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ALB: Albumin, A/G: Albumin/Globulin ratio. ALP:
Alkaline phosphatase. ATPase: Adenosinetriphospha-
tase. BIL: Bilirubin. -Gl-ase: $-Glucuronidase. BUN:
Blood urea nitrogen. ChE: Choline esterase. CRNN:
Creatinine. G-6-Pase: Glucose-6-phosphatase. Glu:
Glucose, GOT: Glutamicoxaloacetic transaminase.
GPT: Glutamic pyruvic transaminase. FFA: Free
fatty acid. Hb: Hemoglobin, Ht: Hematocrit. Ket:
Ketone body. LDH: Lactic dehydrogenase. O-bl:
Occult blood. T-CHO: Total cholesterol. TG: Trigly-
ceride. TP: Total protein, Uro: Urobilinogen.
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Table 1 Hematological findings in male dogs orally treated with AM—715 for 5§ weeks
Dose* No. of WBC RBC Hb Ht
(mg/kg/day) dogs (X10?/mm?) (x10*/mm?) (g/dl) %)
Control 3 70.7+£26.82) 740+61 15.8+1.1 48.4:1.1
50 3 75.0£22.6 685+30 15.1:1.0 46.8+1.8
100 3 74.5+28.0 717152 15.7£0.7 52.2+2.0
200 3 72.2+25.0 736+70 16.6+0.6 46.7+2.6
*: Administered in two divided doses a): Mean + SD
Table 2 Hematological findings in female dogs orally treated with AM—715 for 5 weeks
Dose* No. of WBC RBC Hb Ht
(mg/kg/day) dogs (x10*/mm?®)  (X10*/mm?) (g/dl) (%)
Control 3 66.3:34.32) 781206 15.9:1.9 47.8+7.8
50 3 59.0+ 7.5 612+ 96 14.2:2.5 43.7+8.6
100 3 60.3+ 7.4 754+ 81 16.2+2.5 49.5:5.2
200 3 69.0:30.8 731+ 68 14.9:0.5 47.0£2.6
*. Administered in two divided doses a): Mean + SD
Table 3 Differeintial counts of leucocytes in male dogs orally treated with AM—715 for 5 weeks
Dose* No. of Differential counts of leucocytes (%)
(mg/kg/day) dogs Lymphocyte Neutrocyte Eosinophil Basophil Monocyte
Control 3 27.7:10.12) 65.5+8.4 4.3:2.9 0 2.5:0.5
50 3 30.2+ 7.3 64.2:6.8 3.2+2.3 0 2.5+1.3
100 3 28.2+ 6.4 64.3:4.9 4.0+2.3 0 3.5:1.0
200 3 26.7+ 9.5 65.7+6.8 4.2:2.5 0 3.5¢1.3

*: Administered in two divided doses

a): Mean + SD
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Table 4 Differential counts of leucocytes in female dogs orally treated with AM—715 for § weeks

Dose* No. of Differential counts of leucocytes (%)
(mg/kg/day) dogs Lymphocyte Neutrocyte Eosinophil Basophil Monocyte
Control 3 63.3:11.18) 34.2:11.1 1.8:1.1 0 1.0£0.9
50 3 52.8+17.2 42.3:16.1 3.2:1.6 0 1.7:0.9
100 3 61.4: 3.1 35.7+ 23 1.9+1.4 0 1.0£0.6
200 3 45.3:13.5 51.9+13.5 1.6:0.3 0 1.320.3
«: Administered in two divided doses a): Mean + SD

Fig. 1 Mean body weight in male dogs orally treated with AM—715 for § weeks
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Table 5-1 Biochemical findings in male dogs orally treated with AM-715 for § weeks

Weeks Dose* No. of TP ALB A/G BUN CRNN
(mg/kg/day)  dogs (g/dD) (g/dD) (mg/d)  (mg/d)
Control 3 6.60:0.20Y  3.00:0.17 0.8:0.1 17.4:0.8 -
Before 50 3 6.40:0.26 2.83:0.12 0.8+0.1 19.9:4.5 -
administration 100 3 6.17:0.42 2.77:0.31 0.8+0.1 19.1:1.5 -
200 3 6.53:0.12 2.80:0.17 0.8:0.1 17.8z1.4 -
Control 3 6.530.25 2.97:0.06 0.8¢0.1 12.6:0.7 0.87:0.12
50 3 6.33:0.15 2.83:0.06 0.8:+0.1 11.7:+1.3  0.93:0.06
! 100 3 6.20+0.10 2.90+0.17 0.9¢0.1 15.0:+2.8 1.00:0.10
200 3 6.33:0.38 2.73+0.16 0.8+0.1 13.6:2.3  0.80:0.00
Control 3 6.47+0.29 2.87¢0.06 0.8:+0.1 13.6:2.6 0.73:0.06
50 3 6.57:0.25 2.90:0.10 0.8:0.1 14.6¢1.0 0.77:0.06
2 100 3 6.17:0.21 2.83:0.06 0.9:0.1 18.0:3.9 0.87:0.06
200 3 6.23:0.15 2.73:0.16 0.8:0.1 17.1:1.9  0.73:0.06
Control 3 6.67:0.32 2.97:0.06 0.8:0.1 13.0:1.2  0.80:0.00
3 50 3 6.50+0.10 2.93:0.12 0.8:0.1 11.8:0.9 0.87:0.06
100 3 6.33:0.06 2.97+0.21 0.9:0.1 14.6:2.1 0.97:0.12
200 3 6.50:0.30 2.90:0.10 0.8:0.1 12.6:0.4  0.80:0.00
Control 3 6.43:0.38 2.87:0.06 0.8:0.1 11.9+2.6 0.77:0.06
4 50 3 6.30:0.26 2.77:0.12 0.8+¢0.1 11.3:1.2  0.73:0.06
100 3 6.10:0.10 2.80:0.17 0.9:0.1 12.9+2.5  0.90:0.10
200 3 5.87+0.32 2.60+0.10 0.840.1 11.3:0.8 0.77:0.06
Control 3 6.3310.15 2.87£0.12 0.8:¢0.1 12.2:1.1  0.80:0.10
‘ 5 50 3 6.23:0.25 2.77:0.06  0.8:0.1 11.9¢1.3  0.80:0.10
100 3 6.07+0.21. 2.80+0.17 0.9¢0.1 13.3:1.8  0.90:0.10
200 3 6.2310.06 2.80+0.20 0.8¢0.1 13.1¢1.3  0.73:0.06

*. Administered in two divided doses a): Mean + SD
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Table 5-2 Biochemical findings in male dogs orally treated with AM—~715 for 5 weeks

Weeks Dose* No. of Glu T-CHO TG FFA
(mg/kg/day)  dogs (mg/dl) (mg/dl) (mg/dl) Eq/D
Control 3 81.3:+ 0.68)  151.0:26.7  44.7: 8.1 -
Before 50 3 88.3+ 5.1 147.7+37.8 49.0+£13.0 -
administration 100 3 82.7+ 5.5 134.0£26.1 43.0¢ 2.7 -
200 3 76.3+ 3.8 135.7:16.0 47.0¢ 3.6 -
Control 3 89.0:+ 4.4 157.0£14.0 46.3+ 5.5 -
. 50 3 93.0+ 6.0 146.7:£23.6 427+ 9.0 -
100 3 85.7+ 4.0 149.0£16.0 40.0¢+ 7.0 -
200 3 82.7+ 6.5 137.0£10.4 40.7+ 8.1 -
Control 3 95.7+ 0.6 146.71+23.4 40.0+ 1.0 -
) 50 3 91.0+ 3.0 145.0¢31.5 43.0+ 2.7 -
100 3 95.3+ 0.6 141.7+£22.6 43.0+ 7.2 -
200 3 89.3+ 7.8 129.7+17.2 36.3+ 1.5 -
Control 3 82.0+ 6.6 152.7+13.0 40.3+ 1.5 -
50 3 87.3¢ 3.1 153.3£30.6 36.3¢+ 4.2 -
3 100 3 87.0+ 5.3 159.0£26.0 39.3+ 0.6 -
200 3 81.3+ 5.1 148.0+15.9 41.7¢ 9.3 -
Control 3 93.3+ 3.1 154.0+ 9.6 41.7+ 7.2 -
4 50 3 93.3+ 6.4 146.0+27.6 37.6+ 5.9 -
100 3 96.0+ 2.7 153.0+21.2 38.0+ 2.7 -
200 3 92.7+ 5.5 135.7+11.9 35.0+ 5.3 -
Control 3 104.7+ 4.0 144.0£18.7 44.3+ 9.1 419.3£207.1
50 3 108.6+ 5.6 144.0£20.7 39.7+ 9.0 367.7+ 64.7
5 100 3 105.3:+ 3.1 147.7£.19.9  41.3: 4.6 567.7+180.6
200 3 92.7:11.7 136.0+21.3 42.0+ 6.2 552.7+196.8

#: Administered in two divided doses a): Mean + SD
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Table 5-3 Biochemical findings in male dogs orally treated with AM-715 for § weeks

Dose* No. of  Total BIL Catt Na*t K+ GOT

Woeks (mg/kg/day)  dogs  (mg/d)  (mg/d)  (mEq/) (mEq/)  (AU/D
Control 3 0.63:0.062)  8.8:0.5 133.9:1.6 4.820.2 29.3: 3.2
Before 50 3 0.73:0.40 8.5:0.3 135.313.6 4.6:0.1 25.7+ 2.5
administration 100 3 0.7710.35 8.5:0.5 132.9:1.6 4.8:0.0 26,0+ 2.7
200 3 0.73:0.21 8.9:0.3 134.8:0.0 4.7:0.0 26.7+ 5.0
Control 3 0.33:0.06 8.9+0.5 136.3:2.5 5.2:0.1 227+ 1.5
.50 3 0.46:0.17 8.7+0.1 136.3+2.5 5.0:0.0 23.3:x 3.1
! 100 3 0.30:0.00 8.710.2 136.3:2.5 5.3:0.2 23.0+ 1.0
200 3 0.33+0.15 8.81+0.2 134.8:.0.0 5.0:0.3 23.3+ 5.5
Control 3 0.37:0.06 9.0:0.5 129.1£2.5 4.4:0.0 35.0£ 9.5
) 50 3 0.63:0.42 8.8:0.5 129.1£2.5 ;1.420.1 30.3+ 5.9
100 3 0.47:0.38 9.1:0.4 129.1:2.5 4.5:0.1 26.7+ 1.2
200 3 0.60:0.26 8.7:0.4 132.0:0.0 4.5:0.1 52.0£39.9
Control 3 0.50£0.17 9.2:0.3 145.0:2.4 4.8:0.2 22.3+ 2.1
3 50 3 0.27+0.06 9.1:0.1 145.0:2.4 4.6:0.1 24.0+ 4.0
100 3 0.43:0.15 9.4:0.2 146.4:0.0 4.8:0.2 25.0+ 2.7
200 3 0.37+0.12 9.4:0.4 146.4:0.0 4.9:0.2 24.7+ 5.7
Control 3 0.17+0.06 9.4:0.4 134.8:0.0 5.1:0.1 21.3+ 3.8
4 50 3 0.37+0.21 9.1:0.4 138.7+£3.7 5.0:0.2 24.0+ 2.0
100 3 0.20£0.10 9.1:0.2 139.7:4.3 5.1:0.2 22.7+ 0.6
200 3 0.200.10 9.1:0.3 137.7:2.5 4.9:0.1 20.7+ 7.2
Control 3 0.13:0.06 9.9+0.2 137.7¢2.5  4.8:0.1 30.7+10.0
s 50 3 0.27+0.15 9.4:0.5 133.9:1.6 4.7:+0.2 24,7+ 4.2
100 3 0.30£0.17 9.7+0.3 133.9:1.6 4.7:0.4 25.7+ 6.7
200 3 0.53+0.29 9.6:0.1 136.3:12.5 4.7:0.1 26.7+ 6.1

*. Administered in two divided doses a): Mean + SD
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Table 54 Biochemical findings in male dogs orally treated with AM—715 for § weeks
Weeks Dose* No. of GPT ALP ChE LDH B-Gl-ase

(mg/kg/day)  dogs au/y (K-A-U/d]) (aApH) au/y (U/dy
Control 3 133.3:131.63)  8.8+2.1 0.60£0.06 243+ 70 5621+ 558
Before 50 3 37.0t 6.2 6.6+£2.2  0.65:0.19 267+ 95 5414:2854
administration 100 3 33.3+ 5.1 5.5:2.2 0.50£0.06 288:+154 5372+ 398
200 3 49.0+ 20.8 5.710.5 0.64:0.07 258+ 94 5124:1143
Control 3 41.0+ 13.0 5.6:+1.0 0.62+0.07 197+ 69 4608+ 784
) 50 3 28.7+ 5.1 4.7+0.4 0.66+0.20 215:100 2425:+1024
100 3 27.3+ 5.8 3.6:0.5 0.60:0.05 174+ 17 3650+ 892
200 3 343+ 42  4.0:0.6  0.70:0.06 190+ 96 3804: 349
Control 3 43.0+ 174 5.4+1.1 0.58+0.10 186+ 51 5353+ 405
) 50 3 33.3+ 8.5 5.3:1.2 0.67+0.23 219+152 4954:1886
100 3 30.3+ 10.1 4.0£1.7 0.60+0.06 197+114 4581+ 776
200 3 87.7+ 92.2 4.6+0.8 0.69+0.10 207+109 4758+ 506
Control 3 30.3+ 4.0 5.9+2.0 0.55+0.08 245+104 5231+ 822
3 50 3 27.2+ 6.0 4.6+0.8 0.62+¢0.22 132+ 23 3824+ 838
100 3 28.0¢t 3.6 4.2:0.8 0.51+0.05 190+ 32 4402+ 530
200 3 44.7+ 22.0 4.5:0.2 0.63+0.09 166+ 70 4333: 461
Control 3 333+ 9.0 5.8¢3.2  0.58:0.09 85+ 20 4116: 618
50 3 29.3+ 8.7 5.3:t1.9  0.67:0.23 119+ 66 3337+ 992
4
100 3 29.3:+ 9.1 3.7:1.0  0.57:0.04 86 19 3438+ 964
200 3 35.7+ 10.8 4.0:0.3  0.63:0.05 89: 39 4052+ 158
Control 3 29.0+ 7.8 48:1.4  0.58:0.07 97+ S5 3418+ 245
s 50 3 23.7+ 3.5 5.3:0.2 0.64:0.21 112+ 68 2895+1085
100 3 273+ 4.2 43+1.7  0.56:0.02 128+ 56 2686:1020
200 3 36.0+ 2.7 5.2:0.8 0.68:0.09 181+ 80 3353t 238
*: Administered in two divided doses a): Mean + SD

B-Gl-ase: One unit is defined as ug of p-nitrophenol liberated per 100ml of serum in 60min at 37°C
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Table 6-1 Biochemical findings in female dogs orally treated with AM—715 for § weeks

Dose* No. of TP ALB BUN CRNN

Weeks  (mgfkg/dsy) dogs (g/dD) g/dn AlG  (mg/an  (mg/dD)
Control 3 6.13:0.46”) 2.73:0.29 0.8:0.04 19.3:x3.0 0.77£0.1§
Before 50 3 6.3020.26 2.70:0.10 0.7£0.02 23.5:2.9 0.70:0.00
administration 100 3 6.30:0.10 2.63:0.15 0.7:0.09 22.2:9.6 0.77:0.12
200 3 6.70£0.30 2.63:0.15 0.7:0.11 19.114.1 0.73:0.06
Control 3 6.10:0.10 2.67+0.25 0.8:0.12 18.2:1.0 0.73:0.06
50 3 6.10£0.26 2.70:0.10 0.8:0.02 14.5:2.2 0.70:0.00
! 100 3 6.0710.25 2.57:0.15 0.7:0.05 19.3:3.2 0.73:0.06
200 3 6.73:0.21 2:77+0.15 0.7:0.10 17.6:5.0 0.80:0.00
Control 3 5.93:0.12 2.63:0.15 0.8+0.08 17.2:0.1 0.70£0.10
50 3 6.10:0.17 2.73:0.06 0.8:0.01 17.5+2.6 0.67:0.06
2 100 3 6.00:0.17 2.60£0.10 0.8t0.07 20.2+3.4 0.73:0.06
200 3 6.57+0.31 2.8610.15 0.8:0.07 19.0£2.7 0.70:0.00
Control 3 5.90+0.17 2.70:0.10 0.820.10 19.7+¢3.8 0.70:0.10
3 50 3 6.0710.21 2.73+0.06 0.8:0.02 17.2:1.8 0.63:0.06
100 3 6.07+0.25 2.70£0.00 0.8:0.06 19.5:3.1 0.73:0.06
200 3 6.37:0.21 2.83+0.12 0.8:0.06 24.5:4.0 0.77+0.06
Control 3 5.63:0.12 2.60:0.20 0.9+0.12 21.0:6.6 0.83:0.06
4 50 3 5.90+0.72 2.77£0.15 0.9:0.12 15.9:3.0 0.70+0.10
100 3 5.70:0.10 2.63:0.06 0.9+0.05 18.8¢2.3  0.80:0.00
200 3 6.13:0.21 2.77+0.15 0.8+0.05 19.5:2.6 0.83:0.06
Control 3 5.57+0.29 2.57:0.12 0.9:0.14 15.8:¢1.6 0.77+0.12
5 50 3 5.67+0.35 2.70+0.10  0.9+0.05 14.5:6.3 0.70:10.00
100 3 5.73+0.29 2.70+0.17 0.9:0.02 17.4:2.1 0.80:0.00
200 3 6.10£0.30 2.87:0.06 0.910.06 19.8:+5.1 0.70:0.10

*. Administered in two divided doses a): Mean + SD
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Table 6-2 Biochemical findings in female dogs orally treated with AM-715 for 5§ weeks

Weeks Dose* No. of Glu T-CHO TG FFA
(mg/kg/day) dogs (mg/d1) (mg/dl) (mg/dl) (uEq/l)
Control 3 63.7¢16.79) 179.3¢32.6 58.0+ 9.2 248.0:137.1
Before : 50 3 69.3+ 8.6 193.7+76.4  105.3:54.2  229.7:142.4
administration 100 3 73.3:10.2 146.0£12.5 54.7¢13.2  330.0:£293.3
200 3 72.7+10.4 169.7£32.6 49.3:11.8 549.0: 64.1
Control 3 65.3+ 6.7 177.3+ 5.0 54.3:16.2  431.0:158.0
50 3 68.7+ 9.5 203.7+89.5 57.0£20.7 S511.7:+ 871
! 100 3 68.3:10.1 155.3+18.5 433+ 3.1 441.3: 96.6
200 3 78.0+ 7.0 163.7+11.7 44.3120.0 582.0:+111.9
Control 3 78.7+10.0 175.0+36.0 54.0£28.7  223.7+129.0
50 3 81.7+ 9.7 203.0:85.0 81.7+453.6  262.0¢ 94.2
g ‘100 3 87.7+ 6.8 167.0:17.3 51.0+15.1 272.7;210.8
200 3 90.3+ 7.5 158.7+13.1 44.7+ 6.7 584.0+119.1
Control 3 78.7+ 9.3 170.7:42.5 52.0:23.9 162.7+ 95.9
3 50 3 87.3:11.2 182.0:44.2 48.3:21.6  342.7+165.7
100 3 87.0+ 5.3 173.3+18.2 42.3+11.2  393.7+325.5
-200 3 93.3+10.3 156.7+19.6 53.0:24.6  306.0:+270.4
Control 3 64.3:17.9 157.7+35.3 54.7+¢11.9  156.7+133.7
4 50 3 72.7+ 3.1 149.3+ 9.7 40.3:11.5 4273+ 15.3
100 3 72.7+ 9.1 166.7+15.2 41.0:11.3  419.3+ 90.6
200 3 84.7+ 4.0 156.7+11.6 48.0£18.4  475.3+233.9
Control 3 76.0+£12.8 149.0+31.2 33.3: 8.7 416.0:172.9
s 50 3 78.3:10.4 145.3+19.3 437+ 7.6  455.7+118.9
100 3 83.7+ 4.2 167.3+19.1 343+ 1.5  366.3+ 39.9
200 3 84.3+ 5.9 172.0£17.8 38.0+15.7  554.0+ 31.8

*: Administered in two divided doses

a): Mean + SD
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Table 6-3 Biochemical findings in female dogs orally treated with AM—715 for § weeks
Dose* No. of  Total BIL Ca* Nat K+ GOT
Weeks (mg/kg/day)  dogs  (mg/d)  (mg/d)  (mEq/)  (mEq/l) (AU
Control 3 0.33:0.15% 9.4:0.6 136.3:2.5 5.2:04 18.7:1.5
Before 50 3 1.00:0.66 9.3:0.4 140.7¢5.0 5.3:0.3  19.3%9.3
administration 100 3 0.47+0.21 9.2:0.3 143.6:10.0 5.6:0.2  22.0:1.7
200 3 0.33:0.06 9.5+0.2 137.8+45.0 5.320.5 19.3¢2.9
Control 3 0.53:0.32 9.4:0.4 140.7:5.0 5.5:0.1 21.7£2.9
50 3 0.4010.17 9.5:0.3 134.9:0.0 5.1:0.3 18.7:4.7
1
100 3 0.37+0.06 9.6:0.4 135.4:3.6 5.1:0.3 22.7+4.2
200 3 0.47+0.12 9.6+0.6 140.7+5.0 5.410.3 22.7+4.0
Control 3 0.37+0.31 10.0:0.6 139.2:44 5.1:0.4 19.0£2.0
) 50 3 0.57+0.46 10.320.3 144.6£1.7 5.5:0.1 19.7+5.8
100 3 0.30£0.10 10.2+0.1 143.6:0.0 5.1:0.1 22.316.1
200 3 0.33:0.06 10.2:0.2  143.1+3.7 4.8:0.2 18.0:1.7
Control 3 0.27+0.06 10.1:0.4 138.3+5.9 5.1:04 22.0:3.6
3 50 3 0.50+0.10 10.0£0.2 139.2:44 5.1:0.1 21.315.5
100 3 0.33+0.06 10.1+0.3 137.8+2.5 5.120.2 24.0+5.6
200 3 0.40+0.17 10.1:0.1 140.7+¢5.0 5.2:0.3  20.3:0.6
Control 3 0.47:0.21 8.5+0.6 143.1+3.7 5.5:0.3 27.7£2.1
4 50 3 0.93+1.01 8.9:0.6 145.5+¢1.7 5.6x0.4 24.7+7.2
100 3 0.63:0.40 8.910.5 143.6:0.0 5.7x0.5 28.3+2.5
200 3 0.33+0.06 9.0:0.4 143.6:0.0 5.1:0.3  27.3:0.6
Control 3 0.40+0.10 8.9:0.7 144.6:x1.7 5.6:0.6 29.0:+1.7
P 50 3 0.50+0.17 8.0+0.2 144.6:1.7 5.6x0.3 29.7+6.5
100 3 0.40+0.00 8.8:20.6 143.6:0.0 5.6:0.1 31.0£3.0
200 3 0.40+0.00 8.9+0.4 137.8£2.5 5.1x0.1 29.3:4.2

+: Administered in two divided doses

a): Mean + SD



7968 CHEMOTHERAPY DEC. 1981
Table 64 Biochemical findings in female dogs orally treated with AM—71S for 5§ weeks
Weeks Dose* No. of GPT ALP CHE LDH pGl-ase
(mg/kg/day) dogs au/n (K-A-U/d) (apH) aun U/dp
Control 3 19.7+ 7.48)  6.620.6 0.61£0.13 203+ 87 2892: 911
Before 50 3 36.0:32.1 6.3:0.0 0.50£0.06 376:136 3853+ 298
administration 100 3 22.7+ 3.5 8.0:1.0 0.64:0.14 280+113 4588:1860
200 3 18.4: 1.5 7.4£2.0 0.5910.14 284: 75 3643: 899
Control 3 22.3+ 9.3 6.3:0.5 0.60+0.15 362+ 98 4118: 551
1 50 3 21.3+ 6.5 4.6:1.0 0.54:0.04 380:270 2441:+ 460
100 3 18.3+ 7.1 6.5:1.3 0.64:0.12 297:+115 4284:1545
200 3 21.7+ 1.5 6.4:1.1 0.59:0.10 318+ 58 4304: 911
Control 3 22.3+10.1 5.3:1.0 0.51:0.10 208:160 2883+ 290
9 50 3 20.7+ 6.7 4.7:0.5 0.54:0.03 266+151 2539+1189
100 3 20.0+ 7.5 6.5+0.9 0.60:0.12 185:115 3314+ 885
200 3 24.0+ 4.6 6.2:2.2 0.53:0.06 179+ 4 3441: 516
Control 3 23.0:10.4 5.310.7 0.54:0.08 200+£100 3716+ 843
3 50 3 21.0+ 4.6 5.5:1.3 0.60+0.08 320:247 2755:1343
100 3 22.0+ 2.6 7.1:1.4 0.65:0.17 233:122 3127+ 800
200 3 26.7+ 4.0 5.9+1.3 0.51:0.04 170 13 3784+ 721
Control 3 30.0+17.3 5.0£1.0 0.57:0.09 196+ 51 3490+ 359
4 50 3 25.0+ 5.3 5.5+3.4 0.63+0.07 4741506 3608:2938
100 3 247+ 1.2 6.5+1.5 0.68+0.11 284+163 3608+ 641
200 3 31.3+ 5.9 4.9+1.2 0.57+0.03 176+ 66 3627+ 824
Control 3 29.0:11.3 4.5:1.0 0.60:0.14 258+ 73 3529+ 486
s 50 3 32.0+ 5.6 3.9:14 0.60+0.03 345:242 3431:1665
100 3 29.0+ 1.0 5.3:1.4  0.71:0.09 182+ 64 3255+ 898
200 3 26.0+ 0.0 4.5:1.6 0.58:0.05 188+ 63 3823:+1175
*: Administered in two divided doses a): Mean + SD

B-Gl-ase: One unit is defined as ug of p-nitrophenol liberated per 100ml of serum in 60 min at 37°C
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Table 7-1 Enzymatic activity of liver fractionations in male dogs orally
treated with AM-715 for § weeks

ATPase
Dose* No. of Protein Activity Specific
(mg/kg/day) ~ dogs  (mglg live)  (Ufg liver) /n’:‘;ﬁ;i,'&em)
Control 3 138.0:22.58)  20.0:2.9 0.15:0.02
50 3 144.5:11.9 19.710.8 0.14:0.01
100 3 137.2124.9 22.913.1 0.1710.02
200 3 145.0+ 5.9 21.6+1.9 0.15+0.01
G-6-Pase
Dose* No. of Protein Activity Specific
(mg/kg/day) dogs (mg/g liver) (U/g liver) (U/x:?l;lrtoytein)
Control 3 138.0:+22.5 40.0+2.5 0.29+0.03
50 3 144.5+11.9 46.1:4.4 0.32+0.02
100 3 137.2+24.9 47.219.1 0.35:+0.01
200 3 145.0+ 5.9 52.5+2.7 0.36+0.01
p-Glase
Dose* No. of Protein Activity Specific
(mg/kg/day) ~  dogs (mg/g liver) ~ (Ufg liven)  y/motioty -
Control 3 138.7+ 3.1 3627+740 26.2+5.9
50 3 145.0+£13.8 3530+367 24.3+0.3
100 3 142.1+ 9.4 3540+822 25.1+7.2
200 3 154.3+ 1.9 3471+769 22.525.0
*: Administered in two divided doses a): Mean ¢+ SD

ATPase U : umoles Pi/10 min at 28°C
G-6-Pase U: umoles Pi/30 min at 30°C
B-Gl-ase U : ug p-nitrophenol/60 min at 37°C
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Table 7-2 ATPase activity of heart fractionations in male dogs orally treated
with AM-715 for § weeks

Dose* No. of Protein Activity Spe_ci.ﬁc
(mg/kg/day) dogs (mg/g heart) (U/g heart) (U/x:?‘;:t)ytein)
Control 3 21.9+1.9%) 17.2¢1.7 0.7910.05

50 3 20.5+0.3 19.5£2.6 0.95+0.11

100 3 20.0+0.5 22.0+1.2 1.10£0.06

200 3 22.914.0 22.4:4.8 0.98+0.08
*. Administered in two divided doses a): Mean ¢+ SD

ATPase U: umoles Pi/10 min at 28°C

Table 7-3 ATPase activity of kidney fractionations in male dogs orally treated
with AM-715 for 5 weeks

Dose* No. of Protein Activity Spqc@ﬁc
(mg/kg/day) dogs (mg/g kidney) (U/g kidney) (U,,:‘g"’;‘,t&em.
Control 3 119.6+ 6.93) 41.7+ 4.1 0.35:0.04
50 3 129.8+14.2 61.1+ 4.9 0.47+0.05
100 3 1144+ 6.4 50.3+ 44 0.44+0.02
200 3 123.8+ 7.4 66.6+19.4 0.53+0.13

*: Administered in two divided doses a): Mean + SD

ATPase U: umoles Pi/10 min at 28°C

Table 74 ALP activity of bone marrow fractionations in male dogs orally
treated with AM—-715 for S weeks

Dose* No. of Protein Activity Specific

(mg/kg/day) dogs (mg/g marrow) (U/g marrow) u /:guv];ztein)

Control 3 26.5+9.43) 0.66:0.46 0.023+0.008
50 3 16.1+2.0 0.37:0.17 0.023+0.008
100 3 23.315.7 0.5110.25 0.021+0.007
200 3 36.919.4 0.70+0.23 0.019+0.002
»: Administered in two divided doses a): Mean + SD

ALP U: mg phenol/15 min at 37°C
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Table 8-1 Enzymatic activity of liver fractionations in female dogs orally

treated with AM—715 for 5 weeks

_ATPase
Dose* No. of Protein Activity Specific
(mg/kg/day) dogs (mg/g liver) (U/g liver) ] /xggu;;tgtein)
Control 3 134.6£11.9%) 20.5:1.3 0.15:0.01
50 3 155.6x11.1 23.8:3.3 0.15+0.02
100 3 138.9+ 6.5 21.5+3.3 0.16+0.03
200 3 148.4+16.7 24.3:4.2 0.1610.02
G-6-Pase
Dose* No. of Protein Activity Specific
(mg/kg/day) ~ dogs (mg/g liver)  (U/g liver) (U,,,a,;“;’,‘gtei{,,
Control 3 134.6:11.9)  59.9+ 9.8 0.4410.03
50 3 155.6+11.1 74.2+10.3 0.48+0.04
100 3 138.9: 6.5 62.9+ 3.8 0.45:0.05
200 3 148.4+16.7 75.3+10.1 0.51+0.05
p-Gl-ase )
Dose* No. of Protein Activity Specific
, (mg/kg/day) dogs (mg/g liver) (U/g liver) (U/,ﬁgt‘;‘,t“,’tein)
Control 3 148.6+ 7.82)  2549:898 17.045.1
50 3 160.9+10.4 2608+709 16.2:4.3
100 3 148.1+ 0.2 2490:669 16.8:4.5
200 3 152.8+22.4 2745+601 17.8+1.6
*: Administered in two divided doses a): Mean + SD

ATPase U : umoles Pi/10 min at 28°C
G-6-Pase U: umoles Pi/30 min at 30°C
. BGl-ase U : ug p-nitrophenol/60 min at 37°C
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Table 8-2 ATPasoe activity of heart fractionations in female dogs orally
treated with AM-715 for 5§ weeks

Dose* f Protein Activity mc

No. o
(mg/kg/day) dogs (mg/g heart)  (U/g heart) (U/mg proytein)

Control 3 43.6:1.8% 82.4:4.8 1.89:0.06
50 3 42.3:4.6 74.4111.7 1.7610.22
100 3 43.3:2.4 83.6£12.6 1.93:0.26
200 3 40.8:3.3 81.5¢10.5 1.99:0.11

*: Administered in two divided doses a): Mean :SD
ATPase U: umoles Pi/10 min 28°C

Table 8-3 ATPase activity of kidney fractionations in female dogs orally
treated with AM—715 for § weeks

Dose* No. of Protein Activity Specific
(mg/kg/day) ~ dogs  (mglg kidney) (U/g kidney) sV
Control 3 97.0:11.29  54.7: 6.2 0.560.01
50 3 105.9+ 9.3 58.6+ 6.3 0.55+0.05
100 3 96.7+ 4.6 54.8:10.6 0.56+0.10
200 3 95.1+ 5.2 53.4:14.1 0.5620.15

*: Administered in two divided doses a): Mean + SD
ATPase U: umoles Pi/10 min at 28°C

Table 84 ALP activity of bone marrow fractionations in female dogs orally
treated with AM—715 for 5 weeks

Dose* No. of Protein Activity Specific
(mg/kg/day) dogs (mg/g marrow) (U/g marrow) U /;cgm;lrtoytein)
Control 3 30.6:4.3%) 1.08+0.34 0.027+0.009

50 3 41.9+9.7 1.20£0.65 0.027+0.010

100 3 25.7:4.3 0.79+0.21 0.0310.007

200 3 42.7+0.6 1.27+0.44 0.030+0.011
*: Administered in two divided doses a): Mean + SD

ALP U: mg phenol/15 min at 37°C
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Table 9 Urinary findings in male dogs orally treated with AM-715 for 5 weeks
Dose*  No. of K* Na*  Protein Glu Ket O-bl BIL Uro
(mg/kg/day)  dogs PH (mEq/ml) (mEq/ml) - ~2% — 3 —+ — 3+ —+ 1t +
Control 3 6.3:0.60) 76.2:37.9 48.8:318 3® 30 30 201 30 12
50 3 6.3:0.6 36.5+ 8.4 66.4:29.6 3 30 30 210 3003
100 3 6.3:0.6 29.5+25.3 50.4:30.9 3 30 30 300 21 03
200 3 6.3:0 27.5+16.0 50.0:19.8 3 30 30 300 21 12
+; Administered in two divided doses a): Mean ¢+ SD b): Number of dogs
Table 10 Urinary findings in female dogs orally treated with AM—715 for 5 weeks
Dose*  No. of H K* Na*  Protein Glu Ket Obl BIL Uro
(mg/kg/day)  dogs p (mEq/ml) (mEg/ml) -~ —%t —% —+ —+ 3t +
Control 3 8.0:0.9% 69.7¢368 117.2¢51.0 3® 30 30 30 30 12
50 3 6.5:0.3 94.5:23.4 95.2:48.6 3 30 30 30 30 21
100 3 6.3:0.4 127.0£25.5 171.6+83.2 2 20 20 20 20 11
200 3 6.7:1.1 69.8t91.4 45.6:56.1 3 30 30 30 30 21

+. Administered in two divided doses

a): Mean + SD

b): Number of dogs
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Table 11 Macroscopic findings in dogs orally treated with AM—715 for § weeks

Dose* (mg/kg/da Control 50 100 200
ma/kg/day) M F M F M F M F
No. of dogs 3 3 3 3 3 3 3 3

Brain (Piriform lobe)

Helcoid defect (less than 3 mm) 0% 0 00 10 00

Thymus
Fatty change 0 0 00 00 10

Lung and hilus lymph node
Small black spots 0 0 1 0 1 0 0 0

Heart

Parasitism of Dirofilaria immitis ¢ 0 00 1 0 00

Abdominal cavity

Slight ascites 0 o0 2 0 00 1 0
Liver

Slight yellowish 0 o 00 10 10
Gallbladder

Retention of bile 0 o 0 o0 1 0 10
Kidney

Hyperemia of medulla 0 o0 10 1 0 00

Difficulties for decapsulation 0 o0 2 0 0 0 1 0

Testis and epididymis

Atrophy 0 - 0 - 0 - 1 -

Bone marrow (Femur)

Yellow marrow 0o o 1 0 0 0 00

»: Administered in two divided doses a): Number of dogs
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Table 12 Absolute organ weights in male dogs orally treated with AM-715 for 5§ weeks

®
Dose* (mg/kg/day) Control 50 100 200
No. of dogs 3 3 3 3

Final body weight (kg) 10.7 = 1.09 115 + 1.2 114 = 0.8 10.9 = 0.7
Brain 88.0 + 2.7 84.0 + 7.0 86.7 + 6.7 ' 89.0 + 9.6
Hypophysis 0.071 0.01 0.07+ 0.02 0.06+ 0.00" 0.05: 0.01
Submandibular gland 15.2 = 3.0 144 + 14 12.8 + 0.6 13.0 + 1.3
Thyroid 0.64: 0.13 0.88+ 0.19 0.77+ 0.22 0.86+ 0.14
Thymus 6.8 + 3.1 7.5 £ 3.3 6.1 + 1.2 64 + 5.1
Heart 1023 = 7.5 93.5 + 4.6 97.0 + 9.2 90.0 +10.2
Lung 76.3 + 2.1 ’86.7 +11.7 90.7 + 9.3 85.3 + 6.0
Liver 324.7 1284 297.3 +15.8 302.0 +14.4 284.7 £18.2
Pancreas 26.7 = 1.2 253 + 2.1 25.0 + 2.7 223 £ 1.2
Caecum 9.7 + 1.2 7.8 £ 0.6 8.8 + 0.9 94 ¢ 1.6
Caecum (with contents) 21.2 + 7.8 11.1 + 2.2 123 1 5.2 16.7 + 8.1
Spleen 34.3 + 3.5 21.7 + 4.7 26.7 + 4.2 310 + 7.0
Adrenal gland 1.44+ 0.16 1.41+ 0.08 1.43+ 0.13 1.38+ 0.02
Kidney 61.7 =+ 8.7 51.7 ¢+ 1.2 503 ¢ 5.9 51.0 = 3.0
Testis 13.3 + 1.7 16.0 + 1.8 144 + 2.8 15.3 + 8.6
Epididymis 42 : 0.8 38 + 0.5 3.7+03 39+ 13
Prostate 10.2 + 2.0 9.7 + 4.7 6.6 + 2.5 9.1 + 1.8

«: Administered in two divided doses a): Mean + SD



804 CHEMOTHERAPY DEC. 1981

Table 13 Relative organ weights in male dogs orally treated with AM-715 for § weeks

(g/kg b.w.)
Dose* (mg/kg/day) Control 50 100 200
No. of dogs 3 3 3 3

Brain 8.27610.8998) 7.346+0.796 7.61640.637 8.161£0.638
Hypophysis (mg/kg) 6.507+0.776 6.217:0.725 5.645+0.033 4.743+1.178
Submandibular gland 1.422:0.228 1.262:0.147 1.129:0.108 1.167£0.102
Thyroid 0.061+0.006 0.078:0.025 0.067:0.014 0.07910.083
Thymus 0.634:0.279 0.63910.225 0.533+0.110 0.566+0.436
Heart 9.597+0.814 8.185:0.638 8.535:0.991 8.313:1.419
Lung 7.162:0.479 7.65911.858 7.979+1.005 7.832+0.405
Liver 30.53314.080 26.104:3.667 26.631+3.022 26.23613.178
Pancreas 2.502+0.195 2.219:0.299 2.205:0.327 2.055+0.179
Caecum 0.902+0.089 0.684+0.022 0.779:0.113 0.857+0.095
Caecum (with contents) 1.980+0.647 0.970+0.213 1.064+0.369 1.509+0.699
Spleen 3.208+0.197 1.87210.236 2.338+0.318 2.874:0.823
Adrenal gland 0.136+0.025 0.124+0.020 0.125+0.006 0.127+0.009
Kidney 5.825+1.282 4.522:0.421 4.447:0.776 4.687:0.318
Testis 1.246:0.142 1.414:0.302 1.265+0.230 1.424+0.816
Epididymis 0.394+0.041 0.339+0.082 0.327:0.027 0.361x0.134
Prostate 0.945:0.110 0.864:0.483 0.585+0.238 0.84410.216

*: Administered in two divided doses a): Mean ¢+ SD
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Table 14 Absolute organ weights in female dogs orally treated with AM-715 for § weeks

®
Dose* (mg/kg/day) Control 50 100 200 ‘
No. of dogs 3 3 3 3

Final body weight (kg) 8.9 + 0.59 88 + 1.0 9.7 + 2.0 8.5 £ 0.6
Brain 823 + 49 723 + 3.8 81.0 + 5.6 78.0 + 7.2
Hypophysis (mg/kg) 0.06+ 0.02 0.06+ 0.01 0.06+ 0.01 0.06+ 0.02
Submandibular gland 85 + 1.1 8.8 + 1.3 83 + 1.6 94 + 1.2
Thymus 94 + 2.2 7.1 + 2.5 11.5 + 3.8 74 ¢ 5.1
Heart 75.3 + 1.2 70.3 + 8.5 80.3 +18.8 76.3 ¢+ 5.7
Lung 61.0 + 7.9 65.3 ¢+ 4.7 67.7 £17.5 61.0 + 3.6
Liver 267.3 +35.6 266.7 £14.6 279.3 +49.0 283.7 2429
Pancreas 21.3 ¢+ 5.7 18.0 + 2.0 22.0 + 44 20.3 + 3.5
Spleen 37.7 +16.7 31.7 + 9.6 33.0 + 6.6 26.3 £ 59
Adrenal gland 1.23+ 0.24 0.99+ 0.23 1.10¢ 0.12 1.09+ 0.25
Kidney 36.3 + 3.1 35.7 ¢+ 3.8 44.0 + 7.0 35.0 £ 1.0
Ovary 0.97+ 0.47 0.78+ 0.17 0.98+ 0.44 1.05+ 0.17
Uterus 5.53+ 5.22 2.79+ 0.63 5.10+ 3.41 5.92+ 5.61

*: Administered in two divided doses a): Mean + SD
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Table 15 Relative organ weights in female dogs orally treated with for § weeks
(g/kg b.w.)
Dose* (mg/kg/day) Control 50 100 200
No. of dogs 3 3 3 3

Brain 10.536£2.243%) 8.480+1.484 8.502:1.247 9.108:1.244
Hypophysis (mg/kg) 7.094:1.302 6.670+1.458 6.636+0.955 7.412+2.074
Submandibular gland 0.956+0.140 1.029:0.250 0.960+0.064 1.08710.120
Thymus 1.054:0.180 0.80110.171 1.161£0.142 0.852+0.588
Heart 8.519:0.597 8.125:0.110 8.26410.729 8.88410.693
Lung 6.867+0.599 7.602+0.861 6.916+0.293 7.11310.706
Liver 30.302+5.323 31.109+4.109 29.233+5.947 32.995+4.820
Pancreas 2.416:0.696 2.082+0.101 2.272+0.248 2.362:0.379
Spleen 4.263+1.926 3.61710.725 3.400+0.192 3.047+0.540
Adrenal gland 0.138+0.025 0.118+0.040 0.118+0.037 0.127+0.032
Kidney 4.101+0.330 4.128+0.201 4.558:0.269 4.074+0.170
Ovary 0.107+0.045 0.093+0.031 0.098+0.024 0.123+0.022
Uterus 0.604:0.542 0.332:0.111 0.490+0.232 0.690+0.652

*: Administered in two divided doses

a): Mean + SD
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Table 16 Microscopic findings in dogs orally treated with AM—715 for 5 weeks

Dose* ( da Control 50 100 200
me/kg/day) M F M F M F M F
No. of dogs 3 3 3 3 3 3 3 3

Salivaly gland
Small focus of round cell infiltration 02 0 00 0 0 2 1

Thyroid

Subacute thyroiditis 1 0 0 0 00 00
Thymus

Fatty change 3 0 2 0 1 0 3 0
Liver

Slight delatation of sinusoid 1 0 0 0 0 0 0 0

Slight hydropic change 1 0 0 0 0 0 0 0

Small intestine

Desquamation of mucosa 0 0 2 0 1 0 2 0
Kidney

Slight dilatation of renal tubules 0 0 0 0 0 0 0 1

Thickened proximal tubules 0 0 10 0 0 00

Slight pyelitis 0 o0 1 0 0 0 00
Lymph node

Hemorrhage 1 0 0 0 00 1 0
Testis

Regional lymphocytic infiltration 0 - 0 - 0 - 1 -
Uterus

Hyperplasia of endometrium - 1 - 0 - 0 - 0
Prostate

Round cell infiltration 0o - 0 - 0 - 1 -

Bone marrow (Femur and lib)

Fatty change 3 0 3 0 3 0 3 0

*. Administered in two divided doses a): Number of dogs
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Photo. 1 The salivary gland of a
female beagle in 200 mg/kg group

Small focus of round cell infiltra-
tion X 66

Photo. 2 The renal cortex of a
female beagle in 200 mg/kg group

Dilatation of renal tubules X 66

Photo. 3 The small intestine of a
male beagle in 200 mg/kg group

Desquamation of mucosa X 33
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Photo. 4 The uterus of a female
beagle in control group

Hyperplasia of endometrium x 66

Photo. 5 The liver of a male beagle
in 200 mg/kg group

Within normal limits x 66

Photo. 6 The kidney of a male
beagle in 200 mg/kg group

Within normal limits X 66
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Photo. 7 The liver of a female beagle
in 200 mg/kg group

Within normal limits X 6,500

Photo. 8 The kidney (tubular epi-
thelial cell) of a female beagle in
200 mg/kg group

Enlargement and vacuolation of
epithelial cell X 6,500

Photo. 9 The kidney (glomerulus) of
a female beagle in 200 mg/kg group

Within normal limits X 6,500
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~ Photo. 10 The kidney (proximal
tubule) of a male beagle in 200

mg/kg group

Within normal limits X 8,000
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TOXICOLOGICAL STUDIES OF AM-715
II. SUBACUTE TOXICITY STUDY IN DOGS

Tsutomu SuGiMOTO, HIROSHI TANASE, JIRO SAITO and SIGERU IMAI

Technical Center of Development, Kyorin Pharmaceutical Co., Ltd.

Yukio ITo, YASUKAZU SATO, TAKESHI TSUCHIYA
and TsutoMu IRIKURA

Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Subacute toxicity study of AM-715 was carried out in beagle dogs. AM-715 was orally administered twice a day
at two divided dose levels of 50, 100 and 200 mg/kg/day for S weeks.

No remarkable changes in gross behavior, food consumption and body weight were observed in all dose groups,
except for a slight loss in body weight in the female group of 200 mg/kg/day. There were no abnormalities with regard
to hematological examination, serum biochemical analysis and urinalysis. Slight changes in the main organ weights
were observed in each dose groups, but the changes were not dose-related. No abnormalities were also observed

in the histopathological examination.

From these results, it is concluded that AM-715 has little toxic effects on dogs in a short term administration.



