.66% 6 2 0.9106 5%0'1 133'6’ 93,63,4.3,29, 1.47 YES
SLS-P20 3.14 0.011 2-Sep-03 0.761 6.29% 4 4 0.8461 5%0'1 133'6’ 93,63,4.3,29, 1.47 YES
Phase lll
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P1 271 0.009 14-Jan-04 0.602 1.54% 6 2 osse2 (25015052 147 YES
SLS-P2 2.41 0.008 14-Jan-04 0.593 2.01% 5 2 09500 |20.0,1361,926,6.30,4.28, 4 4, YES
291,198, 1.35
SLS-P3 2.75 0.010 4-Feb-04 0.514 2.25% 5 3 09521 |20.0,1361,926,6.30,4.28, 4, YES
291,198, 1.35
SLS-P4 3.48 0.012 4-Feb-04 0.545 2.19% 5 3 09372 |20.0,1361,926,6.30,4.28, 4 4, YES
291,198, 1.35
SLs-P5 2.87 0.010 9-Feb-04 0.400 20.23% 6 2 0.9787 5%?’ }39'21’193'26' 630,428 447 NO  |% VC difference >15
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P6 2.95 0.010 9-Feb-04 0.582 1.37% 5 3 oo74s (250 1%e 147 YES
SLS-P7 426 0.015 22-Mar-04 1.064 1.54% 4 4 09309 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P8 465 0.016 22-Mar-04 1.026 2.48% 4 4 09055 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P9 562 0.019 29-Mar-04 1472 6.87% 3 5 09149 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P10 5.19 0.018 29-Mar-04 1211 2.79% 3 5 08495 |20.0,1361,926,6.30,4.28, 4,4y YES
291,198, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
| - | 0 ’ ’ ’ g ’
SLS-P11 327 0.011 5-Apr-04 0.760 3.46% 5 3 ooas (290130102 147 YES
20.0, 13.61, 9.26, 6.30, 4.28
| - | 0 ’ ’ ’ g ’
SLS-P12 3.07 0.011 12-Apr-04 0.781 2.78% 5 3 o83 (250 1502 147 YES
SLS-P13 264 0.009 12-Apr-04 0.847 1.72% 6 2 09207 |20.0.1361,9.26,6.30,4.28) 47 YES
291,198, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
- - x 0 ’ ’ ’ g ’
SLS-P14 3.09 0.011 19-Apr-04 0.911 3.10% 5 3 oss4r (2501402 147 YES
SLS-P15 2.39 0.008 19-Apr-04 0.840 2.00% 5 2 09495 |20.0,1361,9.26,6.30,4.28) 4y YES
291,198, 1.35
SLS-P16 257 0.009 26-Apr-04 0594 0.48% 6 2 0.9722 5%?’ }39'21’193'26' 630,428 44 YES
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1C50 Test Mean Vehicle Difference of| Number of | Number of
. (ug/mL) 1C50 (mM Chemical Control (VC) right/left VC Points Points R2 (from ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal (i) Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vc? 0-50 %* 50 - 100 %°
SLS-P17 259 0.009 26-Apr-04 0507 1.33% 6 2 09605 |20.0.1361,9.26,6.30,4.28) 47 YES
291,198, 1.35
SLS-P18 236 0.008 3-May-04 0.667 2.30% 4 3 0932 |20.0.1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P19 3.28 0.011 3-May-04 0.786 0.06% 5 3 osss7 (250 1 %e 147 YES
SLS-P20 210 0.007 10-May-04 0.684 2.79% 6 2 09517 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P21 271 0.009 10-May-04 0.591 0.47% 5 2 09609 |20.0.1361,9.26,6.30,4.28) 4 YES
2.91.1.98, 1.35
SLS-P22 362 0.013 24-May-04 0.967 0.75% 4 4 09317 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P23 357 0.012 24-May-04 0.944 1.32% 4 4 09164 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P24 178 0.006 14-Jun-04 0.623 4.06% 6 1 09431 |20.0,1361,926,6.30,4.28, 4,4, YES
2.91.1.98, 1.35
SLS-P25 237 0.008 14-Jun-04 0.523 5.18% 6 2 09303 |20.0,1361,926,6.30,4.28, 4, YES
2.91.1.98, 1.35
SLS-P26 3.46 0.012 21-Jun-04 0.901 0.40% 4 4 08960 |20.0,1361,926,6.30,4.28, 4,y YES
291,198, 1.35
SLs-P27 3.4 0.012 21-Jun-04 1.021 0.50% 4 4 0935 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P28 245 0.008 28-Jun-04 0.946 1.45% 6 2 00476 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P29 234 0.008 28-Jun-04 0.918 3.97% 6 2 09517 |20.0,1361,926,6.30,4.28, 4 4, YES
291,198, 1.35
SLS-P30 265 0.009 6-Jul-04 0.784 0.62% 5 3 00483 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P31 285 0.010 6-Jul-04 0.673 0.82% 4 3 09655 |20.0,1361,926,6.30,4.28, 4,y YES
291,198, 1.35
SLS-P32 253 0.009 12-Jul-04 0.626 2.25% 6 2 0.934g |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P33 228 0.008 12-Jul-04 0.756 2.45% 6 2 09521 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P34 258 0.009 19-Jul-04 0.759 0.59% 5 2 09536 |20.0,1361,926,6.30,4.28, 4 4, YES
291,198, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
| -Jul- 0 ’ ’ ’ g ’
SLS-P35 271 0.009 19-Jul-04 0.781 121% 5 3 009 (290140192 147 YES
SLS-P36 272 0.009 26-Jul-04 0.373 0.31% 4 3 09411 |200,1361,9.26,630,4.28) 4 47 YES
291,198, 1.35
SLS-P37 250 0.009 26-Jul-04 0.427 121% 6 2 00482 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P38 3.26 0.011 2-Aug-04 0.628 12.01% 3 4 08904 |20.0,1361,9.26,6.30,4.28) 4y YES
291,198, 1.35
SLS-P39 259 0.009 2-Aug-04 0.839 3.43% 5 3 0.9302 5%?’ }39'21’193'26' 630,428 44 YES
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1C50 Test Mean Vehicle Difference of| Number of | Number of
. (ug/mL) 1C50 (mM Chemical Control (VC) right/left VC Points Points R2 (from ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal (i) Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vc? 0-50 %* 50 - 100 %°
SLS-P40 274 0.010 9-Aug-04 0.632 3.96% 5 3 09279 |20.0,1361,9.26,6.30,4.28) 47 YES
291,198, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P41 2.90 0.010 9-Aug-04 0.663 2.35% 5 3 osas0 (25013002 147 YES
SLS-P42 2.94 0.010 16-Aug-04 0.697 0.23% 5 2 09599 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P43 3.04 0.011 16-Aug-04 0.751 0.50% 5 3 09240 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P44 2.46 0.009 23-Aug-04 0.908 2.01% 6 2 0.94g7 |20.0,1361,9.26,6.30,4.28) 4 YES
2.91.1.98, 1.35
SLS-P45 338 0.012 23-Aug-04 0.926 1.47% 5 3 09464 |20.0,1361,9.26,6.30,4.28) 4y YES
2.91.1.98, 1.35
SLS-P46 404 0.014 30-Aug-04 0.936 2.46% 4 4 09318 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P47 458 0.016 30-Aug-04 0.943 1.02% 4 4 o856 |20.01361,9.26,6.30,4.28) 4y YES
2.91.1.98, 1.35
SLS-P48 264 0.009 7-Sep-04 0.721 6.39% 5 3 09543 |20.0,1361,9.26,6.30,4.28) 47 YES
2.91.1.98, 1.35
SLS-P49 1.99 0.007 7-Sep-04 0.641 0.69% 4 2 09585 |20.0.1361,9.26,6.30,4.28) 47 YES
291,198, 1.35
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P50 2.99 0.010 13-Sep-04 1123 3.25% 5 3 ogoos  [250 130192 147 YES
20.0, 13.61, 9.26, 6.30, 4.28
| - - 0 ’ ’ ’ g ’
SLS-P51 3.72 0.013 13-Sep-04 1.042 0.19% 4 4 os217 2501302 147 YES
SLS-P52 270 0.009 27-Sep-04 0529 1.54% 6 2 09508 |20.0.1361,9.26,6.30,4.28) 4y YES
291,198, 1.35
SLS-P53 276 0.010 27-Sep-04 0.604 1.75% 4 2 09270 |20.0,1361,9.26,6.30,4.28) 47 YES
291,198, 1.35
SLS-P54 345 0.012 4-0ct-04 0.745 0.79% 4 4 09265 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P55 3.12 0.011 4-0ct-04 0.639 5.10% 3 3 09318 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P56 3.77 0.013 18-Oct-04 0.826 161% 5 3 09471 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P57 3.02 0.010 25-Oct-04 0.612 1.55% 4 3 09600 |20.0,1361,926,6.30,4.28, 4,4, YES
291,198, 1.35
SLS-P58 283 0.010 26-Oct-04 0.155 8.34% 3 3 0.9318 5%?’ }39'21’193'26' 630,428 447 YES
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IC50 Test M Vehicl Difference of| Number of | Number of
. . (ug/mL) Chemical Czanr:rof(\llz‘)% right/left VC Points Points R2 (from _ ; Dilution Acceptable Rationale for
ExperimentLD." | pecima | 'C50 (MM) Application A frommean | between between PRISM)°® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date ob vC? 0-50 %* 50 - 100 %°
Phase la
B1(1a/NHK/DF4/F . o 400, 200, 100, 50, 25,
AL/SLS) 8.13 0.028 9-Sep-02 1.333 6.67% 1 2 0.9823 12.5.6.3. 3.1 2.00 YES
ifgﬁ/SN)HK/DFS/F 7.63 0.026 9-Sep-02 1.294 6.43% 1 2 0.9889 411205 26021 ;010’ 50, 25, 2.00 YES
B3(1a/NHK/DF6/F 0. 200 1C
( 8.06 0.028 9-Sep-02 1.289 6.39% 1 2 0.9839 400, 200, 100, 50, 25, 2.00 YES
Al /SI SY* 12.5, 6.3, 3.1
B4(1a/NHK/DF7/F . o 400, 200, 100, 50, 25,
AL/SLS) 4.62 0.016 9-Sep-02 1.169 13.44% 1 1 0.9683 12.5.6.3. 3.1 2.00 YES
B5(1a/NHK/DF8/F . o 400, 200, 100, 50, 25,
AL/SLS) 5.23 0.018 9-Sep-02 1.089 9.96% 1 1 0.9645 12.5.6.3. 3.1 2.00 YES
B6(1a/NHK/DF12/F . o 400, 200, 100, 50, 25,
AL/SLS) 5.19 0.018 9-Sep-02 1.184 9.32% 1 1 0.9253 12.5.6.3. 3.1 2.00 YES
B7(1a/NHK/DF14/F Qe o 400, 200, 100, 50, 25,
AL/SLS) 6.72 0.023 11-Sep-02 0.333 0.73% 2 2 0.8307 12.5.6.3. 3.1 2.00 NO Inadequate curve fit.
B8(1a/NHK/DF15/F Qe o 400, 200, 100, 50, 25,
AL/SLS) 7.79 0.027 11-Sep-02 1.000 11.26% 1 1 0.9666 12.5.6.3. 3.1 2.00 YES
iﬁf;aL/SN)HK/DHG/F 7.63 0.026 11-Sep-02 1.076 8.62% 1 2 0.9339 411205 26021 ;010’ 50, 25, 2.00 YES
B10(1a/NHK/DF 177 0. 200 1C
( 5.30 0.018 11-Sep-02 1.698 7.44% 1 1 0.9810 400, 200, 100, 50, 25, 2.00 YES
FAI /SI QY 12.5, 6.3, 3.1
20,13.6,9.3,6.3,4.3 405 nm OD subtracted from
-] - | 0, ’ il £l ’ y
1 (no re-feed) 7.70 0.027 23-Sep-02 1.534 4.79% 1 5 0.9328 20.2.0.14 1.47 NO 540 nm OD
20,13.6,9.3,6.3,4.3 405 nm OD subtracted from
-] - | 0, ’ il £l ’ y
3 (no re-feed) 8.66 0.030 23-Sep-02 1.559 0.38% 1 5 0.9202 20.20.14 1.47 NO 540 nm OD
20,13.6,9.3,6.3,4.3 405 nm OD subtracted from
- - | 0, ’ il £l ’ y
2 (re-feed) 6.84 0.024 23-Sep-02 1.485 1.38% 1 3 0.9695 20.20.14 1.47 NO 540 nm OD
20,13.6,9.3,6.3,4.3 405 nm OD subtracted from
- - | 0, ’ il £l ’ y
4 (re-feed) 5.60 0.019 23-Sep-02 1.301 14.78% 1 4 0.8851 20.20.14 1.47 NO 540 nm OD
25,17,11.6, 7.87,5.35 405 nm OD subtracted from
g can. o 17, ) ) )
5 (no re-feed) 8.26 0.029 25-Sep-02 1.122 9.11% 2 2 0.8930 3.64. 2.48. 1.69 1.47 NO 540 nm OD
405 nm OD subtracted from
6 (no re-feed) 11.75 0.041 25-Sep-02 0.633 16.43% 2 4 0.6280 25,17, 11.6,7.87, 5.35, 1.47 NO 540 nm OD. VC difference >
3.64, 2.48, 1.69 15%
0.
1a/NHK/DF23/FAL/ et o 50, 34, 23, 15.7, 10.7, No point between 50 & 90%
sLs 3.33 0.012 22-Oct-02 0.246 8.25% 2 0 0.9216 73.4.9.34 1.47 NO viability
1a/NHK/DF24/FAL/ o 50, 34, 23, 15.7, 10.7,
sLs 4.63 0.016 23-Oct-02 0.493 3.46% 2 1 0.9721 73.4.9.34 1.47 YES
VC difference > 15%. No
1a/NHK/DF25/FAL/ 3.22 0.011 23-Oct-02 0.393 41.08% 3 0 0.8731 50,34, 23, 15.7,10.7, 1.47 NO point between 50 & 90%
SLS 7.3,49,34 viability.
1SaL/;\lHK/DF26/FAL/ 4.45 0.015 23-Oct-02 0.505 20.88% 2 1 0.9385 ?03 3:;323’415'7’ 107, 1.47 NO VC difference > 15%.
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IC50 Test Mean Vehicle Difference of| Number of | Number of
. . (ug/mL) 1C50 (mM) Chemical Control (VC) right/left VC Points Points R2 (from _ ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
1SaL/;\lHK/DF27/FAL/ 4.41 0.015 23-Oct-02 0.484 7.93% 2 1 0.9076 ?03 3::923’415'7’ 107, 1.47 YES
1SaL/;\lHK/DF28/FAL/ 6.66 0.023 24-Oct-02 0.693 1.54% 1 2 0.8672 ?03 3::923’415'7’ 107, 1.47 YES
1a/NHK/DF29/FAL/ o 50, 34, 23, 15.7, 10.7,
sLs 5.57 0.019 24-Oct-02 0.545 9.79% 1 1 0.9244 7.3.4.9 3.4 1.47 YES
1SaL/;\lHK/DF30/FAL/ 14.43 0.050 19-Nov-02 1.094 2.67% 1 6 0.6304 :138&)2282 é.72.;5;1.173665, 1.30 NO Inadequate curve fit.
1a/NHK/DF31/FAL/ 30.0, 23.08, 17.75, 13.65
- - () ’ il £l ]
sLs* 13.38 0.046 19-Nov-02 1.354 3.71% 2 6 0.6670 10.50, 8.08. 6.22, 4.78 1.30 NO Inadequate curve fit.
1SaL/;\lHK/DF32/FAL/ 13.37 0.046 19-Nov-02 0.890 3.18% 2 5 0.6136 :138&)2282 é.72.;5;1.173665, 1.30 NO Inadequate curve fit.
1a/NHK/DF33/FAL/ 30.0, 23.08, 17.75, 13.65
- - 0, ’ il £l ]
sLs* 11.89 0.041 19-Nov-02 0.766 7.34% 3 3 0.8476 10.50, 8.08. 6.22, 4.78 1.30 YES
Phase |b
A1
1b/NHKCTR1/FAL/ 3.74 0.013 11-Dec-02 0.164 7.05% 1 1 0.9725 15,11.54, 8.88, 6.83, 1.30 YES
sLs 5.25,4.04, 3.11,2.39
A2 15, 11.54, 8.88, 6.83
1b/NHKCTR2/FAL/ 6.46 0.022 13-Dec-02 0.743 9.94% 1 5 0.8017 e A aaa oaa 1.30 YES
sLs 5.25,4.04, 3.11,2.39
A3
1b/NHK/CTR4/FAL o 15, 11.54, 8.88, 6.83,
/ recalculated wio 4.88 0.017 14-Jan-03 0.086 3.20% 2 4 0.7526 5.25.4.04, 3.1, 2.39 1.30 NO R2<0.8
outlier
A4 o 15, 11.54, 8.88, 6.83,
1b/NHK/CTR5/FAL 3.12 0.011 15-Jan-03 0.146 3.42% 2 1 0.8444 5.25.4.04, 3.1, 2.39 1.30 YES
A5 15. 11.54. 8.88. 6.83 VC difference > 15%; no
1b/NHK/CTR6/FAL NC #VALUE! 17-Jan-03 0.003 286.96% 1 0 NC 5 2‘5 4 04 3 11’ 2 39’ 1.30 NO point between 50 & 90%; no
e R2 or ICx
A6 o 15, 11.54, 8.88, 6.83,
1b/NHK/CTR7/FAL 7.80 0.027 27-Jan-03 1.210 2.15% 2 2 0.9626 5.25.4.04, 3.1, 2.39 1.30 YES
A8 o 15, 11.54, 8.88, 6.83,
1b/NHK/CTRO/FAL 5.48 0.019 3-Feb-03 0.935 12.58% 1 4 0.9362 5.25.4.04, 3.1, 2.39 1.30 YES
A9 .
1b/NHK/ICTR10/FA | 4.12 0.014 4-Feb-03 0.648 23.68% 2 4 07160 | 11.54.8.88,6.83, 1.30 NO  |VCdifference > 15%; R® <
L 5.25,4.04, 3.11,2.39 0.8
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IC50 Test Mean Vehicle D_ifference of Num!)er of Num!)er of _
Experiment 10 | U9MY) | G50 (mm) | Chemical | contror (vey| TERTISRAE | oS | e [R2  IOM itions  (ugimLy | o | Acceptable Rationale for
Decimal Application oD? PRISM) Factor® Tests' Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
E\;/?\IHK/CTM 1FA|  3.92 0014 | 19-Mar-03 | 1.068 6.94% 2 3 0.8868 ;52511 4'.5;4,83'?181'?2'?335 1.30 YES
oNHKCTRIZEA| 508 0.018 | 20-Mar-03 | 1.542 0.79% 3 3 08792 |19 11.54.8.88,6.83, 1.30 YES
! 5.25, 4.04, 3.11, 2.39
3:533 KICTR13FA|  3.14 0011 | 23Mar-03 | 0.403 13.53% 3 1 0.8720 ;52511 4'.5;4,83'?181'?2'?335 1.30 YES
IDIKICTRIAFA] 33 0012 | 24-Mar-03 |  0.831 3.67% 1 2 0.9652 ;52511 4'.534,83'?181"62'%35 1.30 YES
[DIEKICTRISIFA | 9 91 0010 | 2May-03 | 0973 0.92% 2 2 09586 |1 ;101'.249‘?% N R YES
[ONAKIDFIFALIS) 4.5 0016 | 2-May-03 | 0843 5.43% 2 2 0.9229 1&6":'%949"68:637'15’ 2% 47 YES
Phase |l
;%'ENHK'SLS'3°'° 3.10 0.011 7-Jul-03 1.114 4.61% 3 4 0.9350 1.25’0'1?2'12626’ 32,26, 1.47 YES
gﬁ;'NHK'SLS'mo 1.34 0.005 | 30-Jul-03 | 0.609 217% 3 2 0.9358 1.25’0'1?2'12626’ 32,26, 1.47 YES
g.AO'gNHK'SLS'Om 1.40 0005 | 5-Aug03 | 0526 4.20% 4 2 0.9077 1.25’0'1?2'12626’ 32,26, 1.47 YES
g%'gNHK'SLS'OS'O 1.74 0006 | 6-Aug03 | 0810 2.34% 4 3 0.9517 1.25’0'1?2'12626’ 32,26, 1.47 YES
g%';“”KSLSJ&O 2.75 0010 | 11-Aug-03 | 0.639 0.03% 4 4 0.3154 1&66’%949'?8:637'15’ 214, 1.47 NO  |lowr2
g%'gNHK'SLS'15'° 3.56 0012 | 13-Aug03 | 0462 6.70% 3 5 0.8954 1&66’%949'?8:637'15’ 214, 1.47 YES
gﬁ;'NHK'SLS'ZSO 3.03 0011 | 21-Aug-03 |  0.401 0.35% 4 2 0.7230 1.05',66%,46.6683'14' 214, 1.47 NO  |lowr2
gﬁ;'NHK'SLS'ZSO 345 0012 | 26-Aug-03 | 0.454 2.31% 2 3 0.9372 1.05',66%,46.6683'14' 214, 1.47 YES
SQ'S-'NHK'SLS'%O 3.20 0.011 3-Sep-03 | 0.110 8.54% 2 3 0.9158 1.05',66%,46.6683'14' 214, 1.47 YES
g%'gNHK'SLS'°1'1 459 0016 | 29-Sep-03 | 1.202 1.62% 2 6 0.9168 1.05',66%,46.6683'14' 214, 1.47 YES
g%'gNHK'SLS'°1 1 550 0019 | 29-Sep-03 | 0.895 20.89% 2 5 0.9276 1&66’%949'?8:637'15’ 214, 1.47 NO  |% VC difference >15
g%'gNHK'SLS'15'1 2.90 0010 | 13-Oct:03 | 0547 4.65% 3 5 0.8927 1.05',66%,46.6683'14' 214, 1.47 YES
g%'gNHK'SLS'19'1 3.85 0013 | 17-Oct:03 | 0.340 2.89% 3 5 0.9637 1.05',66%,46.6683'14' 214, 1.47 YES
g%'gNHK'SLS'ZS'1 4.90 0017 | 21-0ct03 | 0279 8.61% 3 2 0.7996 1.05',66%,46.6683'14' 214, 1.47 YES
g%'gNHK'SLS'24'1 2.96 0010 | 22-0ct:03 | 0.932 1.31% 3 5 0.9119 1.05',66%,46.6683'14' 214, 1.47 YES
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IC50 Test Mean Vehicle D_ifference of Num!)er of Num!)er of _
Experiment 10 | U9MY) | G50 (mm) | Chemical | contror (vey| TERTISRAE | oS | e [R2  IOM itions  (ugimLy | o | Acceptable Rationale for
Decimal Application oD? PRISM) Factor® Tests' Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
PANCSES05 569 0013 | 3-Nov-03 | 0515 1.10% 3 5 0.8516 1.05',66%,46.6683'14' 2.14, 147 YES
PASNCSES T 595 0014 | 5Nov-03 | 0.351 4.18% 3 3 0.9316 1.05',66%,46.6683'14' 2.14, 147 YES
PASNTCSES 28 546 0012 | 26-Nov-03 | 0.174 6.01% 3 5 0.9543 1.05',66%,46.6683'14' 2.14, 147 YES
Phase Il
;%'ZNHK'SLS'” 0 528 0018 | 9-Feb04 | 1.131 1.33% 2 6 0.9062 ;.01'2: ?:iéj‘bégé%ig% 1.47 NO |bottom not setto 0
;%'ZNHK'SLS'” O 483 0017 | 9Feb04 | 1.131 1.33% 2 6 0.8318 ;.01'2: ?:iéfbﬁgé%g% 1.47 NO  |r2<0.85
;%'ENHK'SLS'13'° 3.63 0013 | 11-Feb-04 | 0.106 6.36% 4 4 0.7409 ;.01'2: ?:iéfbﬁgé%g% 1.47 NO  |r2<0.85
;%'XNHK'SLS'18'° 6.22 0022 | 16-Feb-04 | 0.155 6.02% 2 2 0.4330 ;.01'2: ?:iéj‘bégé%ig% 1.47 NO  |r2 <0.85; IC50 out of range
;%'ENHK'SLS'ZO'O 224 0.008 | 18-Feb-04 | 0.254 1.35% 4 4 0.9233 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
;2.'82'.5';('3'-3/ NB-| 325 0011 | 24-Feb-04 | 0202 4.37% 4 4 0.9347 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
;2'5;5’?8'"3/ MO.1 404 0.014 | 24-Feb-04 | 0.280 4.67% 3 3 0.9265 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
;%'ENHK'SLS'27'° 2.78 0.010 | 25Feb-04 | 0472 3.50% 3 5 0.9173 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
g%';“”KSLSJ&O 4.48 0016 | 16-Mar-04 | 0.424 2.34% 3 5 0.8934 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
;AO'ENHK'SLS”'O 2.76 0010 | 17-Mar-04 | 0555 1.67% 3 5 0.8882 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
g%'gNHK'SLS'25'° 2.93 0010 | 23-Mar-04 | 0.584 8.67% 4 4 0.9493 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
g%'XNHK'SLS'ZG'O 3.96 0014 | 24-Mar-04 | 0593 3.86% 3 5 0.9244 ;.01'2: ?:iéfbﬁgé%g% 1.47 YES
Z%'ENHK'SLS'ZS'O 3.06 0011 | 26-Apr-04 | 0.762 0.95% 3 5 0.9561 ;.01'2: ?:iéfbﬁgé%g% 147 YES
g%';“”KSLSJ&O 2.79 0010 | 11-May-04 | 0612 0.80% 4 4 0.9782 1?42'3%33%?'15 214 47 YES
FASNAKSLS 1401 580 0013 | 12-May-04 |  0.594 7.47% 3 3 0.9301 ;?1'2: f:ig: g:gg: 31 1.47 YES
FALNHK.SLS.25.0{  2.62 0000 | 23-Jun-04 | 1.347 0.43% 4 4 0.8730 ;91'2: ?:ig: g:gg: (3):23?’ 1.47 YES
;%'XNHK'SLS'Z&O NA NA 26-Jul04 | 0.073 22.93% 2 5 0.7622 ;91'2: ?:ig: g:gg: (3):23?’ 1.47 NO rfWVC difiernece > 15; r2 too
gg'ZNHK'SLS'”'O 3.77 0013 | 9-Aug04 | 0512 4.88% 3 5 0.8470 ;91'2: ?:ig: g:gg: (3):23?’ 147 YES
FALNHKSLS12.0| 5 g4 0020 | 10-Aug-04 | 0.701 8.17% 2 1 0.9776 |10.0,6.80,4.63 3.15, 1.47 NO  [IC50 out of range

8.04

2.14,1.46, 0.99, 0.67
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IC50 Test Mean Vehicle D_ifference of Num!)er of Num!)er of -
Experiment 10 | U9MY) | G50 (mm) | Chemical | contror (vey| TERTISRAE | oS | e [R2  IOM itions  (ugimLy | o | Acceptable Rationale for
Decimal Application oD? PRISM) Factor® Tests' Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
;ABIT%,;.F(;P;:(S)L_S- 4.49 0016 | 17-Aug-04 | 0.337 0.10% 3 1 0.7397 ;91'2: f:ig: g:gg: gzég’ 1.47 NO | r2too low
;AB%%’;?L‘S' 1.85 0.006 | 17-Aug-04 | 0537 10.04% 3 4 0.8589 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'ZO'O 3.70 0013 | 18-Aug04 | 0738 8.90% 3 5 0.9750 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'25'° 3.56 0012 | 23-Aug04 |  0.991 2.23% 2 6 0.8697 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
FAL.NHK.SLS-
Zﬁfu%ogéo“ 5.20 0.018 | 23-Aug04 | 0.645 2.80% 2 1 0.8472 ;?1'2: ?:ig: g:gg: 31 1.47 YES
25.08.04)
g%'XNHK'SLS'27'° 3.00 0010 | 23-Aug-04 | 0546 7.84% 3 5 0.8783 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'17'° 3.30 0011 | 15-Sep-04 | 0.803 1.34% 3 5 0.9408 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g{;_';“”KSLSBM 2.78 0010 | 28-Sep-04 | 0.562 3.86% 3 4 0.9559 ggg?agg?gbg?\ég%' 1.47 YES
PAGNAKSLSOTT) 525 0029 | 29-Sep-04 | 1.103 3.49% 1 7 0.9669 ;91'2: f:ig: g:gg: 31 147 NO  [IC50 out of range
(';.AO':,"NHK'SLS'Wﬂ 223 0.008 | 50ct04 | 0.602 6.09% 4 4 0.9488 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
(';.AO':,"NHK'SLS'OM 2.91 0010 | 6-Oct04 | 0827 4.33% 3 5 0.9222 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'ZO'1 4.95 0017 | 18-Oct-04 | 1.231 5.58% 2 6 0.9099 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
gﬁ)ﬂﬁ;&.s.zzn 3.62 0013 | 20-Oct:04 | 0675 0.86% 3 5 0.9405 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'ZS'1 3.39 0012 | 26-Oct-04 | 0.641 7.85% 3 5 0.9366 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
g%'XNHK'SLS'zgﬂ 233 0.008 | 27-Oct04 | 0502 1.46% 4 4 0.9531 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'OS'1 3.19 0.011 1-Nov-04 |  0.447 8.60% 3 5 0.9331 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'Os'1 2.16 0.007 | 3Nov-04 | 0538 0.62% 4 4 0.9467 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'1°'1 4.07 0014 | 8Nov-04 | 1.011 0.89% 2 6 0.9210 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'12'1 3.76 0.013 | 10-Nov-04 | 0742 3.04% 2 6 0.9085 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'17'1 4.04 0.014 | 15Nov-04 |  1.050 1.74% 2 6 0.8732 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
':%'ZNHK'SLS'19'1 3.91 0.014 | 17-Nov-04 |  0.509 4.62% 3 3 0.9793 ;91'2: f:ig: g:gg: gzég’ 1.47 YES
FALNHKSLS.24.1) 4 09 0.014 | 22-Nov-04 | 1.124 2.91% 2 6 0.8654 |10.0.6.80,4.63,3.15, 1.47 YES

1.04

2.14,1.46, 0.99, 0.67
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IC50 Test Mean Vehicle Difference of| Number of | Number of
i 1 (ug/mL) IC50 (mM) Chemical | control (VC) right/left VC Points Points R2 (from _ , Dilution Acceptable Rationale for
Experiment I.D." | pecimal Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vc? 0-50%* | 50-100%°
FAL.NHK.SLS.26.1 } ] o 10.0, 6.80, 4.63, 3.15,
1.04 3.00 0.010 24-Nov-04 0.620 1.45% 3 5 0.9524 2.14.1.46.0.99. 0.67 1.47 YES
FAL.NHK.SLS(MO) ) g o 10.0, 6.80, 4.63, 3.15,
10.12.04 6.02 0.021 8-Dec-04 1.017 1.35% 2 6 0.8137 2.14.1.46.0.99. 0.67 1.47 YES
;’B‘ZNHK'SLS'1°'1 418 0014 | 8Dec04 | 0928 0.25% 3 5 0.9170 |10.0.6.80,4.63,3.15, 1.47 NO  |IC50 out of range; low r2

2.14,1.46, 0.99, 0.67
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IC50 Test Mean Vehicle Difference of| Number of | Number of
(ug/mL) Chemical right/left VC Points Points R2 (from Dilution Acceptable Rationale for
ExperimentLD." | pecima | 'C50 (MM) Application Cont:;lz(VC) frommean | between between PRISM)® Dilutions  (ug/mL)’ Factor® Tests® Unacceptability
Format Date vc? 0-50%* | 50-100 %’
lIVS
Phase la
B1 3.70 0.013 19-Aug-02 0.785 11.83% 1 5 0.8579 :)03'%62’ 3.2,18,10,06, 1.79 YES
B2 2.93 0.010 19-Aug-02 0.778 5.60% 1 6 0.8406 :)03'%62’ 3.2,18,10,06, 1.79 YES
B3 59.28 0.206 24-Aug-02 1.883 3.30% 1 6 0.0862 100‘6087’ 46,32,22,15, 1.47 NO Major precipitation problems
B4 10.06 0035 | 24-Aug02 | 1.680 8.59% 0 2 0.6253 1%166?7’ 46,32,22,15, 1 447 NO L"j’g;l‘;f;ﬁ')‘;t;g‘;’; problers.
B5 3.72 0.013 25-Aug-02 1.129 7.89% 1 5 0.9213 100‘6087’ 46,32,22,15, 1.47 YES
B6 3.88 0.013 25-Aug-02 1.130 5.10% 1 5 0.8956 100‘6087’ 46,32,22,15, 1.47 YES
B7 3.57 0.012 26-Aug-02 1.083 7.51% 1 6 0.8251 100‘6087’ 46,32,22,15, 1.47 YES
B8 3.30 0.011 26-Aug-02 0.867 11.48% 3 5 0.8592 100‘6087’ 46,32,22,15, 1.47 YES
B9 3.85 0.013 27-Aug-02 0.985 10.80% 2 5 0.8840 100‘6087’ 46,32,22,15, 1.47 YES
B10 3.72 0.013 27-Aug-02 1.026 2.70% 1 6 0.8212 100‘6087’ 46,32,22,15, 1.47 YES
B11 4.92 0.017 4-Sep-02 1.240 0.59% 1 5 0.8987 100‘6087’ 46,32,22,15, 1.47 YES
B12 4.13 0.014 4-Sep-02 1.218 4.81% 1 6 0.8888 100‘6087’ 46,32,22,15, 1.47 YES
B13 4.02 0.014 5-Sep-02 1.082 0.78% 1 6 0.8669 100‘6087’ 46,32,22,15, 1.47 YES
B14 4.18 0.014 5-Sep-02 111 3.22% 1 6 0.8742 100‘6087’ 46,32,22,15, 1.47 YES
B15 4.36 0.015 6-Sep-02 0.693 12.53% 1 6 0.8170 100‘6087’ 46,32,22,15, 1.47 YES
B16 5.07 0.018 6-Sep-02 0.747 12.82% 2 6 0.7516 100‘6087’ 46,32,22,15, 1.47 NO Inadequate curve fit.
B17 3.70 0.013 7-Sep-02 0.550 3.51% 1 5 0.8953 100‘6087’ 46,32,22,15, 1.47 YES
B18 3.50 0.012 7-Sep-02 0.558 9.32% 1 6 0.8518 100‘6087’ 46,32,22,15, 1.47 YES
B19 3.45 0.012 8-Sep-02 0.658 10.32% 1 6 0.8785 100‘6087’ 46,32,22,15, 1.47 YES
B20 3.03 0.011 8-Sep-02 0.682 5.43% 2 5 0.9061 100‘6087’ 46,32,22,15, 1.47 YES
B23 (no re-feed) 3.54 0.012 21-Sep-02 1.084 4.29% 2 4 0.9573 10,638,46,32,2.2,15, 1.47 YES

1.0,0.7
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1C50 Test M Vehicl Difference of| Number of | Number of
. . (ug/mL) 1C50 (mM Chemical C?)anr:rof(\%? right/left VC Points Points R2 (from _ ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal (i) Application oD? frommean | between between PRISM)® RILHODS I (LamE) Factor® Tests® Unacceptability
Format Date vc? 0-50 %* 50 - 100 %°
B23 (re-feed) 3.46 0012 | 21-Sep02 | 0.824 4.80% 2 3 0.9531 100' 60'87’ 46,32,22151 44 YES
B24 (no re-feed) 3.89 0013 | 21-Sep02 | 1.120 0.13% 1 5 0.9361 100' 60'87’ 46,32,22151 44 YES
B24 (re-feed) 3.72 0013 | 21-Sep02 | 0784 2.36% 2 4 0.9265 100' 60'87’ 46,32,22151 44 YES
B25 (no re-feed) 3.92 0014 | 22-Sep02 | 1.078 1.34% 1 5 0.9426 100' 60'87’ 46,32,22151 44 YES
B25 (re-feed) 4.19 0015 | 22-Sep02 | 0.938 2.24% 2 5 0.9540 100' 60'87’ 46,32,22151 44 YES
B26 (no re-feed) 3.44 0012 | 22-Sep02 | 1.037 7.19% 2 3 0.9495 100' 60'87’ 46,32,22151 44 YES
B26 (re-feed) 3.64 0013 | 22-8ep02 | 0775 4.29% 2 4 0.9491 100' 60'87’ 46,32,22151 44 YES
B27 (no re-feed) 2.87 0010 | 23-Sep02 | 1.050 1.79% 2 5 0.8907 100' 60'87’ 46,32,22151 44 YES
B27 ( re-feed) 2.68 0.009 | 23-Sep02 | 0.841 2.77% 2 5 0.9212 100' 60'87’ 46,32,22151 44 YES
B28 (no re-feed) 3.30 0011 | 23-8ep-02 | 1.029 0.04% 2 5 0.9088 100' 60'87’ 46,32,22151 44 YES
B28 (re-feed) 2.78 0010 | 23-Sep02 | 0819 3.87% 3 4 0.9476 100' 60'87’ 46,32,22151 44 YES
Phase |Ib
— 10,6.8, 4.6, 3.2, 2.2
- - 0, y ’ y ] i
Preliminary 2.78 0010 | 4-Jan03 | 0631 3.03% 3 3 0.9588 (1500 0o 1.47 YES
10,628, 4.6, 3.2, 2.2
- = 0, y ’ y ] i
B1 2.98 0010 | 17-Jan-03 | 0518 0.50% 2 5 00403 |15, ° 7o 1.47 YES
10,628, 4.6, 3.2, 2.2
- = 0, y ’ y ] i
B2 3.31 0011 | 18Jan03 | 0726 9.52% 2 3 09621 (157 o 1.47 YES
10,628, 4.6, 3.2, 2.2
- = 0, y ’ y ] i
B3 3.00 0010 | 31-Jan-03 | 0845 3.64% 2 4 09420 (15 5F 0 1.47 YES
10,628, 4.6, 3.2, 2.2
- = 0, y ’ y ] i
B4 3.64 0013 | 1-Feb-03 | 0781 1.49% 2 4 09550 (15> o 1.47 YES
Phase Il
A2 3.1 0.011 9-Aug-03 | 0.682 5.04% 3 4 0.9538 (1)0586'3’5454’ 30,20,13,1 459 YES
B1 3.24 0011 | 16-Aug-03 | 0.351 7.73% 3 3 0.9661 (1)0586'3’5454’ 30,20,13,1 459 YES
B2 4.42 0015 | 17-Aug03 | 026 3.34% 2 4 0.9394 (1)0586'3’5454’ 30,20,13,1 459 YES
B3 410 0014 | 18-Aug03 | 0.284 4.05% 3 2 0.9569 (1)0586'3’5454’ 30,20,13,1 459 YES
B4 452 0016 | 25-Aug-03 |  0.201 2.12% 2 4 0.9434 (1)0586'3’5454’ 30,20,13,1 459 YES
B7 3.98 0014 | 20-Aug-03 | 0.605 7.45% 2 4 0945 |10.67,44,30,20.13,1 45, YES

0.88, 0.59
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IC50 Test Mean Vehicle Difference of| Number of | Number of
(ug/mL) Chemical right/left VC Points Points R2 (from Dilution Acceptable Rationale for
ExperimentLD." | pecima | 'C50 (MM) Application Cont:;lz(VC) frommean | between between PRISM)°® Dilutions  (ug/mL)’ Factor® Tests® Unacceptability
Format Date vC? 0-50 %* 50 - 100 %°
B8 6.56 0023 | 13-8ep-03 | 0512 9.47% 1 4 0.8207 (1)%86"& 549'4’ 30.20.13,1 415 NO  |IC50 out of range
B9 5.85 0020 | 14-Sep-03 |  0.551 4.08% 2 3 0.9042 (1)%86"& 549'4’ 30.20.13,1 415 NO  |IC50 out of range
B10 5.25 0018 | 15-8ep-03 | 0475 1.75% 2 3 0.8811 (1)%86"&5454’ 30.20.13,1 415 NO  |IC50 out of range
B11 6.15 0021 | 16-Sep-03 | 038 1.21% 1 3 0.7715 (1)%86"&5454’ 30.20.13,1 415 NO  |IC50 out of range; low r2
B12 427 0015 | 20-Sep-03 | 0.642 4.75% 2 5 0.924 (1)%86"&5454’ 30,20,13,1 459 YES
B13 427 0015 | 20-Sep-03 | 0.242 1.41% 2 4 0.928 (1)%86"&5454’ 30,20,13,1 459 YES
B14 3.98 0014 | 30-Sep-03 | 0317 1.85% 2 5 0.9696 (1)%86"&5454’ 30,20,13,1 459 YES
B15 6.36 0.022 1-0ct-03 | 0.204 0.97% 2 2 0.8797 (1)%86"& 549'4’ 3020131 415 NO  |IC50 out of range
Phase Il
A1 2.88 0010 | 15Mar-04 | 0.474 1.95% 3 5 0.9576 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
A2 3.42 0012 | 18-Mar-04 |  0.581 5.05% 2 6 0.9176 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
A3 3.90 0.014 | 29-Mar-04 | 0610 0.07% 3 5 0.8815 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
A4 267 0.009 | 29-Mar-04 |  0.509 3.50% 3 5 0.9629 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
A5 2.65 0.009 | 30-Mar-04 | 0533 5.08% 3 5 0.9534 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
B1 2.84 0010 | 21-Apr04 | 0.621 3.08% 4 4 0.9377 1?9'2: f:g;: g:gg: g:gg’ 1.50 YES
B2 3.38 0012 | 22-Apr04 | 0526 2.69% 3 5 0.9568 1?9'2: f:g;: g:gg: g:gg’ 1.50 YES
B3 2.79 0010 | 4-May-04 | 0531 6.18% 3 5 0.9469 1?9'2: f:g;: g:gg: g:gg’ 1.50 YES
B4 420 0015 | 11-May-04 | 0528 11.31% 2 6 0.8904 1?9'2: f:g;: g:gg: g:gg’ 1.50 YES
B5 3.51 0012 | 12-May-04 | 0537 7.15% 2 6 0.9149 1?9'2: f:g;: g:gg: g:gg’ 1.50 YES
B6 272 0.009 | 14-Ju-04 | 0.629 6.79% 3 5 0.9380 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
B7 258 0009 | 15-Ju-04 |  0.611 0.67% 3 5 0.9646 1?9'2: f:g;: g:gg: g:gg’ 1,50 YES
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IC50 Test Mean Vehicle Difference of| Number of | Number of
. . (ug/mL) 1C50 (mM Chemical Control (VC) right/left VC Points Points R2 (from _ ; Dilution Acceptable Rationale for
Experiment I.D." | pecimal ity Application oD? from mean | between between PRISM)°® pliieis (el Factor® Tests® Unacceptability
Format Date vC? 0-50%* | 50-100%°
_Aug- o 10.0, 6.67, 4.44, 2.96,
B8 2.95 0.010 17-Aug-04 0.587 10.35% 3 4 0.9304 1.98.1.32. 0.88. 0.59 1.50 YES
_Aug- o 10.0, 6.67, 4.44, 2.96,
B9 3.08 0.011 18-Aug-04 0.554 1.95% 3 4 0.9609 1.98.1.32. 0.88. 0.59 1.50 YES
-Sep- o 10.0, 6.67, 4.44, 2.96,
B10 4.14 0.014 1-Sep-04 0.597 6.80% 2 6 0.9448 1.98.1.32. 0.88. 0.59 1.50 YES
-Sep- o 10.0, 6.67, 4.44, 2.96,
B11 3.55 0.012 2-Sep-04 0.669 1.77% 2 6 0.9438 1.98.1.32. 0.88. 0.59 1.50 YES
-Oct- o 10.0, 6.67, 4.44, 2.96,
B12 2.93 0.010 20-Oct-04 0.599 3.40% 3 5 0.9561 1.98.1.32. 0.88. 0.59 1.50 YES
_Oct- o 10.0, 6.67, 4.44, 2.96,
B13 2.50 0.009 27-Oct-04 0.629 3.01% 3 5 0.9645 1.98.1.32. 0.88. 0.59 1.50 YES
-Oct- o 10.0, 6.67, 4.44, 2.96,
B14 3.10 0.011 28-Oct-04 0.702 3.78% 3 5 0.9615 1.98.1.32. 0.88. 0.59 1.50 YES
-Nov- o 10.0, 6.67, 4.44, 2.96,
B15 2.51 0.009 8-Nov-04 0.623 2.50% 4 4 0.9151 1.98.1.32. 0.88. 0.59 1.50 YES

' Positive control test 1.D.
2 Mean OD value for all VC wells in test plate
3 Difference of right and left VC column of wells in the test plate

4% viability ICx values between 0 and 50% viability; test acceptance criterion; Phases la and Ib = number of points between 10 - 50%
5 % viability ICx values between 50 and 100% viability; test acceptance criterion; Phases la and Ib = number of points between 50 - 90%

¢ calculated value from the Prism® software

" Test chemical concentrations from stock applied to the cells

8 Step-wise dilution factor

 Determination whether test meets or doesn’t meet test acceptance criteria
Shaded boxes identify values that do not meet the specific test acceptance criteria
Abreviations:

NR = Neutral Red

R&D = Research and Development

PC = Positive Control

C1 - C8 = concentration series

NA = not available

2X = Two times the concentration that will be applied to the cells

VC = Vehicle Control

R2 = Coefficient of Determination

OD = Optical Density

ECBC PC FAL PC IIVS PC
Phase Acceptance | Acceptance | Acceptance
Range Range Range
(ug/mL) (ug/mL) (ug/mL)
Ib (NHK)| 1.40-6.67 | 1.34—13.6 | 2.57 -4.79
IT (NHK)| 1.22-6.10 0-141 2.10-5.04
IIT (NHK)| 0.07-7.11 | 0.57 —-5.82 | 1.94 — 5.61
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