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Fig 1 Electrocardiography in conscious monkeys treated intravenously with AcPepA
Data are the mean + standard deviations of 3 animals.
No significant difference was found among each group.
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Fig 2 Blood pressure and heart rate in conscious monkeys treated intravenously with AcPepA

Data are the mean + standard deviations of 3 animals,
No significant difference was found among each group.

-126 -



Respiratory rate (breaths/min)
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Fig 3 Respiratory rate in conscious monkeys treated intravenously with AcPepA
Data are the mean + standard deviations of 3 animals.
No significant difference was found among each group.
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Table 1 Clinical signs in conscious monkeys treated intravenously with AcPepA

Test Dose (mg/kg) Animal Time after dosing (day)
substance  rapid (2min) infusion 3k)  No. 10 1 2 3 4 5 6
Control 0 0 1 - - - - - - - -
(Saline) 2 - - - - - - - -
3 . - - - - - - -
AcPepA 5 15 1 - - - - Fs+ Fs+ -
2 Rf+ Fs+ Fs+ Fst Fst - Fs+
3 - - - - - - -
20 60 1 - Rf+
2 - -
3 - -

-: No abnormalities, Rf: Residual feed, Fs: Feed spilling.
+: Small amount.
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Table 2 Post-dose behavior in conscious monkeys treated intravenously with AcPepA

Test Dose (mg/kg) Animal Behavior

substance  rapid (2min) _infusion (3h) _ No.

Control 0 0 1 N

(Saline) 2 N

3 N

AcPepA 5 15 1 N

2 N

3 N

20 60 1 N

2 N

3 N

N: No abnormalities.
Behaviors were observed by recorded DVD footage from 1 hour before dosing until 6 hours after end
of infusion dosing.
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Table 3 Body weights on the day of dosing in conscious monkeys treated intravenously with AcPepA

Animal Control AcPepA AcPepA
No. (Saline) 5+15 mg/kg 20+60 mg/kg
1 3.15 3.09 3.26
2 2.92 2.89 2.94
3 3.17 3.14 3.25
Unit: kg.
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Table 4-1 Electrocardiography in conscious monkeys treated intravenously with AcPepA
Dose (mg/kg) Time after the start Time after the end + Dosex”
L. =7 No.of o . o Dose .
Parameter substance rapid infusion animals of infusion (min) of infusion (h) value Time

(min)  (3h) pre 10 40 70 180 2 4 8 18 2% p value

PR Control 0 0 3 Mean 77 75 74 71 74 72 75 70 73 03942 0.7405
(msec) (Saline) SD 13 12 12 5 9 14 10 12 10
AcPepA 5 15 3 Mean 71 68 71 69 71 70 70 68 71
SD 7 3 1 2 6 2 4 5 1
20 60 3 Mean 65 64 67 66 61 65 65 62 63
SD 6 6 4 5 8 5 6 4 8

QRS Control 0 0 3 Mean 51 49 50 51 49 48 50 48 49 03763 0.6608
(msec) (Saline) SD 2 4 3 4 2 2 2 3 2
AcPepA 5 15 3 Mean S0 49 49 50 48 49 49 49 50
sD 2 3 2 2 o0 2 3 1 1
20 60 3 Mean 49 49 S0 S0 S50 50 52 52 49
SD 2 2 2 2 3 2 1 2 3

QT Control 0 0 3 Mean 230 221 223 228 223 218 244 226 228 0.5482 0.5843
(msec) (Saline) SD 21 17 22 22 25 43 42 25 29
AcPepA 5 15 3  Mean 218 211 215 219 217 217 228 212 230
SD 35 21 18 16 20 27 39 20 30
20 60 3 Mean 208 207 209 210 204 210 216 220 210
SD 3 25 31 35 24 33 35 42 33

RR Control 0 0 3  Mean 399 352 393 381 399 396 426 378 386 0.5903 0.7483
(msec) (Saline) SD 93 69 100 93 105 131 132 92 106
AcPepA 5 15 3  Mean 403 363 354 372 383 380 403 341 397
sD 98 47 69 84 96 103 144 84 140
20 60 3  Mean 347 361 360 353 327 341 366 352 325
SD 119 93 119 111 118 128 148 147 124

QTc Control 0 0 3  Mean 369 377 358 375 357 349 377 370 370 03773 0.1756
[Bazett]  (Saline) sSD 15 17 10 21 12 9 5 9 9
AcPepA 5 15 3  Mean 352 355 363 362 354 354 363 366 371
sSD 19 2 11 14 11 7 2 9 16
20 60 3 Mean 358 356 356 359 363 365 364 377 373
SD 6 10 17 9 20 9 K4 5 11

Values are the mean and standard deviations of 3 animals.
# Statistical analyses of time-sequential analysis of variance using the SAS® MIXED procedure are shown.

No significant difference was found.
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Table 4-2 Cardiac arrhythmias in conscious monkeys treated intravenously with AcPepA

Test Dqse (rr.lg/kg.) Animal Timg aﬁc?r the start Time. aﬁelt the end
substance rap%d infusion No. of infusion (min) of infusion (h)
(2min)  (3h) pre 10 40 70 180 2 4 8 18

Control 0 0 1 - - - - - - - - -
(Saline) 2 - - - - - - - - PVC
1 beat

3 - - - - - - - - -

AcPepA 5 15 1 - - - - - - - - -

2 - - - - - - - - -

3 - - - - - - - - -

20 60 1 - - - - - - - - -

2 - - - - - - - - -

3 - - - - - - - - -

Data are expressed as the cardiac arrhythmias observed for front and back 2 minutes of the measurement point.
-1 No noteworthy appearance of arthythmia, PVC: Premature ventricular contraction.
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Table 5 Blood pressure and heart rate in conscious monkeys treated intravenously with AcPepA

T Dose (mg/kg) Time after the start Time after the end + Dosex”
est o > of P . e Dose .
Parameter rapid infusion _ . of infusion (min) of infusion (h) Time
substance . animals p value
(2min)  (3h) pre 10 40 70 180 2 4 8 I8 p value
SBP Control 0 0 3  Mean 137 145 141 140 146 144 140 139 138 09760 04529
(mmHg)  (Saline) SD 22 26 30 30 31 32 33 22 18
AcPepA 5 15 3  Mean 139 148 141 139 138 139 145 148 136

SD 10 16 9 17 14 11 21 22 12

20 60 3 Mean 142 144 145 143 146 144 141 143 138
SD 24 23 24 23 25 25 21 26 23

DBP Control 0 0 3  Mean 104 109 106 107 111 110 107 106 104 09558 0.6436
(mmHg)  (Saline) SD 18 20 23 25 26 27 32 24 17
AcPepA 5 15 3  Mean 105 113 107 105 104 105 1i0 112 100
SD 11 13 8 15 12 10 20 22 13

20 60 3 Mean 108 108 110 108 112 110 107 107 104
SD 20 19 19 19 20 19 17 24 22

MBP Control 0 0 3 Mean 115 121 118 118 122 122 118 118 116 09674 0.5037
(mmHg)  (Saling) SD 19 22 26 26 27 28 32 24 18
AcPepA 5 15 3 Mean 116 125 118 116 116 116 122 124 112

SD 10 13 8 16 13 10 20 21 13

20 60 3  Mean 119 120 122 120 123 121 118 119 115
SD 21 20 21 20 22 21 18 25 22

HR Control 0 0 3 Mean 172 175 166 165 164 167 155 168 163 03429 0.6941
(mmHg)  (Saline) SD 27 29 36 41 46 52 ST 45 36
AcPepA 5 15 3 Mean 171 196 176 167 174 171 164 173 l64
SD 48 21 33 38 43 37 42 43 47

20 60 3 Mean 205 209 198 198 204 204 189 184 194
SD 46 40 49 51 S0 54 54 64 47

Values are the mean and standgrd deviations of 3 animals.

# Statistical analyses of time-sequential analysis of variance using the SAS® MIXED procedure are shown.
No significant difference was found.
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Table 6 Respiratory rate in conscious monkeys treated intravenously with AcPepA

FBM 09-6543

Dose (mg/kg) Time after the start Time after the end 4 Dosex”
Test L >* No.of . e . . P Dose .
Parameter rapid infusion _ . of infusion (min) of infusion (h) Time
substance . animals p value

(2min) (3h) pre 10 40 70 180 2 4 8 18 p value

Respiratory  Control 0 0 3 Mean 28.0 30.0 313 28.0 32.0 25.3 28.7 28.0 253 0.1115 0.7073
rate (Saline) SD 20 35 31 35 20 12 46 20 12
(breaths/min) AcPepA 5 15 3  Mean 293 287 293 273 293 280 253 28.7 253
SD 23 31 31 23 23 20 12 50 12
20 60 3  Mean 340 347 373 34.0 373 333 313 313 293

SD 53 23 42 20 12 58 23 95 42

Values are the mean and standard deviations of 3 animals.
* Statistical analyses of time-sequential analysis of variance using the SAS® MIXED procedure are shown.

No significant difference was found.
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Appendix 1-2 Body weight during quarantine and acclimation periods

FBM 09-6543

Individual  Animal® Receipt day Quarantine Quarantine
No. No. (Day 1) day 8 day 14
11257 3 3.14 3.12 3.16
04711 (Reserve) 2.95 2.94 3.04
07359 1 3.20 3.10 3.11
07619 2 3.15 3.09 3.13
Individual  Animal” Surgery day?  Acclimation  Acclimation  Acclimation  Selection day
No. No. (Day 1) day 8 day 14 day 23 (Day 27)
11257 3 3.17 317 3.08 3.22 3.22
04711 (Reserve) 3.03 2.90 2.83 2.95 3.01
07359 1 3.14 3.10 3.06 3.12 3.15
07619 2 3.14 3.00 2.95 3.00 3.03
Unit: kg.

1) Identification numbers after animal selection.
2) Surgery day for telemetry transmitter implanting.
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Appendix 2-1 Electrocardiography in conscious monkeys treated intravenously with AcPepA

Dose (mg/kg) . Time after the start Time after the end
Test . . . Animal . . . . .
Parameter rapid  infusion of infusion (min) of infusion (h)
substance ) No.
(2min)  (3b) pre 10 40 70 180 2 4 8 18

PR Control 0 0 91 8 88 76 84 8 8 84 84
(msec) (Saline) 68 66 66 68 70 T1 73 63 72
71 71 68 68 67 58 66 64 64
69 68 70 68 68 72 68 70 70
78 .71 70 67 68 68 74 71 72
65 65 72 71 78 71 671 62 72
58 58 66 64 S3 64 62 59 60
70 69 71 71 68 70 72 67 72
66 66 64 62 61 61 61 60 57
52 46 48 48 48 50 52 51 48
52 53 54 55 52 471 49 48 5]
48 47 48 50 48 47 48 45 49
50 47 47 48 48 51 49 50 49
51 52 51 51 48 48 52 49 51
48 48 48 50 48 48 47 49 49
48 48 48 48 47 48 51 50 46
52 51 51 51 52 52 52 54 52
48 48 51 50 51 S50 52 51 50
232 226 228 240 236 232 266 240 225
250 236 242 241 238 252 270 240 259
208 202 198 202 194 170 195 197 201
196 198 195 205 200 192 205 198 202
258 236 230 236 239 246 273 235 261
200 200 220 217 212 212 207 203 226
189 196 189 191 190 195 191 197 190
250 236 245 250 232 248 256 269 248
185 190 193 188 190 188 201 195 192
385 334 400 388 438 429 486 444 350
498 428 489 470 478 508 517 418 505
314 293 290 285 280 252 274 273 302
396 380 289 304 301 300 316 284 281
504 399 426 466 488 496 569 437 552
308 309 348 346 360 344 324 301 357
297 365 322 317 256 276 277 274 257
482 452 494 478 464 488 537 521 469
261 267 265 264 262 259 284 261 250
383 396 360 394 362 355 382 360 380
353 362 347 352 344 353 375 372 364
371 374 367 379 366 339 373 377 366
330 331 364 372 365 352 365 372 381
364 374 352 346 343 349 362 355 352
361 360 373 369 353 362 363 370 379
352 350 344 349 377 371 363 376 375
360 351 348 361 341 355 350 373 362
363 367 375 366 372 370 378 382 383

AcPepA 5 15

20 60

QRS Control 0 0
(msec) (Saline)

AcPepA 5 15

20 60

QT Control 0 0
(msec) (Saline)

AcPepA 5 15

20 60

RR Control 0 0
(msec) (Saline)

AcPepA 5 15

20 60

QTc Control 0 0
[Bazett] (Saline)
(msec)

AcPepA 5 15

20 60

WN—-‘WN'—‘WNwwNNWN'—‘WNHwNHWNHWNWWNWWN"WNP‘WN“WNHWN*—‘
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Appendix 2-2

Statistical analyses of time-sequential analysis of variance on electrocardiography

using the SAS® MIXED procedure

1.PR

Effect NDF DDF F value p value
Dose 2 4 1.19 0.3942
Time 7 42 0.99 0.4511
Dose x Time 14 42 0.72 0.7405
2. QRS

Effect NDF DDF F value p value
Dose 2 4 1.26 0.3763
Time 7 42 0.73 0.6463
Dose x Time 14 42 0.80 0.6608
3.QT

Effect NDF DDF F value p value
Dose 2 4 0.70 0.5482
Time 7 42 3.03 0.0114
Dose x Time 14 42 0.88 0.5843
4. RR

Effect NDF DDF F value p value
Dose 2 4 0.60 0.5903
Time 7 42 1.04 0.4205
Dose x Time 14 42 0.71 0.7483
5.QTc

Effect NDF DDF F value p value
Dose 2 4 1.26 0.3773
Time 7 42 2.80 0.0173
Dose x Time 14 42 1.45 0.1756

NDF: Numerator degrees of freedom.
DDF: Denominator degrees of freedom.,
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Appendix 3-1 Blood pressure and heart rate in conscious monkeys treated intravenously with AcPepA

Dose (mg/kg) . Time after the start Time after the end
Test . . . Animal s . . .
Parameter rapid  infusion of infusion (min) of infusion (h)
substance . No.
(2min)  (3h) pre 10 40 70 180 2 4 8 18
SBP Control 0 0 119 123 119 118 121 120 120 124 125

(mmHg)  (Saline) 130 139 128 129 137 133 121 129 131
162 174 175 174 180 180 178 165 159
134 132 133 125 127 130 135 136 129
132 149 141 135 134 136 132 135 128
150 163 150 158 154 152 169 173 150
125 125 125 123 121 120 124 126 122
131 138 138 139 147 142 134 129 127
170 169 171 168 171 169 164 173 164
91 93 91 91 93 91 8 92 095
97 102 95 94 99 99 87 93 94
125 132 133 135 140 141 144 134 124

AcPepA 5 15

20 60

DBP Control 0 0
(mmHg)  (Saline)

AcPepA 5 15 104 101 102 95 97 100 103 105 99

95 111 103 98 98 99 94 94 88

116 126 116 122 118 117 132 136 114

20 60 97 95 97 94 94 93 98 95 92

96 100 102 101 109 105 97 92 91

131 130 132 129 133 131 127 135 129

MBP Control 0 0 100 103 100 100 102 101 100 103 105

(mmHg)  (Saline) 108 114 106 106 112 110 99 105 106
137 146 147 148 153 154 155 145 136
114 112 112 105 107 110 114 116 109
107 124 116 110 110 11t 107 108 101
127 138 127 134 130 128 144 148 126
106 105 106 104 103 102 107 105 102
108 113 114 114 121 117 109 104 103
144 143 145 142 146 144 139 148 14l
167 172 154 159 149 145 132 147 174
147 148 138 128 127 130 113 138 123

201 206 206 209 215 226 220 220 193

AcPepA 5 15

20 60

HR Control 0 0
(beats/min)  (Saline)

AcPepA 5 15 217 217 211 196 214 205 196 205 211
121 175 146 124 129 131 117 124 117

176 195 172 181 180 176 180 189 165

20 60 239 237 229 231 233 237 221 221 219

153 164 142 139 146 142 127 110 140
223 227 223 225 233 234 220 220 224
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Appendix 3-2 Statistical analyses of time-sequential analysis of variance on blood pressure and heart rate
using the SAS® MIXED procedure

1. SBP

Effect NDF DDF F value p value
Dose 2 4 0.02 0.9760
Time 7 42 1.90 0.0939
Dose x Time 14 42 1.02 0.4529
2. DBP

Effect NDF DDF F value p value
Dose 2 4 0.05 0.9558
Time 7 42 1.67 0.1430
Dose x Time 14 42 0.82 0.6436
3. MBP

Effect NDF DDF F value p value
Dose 2 4 0.03 0.9674
Time 7 42 1.86 0.1012
Dose x Time 14 42 0.96 0.5037
4.HR

Effect NDF DDF F value p value
Dose 2 4 1.42 0.3429
Time 7 42 4.15 - 0.0015
Dose x Time 14 42 0.77 0.6941

NDF: Numerator degrees of freedom.
DDF: Denominator degrees of freedom.
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