FBM 08-2522

Appendix 1-4  Body weights during quarantine period

. - T Receipt Final day Body
. md:ldm A“‘l'm] day of quarantine weight
o . (Day 1) (Day 3) gain
Female 1 2305 103 136 33
2 2401 103 128 25
3 2105 106 133 27
4 exc. 95 119 24
5 2304 103 130 27
[ 2504 105 132 27
7 2303 100 127 27
8 2107 104 131 27
9 2204 103 130 27
10 2403 105 134 29
11 exe. 92 120 28
12 2203 102 133 31
13 2301 102 129 27
14 2205 100 127 27
15 eXC. 107 139 32
16 2307 105 133 28
17 2206 96 125 29
18 2104 102 134 32
19 2201 100 131 31
20 2207 101 135 34
2] 2502 107 134 27
22 2202 101 128 27
23 2106 97 124 27
24 exc. 106 139 33
25 exc. 93 121 28
26 2102 102 129 2
27 2503 98 124 26
28 2402 100 126 26
29 exc. 2 125 43
30 exc, 100 120 20
31 2306 100 130 30
32 exc. 94 119 25
33 2404 100 131 31
34 2302 99 125 26
35 2501 101 129 28
36 2101 98 127 29
37 2103 95 126 3l
38 exc. 91 122 31
39 EXC, 102 138 36
Mean 100 120 29
SD 3 3 4
Unit: g

Body weight gain = Body weight difference of allocation dav and receipt dav during 5 days.
1} Identification numbers after allocation to treatment groups (exc.: excluded from the study svsiem).
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Appendix 3-1 Body weights of rats reated intravenously with AcPepA for 3 days

Sex Test Dose (mg/kg) Animal Day of treatment Necro-
substance  rapid (2min) infusion (1h) No. 1 2 3 sy
Male Control 0 0 1101 188 195 201 170
(Saline) 1102 214 222 233 195
1103 212 212 223 189
1104 206 208 215 182
1105 183 187 189 163
1106 201 205 212 178
1107 208 213 217 184
Mean 202 Rl 213 180
SD 12 12 14 11
AcPepA 10 30 1201 208 215 218 185
1202 199 207 214 181
1203 189 193 197 172
1204 213 212 215 187
1205 204 207 212 179
1206 198 20! 206 178
1207 215 217 223 192
Mean 204 207 212 182
5D 9 ] 9 7
20 60 1301 203 208 217 189
1302 203 207 213 185
1303 212 218 222 192
1304 207 210 218 185
1305 205 210 212 184
1306 200 204 209 179
1307 189 193 202 173
Mean 203 207 213 184
5D 2} 8 7 [
Female Control ] 1] 2101 140 137 149 127
(Saline) 2102 151 148 157 132
2103 142 145 146 122
2104 154 149 156 135
2105 150 150 155 135
2106 140 139 136 125
2107 148 143 147 130
Mean 146 144 149 129
SD 6 5 7 5
AcPepA 10 30 2201 150 148 156 130
2202 138 137 142 123
2203 151 150 157 137
2204 142 144 151 126
2205 133 140 144 127
2206 147 149 151 127
2207 152 _155 157 136
Mean 145 146 151 129
SD 7 f (] 5
20 60 2301 149 148 155 131
2302 140 141 142 121
2303 144 149 154 129
2304 149 146 149 134
2305 135 161 163 137
2306 146 148 150 133
2307 146 144 150 127
Mean 147 148 152 130
SD 5 6 3] 3
Unit: g.
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Appendix 3-2 Body weighis of rats wreated intravenousiv with AcPepA for 3 days - TK group

Sex Test Dose imgkg) Animal Administration
Substance  rapid (2min)  infusion (1h) Na. day
Male AcPepA 10 30 1401 247
1402 233
1403 223
1404 251
Mean 239
SD 3
20 60 1501 231
1502 250
1503 240
1504 228
Mean 237
5D 10
Female AcPepA 10 30 2401 160
2402 156
2403 178
2404 164
Mean 165
SD 10
20 60 2501 159
2502 156
2503 162
2504 172
Mean 162
SD 7
Unit; g
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Appendix 4 Food consumption of rats treated intravenously with AcPepA for 3 days

Sex Test Dose img/kg) Animal Day of reatment
substance  rapid (2min)  infusion (1h) No. 0-1 12 2-3
Male Control 0 n 1101 23 24 2%
{Saline) 1102 pLL 26 25
1103 23 20 25
1104 25 21 25
1105 19 18 17
1106 24 20 21
1107 24 22 23
Mean 256 216 227
SD 2.1 2.7 29
AcPepA 10 30 1201 26 24 24
1202 27 25 24
1203 23 20 21
1204 24 21 22
1205 23 22 21
1206 23 20 2
1207 26 23 25
Mean 24.6 21 23
SD 1.7 2.0 1.6
20 60 1301 22 2 24
1302 23 21 22
1303 24 24 22
1304 27 2 25
1305 22 21 19
1306 .5} 22 23
1307 22 20 22
Mean 336 217 224
SD 1.9 1.3 1.9
Female Control 0 1] 2101 16 13 18
(Saline) 2102 18 16 17
2103 18 15 15
2104 19 14 19
2105 18 15 17
2106 17 3 14
2107 17 13 14
Mean 17.6 14.1 16.3
S5D 1.0 12 20
AcPepA 10 30 2201 18 15 7
2202 14 I2 15
2203 18 16 19
2204 15 13 18
2205 13 16 16
2206 17 16 16
a7 19 15 17
Mean 16.3 15.0 16.9
SD L3 1.4 1.3
20 60 2301 18 14 18
2302 16 3 14
2303 17 18 18
2304 19 16 18
2305 20 19 20
2306 17 14 15
2307 16 13 17
Mean 17.6 15.3 17.1
SD 1.5 24 2.0

Lini; g/day,

-45 .
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Appendix 5-1 Hematology in rats treated intravenously with AcPepA for 3 days
Sex Test Dose (mg/kg) Animal RBC  WBC Ht Hb MCH  MCV
substance  rapid (2min)  infusion (1h) Nao (10%L) (10%L) (%) (g/dL) (pg) (fL)
Male Control 0 0 1101 736 68.5 449 15.3 208 61.0
(Saline) 1102 703 B5.8 46.6 15.8 25 3
1103 6835 82.0 438 14.9 218 63.9
1104 737 99.4 44.0 15.1 205 59.7
1105 743 56.7 453 15.5 209 61.0
1106 770 64.8 459 157 204 59.6
1107 739 85.2 459 15.6 21.1 62.1
Mean 730 71.5 452 154 21 61.9
SD 28 14.7 1.0 0.3 0.8 24
AcPepA 10 30 1201 695 532 418 143 20.6 60.1
1202 729 62.0 434 15.0 20.6 59,5
1203 738 71.0 42.7 14.7 19.9 579
1204 741 62.5 4.0 15.1 204 59.4
1205 766 58.8 439 15.1 19.7 57.3
1206 776 58.8 444 15.7 20.2 572
1207 73 88.6 424 14.3 212 63.0
Mean 731 65.0 32 14.9 204 82
sD 37 11.7 1.0 0.5 0.5 2.0
20 60 1301 650 106.0 41.1 14.0 215 632
1302 657 103.0 41.7 14.6 222 63.5
1303 725 64.5 426 14.7 20.3 58.8
1304 685 95.0 423 14.2 20.7 61.8
1305 672 62.2 41.2 14.2 2L1 613
1306 720 52.0 45.2 15.6 21.7 62.8
1307 716 80.2 442 14.9 20.8 61.7
Mean 689 80.4 42.6 14.6 212 61.9
SD 3l 21.5 1.6 0.5 0.7 1.6
Female Contral 0 0 2101 736 75.2 433 15.1 20.5 58.8
(Saline) 2102 717 64.2 42.0 14.5 20.2 58.6
2103 736 60.5 43.0 15.0 204 58.4
2104 743 74.5 44.6 157 21.1 60.0
2103 716 72.6 442 153 214 61.7
2106 fi84 694 413 14.6 213 604
2107 743 859 44.0 15.6 21.0 59.2
Mean 725 71.8 432 15.1 208 59.6
SD 21 3 1.2 0.5 0.5 12
AcPepA 10 30 2201 724 514 44.8 15.7 21.7 61.9
2202 742 87.4 43.5 15.2 20.5 58.6
2203 7 74.0 41.8 14.5 211 60.8
2204 689 76.9 423 15.1 219 614
2205 683 723 42.2 14.7 21.5 61.8
2206 708 87.8 42.1 14.7 20.8 59.5
2207 673 95.0 429 15.0 223 63.7
Mean 701 7.8 428 15.0 214 61.1
SD 25 143 1.0 04 0.6 1.7
20 60 2301 731 73 423 147 200 579
2302 719 833 429 150 209 397
2303 728 59.6 439 15.1 20.7 60.3
2304 62 74.7 413 14.6 221 62.4
2305 723 642 439 154 213 60.7
2306 684 747 42.0 14.7 213 614
2307 789 942 461 164 208 584
Mean 719 740 432 15.1 211 60.1
SD 40 11.9 1.6 0.6 0.6 1.6
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Appendix 5-2 Hematology in rats treated intravenously with AcPepA for 3 days

Sex Test Dose (mg/kg) Animal MCHC Ret Pht PT APTT
substance  rapid (2min)  infusion (1h) No. (g/dL) (%)  (10%uLy (10%uL)  (sec) (sec)

Male Conrol i 0 1101 34.1 10,04 7380 1207 132 20.1
(Saline) 1102 339 10.43 73.32 106.2 12.8 20.7

1103 340 10.01 68.57 126.5 132 17.6
1104 343 10.04 73.99 1272 138 18.8
1105 342 9.80 72.81 123.7 13.6 20.7
1106 342 8.04 61.91 104.6 12.9 19.1
1107 340 9.35 69.10 1122 13.5 21.3
Mean 34 9.67 70.51 1173 13.3 19.8

SD 0.1 0.79 4.41 9.5 04 1.3

AcPepA 10 30 1201 342 9.37 65.12 143.6 144 20.8
1202 34.6 12.69 92.51 142.7 12.7 19.5
1203 344 10.60 78.23 125.7 134 18.0
1204 343 10.40 77.06 120.4 14.0 19.0
1205 344 8.37 64,11 159.2 13.1 21.0
1206 354 7.51 58.28 119.0 124 18.5
1207 33.7 11.92 80.22 110.2 12.5 19.8
Mean 344 10.12 73.65 1315 13.2 19.5
SD 0.5 1.85 11.77 17.3 0.8 1.1
20 60 1301 341 9.47 61.56 126.1 1.9 17.6
1302 35.0 9.20 60.44 126.0 127 20.2
1303 345 949 68.80 129.5 119 18.0
1304 336 11.30 77.41 140.8 139 19.0
1305 345 9.30 62.50 1326 13.6 211
1306 345 10.50 75.60 137.3 134 21.6
1307 33.7 10.76 77.04 132.5 134 20.2
Mean 343 10.00 69.05 1321 13.0 19.7

SD 0.3 0.84 7.64 3.5 0.8 1.5

Female Control 0 0 2101 349 6.73 49.53 161.9 12.6 19.9
(Saline) 2102 345 8.32 59.65 142.2 12.2 159

2103 349 6.56 48.28 141.6 1.7 14.2

2104 352 7.30 54.24 116.0 2 16.3

2105 3.6 9.40 67.30 133.3 1.7 7.1

2106 354 9.06 61.97 128.1 122 17.1
2107 355 7.43 55.20 106.6 12.5 26.7

Mean 35.0 7.83 56.60 132.8 122 18.2
SD 04 112 6.82 18.3 0.4 4.1
AcPepA 10 30 2201 350 7.98 57.78 133.1 114 149

2202 34.9 6.66 4942 128.5 11.9 172
2203 347 7.81 53.65 210.2 12.2 15.0

2204 357 8.01 55.19 145.0 1.9 17.6
2205 348 832 56.83 1231 12.2 16.9
2206 349 934 66.13 154.7 12.2 14.7

2207 35.0 8.71 58.62 124.5 122 17.8
Mean 35.0 8.12 56.80 145.6 12.0 16.3

SD 0.3 0.83 5,14 30.7 0.3 14
20 60 2301 3448 845 6177 1559 1.5 159
2302 35.0 744 5349 1217 116 16.5
2303 344 7.81 56.86 1583 1.2 159
2304 354 900  5u.s§ 272% 118 17.0
2305 35.1 8.05 64.71 1384 11.9 17.2
2306 35.0 9.06 6197 1347 1.6 15.6
2307 356 638 5034 1355 I3 14.7
Mean 35.0 8.16 5830 124 1.7 161
sD 0.4 1.00 5.11 44 8 0.3 09

4) re-measured for low Jevel and accepted this value (re-measurement: 25.8x10%ul.)
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Appendix 5-3 Hematology in rats treated intravenously with AcPepA for 3 days

Sex Test Dose (mg/kg) Animal Differential leukocyle coums (%)  Differential leukocyre counts (10%uL.)
substance rapid (2min) infusion (1h) NO.  Baso Fosi New Lym Mono Baso Eosi New Lvm Mono
Male  Control 0 0 1101 00 07 132 B57 04 0.0 05 9.0 587 0.3
(Saline) 1102 00 1.7 257 706 20 0.0 1.5 220 606 1.7

1103 01 04 131 841 23 0.1 03 107 69.0 1.9
1104 01 08 098 862 3l 0.1 08 97 857 kR |
1105 00 12 138 827 23 00 07 78 469 1.3
1106 02 1.1 148 B8l.0 29 0.1 07 9.6 525 1.9
1107 01 09 B89 BB6 15 0.0 08 75 755 1.3
Mean 0.1 1.0 142 827 21 0.1 08 109 641 16

SD 01 04 S5 59 09 0.1 04 50 135 038

AcPepA 10 30 1201 00 06 92 883 19 0.0 03 49 470 1.0
1202 00 1.1 284 67.1 34 00 07 176 416 2.1

1203 00 14 95 856 33 00 10 67 608 25

1204 02 10 139 830 19 0.1 06 B7 519 1.2

1205 00 09 140 837 14 00 05 83 492 0.8

1206 00 1.0 150 825 15 0.0 06 88 485 0.9

1207 00 09 208 75.1 32 0.0 08 185 663 2.8

Mean 00 1.0 158 80.8 24 00 06 105 3522 1.6

SD 0] 02 68 73 09 0.0 02 53 86 08

20 60 1301 01 10 76 89 14 0.1 1.1 80 953 1.5
1302 0.1 1.6 180 766 37 0.1 1.6 186 789 38

1303 00 1.1 139 822 28 0.0 07 %0 53.0 1.8

1304 00 08 113 854 25 0.0 08 107 B8LI 24

1305 00 1.1 105 B6.8 1.6 00 07 6.5 540 1.0

1306 00 06 225 742 27 0.0 03 117 386 1.4

1307 01 10 236 721 32 0.1 08 189 578 2.6

Mean 00 1.0 153 Bl0 26 0.0 09 119 655 2.1

SD 01 03 62 68 08 0.0 04 50 199 0.9

Female Control 0 0 2101 03 03 75 904 135 02 02 57 680 1)
(Saline) 2102 00 11 176 796 L7 0.0 07 113 511 1.1

2103 00 07 99 876 18 00 04 60 35350 1.1

2104 01 05 119 863 12 01 04 88 643 0.9

2105 00 10 152 820 1.8 00 07 1L1 595 1.3

2106 01 13 78 BB6 22 01 09 54 615 1.5

2107 00 05 105 88.0 1.0 00 04 90 756 0.9

Mean 0.1 08 115 B86.1 1.6 0.1 035 82 619 L1

SD 01 04 37 39 04 01 02 25 8.5 02

AcPepA 10 30 2201 00 1.2 175 794 1.9 0.0 06 90 408 1.0
2202 00 035 100 874 2.1 00 04 B8 764 1.8

2203 01 20 154 809 16 0.1 1.5 113 599 12

2204 01 1.0 70 %9 L0 0.1 08 53 699 0.8

2205 0.1 12 99 869 19 01 09 71 628 1.4

2206 61 07 67 9.8 17 061 06 59 797 1.5

2207 00 09 70 902 18 00 09 67 857 1.7

Mean 0.1 L1 105 866 1.7 01 08 77 679 L3

SD 0.1 05 43 47 04 0.1 04 2.1 15.0 0.4

20 60 2301 00 12 118 857 13 00 08 79 577 0.9
2302 0.1 06 107 873 L3 01 05 89 727 11

2303 00 08 161 809 22 00 05 96 482 1.3

2304 00 05 B84 896 15 00 04 63 669 1.1

2305 02 14 93 875 1.6 0.1 0.9 60 562 1.0

2306 01 09 92 874 24 0.1 07 68 633 1.8

2307 0.0 06 77 9.1 16 00 06 72 B49 1.5

Mean 01 09 105 869 1.7 00 06 7.5 646 1.2

sSD 01 03 28 30 04 01 02 1.3 120 0.3
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Appendix 6-1 Blood chemistry in rats treated intravenously with AcPepA for 3 days

Sex Test Dose (mg/kg) Animal AST ALT ALP LDH y-GTP Glu.  T.Cho.
substance rapid (2min) infusion (1h) No. (Tu/L)y (UAY dJUL) (IUA) [UL) (mg/dl) (mg/dL)

Male Control 0 0 1101 87.9 37.5 3462 2384 4.54 111 64

(Saline) 1102 80.2 329 3827 2474 3.39 103 91

1103 74.5 204 378.1 166.0 5.51 114 65

1104 72.8 285 346.6 170.5 5.55 115 61

1105 73.2 30.2 436.0 1854 497 127 85

1106 63.7 21.5 363.3 154.0 4.81 129 99

1107 87.3 28.2 2816 5543 5.12 122 60

Mean 77.1 297 362.1 2451 4.84 117 75

SD 8.7 49 468 1410 0.74 9 16

AcPepA 10 30 1201 794 311 296.9 199.6 4.55 115 79

1202 73.0 277 2613 2234 242 113 80

1203 79.3 30.1 3409 2115 4.76 105 60

1204 78.1 290 339.1 180.9 5.36 103 56

1205 72.8 258 3329 1994 4.67 128 82

1206 71.6 289 208.1 1284 6.80 112 92

1207 84.0 326 3433 2456 4.98 101 B3

Mean 76.9 293 303.2 198.4 4.79 111 76

SD 4.5 22 51.7 37.0 1.30 9 13

20 60 1301 79.1 32.0 3128 2149 4.38 129 114

1302 74.2 272 2143 2234 4.69 110 75

1303 87.0 39.3 323.2 186.4 6.44 102 77

1304 843 29.4 400.0 2051 5.58 121 1

1305 833 305 215.0 199.1 537 95 70

1306 79.2 274 3745 201.0 5.55 134 68

1307 753 24.6 3423 2200 541 126 63

Mean 80.3 30.1 3117 207.1 5.35 117 83

SD 4.7 4.7 72.6 13.1 0.67 15 2]

Female  Control 0 0 2101 91.9 290 1573 2836 5.61 117 54

(Saline) 2102 823 256 2129 2416 546 105 57

2103 102.8 254 2394 13575 6.B5 135 68

2104 69.9 20.9 152.0 136.7 5.06 119 35

2105 93.7 18.7 2703 264.2 5.00 106 57

2106 793 23.5 159.1 231.2 6.03 130 59

2107 76.5 30.8 161.9 128.4 4.82 130 44

Mean 852 25.1 1933 3776 555 120 53

SD 114 4.2 476  436.3 0.71 12 11

AcPepA 10 30 2201 86.5 24.5 268.2 2189 5.36 122 52

2202 90.7 320 2228 332.1 545 122 53

2203 72.7 23.0 2049 1943 6.35 109 67

2204 69.8 223 1539 202.8 5.01 147 57

2205 72.5 28.2 1124 114.7 6.25 107 67

2206 724 25.6 1337 239.2 482 107 54

2207 79.6 27.2 1926 1429 552 116 62

Mean 777 26.1 184.1 206.4 554 119 59

SD 8.1 3.3 54.3 70.3 0.58 14 (]

20 60 2301 72.6 212 164.7  235.7 4.49 113 67

2302 76.4 22.1 1504 2427 6.07 103 75

2303 733 21.3 161.8 191.6 544 107 63

2304 74.4 25.0 143.6 173.6 6.68 143 68

2305 70.6 16.0 253.7 179.7 622 15 52

2306 724 249 141.1 1354 6.17 116 73

2307 83.1 26.8 281.5 151.4 5.63 132 42

Mean 75.0 233 1853 187.2 5.81 118 63

SD 4.1 39 5.5 40.1 0.71 14 12

.49 .
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Appendix 6-2  Blood chemistry in rats treated intravenously with AcPepA for 3 days

Sex Test Dose img/kg) Animal TG PL TP Alb. AG BUN  Crea
SUbSIANCE  rapid (2min) infusion (1hy  No.  (mg/dl) (mg/dl) (gdl) (gdl) (mg/dL) (mg/dL)

Male  Conrrol 0 0 1101 35 99 5.0 22 0.79 14 031

(Saline) 1102 26 131 5.7 24 0.73 11 0.40

1103 25 103 55 24 0.77 18 0.44

1104 15 96 5.5 24 0.7 18 0.42

1105 27 117 55 25 0.83 16 0.40

1106 38 135 5.6 26 0.87 16 0.47

1107 21 97 5.5 24 0.77 16 0.28

Mean  26.7 111 55 2.4 0.79 156 039

SD 7.8 17 02 0.1 0.05 24 007

AcPepA 10 30 1201 25 119 53 23 0.77 14 032

1202 3l 121 53 23 0.77 10 032

1203 19 9 53 24 0.83 17 0.40

1204 20 92 55 2. 0.77 13 035

1205 21 119 5.7 2.7 0.90 15 0.26

1206 27 128 5.5 2.4 0.77 13 0.39

1207 23 126 5.5 2.5 0.82 14 0.42

Mean 23,7 114 54 24 0.81 137 035

sD 4.3 14 02 0.1 0.05 2.1 0.06

20 60 1301 24 154 5.0 23 0.85 15 0.35

1302 42 119 5.6 25 0.81 18 0.31

1303 27 115 5.2 23 0.79 10 0.26

1304 20 160 5.6 25 0.81 18 0.45

1305 31 108 5.0 22 0.79 14 0.42

1306 13 103 58 24 0.71 17 036

1307 40 102 54 23 0.74 15 0.39

Mean 294 123 5.4 24 079 153 036

SD 9.8 24 0.3 0.1 0.05 28 006

Female  Control 0 0 2101 14 89 5.8 23 0.66 20 0.57

(Saline) 2102 <10v 87 54 24 0.80 21 047

2103 20 101 56 25 0.81 21 0.40

2104 11 67 54 25 0.86 21 0.28

2105 22 97 53 24 0.82 20 0.60

2106 14 94 5.4 24 0.80 16 0.35

2107 10 73 5.3 23 077 23 035l

Mean 14.4 87 55 24 079 203 045

sD 48 13 0.2 0.1 0.06 a1 0.12

AcPepA 10 30 2201 13 82 53 24 0.77 19 0.37

2202 12 84 52 24 0.86 20 0.19

2203 23 102 54 2.5 0.86 18 0.38

2204 13 92 7 26 0.84 22 0.43

2205 13 106 57 26 0.84 18 0.33

2206 16 83 52 24 0.86 21 0.31

2207 17 97 5.6 a3 0.81 18 0.37

Mean 153 92 5.5 235 0.83 194 034

SD 30 10 0.2 0.1 0.03 1.6 0.08

20 60 2301 23 110 33 24 0.77 19 0.51

2302 15 12 <8 2.6 0.81 17 0.39

2303 23 107 5.8 2.6 0.81 21 0.47

2304 15 103 5.2 24 0.86 21 0.37

2305 16 85 5.4 23 0.74 1% 0.37

2306 1 109 5.7 26 0.84 23 045
2307 3 K0 57 23 078 22 049

Mean 16.6 101 5.6 23 080 201 0.44

SD 4.7 13 0.2 0.1 0.04 2 0,06
a) re-measured and confirmed less than Jower fimit of quentitation (10 mg/dL), calculated as 10 mg/dL.
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Appendix 6-3 Blood chemistry in rats treated intravenously with AcPepA for 3 days

FBM 08-2522

Sex Test Dose img/kg) Anmal  T.Bil Na K cl P Ca
substance rapid (2min) infusion (1h)  No.  (mg/dL) (mEqL) (mEg/L) (mEg/L) (mg/dL) (mg/dL)

Male Conmol 0 0 1101 0.73 140 43 112 9.9 9.6

(Saline) 1102 0.45 140 4.4 113 7.9 10.0

1103 0.79 139 4.7 113 CR| 98

1104 0.54 142 4.5 12 94 93

1105 0.52 141 4.2 110 89 9.4

1106 032 139 4.5 107 9.5 9.9

1107 0.29 137 4.1 111 8.6 9.1

Mean 0.52 140 4.4 111 9.0 9.6

SD 0.19 2 0.2 2 0.7 0.3

AcPepA 10 30 1201 0.45 139 4.4 112 9.3 9.8

1202 0.59 140 4.6 108 6z 9.8

1203 0.52 140 4.8 110 10.3 9.6

1204 041 140 4.9 113 93 93

1205 0.37 143 4.6 112 96 9.5

1206 0.54 140 45 112 9.1 93
1207 0.57 139 4.5 110 9.3 D2

Mean 0.49 140 4.6 111 9.5 95

SD 0.08 1 0.2 2 0.4 0.2

20 60 1301 0.40 139 44 109 9.0 98

1302 0.66 141 4.0 110 9.5 10.2

1303 0.46 139 52 111 88 9.9

1304 0.48 140 48 110 10.1 9.8

1305 0.50 141 4.8 10 10.7 9.2

1306 0.3¢9 140 4.5 110 10.1 95

1307 (.46 139 4.3 110 93 93

Mean 0.48 140 4.6 110 9.6 9.7

SD 0.09 1 0.4 1 0.7 0.4

Female  Control 0 0 2101 0.19 137 4.6 112 10.1 9.7

(Saline) 2102 0.44 140 50 114 89 9.3

2103 0.59 141 4.7 110 98 o8

2104 0.44 139 43 110 9.6 94

2105 0.40 138 4.5 110 97 9.7

2106 0.48 138 4.5 11 9.1 0.4

2107 0.43 139 47 110 8.7 9.4

Mean 043 139 4.6 1 94 9.5

SD 0.12 1 0.2 2 0.5 0.2

AcPepA 10 30 2201 0.29 139 4.1 112 98 10.1

2202 0.29 139 5.1 111 94 9.1

2203 0.37 139 5.1 112 10.6 93

2204 0.24 140 4.3 111 9.4 9.7

2205 0.36 140 4.2 110 9.2 93

2206 0.40 136 5.0 110 9.9 8.2

2207 0.36 138 4.9 110 9.7 9.9

Mean 0.33 139 4.7 11 9.7 9.5

SD 0L.06 1 0.4 1 0.5 04

20 [0 2301 0.36 140 4.2 110 9.5 0.5

2302 0.26 139 43 110 9.2 9.6

2303 0.36 138 4.6 111 87 99

2304 0.54 139 34% 112 78 96

2305 0.22 140 4.2 113 9.8 93

2306 0.66 138 4.2 109 9.1 9.8

_ 2307 0.60 140 4.2 109 8.9 LAY

Mean 043 139 4.2 111 9.0 97

SD 0.17 1 0.4 2 1.6 0.2

a) re-measured for low level and accepted this value (re-measurement: 3.5 mEg/L ).
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Appendix 7-1 Organ weights of rats weated intravenously with AcPepA for 3 dayvs

FBM 06.2522

Pititary Thyroid" Submandi-"

Sex Test Dose (mg/kg) Animal Brain gland  glands  bular glands Thymus Hean
substance  rapid (2min)  infusion (1hy  No. (g) (mg) (mg) (mg) (mg)  (mg)
Male Control 0 0 1101 1.78 8.0 14.1 370 609 608
(Saline) 1102 1.86 99 14.8 470 494 923
1103 1.88 83 159 442 595 807
1104 1.78 74 109 424 560 770
1105 1.80 8.0 11.2 378 548 699
1106 1.90 9.6 143 308 468 748
1107 1.81 TS 12.3 409 500 811
Mean  1.83 8.4 134 400 539 779
SD 0.03 1.0 19 54 33 78
AcPepA 10 30 1201 1.84 92 16.6 385 525 m
1202 1.97 83 15.2 417 608 843
1203 1.91 8.7 13.0 370 475 770
1204 1.89 93 13.9 438 478 881
1205 1.86 8.3 15.7 419 497 747
1206 1.90 8.0 14.4 363 457 759
1207 1.81 9.1 132 462 700 820
Mean 188 8.7 14.6 408 534 799
sD 0.0 0.3 1.3 36 89 50
20 60 1301 1.86 9.1 13.7 387 436 810
1302 1.79 8.6 17.7 370 420 737
1303 1.83 9.4 13.1 413 620 791
1304 1.84 8.5 13.8 304 416 834
1305 1.87 8.4 15.3 428 735 801
1306 L7 8.6 13.0 341 410 783
1307 1.69 8.3 15.0 403 547 780
Mean 1.80 8.7 14.5 391 512 791
sD 0.07 0.4 1.7 29 127 30
Female  Control 0 0 2101 1.78 10.5 135 382 381 574
(Saline) 2102 1.81 105 13.2 336 583 611
2103 1.71 8.9 15.0 310 513 582
2104 1.72 8.9 125 314 524 595
2105 1.65 8.5 14.1 297 583 586
2106 1.58 8.3 15.2 268 436 553
2107 1.74 8.9 13.7 340 457 581
Mean 171 9.2 13.9 321 497 583
SD 0.08 0.9 1.0 36 76 17
AcPepA 10 30 2201 1.62 9.7 122 321 460 614
2202 1.74 6.6 12.3 303 365 556
2203 173 9.0 16.4 337 605 570
2204 1.69 8.7 14.6 276 423 583
2205 1.59 10.5 10.7 283 375 532
2206 1.60 83 13.0 209 418 539
2207 1.64 10.1 132 304 478 558
Mean  1.66 9.0 132 303 446 565
SD 0.06 1.2 1.8 21 81 28
20 60 2301 1.65 10.4 14.2 302 a7 622
2302 1.67 93 14.0 308 327 368
2303 1.68 9.0 14.3 73 437 582
2304 1.87 1.6 152 316 526 598

2305 1.67 9.7 15.6 207 562

2306 L7 104 12.8 300 453

2307 173 8.1 11.2 27 444
~ Mean 171 98 13.9 203 460
SD 0.07 1.1 1.5 18 75

a) with parathvroid gland.

b) with sublingual gland
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Appendix 7-2 Organ weights of rats treated intravenously with AcPepA for 3 days

FBM 08-2522

Adrenal
Sex Test Dose (mg/kg) Animal  Lung” Liver Spleen Kidnevs glands  Testes
substance  rapid (2min)  infusion (1h)  No. (g (2 (mg) (g {mg) (8
Male Control 0 0 1101 0.86 5.56 373 1.65 44 1.67
(Saline) 1102 0.91 6.51 573 1.76 40 2.09
1103 1.04 6.10 592 1.78 37 214
1104 0.94 591 438 1.62 52 1.99
1105 0.88 528 421 1.57 41 1.94
1106 0.83 5.99 532 1.81 60 L.77
1107 0.88 5,98 495 1.70 38 1.57
Mean 0.91 590 489 1.70 43 1.88
SD 0.07 0.40 82 0.09 8 0.22
AcPepA 10 30 1201 0.96 622 360 1.69 49 2.08
1202 0.96 6.06 550 1.89 36 208
1203 0.82 541 444 1.52 42 1.96
1204 0.94 6.02 433 1.77 44 1.98
1205 0.88 5.56 398 1.67 50 .68
1206 0.86 5.81 409 1.67 44 1.97
1207 0.97 6.44 550 1.68 45 230
Mean 0.91 593 449 1.70 44 215
SD 0.06 0.36 74 0.11 5 0.26
20 60 1301 1.03 6.19 499 1.72 44 2.02
1302 0.85 6.35 464 1.87 3s 1.93
1303 0.96 .21 539 2.00 45 1.95
1304 0.93 6.27 413 1.75 40 1.95
1305 1.03 6.02 390 1.68 41 1.96
1306 0.82 6.44 406 1.77 7 2.06
1307 0.89 5.70 439 1.68 52 1.99
Mean 0.93 6.17 450 1.78 42 1.98
SD 0.08 025 54 0.12 6 0.05
Female Conmrol 0 0 2101 0.78 4.81 421 1.35 45
(Saline) 2102 0.68 4.68 372 1.39 36
2103 [ 447 27 1.21 36
2104 0.79 4.50 293 1.43 46
2105 0.82 494 403 1.25 435
2106 0.69 4.34 249 110 34
2107 0.71 437 281 127 52
Mean 0.74 4.59 327 1.29 42
SD 0.05 0.23 70 0.11 7
AcPepA 10 30 2201 0.73 4,62 324 1.28 46
2202 0.69 4.17 248 1.28 39
2203 77 4.63 el 1.35 29
2204 0.72 4.40 274 1.21 46
2205 (.68 4.24 290 1.19 34
2206 0.71 4.29 345 1.30 41
2207 0.79 4.73 347 1.23 32
Mean 0.73 444 305 1.26 40
SD 0.04 0.22 37 0.06 5
20 60 2301 0.72 4.62 281 1.32 35
2302 0.68 421 271 1.24 32
2303 0.71 4.61 204 L.30 44
2304 0.78 4.82 330 1.30 42
2305 0.80 4.89 380 1.38 43
2306 0.72 4.75 338 1.21 45
2307 070 417 2% 1.31 39
Mean 073 458 310 1.29 40 o
SD 0.04 0.29 41 0.06 3

a) with bronchus.
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FBM 08-2522

Appendix 7-3 Organ weights of rats treated intravenously with AcPepA for 3 days

Epididy- Seminal
Sex Test Dose (mg/kg) Amimal  mides  vesicles Prostate Ovaries  Uterus
substance  rapid (2min)  infusion (1h) No. (mg) (mg) (mg) img) (mg}
Male Control 0 0 1101 278 135 172
(Saline) 1102 206 268 264
1103 288 206 158
1104 288 173 294
1105 2350 96 183
1106 202 129 207
1107 293 214 172
Mean am 174 221
SD 34 59 50
AcPepA 10 30 1201 334 169 238
1202 292 176 229
1203 247 148 237
1204 280 256 243
1205 331 310 237
1206 229 90 1432
1207 289 140 246
Mean 286 184 225
SD 39 75 36
20 60 1301 336 242 249
1302 270 226 244
1303 336 204 195
1304 279 172 224
1305 263 202 246
1306 296 240 267
1307 307 230 287
Mean 298 229 245
SD 30 38 29
Female Control 0 0 2101 82 209
(Saline) 2102 84 274
2103 74 219
2104 76 201
2105 82 311
2106 59 157
2107 86 244
Mean 78 23]
SD 9 51
AcPepA 10 30 2201 81 362
2202 75 an
2203 68 184
2204 7 318
2205 60 346
2206 65 233
2207 81 198
Mean i 274
SD L 71
20 60 2301 72 223
2302 63 202
2305 61 180
2304 91 393
2305 76 348
2306 77 304
2307 2 213
Mean 73 266
SD 10 82
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FBM 082522

Appendix 7-4 Relative organ weights of rats wreated intravenously with AcPepA for 3 days

Pinary Thyroid"  Submandi-"

Sex Test Dose (mg/kg) Animal Brain gland  pglands  bular plands Thvmus Heart
substance  rapid (2min)  infusion (1h) Na. (g%) (mg%) (mg%) (mg%) (mg%) (mg%)
Male Control 0 o 1101 1.05 47 83 218 358 411
(Saline) 102 0.95 5.1 7.6 241 253 473
1103 0.99 44 84 234 315 427
1104 0.98 4.1 6.0 233 308 423
1105 1.10 49 6.9 232 336 429
1106 1.07 54 8.0 im 263 420
1107 0.98 4.1 6.7 222 72 441
Mean 1.02 47 74 222 301 432
SD 0.06 0.5 0.9 24 39 20
AcPepA 10 30 1201 0.99 5.0 9.0 208 284 417
1202 1.09 4.6 84 230 336 466
1203 111 5.1 7.6 215 276 448
1204 1.01 5.0 7.4 233 256 471
1205 1.04 4.7 8.8 254 278 417
1206 1.07 45 8.1 205 257 426
1207 0.94 4.7 6.9 241 365 427
Mean 1.04 4.8 8.0 224 293 439
SD 0.06 0.2 0.8 14 41 23
20 60 1301 0.98 4.8 7.2 205 231 429
1302 0.97 4.6 9.6 200 227 398
1303 0.95 4.9 68 215 323 412
1304 0.99 4.6 7.5 213 225 451
1305 1.02 4.6 83 233 399 435
1306 0.96 4.8 73 191 229 437
1307 0.98 48 8.7 233 316 451
Mean 0.98 4.7 79 213 279 430
SD 0.02 0.1 1.0 16 68 20
Female Control 0 0 2101 1.40 B3 10.6 301 300 452
(Saline) 2102 1.37 8.0 10.0 255 442 463
2103 1.40 7.3 12.3 254 420 477
2104 1.27 6.6 93 233 388 441
2105 1.22 6.3 10.4 220 432 434
2106 1.26 6.6 122 214 349 A4
2107 1.34 6.8 10.5 262 352 7
Mean 1.32 7.1 10.8 248 383 451
SD 0.07 0.8 1.1 30 52 15
AcPepA 10 30 2201 1.25 7.5 94 247 354 472
2202 1.41 54 10.0 246 297 4352
2203 1.26 6.6 12.0 246 442 416
2204 1.34 6.9 11.6 219 336 463
2205 1.25 B3 84 223 295 419
2206 1.26 6.5 10.2 235 329 424
2207 121 74 .7 224 351 410
Mean 128 69 10.2 234 343 437
SD 0.07 0.9 1.2 12 49 25
20 60 2301 1.26 7.9 10.8 231 360 473
1302 1.38 7.7 116 255 270 469
2303 1.30 7.0 111 212 339 451
2304 1.40 8.7 11.3 236 393 446
2305 1.22 7.1 114 217 410 435
2306 1.29 7.8 96 226 341 423
2307 136 64 88 210 350 435
Mean 132 75 10.7 27 352 448
SD 0.07 0.7 1.1 16 43 19

Values are the percentage relative 1o the 100 g body weight.
a) with parathyroid giand by with sublingual gland.
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Appendix 7-3  Relative organ weights of rats treated intravenously with AcPepA for 3 days

FBM 08-1522

Adrenal
Sex Test Dose (mg/kg) Animal  Lung” Liver  Spleen Kidneys glands  Testes
substance  rapid (2min)  infusion (1h)  No. (2%)  (g%) (mg%) (%) (mg%) (%)
Male  Control 0 0 1101 0.51 3.27 219 097 258 0.98
(Saline) 1102 0.47 3.34 294 0.90 20.5 1.07
1103 0.55 323 33 0.94 19.6 1.13
1104 0.52 3.25 241 0.89 286 1.09
1105 0.54 3.22 258 0.96 252 1.19
1106  0.48 3.37 209 1.02 337 0.99
1107 0.48 3.25 269 092 20.7 0.85
Mean  0.51 3.28 270 0.94 249 1.04
SD 0.03 006 34 0.04 5.1 0.11
AcPepA 10 30 1201 0.52 3.36 195 091 26.5 L12
1202 0.53 335 304 1.04 199 115
1203 0.48 315 258 0.88 244 1.14
1204 050 322 232 0.95 235 1.06
1203 049 3.1 m 093 219 1.50
1206 0.48 1.26 230 094 247 L1
1207 0.51 3.35 286 0.88 234 1.20
Mean (.50 3.26 247 093 243 1.18
SD 0.02 0.10 38 0.03 25 0.15
20 60 1301 0.54 3.28 264 0.91 233 1.07
1302 0.46 3.43 251 101 189 1.04
1303 0.50 323 281 1.04 234 1.02
1304 0.50 3.39 223 0.95 216 1.05
1305 0.56 327 212 091 23 1.07
1306 046  3.60 227 0.99 20.7 L15
1307 0.51 3.29 254 0.97 30.1 1.15
Mean 050 336 245 0.97 229 1.08
sD 0.04 0.13 25 0.05 35 0.05
Female  Control 0 0 2101 0.61 379 331 1.06 354
(Saline) 2102 0.52 3.55 282 1.05 27.3
2103 0.59 3.66 223 0.99 29.5
2104 0.59 333 217 1.06 34.1
2105 0.61 3.66 299 093 333
2106 055 347 199 0.88 272
2107 0.5% 3.36 216 0.98 40.0
Mean 057 353 252 0.9¢ 324
sD 0.03 0.17 51 0.07 4.7
AcPepA 10 30 2201 0.56  3.55 249 0.98 354
2202 056 339 202 1.04 317
2203 056 338 22 0.99 285
2204 0.57 349 217 0.96 36.5
2205 0.54 334 228 0.94 26.8
2206 056 338 m 1.02 323
2207 0.58 3.48 253 0.90 235
Mean 0.56 343 236 0.98 30.7
SD 0.01 0.08 24 0.05 47
20 60 2301 055 355 215 1.01 26,7
2302 0.56 348 224 1.02 26.4
2303 0.55 357 228 1.01 34,1
2304 058  3.60 246 097 313
2303 058 337 m 1.01 328
2306 0.54 357 254 0.91 338
2307 055 328 217 1.03 30.7 o
Mean 056 351 237 0.99 30.
SD 002 011 23 0.04 3.2

Values are the percentage reiatve to the 100 g body weight.

a) with bronchus.

- 56 -



FBM 08-2522

Appendix 7-6 Relative organ weights of rats wreated intravenously with AcPepA for 3 days

Epididy- Seminal .. Body

Sex Test Dose (mg/kg) Animal mides  vesicles Prostate  Ovaries  Uterus  weight
substance  rapid (2min)  infusion (1h) No. (mg%) (mg%) (mg%) (mg%) (mg%) (g)
Male Control 0 [ 1101 164 79 101 170
(Sahne) 1102 152 137 135 195
1103 152 109 137 189

1104 158 95 162 182

1105 153 59 12 163

1106 113 72 116 178

1107 159 116 93 184

Mean 150 95 123 180

2 SD 17 27 24 11
AcPepA 10 30 1201 181 91 129 185
1202 161 97 127 181

1203 144 86 138 172

1204 150 137 130 187

1205 185 173 132 179

1206 129 51 1] 178

1207 151 73 128 192

Mean 157 101 123 182

SD 20 41 19 7

20 60 1301 178 128 132 189

1302 146 122 132 185

1303 175 153 102 192

1304 151 93 121 185

1305 143 110 134 184

1306 165 134 149 179

1307 177 133 166 173

Mean 162 125 134 184

sD 15 19 20 6

Female Control (] 0 21 65 165 127
(Saline) 2102 o4 208 132
2103 61 180 122

2104 56 149 135

2105 61 230 135

2106 47 126 125

2107 66 188 130

Mean 60 178 129

SD 7 35 5

AcPepA 10 30 2201 62 278 130
2202 (] 225 123

2203 50 134 137

2204 61 252 126

2205 47 272 127

2206 51 183 127

2207 60 146 136

Mean 56 213 129

sSD 6 59 5

20 60 2301 55 170 131

2302 54 167 121

2303 47 140 129

2304 6 293 134

2305 53 254 137

2306 58 229 133

2307 o . 57 168 127

Mean - 56 203 130

SD fi 56 5

Values are the percentage relative to the 100 g body weight.
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Appendix 8 Histopathological findings in rats treated intravenously with AcPepA for 3 days

Sex Male
Test substance Control AcPepA (mgkg)"'
(Saline) 40 (10+30) 80 (20+60)
Ammal No. No. 1101-1107 No. 1201-1207 No. 1301-1307
1 2 34 5617 12 345467 1 23 4567
Kidney
Cyst, single, cortex 0000 O0O0TCO0 0 00DO0O0OOOU O 0O 0O0O0DT1O00
Fibrosis, cortex, focal 0000000 0000O0O0O 0100100
Cyst, single, medulla 0000100 0000O0DGCO0CO 00000O00O0
Testis
Multinucleated giant cell formation 00000O0 1 0100000 0000O0O0O0
Epididymis
Debris, duet 0111101 1110101 1 100011
Mononuclear cell infiltration. interstitum 0100010 1000001 0001001
Prostate
Mononuclear cell infiltration. interstitium 0000001 0000O0O0O0O 0 0000O00O0O0
Injecuon sie
Necrosis, focal, wall of injected vein 000001 2 0010020 0010000
Hemorrhage, perivascular tissue 00001 11 1011200 1100001
Inflammatory cell infilration, perivasculartissue” 0 1 1 1 1 1 1 1021211 F 10 k1 a)
Thrombus 00 280 0 2% 0o 20000 001 000O00QO0
Fibrinoid exudation, perivascular tissus 001 1111 D01 1111 001 0111

0: No change, 1:Slight, 2: Moderate, 3: Marked.
a) neutrophil, mononuclear cell. b) with hair shaft
No significant changes were detected: Cerebrum, Cerebellum. Medulla oblongata. Heart. Lung. Thymus. Spleen. Mesenteric lymph
node, Submaxillary lymph node, Axillary lymph node. Submaxillary gland. Liver. Urinary bladder. Seminal vesicles, Piwuitary gland.
Thyroid gland, Parathyroid gland. Adrenal gland. Stemum and bone marrow,
1) AcPepA 40 mg/kg group: 10 mg/kg lapid (2min) dosing + 30 mg infusion (1h) dosing.

80 mg/kg group: 20 mg/kg lapid (2min) dosing + 60 mg infusion (1h) dosing.

Sex Female
Test substance Control AcPepA (mgkg)
(Saline) 40 (10=30) 80 (20+60)
Animal No No. 21012107 No. 2201~2207 No. 2301-2307
1234567 }2 3436 7 1 2354567
Thymus
d tingible macrophag 2000000 0020000 00 o0000O0TO0
Kidney
Tubular dilatation. cortex. focal 0000O0CO0O0D 1 000000 6000 0O0CO0CGO0
Cyst. single. cortex 0o 0o 00 0 0 000 1 000000
Fibrosis. cortex. focal 00 0000°¢0 1000000 00 000O00
Ovary
Cyst. oviduct 000CO0O0CO0OD 1000000 0000000
Injection site
Necrosis. focal. wall of injected vein 0000300 1020000 0000010
Hemorrhage, perivascular ussue 2130010 1111310 30330350
Inflammatory cell infiltration. perivascular tissue® 1 2 2 2 1 2 | I I T I A | 1 F L 20
Thrombus 0000200 001 0000 0000020
Fibrinoid exudation, perivascular tissue 0001 1 10 T 1 1 1100 1100110

(: Nochange, 1:Shght, 2: Moderate. 3: Marked
a) neutrophil. mononuclear cell.
No significant changes were detected: Cerebrum. Cerebelium. Medullz oblongata. Heart. Lung. Spieen. Mesenteric lvmph node,
Submaxillary ivmph node. Axillary lvmph node. Submaxillary gland. Liver. Urinary bladder. Uterus. Vagina. Pituitary gland. Thyroid
gland. Parathyroid gland. Adrenal gland. Sternum and bone marrow
1) AcPepA 40 mg/kg group: 10 mg/kg lapid (2min) dosing + 30 mg infusion (1h) dosing

80 mg/kg group: 20 me/kg lapid (2min) dosing + 60 mg infusion (1h) dosing

-58.



