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Appendix 1

Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected
Salivation

50402 No Abnormalities Detected

50403 No Abnormalities Detected
Salivation

50404 No Abnormalities Detected

50405 No Abnormalities Detected

50406 No Abnormalities Detected

50407 No Abnormalities Detected

50408 No Abnormalities Detected
Salivation

50409 No Abnormalities Detected
Salivation

50410 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign B120720

Day numbers relative to Start Date

10 10 1 11 12 12 13 13 14

Before Time 10 Before .Time 10 Before Time 10 Before Time 10 Before

dosing dosing dosing dosing dosing
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X

Group 4 - 80 mg/kg
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Appendix 1 Clinical Ssign B120720

Day numbers relative to Start Date

14 15 15 16 16 17 17 18 18
Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Animal Clinical Sign Site dosing dosing dosing dosing
4 f 50401 No Abnormalities Detected X X X X X X X X X
Ssalivation . . . . . . . . .
50402 No Abnormalities Detected X X X X X X X X X
50403 No Abnormalities Detected X X X X X X X X X
Salivation . . . . . . . . .
50404 No Abnormalities Detected X X X X X X X X X
50405 No Abnormalities Detected X X X X X X X X X
50406 No Abnormalities Detected X X X X X X X X X
50407 No Abnormalities Detected X X X X X X X X X
50408 No Abnormalities Detected X X X X X X X X X
salivation . . . . . . . . .
50409 No Abnormalities Detected X X X X X X X X X
Salivation . . R o . . . . .
50410 No Abnormalities Detected X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group & - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1

Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected
Salivation

50402 No Abnormalities Detected

50403 No Abnormalities Detected
Salivation

50404 No Abnormalities Detected

50405 No Abnormalities Detected

50406 No Abnormalities Detected

50407 No Abnormalities Detected

50408 No Abnormalities Detected
Salivation

50409 No Abnormalities Detected
Salivation

50410 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight

Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3.- 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinjcal Sign

B120720

pay numbers relative to Start Date
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Moe X XK XX

22 22 22
Before Time 10 Time 20
dosing
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Appendix 1

Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected
Salivation
50402 No Abnormalities Detected
50403 No Abnormalities Detected
Salivation
50404 No Abnormalities Detected
50405 No Abnormalities Detected
50406 No Abnormalities Detected
50407 No Abnormalities Detected
50408 No Abnormalities Detected
Saljvation
50409 No Abnormalities Detected
Salivation
50410 No Abnormalities Detected

esmenanmn e L L .-

Severity Codes: X = Present; 1 = Sligh
Group 1 - 0 mg/kg Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing

Group 3 - 20 mg/kg

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

Day numbers relative to Start Date

23 23 23
Before Time 10 Time 20
dosing
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Group 4 - 80 ma/kg

B120720
24 - 24 24 25 25 25
Before Time 10 Time 20 Before Time 10 Time 20
dosing dosing
X - X X . X
. 1 . . 1 .
X X X X X X
X . "X X - X
. 1 . . 1 .
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X . X X X X
. 1 . . . .
X X X X . X
X X X X X
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Appendix 1

Group Sex Animal Clinical Sdign Site
4 f 50401 No Abnormalities Detected
Salivation
50402 No Abnormalities Detected
50403 No Abnormalities Detected
Salivation
50404 No Abnormalities Detected
50405 No Abnormalities Detected
50406 No Abnormalities Detected
50407 No Abnormalities Detected
50408 No Abnormalities Detected
Salivation
50409 No Abnormalities Detected
Salivation
50410 No Abnormalities Detected

Severity Codes: X = Present; 1 = sSlight
Group 1 - 0 mg/kg Group 2 « 5 mg/kg
Day 1 to 21: Time 10, About 2 hours after dosing

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg

clinical Sign

Day numbers relative to Start Date
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Group &4 - 80 mg/kg
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B120720
27 27 27 28 28 28
Before Time 10 Time 20 Before Time 10 Time 20
dosing dosing
X . X X . X
B 1 . . 1 .
X X X X X X
X. . X X . X
. 1 . . 1 .
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X . X X X X
. 1 . . . .
X X X X X X
X X X X X
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Appendix 1 Clinical Sign B120720

29
: Day

Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected X
Salivation .
50402 No Abnormalities Detected X
50403 No Abnormalities Detected X

Salivation -
50404 No Abnormalities Detected X
50405 No Abnormalities Detected X
50406 No Abnormalities Detected X
50407 No Abnormalities Detected X
50408 No Abnormalities Detected X
Salivation
50409 No Abnormalities Detected
Salivation
50410 No Abnormalities Detected

>

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 ma’/kg Group 3 - 20 mg/kg Group 4 - 80 ma/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



S

Sex: Male Bodyweight (g)

Appendix 2

Body Weight

B120720

0 mg'kg Day(s) Relative
to Start Date

1 4 8 11 15 18 22 25 28
10101 § 1906 2175 2459 275.3 307.2 330.1 3527 3596 385.0
10102} 1989 2272 2673 297.2 3264 356.4 3822 396.7 4297
10103 { 1911 2158 2483 2708 306.6 3322 3521 368.6 3904
10104 } 1999 226.9 264.7 2915 320.3 3412 3554 3676 386.8
10105 | 199.2 2197 2538 279.8 3036 3224 3420 3457 3634
10106 | 194.3 2249 2556 2844 3200 3422 369.7 3756 3956
10107 | 2124 2399 2720 299.7 3248 3454 369.0 3823 4013
10108 | 204.1 230.2 2618 284.1 3058 3274 3458 357.1 369.2
10109 { 190.7 220.2 2534 286.3 319.2 477 367.1 3797 403.9
10110 ] 2053 2339 265.8 293.2 3293 350.7 3719 389.5 409.0
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B120720

Appendix 2 Body Weight
Sex: Male Bodyweight (g)
5 mgkg Day(s) Relative
to Start Date
1 4 8 1 15 18 22 25 28
10201 ] 1922 2212 2545 285.0 3168 3372 357.3 366.5 387.7
10202 § 1935 218.1- 2478 2711 304.1 3254 3448 3548 3747
10203 | 194.8 217.0 252.5 279.0 305.0 3290 3427 353.1 369.8
10204 | 2024 2381 2725 296.2 3314 3514 3753 3925 4135
10205 | 1915 2247 258.6 2875 3263 3487 3781 3829 405.9
10206 | 217.5 249.0 2837 37 3342 360.3 377.8 390.5 4126
10207 | 1893 2102 2287 2497 2786 3014 3296 3400 359.2
10208 | 199.8 22841 265.9 2931 3253 3415 3539 364.0 3770
10209 | 1868 2127 247.8 2730 306.4 3349 356.6 3732 394.9
10210 | 2041 2259 260.7 286.8 3138 3346 3523 366.0 378.8




Appendix 2 Body Weight B120720

Sex: Male Bodyweight (g)

20 mgkg Day(s) Relative
fo Start Date

1 4 8 1 15 18 22 25 28

10301 | 1909 2180 2510 2754 3033 322.7 3456 3466 3702
10302 | 2084 236.2 2723 2953 3216 3356 3488 360.2 3794
10303 | 1954 277 243.0 266.6 2937 313.2 3240 3355 349.4
10304 | 2046 2243 255.1 280.8 307.8 3284 347.3 3596 3810
10305 | 196.3 2185 2474 2689 2884 3085 3215 3412 3484
10306 | 1865 2122 2433 2704 2933 3170 3356 3493 360.0
10307 | 2052 2324 2684 2885 31941 3434 3647 3787 4021
10308 | 1914 2227 2521 2656 3054 3244 3367 3440 367.8
10309 | 1926 2129 2431 2659 2955 309.3 3261 M9 360.8
10310 | 2027 2284 2584 2817 3138 3237 3377 347.2 362.9
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B120720

Appendix 2 Body Weight
Sex: Male Bodyweight (g)
80 mg'kg Day(s) Relative
to Start Date
1 4 8 1 15 18 22 25 28
10401 2020 2176 255.1 288.2 3216 3371 3517 3740 384.1
10402 | 200.0 2144 2482 2694 2903 3114 3310 3346 346.0
10403 | 1914 208.7 2397 2635 290.1 296.2 307.1 3183 3313
10404 | 2056 2232 254.9 2646 3012 3129 3286 3470 3594
10405 | 204.0 215.8 2398 258.0 2875 2999 309.4 3132 3320
10406 | 198.2 2159 2412 2640 3028 316.2 3212 3393 3615
10407 | 197.3 197.6 2204 238.0 2593 2780 280.6 2985 3020
10408 | 189.2 196.5 2139 2415 265.0 2758 3009 3186 3318
10409 | 1855 2015 22941 2526 2822 309.0 3240 335.1 3565
10410 | 2087 2235 246.0 2722 3071 37 3548 3637 3915




B120720

Appendix 2 Body Weight
Sex: Female Bodyweight (g)
0 mgkg Day(s) Relative
to Start Date

1 4 8 1 15 18 2 25 .28

50101 | 1647 1709 184.1 203.8 2158 2252 2308 2433 250.2

50102 } 1953 2055 229.0 2339 2449 265.7 2799 2834 2886

50103 | 1752 180.5 2004 2205 2403 254.3 264.3 2710 2704

50104 | 1653 169.4 184.9 197.8 2123 2210 2390 23938 2478

50105 | 1813 189.9 205.3 2146 2252 2420 2527 2658 2720

50106 { 1783 189.6 200.2 2146 226.2 2315 2372 256.2 2613

50107 | 159.2 170.1 1927 2120 2227 2314 2436 2456 2635

50108 | 1714 183.2 195.0 2003 206.4 2207 2316 2415 2485

50109 | 1701 178.2 198.0 2144 2286 2358 2427 2500 2513

50110 | 1812 188.9 2118 2390 2506 264.1 2734 2770 2765
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B120720

Appendix 2 Body Weight
Sex: Female Bodyweight (g)
5 mgkg Day(s) Relative
to Start Date
1 4 8 1 15 18 22 25 28
50201 | 175.1 1809 197.1 198.7 2108 227.0 2418 2482 2538
50202 | 156.7 160.8 1712 196.2 197.8 1939 204.8 2225 224.8
50203 | 1808 198.0 2166 2280 2456 246.5 2720 2835 280.9
50204 | 1685 168.5 1825 203.0 216.7 2230 2271 2443 2474
50205 | 164.8 177.2 194.2 206.1 2148 2199 2248 2280 2384
50206 | 1606 159.2 1734 187.0 195.1 1936 2113 2085 2085
50207 | 1722 175.6 193.8 195.9 206.9 203.6 2086 2205 2270
50208 | 169.3 180.0 199.6 205.7 2144 2144 2244 2327 2397
50209 | 176.1 1728 192.8 2121 2243 2390 249.7 2518 2558
50210 | 1839 1935 207.3 2175 2300 2312 2450 254.7 2611




-9LE -

61

B120720

Appendix 2 Body Weight
Sex: Female Bodyweight (g)
20 mgkg Day(s} Relative
to Start Date

1 4 8 11 15 18 22 25 28
50301 | 1654 169.5 1818 190.2 199.2 2088 2198 2296 2274
50302 | 1706 176.7. 195.6 2136 2278 238.3 256.9 2587 267.2
50303 | 166.0 1703 1829 198.7 2038 2143 2203 2229 2235
50304 | 1763 184.8 198.0 2018 209.8 2204 2227 230.7 225.8
50305 | 180.8 189.7 207.2 216.9 2271 2433 2496 256.5 260.5
50306 | 1723 1779 1934 199.8 2121 2116 2201 230.8 238.1
50307 | 159.1 1744 189.1 1922 275 2019 2155 2291 235.7
50308 | 1820 1914 2094 2176 2221 2295 2341 2372 246.3
50309 | 1749 186.1 205.1 2122 2270 2391 2477 2595 2634
50310 | 1749 1796 199.0 210.0 217.0 227.8 236.6 245.2 2421
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B120720

Appendix 2 Body Weight
Sex: Female Bodyweight (g)
80 mg/kg Day(s) Relative
fo Start Date
1 4 8 1 15 18 22 25 28
50401 | 1738 177.2 1913 2077 2182 2334 2388 2464 2453
50402 | 170.1 1756 1915 2008 2073 2136 2244 2332 2381
50403 | 177.8 1779 185.8 189.0 200.6 2148 2200 2233 2226
50404 | 1614 158.9 169.0 1724 1796 1883 1977 207.0 2163
50405 | 196.3 1946 2131 204.3 2222 238.2 238.9 2399 2437
50406 | '169.4 1732 190.8 209.2 2210 2325 2439 2459 2529
50407 | 1584 166.1 1717 184.1 1944 205.0 209.0 2144 2327
50408 | 166.9 174.6 190.1 195.6 208.7 2012 215.8 2289 2281
50409 | 1636 1616 1759 186.1 1949 205.0 2118 2229 2315
50410 | 1710 187.2 1971 2105 1804 2144 230.5 2345 237.5
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Appendix 3 Body Weight Gain
Sex: Male Absolute Weight Gain (g)
0 mgkg Day(s) Relative
to Start Date
1—4 48 8§11 1M1—15 15—18 | 184522 | 2225 | 2528
10101 269 284 294 319 229 226 6.9 254
10102 283 40.1 299 292 300 258 145 330
10103 | 247 325 225 358 256 19.9 165 218 -
10104 | 270 378 268 288 209 14.2 122 19.2
10105 | 205 341 260 238 185 199 37 177
10106 | 306 307 288 356 222 215 5.9 200
10107 275 321 21.7 251 206 236 13.3 19.0
10108 | 261 316 223 217 216 184 113 121
10109 29.5 332 329 329 285 194 126 242
1010| 286 319 274 36.1 214 212 176 195

B120720
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Appendix 3 Body Weight Gain
Sex: Male  Absolute Weight Gain (g)
5 mghkg Day(s) Relative
. fo Start Date )
1—4 48 §—11 | 115 | 15—18 | 1822 | 22525 | 2528

10201 290 333 305 318 204 2041 9.2 212
10202 ] 246 297 233 330 213 194 100 199
10203 | 222 355 265 260 240 137 104 16.7
10204 | 357 344 27 35.2 200 239 17.2 210
10205 332 339 289 388 224 294 48 230
10206 | 315 347 28,0 225 26.1 175 127 221
10207 | 2098 185 210 289 228 282 104 192
10208 | 283 38 27.2 322 16.2 124 10.1 130
10209} 259 35.1 252 334 285 217 16.6 217
10210} 218 348 26.1 210 208 177 13.7 12.8

B120720
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Appendix 3 Body Weight Gain
Sex: Male Absolute Weight Gain (g)
20 mg/kg Day(s) Relative
to Start Date
1—4 48 811 11— 15 15—18 | 18—22 | 22—25 | 25— 28
103011 2741 330 244 279 194 229 1.0 236
10302 278 36.1 230 263 14.0 13.2 114 192
10303 § 223 253 236 214 19.5 108 115 139
10304 § 197 308 25.7 270 206 18.9 123 214
10305 222 286 218 19.5 20.1 13.0 197 72
10306 | 257 3 271 229 237 186 13.7 107
10307 | 272 36.0 20.1 306 240 216 140 234
10308 313 294 135 398 19.0 123 73 238
10309 203 302 228 296 13.8 16.8 15.8 18.9
10310 257 30.0 23.3 321 9.9 14.0 9.5 15.7

B120720



- 18¢-

Lel

Appendix 3 Body Weight Gain
Sex: Male  Absolute Weight Gain (g)
80 mgkg Day(s) Relative
fo Start Date
1—4 438 §—-11 | 1115 | 15—18 | 18522 | 2225 | 2528

104011 156 375 331 334 155 146 223 10.1
10402 14.4 338 212 20.9 208 19.9 36 114
10403 | 173 310 238 266 6.1 109 112 130
10404 17.6 317 97 36.6 117 15.7 184 124
10405 | 118 240 182 295 124 95 38 1838
10406 | 177 313 16.8 388 134 110 121 222
10407 0.3 228 176 213 187 26 179 35
10408 7.3 174 276 235 108 251 17.7 132
10409 16.0 216 235 29.6 26.8 15.0 111 214
104101 148 225 26.2 349 246 231 89 278

B120720
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Appendix 3 Body Weight Gain
Sex: Female Absolute Weight Gain (g)
0 mgkg Day(s) Relative
fo Start Date
1—4 48 811 | 1-15 | 15518 | 18522 | 2225 | 2528
50101 6.2 132 197 120 94 5.6 125 6.9
50102 102 235 49 110 208 14.2 35 52
50103 53 199 2041 19.8 14.0 10.0 6.7 0.6
50104 4.1 155 129 145 8.7 18.0 0.8 8.0
50105 8.6 154 9.3 106 16.8 107 1341 6.2
50106 113 10.6 14.4 116 5.3 5.7 19.0 5.1
50107 109 226 193 10.7 8.7 122 20 17.9
50108 | 118 118 5.3 6.1 14.3 109 9.9 70
50109 8.1 19.8 164 142 72 6.9 7.3 13
50110 1.7 229 272 116 135 9.3 36 -0.5

B120720
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Appendix 3 Body Weight Gain
Sex: Female Absolute Weight Gain (g)
5 mykg Day(s) Relative
, fo Start Date
1—-4 48 §—11 | 11—15 | 1518 | 18522 | 2225 | 2528

50201 5.8 16.2 1.6 121 16.2 14.9 6.3 5.6
50202 4.1 104 250 18 -3.9 10.9 17.7 23
50203 17.2 18.6 114 17.6 0.9 255 115 -2.6
50204 0.0 14.0 20.5 137 6.3 41 17.2 2.8
50205 124 170 119 8.7 51 4.9 32 104
50206 | -14 139 139 8.1 -15 177 28 0.0
50207 34 182 21 110 -33 5.0 19 6.5
50208 10.7 19.6 6.1 8.7 0.0 10.0 83 70
50209 -33 20.0 19.3 122 14.7 10.7 2.1 40
50210 9.6 138 10.2 125 12 13.8 97 6.4

B120720



