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Appendix 4-1 Respiratory rate 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)  (3h) pre 10 40 70 180 2 4 8 18
Respiratory  Control 0 0 1 28 26 28 26 30 26 26 26 24
rate (Saline) 2 26 32 34 26 34 26 26 28 26
(breaths/min) 3 30 32 32 32 32 24 34 30 26
AcPepA 5 15 1 32 32 32 26 28 28 26 28 26
2 28 28 30 30 32 30 24 34 26
3 28 26 26 26 28 26 26 24 24
20 60 1 36 32 34 32 36 30 30 28 28
2 28 36 36 34 38 30 30 24 26
3 38 36 42 36 38 40 34 42 34
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Appendix 4-2 Statistical analyses of time-sequential analysis of variance on respiratory rate
using the SAS® MIXED procedure

Effect NDF DDF F value p value
Dose 2 4 3.99 0.1115
Time 7 42 6.15 0.0001
Dose x Time 14 42 0.76 0.7073

NDF: Numerator degrees of freedom.
DDF: Denominator degrees of freedom.
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]
h 0 2 4 8 18
Time after the end of infusion (h)
P 9 1 2 3 4 5 6 1 & 5 10 1 21
R Time after the start of infusion (h)
0 2 4 8 18
Time after the end of infusion (h)
pe g 3 2 3 4 5 6 71 8 9 1w 1 21
1 Time after the start of infusion (h)
0 2 4 8 18
Time after the end of infusion (h)
e g 1 2 3 4 5 6 7 8 9 10 11 21
E Time after the start of infusion (h)
0 2 4 8 18
Time after the end of infusion (h)
P 9 3 2 3 4 5 6 71 & 9 10 1 21
1 Time after the start of infusion (h)
|
o) =
X ¥
0 2 4 8 18
Time after the end of infusion (h)
w P o 1 2 3 4 5 6 71 8 9 10 1 21

Time after the start of infusion (h)

—&— Control (Saline) =0~ AcPepA 5+15 mg/kg -={F-~ AcPepA 20+60 mg/kg

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. 1 Blood chemistry (mean of 2 animals)
Fig.2 Blood chemistry - %Change to pre-dosing value (mean of 2 animals)
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Fig 1 Blood chemistry (mean of 2 animals)
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Table 1 Clinical signs

Study No. 10K0066N

Test Dose Animal Time after dosing (day)
substance  (mg/kg) No. -3 -2 -1 0 (Dosing day) 1
pre dosing Oto lh

AcPepA 2 111 - - - - - - Vi+
112 - - - - - - -
10 121 - - - - - - -
122 - Fs+ Fs+ - - - -
30 131 - - - - - - -
132 - - - - - - -

Time after dosing pre: pre-dosing at dosing day, dosing: during dosage, O to 1h: just after to 1 hour after dosing.
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Table 2 Body weights

Test Dose Animal Grouping Dosing Necropsy
substance  (mg/kg) No. day day day
AcPepA 2 111 4.80 478 4.81
112 3.29 3.26 3.30
Mean 4.05 4.02 4.06
10 121 3.69 3.70 3.74
122 3.42 3.39 3.41
Mean 3.56 3.55 3.58
30 131 3.63 3.60 3.71
132 3.50 3.49 3.48
Mean 3.57 3.55 3.60
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