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Fig. 1 Body weights of rats treated intravenously with AcPepA for 3 days

Values are the mean = standard deviations of 7 animals,
No significant difference from the control was noted.
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Fig. 2 Food consumption of rats treated intravenously with AcPepA for 3 days
Values are the mean = standard deviations of 7 animals.
No significant difference from the control was noted.
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Table 2 Body weights of rats treated intravenousiy with AcPepA for 3 days

Test substance

Control AcPepA (me/kg)'

(Saline) 40 (10-30) 80 (20-+60)
Day n=7 n=7 n=7

Male ] 202+ 12 204 9 203= 7
2 206 = 12 207 8 207 8
3 215 14 212+ 9 213z 7
Necropsy 180 = 11 1822 7 184 = 6
Female | 146 = 6 145 7 147 5
2 144 = 5 146 = 6 148 = 6
3 149 = 7 151 6 152 6
Necropsy 120+ 5 1204 S 130 5

Unit: g.

Values are the mean + standard deviations.

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.

No significant difference from the control was noted.
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Table 3 Food consumption of rats treated intravenously with AcPepA for 3 days

Test substance

Control AcPepA (mg/kg)
(Saline) 40 (10+30) 80 (20+60)
Day n= n=7 n=7
Male 0-1 236 2.1 246= 1.7 236 1.9
1-2 216+ 2.7 221+ 20 21.7+ 1.3
2-3 27 29 227+ 1.6 224= 19
Female 0-1 176 = 1.0 163 %23 176+ 1.5
-2 14,1 £ 1.2 150+ 14 153+ 24
2-3 163 = 2.0 169 13 17.1 = 2.0
Unit: g/day.

Values are the mean = standard deviations.

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.

No significant difference from the control was noted.
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Table 4 Hematology in rats treated intravenously with AcPepA for 3 days

Test substance

Control AcPepA (mg/kg)"’
(Saline) 40 (10~30) 80 (20+60)
n=7 n=7 n=7
Male RBC (10*/pL) 730 = 28 731 = 37 689 = 31
WBC (10%/uL) 77.5 = 14.7 65.0=11.7 804 £ 21.5
Ht (%) 452+ 1.0 432= 1.0* 4262 1.6**
Hb (g/dL) 154 03 149 = 0.5 146 = 0.5**
MCH (pg) 21,1+ 08 204 = 0.5 212+ 0.7
MCV (fL) 619 24 502 20* 619= 1.6
MCHC (g/dL) 34.1= 0. 3442 05 343 = 05
Ret (%) 9.67 = 0.79 10.12 = 1.85 10.00 = 0.84
Ret (10%/uL) 70.51 = 4.41 73.65 = 11.77  69.05 = 7.64
Plt (10%/uL) 1173 95 131.5 = 17.3 1321 = 557
PT (sec) 133+ 04 132= 08 130+ 0.8
APTT (sec) 198 = 13 195 1.1 197+ 1.5
Differential leukocyte counts
Baso (%) 0.1 0.1 0.0= 0.1 0.0= 0.1
Eosi (%) 1.0+ 04 1.0 02 1.0 03
Neut (%) 142+ 55 158 6.8 153 = 62
Lym (%) 827 = 39 80.8= 73 81.0 = 6.8
Mono (%) 21= 09 24 09 26= 0.8
Baso (10°/uL) 0.1% 0. 0.0= 0.0 0.0= 0.1
Eosi (10%/uL) 08= 04 0.6 = 0.2 09= 04
Neut (10%/uL) 109+ 5.0 105+ 53 119 5.0
Lym (10%/uL) 64.1 = 13.5 522= 8.6 65.5 = 109
Mono (10°/uL) 6= 0.8 1.6+ 08 21+ 09
Female RBC (10%/uL) 725+ 2] 701 = 25 719 = 40
WBC (10%/uL) 71.8= 83 77.8 = 14.3 740119
Ht (%) 432+ 12 428= 1.0 432= 1.6
Hb (g/dL) 151 05 150+ 04 151 = 06
MCH (pg) 208 = 0.5 214 = 0.6 21.1 £ 0.6
MCV (fL) 506= 1.2 61.1 = 1.7 60.1 = 1.6
MCHC (g/dL) 350+ 04 35.0 % 03 350 = 04
Ret (%) 7.83 £ 1.12 8.12 =0.83 8.16 = 1.00
Ret (10%/uL) 56.60 = 6.82 56.80 = 5.14 58.39 = 5.11
Plt (10*/uL) 132.8 = 183 145.6 = 30.7 124.5 = 44.8
PT (sec) 122+ 04 12,0 = 03 1.7« 03*
APTT (sec) 182 4.1 163 = 14 16.1 = 0.9
Differential leukocyte counts
Baso (%) 0.1 01 0.1+ 0.1 0.1+ 0.
Eosi (%) 08= 04 I.1= 03 0.9 03
Neut (%) 11.5= 3.7 10.5= 43 10.5= 2.8
Lym (%) 86.1 = 39 86.6 + 4.7 86.9 = 3
Mono (%) 1.6 04 1.7+ 04 1.7 04
Baso (10%/uL) 0.1= 0.1 0.1 = 0.1 0.0= 0.1
Eosi (10%/uL) 05= 02 0.8= 04 0.6= 0.2
Neut (10%/uL) g2= 25 77 = 2.1 75= 13
Lym (10%/uL) 61.9= 85 67.9 = 15.0 64.6 = 12.0
Mono (10%/uL) 1.1+ 02 13= 04 12+ 03

Values are the mean = standard deviations.
1) AcPepA 40 mg/ke group: 10 mg/ke lapid (2min) dosing = 30 mg infusion ( 1h) dosing.
80 mg/ke group: 20 mg/ke lapid (Zmin) dosing + 60 mg infusion (1h) dosing.
* p<0.05. *= p<0.01: Significantly different from the control by Dunnett's test.

' p=0.05: Significantly different from the control by Steel's test
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Table 5

Blood chemistry in rats treated intravenously with AcPepA for 3 davs

Test substance

Control AcPepA (mg/ke)"!
(Saline) 40 (10+30) 80 (20+60)
=7 n=7 n=7

Male AST (IU/L) T7.1 = 8.7 769 = 45 803 = 4.7
ALT (TU/L) 207 49 293 22 30.1 = 47
ALP (TU/L) 362.1 =46.8 303.2 = 51.7 31,7726
LDH (TU/L) 245.1 = 141.0 198.4 = 37.0 207.1 = 13.1
v-GTP (IU/L) 4.84 =0.74 4,79 = 1.30 5.35 = 0.67
Glu. (mg/dL) 117 9 11 9 17+ 15
T.Cho. (mg/dL) 75+ 16 76+ 13 8= 21
TG (mg/dL) 267 7.8 237 43 204 = 98
PL (mg/dL) 1z 17 114+ 14 123+ 24
TP (g/dL) 55 02 54+ 02 54= 03
Alb. (g/dL) 24 = 0.1 24= 0.1 24= 0.1
A/G 0,79 = 0.05 0.81 =0.05 0.79 = 0.05
BUN (mg/dL) 156+ 24 137+ 21 153+ 28
Crea. (mg/dL) 0.39 = 0.07 0.35 = 0.06 0.36 = 0.06
T.Bil. (mg/dL) 0.52=0.19 0.49 = 0.08 0.48 = 0.09
Na (mEg/L) 140 = 2 140 = 1 140 = ]
K (mEq/L) 44+ 02 4.6 = 02 46 = 04
Cl (mEq/L) 1= 2 11+ 2 o= 1
P (mg/dL) 9.0+ 0.7 95 04 96 0.7
Ca (mg/dL) 96+ 0.3 95 0.2 97+ 04
Female AST (IU/L) 85.2=114 77.7 = 8.1 75.0 = 4.1
ALT (TU/L) 251+ 42 26.1 2 33 233 < 39
ALP (IU/L) 193.3 = 47.6 184.1 =543 1853 £ 57.5
LDH (TU/L) 377.6 = 436.3 2064 = 70,3 187.2 = 40.1
y-GTP (TU/L) 555+ 0.71 5.54 £ 0.58 5.81 £0.71
Glu. (mg/dL) 120+ 12 119+ 14 118 = 14
T.Cho. (mg/dL) 53 11 59 6 63+ 12
TG (mg/dL) 144 = 4.8 153+ 39 6.6 = 4.7
PL (mg/dL) 7+ 13 92+ 10 101+ 13
TP (2/dL) 55+ 02 55+ 02 56= 02
Alb. (g/dL) 24= 01 252 0.1 25= 0.1
A/G 0.79 = 0.06 0.83 = 0.03 0.80 = 0.04
BUN (mg/dL) 203 = 2 19.4 = 1.6 20.1 = 22
Crea. (mg/dL) 045 =0,12 0,34 = 0.08 0,44 = 0,06
T.Bil. (mg/dL) 043 =0.12 0.33 = 0.06 043 =0.17
Na (mEg/L) 139 = ] 139 = | 139 = 1
K (mEqg/L) 46= 02 47 04 42 = 04
Cl (mEqg/L) 111 £ 2 1112 1 =2
P (mg/dL) 94= 05 9.7+ 0.5 9.0= 06
Ca (mg/dL) 9.5= 0.2 95+ 04 9.7 0.2

Values are the mean = standard deviations.
1) AcPepA 40 mg/kg group: 10 mg/kg lapid (2min) dosing ~ 30 mg infusion (1h) dosing.
80 mg/ke group: 20 mg/kg lapid (2min) dosing = 60 mg infusion (1h) dosing.
No significant difference from the control was noted.
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Table 6 Gross pathological findings in rats treated intravenously with AcPepA for 3 davs

Male Female
Test Dose (mg/kg) Animal Animal
substance  rapid (2min) infusion (1h) No. Findings No. Findings
Control 0 0 1101 N 2101 N
(Saline) 1102 N 2102 N
1103 N 2103 N
1104 N 2104 N
1105 N 2105 N
1106 N 2106 N
1107 N 2107 N
AcPepA 10 30 1201 N 2201  Ovary: Cyst. Imm. unilateral
1202 N 2202 N
1203 N 2203 N
1204 N 2204 N
1205 N 2205 N
1206 N 2206 N
1207 N 2207 N
20 60 1301 N 2301 N
1302 N 2302 N
1303 N 2303 N
1304 N 2304 N
1305 N 2305 N
1306 N 2306 N
1307 N 2307 N

N: No abnormalities.
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Table 7-1 Organ weights of rats treated intravenously with AcPepA for 3 days

Test substance
Control AcPepA (mg/ke)"”
(Saline) 40 (10+30) 80 (20+60)
n=7 n=7 n=7

Male Brain (g) 1.83 = 0.05 1.88 = 0.05 1.80 = 0.07
Pituitary gland (mg) 84= 1.0 8.7+ 05 87 04
Thyroid glands (mg)* 134+ 19 146 = 1.3 145 L7
Submandibular glands (mg)” 400 = 54 408 = 36 391 = 29
Thymus (mg) 539 53 534+ 89 512 = 127
Heart (mg) 779+ 78 799 = 50 791 = 30
Lung (g)” 0.91 = 0.07 0.91 = 0.06 0.93 = 0.08
Liver (g) 5.90 = 0.40 593 £0.36 6.17 £ 0.25
Spleen (mg) 480 = B2 449 = 74 450z 54
Kidneys (g) 1.70 = 0.09 1.70 = 0.11 1.78 £ 0.12
Adrenal glands (mg) 45+ 8 4= 35 42= 6
Testes (g) 1.88 = 0.22 2.15 = 0.26 1.98 = 0.05
Epididymides (mg) 27 = 34 286 £ 39 208 £ 30
Seminal vesicles (mg) 174 = 59 184 = 75 229+ 38
Prostate (mg) 21 £ 50 225+ 36 245+ 29
Female Brain (g) 1.71 = 0.08 1.66 = 0.06 1.71 = 0.07
Pituitary gland (mg) 92 < 0.9 920 1.3 9.8+ 1.1
Thyroid glands (mg)"’ 139 1.0 132+ 1.8 1392 1.5
Submandibular glands (mg)” 321+ 36 303 &+ 21 2095+ 18
Thymus (mg) 497 = 76 446 = 8] 460 = 75
Heart (mg) 583 = 17 565 = 28 583 24
Lung (g)* 0.74 = 0.05 0.73 = 0.04 0.73 = 0.04
Liver (g) 459 £ 023 4.44 =022 4.58 = 0.29
Spleen (mg) 327+ 70 305+ 37 310 = 41
Kidneys (g) 1.29 = 0.11 1.26 = 0.06 1.29 = 0.06
Adrenal glands (mg) 2z 7 0= 5 40= 5
Ovaries (mg) Bx 9 72+ 8 73= 10
Uterus (mg) 23]t 57 274 = 71 266 = 82

a) with parathyroid gland. b} with subiingual giand. ¢) with bronchus,

Values are the mean = standard deviation.

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.

No significant difference from the control was noted.
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Table 7-2 Relative organ weights of rats treated intravenously with AcPepA for 3 days

Test substance
Control AcPepA (mg/kg)"
(Saline) 40 (10+30) 80 (20+60)
n=7 n=7 n=7

Male Brain (g%) 1.02 £ 0.06 1.04 = 0.06 0.98 =0.02
Pituitary gland (mg%) 47+ 0.5 48+ 02 4.7+ 0.1
Thyroid glands (mg%)" 74 0.9 80= 08 79= 1.0
Submandibular glands (mg%)" 22 24 24z 14 2132 16
Thymus (mg%) 301 = 39 203 = 41 279 = 68
Heart (mg%) 432 = 20 439 = 23 430 = 20
Lung (g%)" 0.51 = 0.03 0.50 = 0.02 0.50 = 0.04
Liver (g%) 3.28 = 0.06 3.26 = 0.10 3.36 = 0.13
Spleen (mg%) 270 = 34 247+ 38 245+ 25
Kidneys (g%) 0.94 = 0.04 0.93 = 0.05 0.97 = 0.05
Adrenal glands (mg%) 249 = 5.1 243 25 229= 35
Testes (g%) 1.04 £ 0.11 1.18 = 0.15 1.08 = 0.05
Epididymides (mg%) 150« 17 157+ 20 162 15
Seminal vesicles (mg%) 95+ 27 101 = 41 125 19
Prostate (mg%) 12+ 24 1232 19 134 20
Body weight (g) 180 = 1] 182+ 7 184 = 6
Female Brain (g%) 1.32 = 0.07 1.28 = 0.07 132 =0.07
Pituitary gland (mg%) 7.1 = 08 69= 09 75+ 07
Thyroid glands (mg%)" 108 = 1.1 102+ 12 10,7 = 1.1
Submandibular glands (mg%)" 248 = 30 234z 12 227+ 16
Thymus (mg%) 383 = 52 343= 49 352+ 45
Heart (mg%) 451 = 15 437 25 448 = 19
Lung (g%)"' 0.57 = 0.03 0.56 = 0.01 0.56 = 0.02
Liver (g%) 3.55 £ 0.17 343 = 0.08 3.51 =0.11
Spieen (mg%) 232% 51 236 24 237 23
Kidneys (2%) 0.99 = 0,07 0.98 = 0.05 0.99 = 0.04
Adrenal glands (mg%) 324 47 307 = 4.7 308= 32
Ovaries (mg%) 60= 7 56= 6 56= 6
Uterus (mg%) 178 = 35 213+ 59 203z 56
Body weight (g) 120§ 120 = 3 130 5

a) with parathyroid gland. b) with sublingual gland. ¢) with bronchus.
Values are the mean = standard deviation for the percentage relative to the 100 g body weight.
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.
No significant difference from the control was noted.
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FBM 08-2522

Table 9 Plasma concentration of AcPepA in ras afier intravenous administration of AcPepA

Sex Test Dose (mg/kg) Animal Time after end of infusion dosing
substance  rapid (2min)  infusion (1h) No. 0 (just after) 05h
Maie AcPepA 10 30 1401 0.857 Bld
1402 1.22 Bid
1403 0.973 Bld
Mean 1.02 -
SD 0.19
20 60 1501 1.59 Bld
1502 - Bid
1503 6.46 Bid
1504 2.11 -
Mean 3.39 -
SD 2.67
Female AcPepA 10 30 2401 0.556 Bid
2402 1.12 Bld
2403 1.38 Bid
Mean 1.02 -
SD 0.42
20 60 2501 Big Bid
2502 5.83 Bld
2503 6.05 Bid
Mean 396 .
5D 343

Blg: Below the limited of quantitation (<0.40 pg/mL), calculated as 0 pg/mL.
Bld: Below the limited of detection (<0.15 ug/mL).
unit: pg/mL
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Appendix 1-1 Clinical signs during quarantine period

Sex  Individual  Animal" i I.(Rcumpt dayll Quarantine day
No No.  Behavior Fur N0 Talh iy 9 3 4 s
eve oral  limbs
1103 - - - . - s = S i
Eexc. - - - - - - & =
1302 - - - - . - - - "
1205 - - - . . .- = S
exe. - - - - : s A 5 R
1403 - - - - - - - - =
1207 - - - - - - . -
1307 . = . x ; 5 s o
9 1502 . - - - - - - 5
10 1303 - - - - - - - 2 .
11 1301 - - - - - - - -
12 1202 : i ; = ¥ § s ow

Male

~3 A B W b —

oo

13 exc. - - - - - - - - -
14 1503 - - - - - - - - -
15 exc. - - . E . - - - -
16 exc, - - - = - - - - -
17 1203 - - - . . . - - -
18 1404 . - - - . - - - -
19 1206 - - ] - - - - - -
20 1306 - - - - . . - - -
2] 1104 . - . - - - - - -
22 1304 - - - - - - - - -
23 exc, - - . . . - - - -
24 1402 . - . . - - - - -
35 1204 - - - - - - - . -
26 1504 - - - - - - E - -
27 exc. " " - - = L - - -
28 1106 - - . - - - - - -
29 1107 . - - - - - - - -
30 1101 - - - - . . . - -
31 exc. - . . - . . - - -
32 exc, - - - - - - - - -
33 exc. - - . . - - - -

34 1401 . - - - - - - - -
35 1102 : - - - = i o &
36 1201 . - . - . - - - -
37 1103 - - - - - - . - -
38 1501 - - - - - - - - -
39 1305 - - - - - - - - -

-: No abnormalities.
1) ldentification numbers afier allocation 1o treatment groups (exc,: excluded from the study system).
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Appendix 1-2 Clinical signs during quarantine period

Dav 1 (Receipt day) y
Sex  Individual  Animal’ - Pt Ca Quarantine dayv

No. No. Behavior Fur Nose, e, ‘.rml' Qthers
eve, oral  limbs
2305 . . - - - - - - -
2401 - - - - - - - - -
2105 - - - - - - - - -
exc. - - - - - . . - .
2304 - - . . - - . . .
2504 . - - - - - - - -
2303 . . - - - - . . -
2107 - - - - - - - - -
2204 - - - - - - . - .
2403 . - . - . . . . .
[ {8 - - - - - - - - -
2203 . . . - - - . - -
2301 . - - - - - - - -
2205 - - - . - - . - .
15 exc. - - - - - - - - .
16 2307 - - - - - - - -
17 2206 - - - ¥ ¥ ¥ 5 o
18 2104 - - - . . - - -
19 2201 - . - - - - - -
20 2207 - . - - - - - - -
21 2502 - . - - - - . - -
22 2202 . . . . . . . . .
3 2106 . - - - - - - - -
24 exc. - - - - - - - - -
25 exc. . - - . - - . -
26 2102 - - - . - - - - -
27 2503 - - + . " - - - -
28 2402 . - - - - - - - -
29 exc. - - - - - - - - -
30 eXe . . - . . - - . -
31 2306 . - - - . . . = S
32 exc. - - - - - - - - -
33 2404 = - = : = TR
34 2302 - - - - - - . - -
35 2501 - - - - - - - - -
36 2101 - - . - - - - . -
37 2103 - - - - . - - - -
38 exc. - - . . . - - - -
39 exc. - - = - - . - »
-: No abnormalities
1) ldentification numbers after allocation to treatment groups (exc.: excluded from the study system).
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Appendix 1-3  Body weights during quarantine period

Sex  Individual  Animal Roceipt Pl dey Bady
No. No. day ufqummfmc wmght
(Day 1) (Day 5) gain
Male 1 1105 124 160 36
2 exc. 135 182 a7
3 1302 135 175 40
4 1205 132 175 43
5 exc. 134 181 47
6 1403 122 160 38
7 1207 138 179 4]
8 1307 124 161 37
9 1502 137 180 43
10 1303 142 183 41
11 1301 138 176 k} ]
12 1202 127 167 40
13 exc. 116 152 i6
14 1503 135 176 41
15 Exc. 122 159 3
16 exc. 123 163 40
7 1203 124 160 i6
18 1404 137 180 43
19 1206 133 173 40
20 1306 127 168 41
21 1104 135 174 39
2 1304 134 173 39
23 exc. 123 165 42
24 1402 132 imn 39
25 1204 141 181 40
26 1504 126 162 36
a7 exc. 140 185 45
28 1106 136 173 37
29 1107 134 178 44
30 1101 127 164 37
31 exc. 131 166 35
32 exE, 139 164 45
33 EXC. 142 179 37
34 1401 - 137 177 40
35 1102 139 183 44
36 1201 134 175 41
37 1103 139 179 40
38 1501 133 171 38
39 1305 137 178 4]
Mean 132 173 40
SD 7 8 3
Unit g

Body weight gain = Body weight difference of allocation day and receipt day during 5 days.
1) Identification numbers afier allocation to tremment groups fexc.: excluded from the study system)
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