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Fig.1 Mean body weights of male dogs
treated orally with BRL14151K
for six months
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Fig.2 Mean body weights of female dogs
treated orally with BRL14151K for
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Fig.3 Mean body weights of male dogs
treated orally with BRL25000 for
six months
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Table 1 —1 Haemograms of male dogs treated orally with BRL14151K for six months

Dosage HGB HCT MCH MCHC Prothrombin APTT RBC
(mg/kg/day) | (g/100ml) (%) () (%) time (sec) (sec) (10*/mm®)

Control 15.7+1.58 | 44.1+4.41 | 24.4+0.98 | 35.3+0.76 | 6.5+0.15 | 14.9+1.90 | 6.5+0.68

5 15.8+0.79 | 44.5+1.73 | 23.5+0.58 | 35.5+0.58 | 6.4+0.13 | 14.3+0.22 | 6.740.27
Two weeks

10 15.4+1.45 | 43.0£3.37 | 23.84+0.96 | 35.5+1.00 | 6.5+0.36 | 16.3+2.32 | 6.510.57
pretreatment

20 14.6+1.09 | 41.8+2.63 | 23.5+0.58 | 35.0+0.82 | 7.5+2.55 | 14.4+2.10 | 6.2+0.41

50 14.9+1.02 | 42.9+2.67 | 24.0+0.58 | 34.7+1.11 | 6.5+0.20 | 14.6+1.16 | 6.3+0.46

Control 16.91+1.24 | 48.0+3.11 | 24.3+0.49 | 35.1+0.90 | 6.9+0.24 | 14.4+1.13 | 6.9+0.51

5 17.7+1.41 | 48.8+3.20 | 24.0+0.82 | 36.0+0.82 | 7.0+0.29 | 13.9+0.79 | 7.4+0.49
One week

10 17.6+0.84 | 48.5+2.38 | 24.0+0.00 | 36.0+0.82 | 7.2+0.54 | 14.2+1.03 | 7.3%+0.35
pretreatment

20 17.1+1.23 | 47.5+3.11 | 24.5+0.58 | 36.0+1.41 | 6.8+0.47 | 14.4+1.62 | 7.0+0.51

50 16.21+1.08 | 46.3+2.87 | 24.1+0.69 | 35.1£0.90 | 7.8+2.28 | 15.2+2.51 | 6.7+0.44

Control 15.9+1.34 | 46.3+3.50 | 24.4+0.53 | 34.4+0.79 | 6.9+0.49 | 13.6+0.82 | 6.5+0.56

5 16.3+1.63 | 47.01+4.69 | 24.0+0.82 | 34.8+0.50 | 6.7+0.49 | 12.7+0.42 | 6.84+0.60
One month

10 16.2+0.46 | 46.8+1.50 | 24.0+0.00 | 34.3+0.50 | 6.9+0.35 | 14.4+1.89 | 6.8+0.14
of treatment

20 16.3+1.94 | 46.8+5.38 | 24.3+0.50 | 35.0+0.00 | 7.9+2.45 | 13.6+1.44 | 6.7+0.74

50 15.6+1.02 | 44.9+3.13 | 24.340.95 | 33.4+3.91 | 7.3+1.85 | 13.5+1.52 | 6.4+0.46

Control 15.8+1.00 | 46.7+2.75 | 23.9+0.69 | 33.7+0.76 | 6.7+0.30 | 12.8+0.65 | 6.6+0.38

5 17.1+0.51 | 50.0+1.15 | 24.0+0.00 | 33.8+0.50 | 6.6+0.13 | 12.9+0.59 | 7.1+0.17 '
Three months

10 16.5+0.78 | 48.8+2.99 | 23.8+0.50 | 33.8+0.50 | 6.6-0.13 | 13.3+1.20 | 7.0+0.25
of treatment

20 16.1+1.81 | 46.5+5.74 | 24.3+0.50 | 34.8+0.96 | 6.8+0.24 | 12.7+1.59 [ 6.7+0.80

50 15.6+1.02 | 45.3+3.25 | 24.6+0.53 | 34.6+0.53 | 7.3+1.88 | 13.2+0.77 | 6.4%+0.55

Control 16.6+1.1 | 48.6+2.9 | 24.0+0.8 | 34.1+0.7 | 6.8+0.3 | 13.0+£0.8 | 6.9%0.39

5 16.9+0.3 | 50.0+1.8 | 23.5+0.6 | 34.0%+0.8 6.6+0.3 12.440.3 | 7.1+0.21
Six months

10 17.0+0.7 | 50.2+2.6 | 23.7+1.0 | 33.7+0.5 6.6+0.4 13.4%£1.0 | 7.2%0.18
of treatment

20 17.1+1.3 | 50.2%+3.9 | 23.7+0.5 | 34.2+0.5 6.6+0.2 11.8+0.4 7.210.48

50 16.0+0.8 | 46.7+2.4 | 24.1+0.4 | 34.1%0.4 7.4%1.7 11.7+0.6 | 6.6+0.36

One month Control | 16.5+1.0 | 48.7+2.5 | 23.3+0.6 | 33.7+£0.6 | 7.0+0.2 | 13.9+0.4 | 7.1+0.23

of regression 50 14.740.4 | 44.0+1.7 | 23.3+0.6 | 33.3+0.6 | 7.2+0.3 | 12.6+0.9 | 6.4+0.34
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Table 1 —2 Haemograms of male dogs treated orally with BRI.14151K for six months

Dosage MCV WBC Platelets Retic. Seg. neut. Lympho.
(mg/kg/day) (U (10*/mm) (10*/mm’) (%) (%) (%)
Control 69.1+1.07 10.9+2.20 | 263.3%+131.57 1.7£0.25 68.1+10.19 | 28.9410.90
5 66.8+1.71 10.6+1.68 | 222.3+114.34 1.3+0.44 60.3+12.74 | 27.3+12.34
Two weeks
10 67.01+0.82 9.9+2.05 225.5+ 48.90 1.9+0.34 58.3+ 6.70 | 37.0* 4.16
pretreatment
20 67.81+0.50 10.3%+0.39 | 299.0+136.60 1.4+0.16 63.5+ 3.87 | 32.5% 3.70
50 68.4+1.40 10.4+1.79 | 269.7+115.10 1.4+0.27 68.31+10.59 | 28.1+11.41
Control 69.4+1.13 10.0+1.74 298.0+137.78 1.3+£0.32 64.91+10.04 | 36.91+16.70
5 66.31+1.50 8.941.54 262.5+ 82.88 1.2+0.25 65.8+ 4.50 | 28.8%+ 5.19
One week
10 68.0+1.41 10.6+2.03 | 297.8+126.88 1.6+0.16 66.84:10.01 | 30.0+ 7.16
pretreatment
20 68.8+2.87 10.3+1.53 263.0+ 55.66 1.2+0.28 73.3+ 6.40 | 21.8% 4.92
50 69.6+2.44 8.8+1.75 262.9+ 92.17 2.0x2.12 62.3+10.52 | 30.9+10.21
Control 70.9+2.04 11.04+3.37 | 234.6+ 91.48 1.5+0.40 70.4%+ 5.53 | 26.3+ 5.85
5 69.3+1.26 10.3+1.01 294.0+106.39 1.5+0.44 60.5+ 7.19 | 31.5%10.75
One month )
10 69.3+0.96 10.5+1.21 | 256.3% 66.52 1.440.40 68.8114.08 | 27.3+13.72
of treatment
20 69.5+1.29 10.2+0.91 | 280.8+ 21.23 1.6+0.30 64.3+12.53 | 31.8+ 9.91
50 69.910.90 9.4%+2.15 | 257.9% 73.97 1.240.37 | 64.7£ 7.52 | 32.1+ 7.22
Control 71.3+1.38 10.1+2.27 | 258.4% 70.51 1.2+0.35 64.7+10.00 | 30.9+10.04
5 69.8+0.50 9.2+1.23 | 275.5%= 92.44 1.1+0.19 54.8+ 9.64 | 37.0% 9.52
Three months
i 10 69.8+1.50 9.5+1.29 | 226.0% 31.75 1.2%0.16 57.0+ 2.94 | 38.8%+ 5.68
of treatment
| 20 69.5+1.29 9.9+1.33 | 325.8%+ 42.30 1.2+0.16 62.8+ 8.38 | 34.3% 8.10
50 71.6+2.44 12.4+5.79 | 301.5+ 83.80 1.3£0.28 | 66.3* 5.41 | 31.1+ 6.47
Control 70.6%1.5 11.44+2.52 | 258.0% 41.5 1.1£0.5 71.7+ 8.1 25.6= 7.5
5 70.0+0.8 10.4+0.69 | 217.3%= 25.8 0.9£0.2 67.2+ 9.9 28.2+12.0
Six months
10 70.0£2.0 10.2+3.69 | 248.3%+ 94.7 0.8+0.1 65.0t 7.8 33.0x 8.3
of treatment
20 70.0+0.8 11.0£2.05 | 235.0%& 84.5 0.940.1 67.2+ 5.3 28.7+ 4.3
50 70.7%£1.0 10.2+2.38 | 270.9+ 51.5 0.9£0.3 69.0t 7.7 27.9+ 8.9
One month Control 68.3+2.3 12.0+5.46 | 308.01+226.6 1.1£0.2 68.3+£13.6 27.7+13.8
of regression 50 69.0%+1.0 8.4+1.53 | 267.3% 72.2 1.3+0.4 58.3+16.5 | 38.7+17.0
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Table 2 —1 Haemograms of female dogs treated orally with BRL14151K for six months

Dosage HGB HCT MCH MCHC Prothrombin APTT RBC
(mg/kg/day) | (g/100ml) (%) (g) (%) time (sec) (sec) (10%/mm®)
Control 16.0+1.26 | 45.7+2.69 | 23.7+1.11 | 34.9+0.90 | 7.2+2.03 | 15.1+2.14 | 6.740.44
5 16.5+0.71 | 46.3+2.22 | 24.3+0.96 | 35.8+0.50 | 6.5+0.13 | 16.0+1.23 | 6.840.31
Two weeks
10 15.1+0.48 | 42.8+1.71 | 24.0+0.00 | 35.3+0.50 | 8.2+2.39 | 14.7+1.14 | 6.3+0.22
pretreatment
20 15.1+1.33 | 43.0+2.45 | 23.5+2.38 | 34.8+1.26 | 8.3=2.20 | 15.4+2.12 | 6.4+0.45
50 15.3+1.11 | 43.6+-3.26 | 24.4+0.98 | 35.0+0.82 | 7.2+1.80 | 15.3%0.79 | 6.3+0.49
Control 17.4+1.30 | 49.3+3.20 | 24.4+0.79 | 35.4+0.79 | 7.4+1.99 | 13.9+1.25 | 7.2+0.61
5 17.9+1.38 | 50.3+2.75 | 24.3+0.50 | 35.8+1.26 | 6.7-0.13 | 14.371.28 | 7.4+0.47
One week
10 17.4+0.25 | 49.3+0.50 | 24.0+0.82 | 35.5+0.58 | 7.2+0.63 | 13.5+0.40 | 7.3+0.32
pretreatment
20 16.6+0.95 | 46.5+2.08 | 23.8+1.50 | 35.8+1.26 | 8.3+-2.40 | 14.3+1.44 | 6.940.19
50 15.5+3.54 | 48.3+2.81 | 24.7+1.11 | 35.1:+1.35 | 8.3+2.51 | 14.2+1.12 | 6.9:+0.47
Control 17.2+1.14 | 50.0+3.65 | 24.3+1.11 | 34.3+0.49 | 7.5+2.60 | 14.3+1.64 | 7.1+0.46
5 17.0+1.49 | 48.3+4.99 | 25.0+0.00 | 35.5+1.00 | 6.6+0.22 | 14.0+1.00 | 6.8+0.68
One month
10 17.5+0.79 | 50.0+2.58 | 24.5+0.58 | 35.0+0.00 | 7.0=0.39 | 13.61.01 | 7.2+0.37
of treatment
20 15.7+1.09 | 45.3+2.87 | 24.3+1.50 | 32.3+5.50 | 6.9-0.49 | 13.9+1.31 | 6.5+0.20
50 16.3+1.61 | 46.9+4.89 | 25.1+1.07 | 34.7+0.76 | 7.5-2.03 | 14.1+0.83 | 6.5+0.62
Control 16.4+0.83 | 48.3+2.50 | 23.9+0.90 | 33.9+0.38 | 7.3-1.89 | 13.6+1.37 | 7.0+0.76
5 16.9+0.85 | 49.0.2.58 | 24.3+0.50 | 34.3+0.50 | 6.7=0.21 | 14.8+1.83 | 7.040.32
Three months
10 16.6+0.59 | 48.3+1.50 | 23.8+0.50 | 34.5+0.58 | 7.2+0.45 | 13.84+0.74 [ 7.0%0.15
of treatment
20 17.1+1.17 | 50.3+3.59 | 24.0+1.83 | 34.0+0.00 | 8.0+2.17 | 13.4+0.59 | 7.1+0.36
50 16.2+1.11 | 46.9+3.13 | 25.0+0.82 | 34.6+0.79 | 8.1+2.12 | 12.8+0.57 [ 6.510.44
Control 17.2+1.2 | 50.1+3.8 | 23.7+1.1 | 34.3+0.8 7.5+1.9 13.2£0.6 7.2+0.59
5 16.8+1.5 | 49.0+4.3 | 24.0+0.0 | 34.2+0.5 6.5+0.2 13.540.7 | 7.0+0.60
Six months
10 16.9+1.2 | 49.7+3.3 | 23.7+0.5 | 34.0+0.0 7.3+0.3 12.7+1.0 | 7.1+0.44
of treatment
20 16.2+0.8 | 47.7+2.2 | 24.0+1.8 | 34.0%+0.8 7.3+0.6 12.3+0.5 | 6.9+0.41
50 16.9+1.4 | 49.3+4.2 | 24.7+0.8 | 34.3+0.5 8.1+2.2 11.9+0.5 | 6.8+0.47
One month Control 15.6+£0.7 | 46.0+1.7 | 24.0+1.0 | 34.0+0.0 7.1%£0.2 13.6+1.7 | 6.6+0.31
of regression 50 15.8+1.8 | 47.3+4.9 | 23.0+1.0 | 33.3+0.6 8.5+2.5 13.1+0.4 6.810.68
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Table 2 —2 Haemograms of female dogs treated orally with BRL14151K for six months

Dosage MCV WBC Platelets Retic. Seg. neut. Lympho.
(mg/kg/day) (U9 (10°/mm*) (10°/mm*) (%) (%) (%)

Control 68.3+2.56 | 10.6+3.25 | 191.0% 74.25

—

.6+0.31 63.1% 3.58 | 32.7% 2.50

5 67.8+1.26 10.2+2.66 | 169.5+ 94.50 1.4+0.38 63.0+= 4.32| 31.5+ 3.32
Two weeks

10 67.8+0.96 11.5+1.67 | 227.8% 70.02 1.3%£0.35 65.8%= 9.60| 30.0+10.80
pretreatment

20 67.3+4.35 9.6+1.86 | 202.8+ 68.37 1.3+0.12 55.0% 7.44 | 43.0+ 8.16

50 69.7+2.75 11.6+4.31 261.7+113.16 1.74£0.56 65.6x 9.74 | 33.0+ 9.81

Control 69.1+3.89 10.0£2.12 | 305.3+167.19 1.5£0.25 64.0+ 9.40 | 29.6+ 9.02

5 69.010.82 10.0+1.79 | 276.3+ 53.51 1.8%0.10 72.3%£12.50 | 24.0%12.06
One week

10 68.0+2.71 10.3+1.18 | 223.3+ 12.31 1.7£0.23 62.0+12.83 | 32.0+14.31
pretreatment

20 68.3+3.40 10.2+1.96 321.3+121.35 1.3+£0.34 63.8%= 7.59| 31.3+ 4.27

50 70.4+2.57 10.1£2.03 | 287.4+ 75.78 1.6+0.35 65.7=11.01| 28.1+ 9.60

Control 70.7+2.29 11.0£2.02 | 268.7+ 93.89 1.6+0.41 65.1= 9.28| 30.0% 8.43

5 70.8+0.96 10.8+2.23 | 320.0+141.40 1.440.10 58.3+ 8.66 | 37.8+ 8.26
One month

10 70.0+0.82 10.4+1.41 | 328.5+141.60 1.5+0.50 62.8+11.00 | 34.5+11.90
of treatment

20 70.0+4.76 11.0+1.67 | 337.0+169.29 1.3+0.20 61.5= 6.40 | 34.5+ 7.94

50 71.6+3.36 10.6+2.02 | 351.4+149.1 1.2+0.18 63.3+ 6.73 | 33.6*+ 5.19

Control 70.9+2.67 10.6+2.37 | 268.3+ 45.31 1.2+0.26 58.0% 6.98| 35.6+ 6.60

5 71.010.00 12.3+4.70 264.3+ 62.48 1.0+0.28 57.8+13.74 | 37.3+13.00
Three months

10 69.8+0.96 10.7+1.75 | 230.0+ 47.88 1.2+0.30 66.3+ 6.55| 28.8+ 5.91
of treatment

20 70.3+4.27 11.4+0.73 319.8+ 60.01 1.2+0.10 50.3% 6.50 | 47.8%+ 7.41

50 71.9+2.27 10.4+1.16 | 279.7+ 98.49 1.2+0.28 60.0+ 8.31| 36.4+ 9.18

Control 70.0%£2.0 11.4%+1.98 | 285.61 46.3 0.9%0.2 69.6+ 5.2 | 26.1+ 4.6

5 70.2+0.5 11.2+2.23 227.8+ 88.0 1.0+0.2 71.3+ 9.7 26.0+ 9.6
Six months

10 70.2+0.5 12.1+3.06 | 289.8+117.2 1.0+0.3 68.8+11.2 | 28.0+11.4
of treatment

20 70.0£5.2 11.5+0.74 272.5+ 38.2 0.9+0.1 65.5+ 6.8 33.0+ 7.4

50 72.0%2.4 12.9+2.87 338.7+113.6 1.2+0.2 70.1%= 5.7 25.7+ 5.5
One month Control 69.7%1.5 11.7£5.46 | 252.7+ 70.1 1.0+£0.3 64.0+10.4 | 33.3+10.7

of regression 50 69.3+3.1 10.1£3.95 | 373.7+ 68.4 1.1+0.2 |, 51.7+17.9 | 46.3%+19.3
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Table 3 —1 Haemograms of male dogs treated orally with BRL25000 for six months
Dosage HGB HCT MCH MCHC Prothrombin APTT RBC
(mg/kg/day) | (g/100ml) (%) (g) (%) time (sec) (sec) (10%/mm®)
Control 15.2+0.5 | 46.9+1.8 | 22.6+0.8 | 32.7+0.5 8.0+1.9 | 15.3+1.9 | 6.73+0.22
15 15.7+0.9 | 47.5+2.1 | 22.5£0.6 | 33.2+1.0 | 10.3+2.3 | 14.6+0.8 | 6.93+0.20
Three weeks
30 14.4+0.5 | 44.2+1.0 | 22.5+0.6 | 32.7%+1.3 7.5+0.3 | 14.5+£0.9 | 6.42+0.08
pretreatment
60 15.2+0.6 | 46.0+2.6 | 23.0+1.2 | 33.0%+0.8 7.2%£0.1 | 14.24+0.4 | 6.64+0.49
150 15.4+0.7 | 47.6+2.6 | 22.0£0.0 | 32.3+1.0 9.1+2.5 | 15.7+1.3 | 6.89+0.32
Control 14.6+£0.9 | 45.7+3.3 | 22.6+0.8 | 32.0+1.4 8.6+1.9 | 16.4+1.6 | 6.52+0.27
15 14.7£1.0 | 44.8+2.6 | 22.7+1.0 | 30.5+5.1 | 10.2+2.6 | 15.6+0.5 | 6.57+0.26
One week
30 14.1+0.8 | 42.5+1.9 | 22.7+1.0 | 33.2+1.0 7.4+0.1 | 15.2+1.4 | 6.23+0.22
pretreatment
60 14.9%£1.2 | 45.5+3.3 | 23.2+0.5 | 32.7+1.0 7.7£0.1 | 15.3+0.9 | 6.46+0.56
150 15.2+0.4 | 47.4+1.3 | 22.7+0.5 | 31.9+0.7 | 10.2+2.8 | 18.0%+3.6 | 6.65+0.17
Control 16.9+0.9 | 50.0+1.7 | 23.7+0.8 | 33.7+0.8 7.910.5 | 14.9+0.8 | 7.13+0.36
15 16.8+0.3 | 50.8+2.1 | 22.7+0.5 | 33.0+0.8 | 10.9+2.8 | 14.0+0.1 | 7.35+0.30
One month
30 15.8+£0.3 | 47.0+1.8 | 23.7+1.5 | 33.7+1.0 7.940.2 | 14.5+0.7 | 6.72+0.38
of treatment
60 16.1+1.1 | 48.7+3.4 | 23.5+0.6 | 33.0+0.0 8.0+0.4 | 13.7+0.4 | 6.88+0.59
150 15.6+0.7 | 46.0+2.2 | 23.6+0.5 | 33.9+0.4 | 10.1+3.2 | 13.6+1.0 | 6.61+0.35
Control 16.4+1.3 | 46.3+3.8 | 24.4+0.8 | 35.4+0.5 7.6+2.0 | 14.2+3.2 | 6.74%0.62
15 17.1+0.5 | 47.3+1.0 | 24.0+0.0 | 36.2%+1.0 9.2+2.7 | 13.0%£0.9 | 7.09+0.25
Three months
30 15.7+1.2 | 45.0+2.9 | 23.7+0.5 | 34.8+1.0 6.6+0.2 | 12.4+0.4 | 6.601+0.56
of treatment
60 15.4+1.4 | 44.5+4.8 | 24.2+1.0 | 34.5%1.0 6.7+0.4 | 13.5+0.8 | 6.341+0.75
150 15.7+0.5 | 45.1+2.0 | 25.0+0.8 | 34.9%+0.7 8.9+2.6 | 13.2+1.3 | 6.30+0.28
Control 15.8+0.6 | 45.3+1.6 | 24.6+0.5 | 34.7+0.5 7.6+1.9 | 14.2+0.8 | 6.431+0.25
15 16.1+0.4 | 48.0+0.8 | 23.5+0.6 | 33.7%0.5 9.7+2.4 | 13.1%£0.7 | 6.94%0.13
Six months
30 16.5+1.0 | 48.3+2.6 | 23.7+1.0 | 34.2+0.5 7.0£0.4 | 13.1%£1.2 | 6.91+0.38
of treatment
60 15.8+1.3 | 46.2+3.9 | 24.2+0.5 | 34.0+0.0 6.7+£0.6 | 13.2%+0.2 | 6.5010.54
150 15.4+0.3 | 45.1+0.9 | 24.6+0.5 | 34.1+0.4 8.6+2.6 | 13.1%+0.7 | 6.24%0.05
One month Control 15.7+£0.5 | 45.3+0.6 | 23.3+1.2 | 34.7%0.6 9.0+3.3 | 13.0+0.3 | 6.70%0.12
of regression 150 16.1+0.6 | 45.0%+1.7 | 24.0£0.0 | 36.0%0.0 8.6+3.7 | 12.34+0.5 | 6.76+0.21
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Table 3 —2 Haemograms of male dogs treated orally with BRL25000 for six months
Dosage MCV WBC Platelets Retic. Seg. neut. Lympho.
(mg/kg/day) (U*) (10°/mm®) (10°/mm®) (%) (%) (%)
Control 69.7+1.3 12.3+3.1 272.1% 72.0 1.4+0.6 73.7t 3.8 21.7+ 3.3
15 68.8+1.5 13.6+2.2 277.8+101.0 1.2+0.4 71.0+ 3.7 25.0+ 4.2
Three weeks
30 69.0+0.8 12.3+3.4 366.8+ 97.8 1.21+0.6 67.7+ 8.2 27.5+ 9.2
pretreatment
60 69.7+1.5 12.1+3.6 254.0+ 31.4 1.4+0.5 69.7+ 4.9 28.5+ 5.8
150 69.3+1.1 11.2+0.9 256.7+ 83.0 1.5+0.6 60.1+ 9.7 33.1+ 7.6
Control 70.0+2.8 11.3%1.6 229.0+ 73.1 1.2+0.3 72.1+ 5.8 22.6+ 5.7
15 68.0+1.6 9.9+2.2 315.0%+ 90.7 1.41+0.5 59.3+ 4.3 37.0+ 4.8
One week
30 68.3+1.7 11.3+3.8 251.5+133.1 1.1+0.3 63.5+10.1 31.3+ 8.7
pretreatment
60 70.2+1.0 11.7+3.3 269.8%+ 72.0 1.9+0.3 63.5+ 2.4 32.5+ 4.0
150 71.0+1.0 10.8+1.4 183.6+ 56.0 1.3+0.2 65.3+ 6.4 29.3+ 6.2
Control 70.1%+1.6 11.0+1.9 371.0% 95.9 1.0+0.2 74.7%+ 8.5 23.1+ 8.5
15 69.2+1.5 11.3%+3.0 432.01+194.4 0.9+0.2 72.7£ 5.9 25.5+ 6.1
One month
30 69.7+1.9 8.5+1.6 218.5+137.5 1.0+0.3 69.0+10.4 27.7+10.9
of treatment
60 70.7+1.7 9.8+2.2 293.5+ 86.3 1.0+0.5 67.2+ 7.1 31.7£ 7.0
150 70.0+1.8 9.9+1.2 200.7+ 79.7 1.0£0.2 69.6+ 6.2 27.9+ 5.6
Control 68.7+1.6 10.5+2.4 206.0+ 47.8 1.0+0.3 67.1x 7.1 27.1+ 7.2
15 67.0+1.6 10.3+1.6 329.8+121.9 1.3+0.6 64.0+12.2 31.3+11.1
Three months
30 68.0+1.4 9.6+1.6 255.5+ 96.0 1.3+0.4 62.2+ 7.9 | 33.0+ 7.4
of treatment
60 70.0+1.4 10.9+2.9 237.8+ 60.8 1.0+0.4 58.5+10.5 36.5+10.2
150 70.9+0.7 9.7+0.8 226.3+ 58.8 0.9+0.3 59.41+11.4 34.9+12.2
Control 70.6+1.0 12.0+2.1 285.0+ 61.3 0.94+0.1 68.1+10.2 25.4+ 9.6
15 69.2+1.0 10.6+2.1 250.8+ 44.9 1.3+£0.3 63.5+ 9.4 33.0+11.0
Six months
30 69.7%1.5 9.3+2.2 290.3+137.4 1.0+0.2 55.0+14.1 39.8+16.0
of treatment
60 71.3%1.5 10.5+2.3 218.3% 52.3 1.1+0.1 56.0+ 9.9 40.2+10.8
150 72.3%+1.0 10.7+1.7 313.1+ 96.6 1.1+0.2 57.7+ 7.4 36.3+ 6.7
One month Control 67.71+0.6 11.0£0.4 441.3+131.2 1.5+0.3 70.0%+ 5.2 26.0+ 4.4
of regression 150 66.7+£0.6 | 12.4%1.5 | 417.7% 72.9 | 1.1+0.1 | 68.3+ 5.0 | 23.3+ 6.7
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Table 4 —1 Haemograms of female dogs treated orally with BRL25000 for six months
Dosage HGB HCT MCH MCHC Prothrombin APTT RBC
(mg/kg/day) | (g/100ml) (%) (g) (%) time (sec) (sec) (10%/mm’)
Control 15.0+0.9 | 47.4%+2.2 | 22.3+1.0 | 31.4%+0.8 7.3+0.5 | 15.3+0.9 | 6.7740.29
15 14.7+1.4 | 44.5+3.1 | 23.24+0.5 | 32.7%+1.0 7.8+0.7 | 15.8+0.6 | 6.3240.52
Three weeks
30 16.2+1.4 | 49.7+4.9 | 22.5+1.0 | 32.7%0.5 7.5+0.6 | 14.9%1.2 | 6.9140.46
pretreatment
60 13.5+0.4 | 42.2+1.0 | 22.0+0.8 | 32.3%0.5 6.9+0.2 | 15.0£0.3 | 6.15+0.14
150 16.2+0.8 | 50.0+2.5 | 22.4%+0.5 | 32.3+0.8 | 7.0%+0.3 | 15.3+1.1 | 7.20%0.38
Control 14.2+0.5 | 44.3*+1.1 | 22.3+1.0 | 32.3%+0.8 7.81+0.4 16.6+1.1 | 6.36+0.26
15 14.0£1.7 | 43.0%+4.2 | 23.0+0.8 | 32.5+1.3 7.4+0.4 16.3+0.4 | 6.07+0.54
One week
30 15.6+1.3 | 48.3+3.4 | 22.5+0.6 | 32.51+0.6 7.7+0.2 15.3+0.7 | 6.9140.57
pretreatment
60 14.0+0.7 | 42.5+1.7 | 22.5+0.6 | 32.7+0.5 7.410.2 17.8+1.6 | 6.2410.41
150 15.3+1.4 | 47.9+3.4 | 22.4+0.5 | 32.0%+1.2 7.410.5 16.5+1.0 | 6.814+0.54
Control 16.2+0.8 | 48.1+1.7 | 23.3+0.8 | 33.4+0.8 7.61£0.3 14.6+1.2 | 6.9340.37
15 16.3+1.6 | 48.7+4.8 | 23.7+0.5 | 33.5+0.6 8.4+0.3 14.8+1.0 | 6.78+0.66
One month
30 17.8+0.9 | 54.0%3.2 | 23.2+0.5 | 33.0+0.8 7.910.5 13.9+0.6 | 7.631+0.32
of treatment
60 15.2+0.9 | 46.0+2.4 | 23.0+0.8 | 32.7+1.0 7.7+0.2 15.1+£0.6 | 6.651+0.45
150 17.1+1.3 | 50.9+3.9 | 23.0+0.8 | 33.9+1.1 7.1+0.5 13.3+0.8 | 7.4210.47
Control 16.5+0.8 | 47.0+1.9 | 24.6+0.8 | 35.14+0.7 7.01£0.5 13.3+1.4 | 6.731+0.28
15 16.1+0.8 | 45.5+1.7 | 24.7+0.5 | 35.24+0.5 6.8+0.3 13.9+0.5 | 6.4410.39
Three months
30 16.6+1.0 | 47.3+3.2 | 24.7+0.5 | 35.0%+0.0 6.4+0.3 14.01+0.7 | 6.821+0.39
of treatment
60 15.6+0.2 | 45.2+1.0 | 23.5+0.6 | 34.5+0.6 6.5+0.4 14.7+1.6 | 6.62+0.18
150 18.0+1.7 | 51.1+4.5 | 24.7+1.0 | 35.1+0.9 6.8+0.5 12.7+1.7 | 7.2710.61
Control 15.9+0.6 | 46.0+1.6 | 24.3+0.8 | 34.4+0.5 6.8+0.2 14.3+0.6 | 6.55+0.28
15 16.0+1.3 | 47.0+3.4 | 24.2+0.5 | 34.210.5 7.5+0.4 14.2+0.7 | 6.64%0.51
Six months
30 16.7+1.5 | 48.7+3.5 | 24.0+0.8 | 34.2+1.0 6.8+0.2 13.3+1.6 | 6.96+0.43
of treatment
60 16.0+0.4 | 46.5+1.7 | 24.2+0.5 | 34.2%+0.5 6.9+0.2 14.0+1.3 | 6.62%0.27
150 16.9+1.7 | 50.0+4.8 | 24.0+0.8 | 33.7%£0.5 7.3+2.0 13.2+1.1 | 7.04+0.66
One month Control 16.0+1.2 | 46.3+3.5 | 23.3+0.6 | 34.7+1.2 7.01£0.4 13.3%0.2 | 6.79%0.51
of regression 150 16.94+0.2 | 47.71+0.6 | 23.7+0.6 | 35.7+0.6 6.6+0.2 | 12.4%0.1 | 7.10+0.19
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Table 4 —2 Haemograms of female dogs treated orally with BRL25000 for six months
Dosage MCV WBC Platelets Retic. Seg. neut. Lympho.
(mg/kg/day) (U?) (10°/mm*) (10°/mm®) (%) (%) (%)
Control 69.7+1. 11.7+1.9 247.0% 89.0 1.4+0.3 66.1+ 8.0 28.4+ 7.8
15 70.5+0. 12.9+3.7 401.8+ 55.8 1.8+0.4 71.3+12.0 26.5+12.6
Three weeks
30 69.0+1. 11.4+4.0 192.8+ 57.8 1.84+0.4 61.7+ 6.1 33.5+ 6.5
pretreatment
60 68.5+1. 9.5+1.4 228.3+ 50.2 1.0+0.3 74.0+ 5.9 21.5+ 7.2
150 69.7+1. 11.8+2.2 286.1+ 85.1 1.7+0.4 64.3+ 7.7 30.9+4 8.5
Control 69.7+2. 10.5+3.1 196.9+ 51.7 1.6+0.4 69.4+ 6.9 25.0%+ 6.8
15 70.7+1 10.44+0.7 331.0+ 85.7 1.8+0.6 61.7+ 5.9 33.2+ 8.1
One week
30 70.0+2. 12.9£5.2 160.3+ 32.3 1.41+0.4 60.8+ 7.6 33.5+ 9.3
pretreatment |
60 68.5+2. 9.0+2.9 272.3+ 78.8 0.9+0.6 60.0+ 5.5 33.5+ 6.0
150 70.3+1. 12.0+2.4 181.0+ 66.1 1.4+0.5 66.0+ 6.2 29.6+ 6.0
Control 69.6+2. 9.8+2.2 222.9+108.1 1.5+0.5 74.0+ 2.9 24.6+ 3.2
15 71.7+0 10.4+2.9 320.5+ 93.6 0.8+0.3 68.0+ 4.4 29.5+ 4.0
One month
30 70.5+2 9.7+2.8 381.8+172.5 1.1+£0.5 72.2= 4.6 25.7+ 4.0
of treatment ;
60 69.0+1 9.8+1.8 202.0+ 62.6 1.0+0.5 70.2+ 3.3 27.5+ 3.4
150 69.1+1 9.5+1.0 305.9+138.8 1.20.4 66.7= 6.0 30.9+ 6.1
Control 69.6+1 11.3+1.8 233.6+ 80.2 1.2+0.2 66.7+ 5.4 28.0+ 5.2
| 15 70.7+2 10.2+2.3 309.0+ 79.3 1.0+0.4 65.5+15.9 31.0+16.8
Three months |
| 30 68.8+1. 10.2+1.8 196.3+ 83.2 1.3£0.6 67.5+ 9.5 27.7+ 9.6
of treatment
1 60 68.5+1. 10.0+1.4 182.5+ 30.3 1.1£0.3 67.2+ 8.5 27.7+ 8.0
| 150 70.0+1 10.0+2.7 302.7+ 94.1 1.3+0.4 67.0+ 4.5 27.9%+ 4.8
| Control 70.7+1. 11.4+3.2 274.1= 74.6 1.1+£0.2 61.4+ 8.6 30.4+ 8.9
15 70.5+0 9.6+1.2 240.0+ 79.7 0.9+0.1 55.8+12.2 39.0+12.9
Six months |
30 69.7+1. 10.7+2.2 220.8+ 90.2 1.1£0.3 56.7+ 5.6 36.2+ 6.8
of treatment
60 70.5+1. 10.5:£2.0 248.0+100.8 0.9+0.1 58.8+ 7.3 36.2+ 9.7
150 71.3+1. 11.4+2.2 378.1x107.9 1.2+0.3 61.9+ 5.3 30.3+ 6.0
One month Control 68.0+1. 15.1+2.9 317.0+162.7 1.3+£0.3 68.7t 6.1 25.3+ 5.1
of regression 150 67.7+1. 11.743.3 | 294.7+ 97.7 | 1.3%0.1 67.3+10.0 | 25.0% 7.2
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8. IMEFAIRZE (Table 1~4)

BRL14151K #E5iz X % L Bbh 5 E{LILRD bRl
Dotohy, FRRACERBEENS A bl OB
BRT2HAGE LTHREACRD bh, FHRRICX
S>TERINICEYD X 5 TH o1t = DFXIIT 50mg/
kg H5HORETHS 1, 3, 6 »ABK, ET1I2»AH
CRRrRAECHREIN, RAMAIMMORGHEERHT
LEER DD LR, BEFEBNOKRE F LI BH
TixARbhieh oo, WEHBK TR O BET 50mg/
kg ®EHOHE3HEF 15, M3ITE+F 1T, RBEMS
BEInt,

BRL25000 T3, RBRHMZE LT XTOREREBT
RS EMBEOER ERETH 7o LL,
B33 5 H A IFRRMBRBE NI R b, = Dk
1t 150 mg/kg B EBEOMERE CHRE 1, 3 »ABCHA
BEriabhich, 56 ABCIMOBETIHREIh
oo FRT R ERMERORE TILEE Shith o
2, BE1»ABCNBREOH 2HEM IETED LA
oo EFCRIEHAMIE TR 150 mg/kg B 5FF DHE 3B
F2HZ AR, XRBRITKIT 2 2 0BROERCD
WTRES 12 BCHBETLRD bR ENEH
HATik7e <, BRL25000 5 0B ENIHE LI EL
bhith ot

9. MmEAE{LFHRE (Table 5~10)

BRL14151K Ti¥, WTFhoBREHERE TUHREZEC
BETZ LB AEIRDOIILD 1,

BRL25000 Ti, FICHEDIMEE, HLEAHECHETFM
CHEBRENR bR, Li LHEE SRERERLES
BREOMEDEIINIIL Fl, FERETLELTE— 274K
DEFEHBERNCHEL LD THo1co LTI hb
DEGHHIFBECENFNLBRDE DD LIXEL
bhichotc,

10. REZE

BRL14151K Ti%, FRERIEWT, TXTOHED
MerETHED, b v BEHERITCY L EVAER
Rt & hich’, RS EEETH LD T -
fro RILEDOHREIC S WTHARCEBETAMER, L
MRasREDd b I, RO pH OBMEN B EEAR, #EK
BB R bR, Thid7vE=78E—FKTHE
[EhH 1o

BRL25000 T, ®RGEHEGLEETS X5 AATRIRER
BHHRILA T

11. [FBEE (Table 11~14)

MEdE & B BR, AETERR, FE, iNLROERICKE L
EEribhic, ThbDOERDOHFHEDFEER,
1EHBVE2EDTHHDOMER X 5 LD T, BRL14151K

% 723 BRL25000 5 LBIET B LD Liz#E 1 bhi
Mo fco

12. ZHRFTE (Table 15, 16)

BRL14151K Ti¥, BEBREOHEREOBRELR%D
DniEREmA R SR, ZOFRIFERHTH -
oy, WBED D\ VIEEFCE L TREBRERTSY
PEHELBDORI, B, BRI LD EOMOBBTILE
ROCMRBIAOND L DORGRELEETS X 57
MRZEDbRLA -1,

BRL25000 T, HIEHARME T H 0L TF P RYS
BEORELBRIERD D VL ARB I S &ERERD
¥ X O° 150 mg/kg, 15mg/kg {EH O Hf TALA
Too TOFTRIIHBREES B \VILREEK THRICEBR L
7o 150 mg kg HEFHTIIADbhich -7zt L b,
BRL25000 # 5z X % B HE O R OB/ wA978 3
DEBbhl, ¥, FOABEHA VIV EEOES
LD BREHAML T, 150 mg/kg H5BE O HE3E, Hf
3EEF /- 60 mg/kg WEHOME 1 A bhich, NR
BhH5 IR EHER TRCHR LB TI@Z D bh
Tehotco LI > TECEREER CALhIFORE
TAERNTHB LEx bR, BORMERCH A
ERFVBREBEEHTORESEARINY, REHRH
BB IR EHIRR T HRICEHR Lo BEEOMET S Ak
DR R bR, BERECERTS L0 LXBbh
t{:?)‘o‘f:o

13. JREMALNFTE (Table 17, 18)

BRL14151K Ti3, BB EHED SR B BHE
Shich, REAGFHCIBCELIRDORIL)-
o TDOMBEMDHRERLED D VLT ORRBELEX
BRABRERFRENWCL DR LRI, ZhHITRR
B b ARICIRD bhic, 50 mg/kg BE5HD 4 HHF
RO KERZR L, $iob bR ERERCIRL
¥ 7oit PAS iz fatE DRI 2R R b, FFA
BOBIL I BRERTE D ¥, FABROBTELR
Hhhlehotc, ZDZERIT 50 mg/kg EFEDOHE 4]
i 1BE, M4 B 3ITICADRIH, KEMMRTHIC
IRDLIT, THALEEEL LRI,

BRL25000 TiX, PAS Juaic LT O 7V a—%
vORL, ThebbE/NEROED, RRCHHTICE
TRASFMAREAD 7Y 2 -7 v B hH 5 EERIRE
Hbhtc, TOFTRITERECXLERRCHFL, FM
RO BRI R bhich -7, BFFROHBITA
BB 2 Hh 150 mg/kg 5 T8HF 4, 60
mg/kg B EBTiX 8P 35, 30 mg/kg HEFHTILS
BEF2HCHESh, HERlhot, L LEDOBE
i3, 1ENPEETH-ORER ¥ T X TBETH-
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Table 5—1 Blood biochemistry of male dogs treated with BRL14151K for six months
Dosage Serum glucose BUN Total Total Serum Serum A/G
(mg/ke/day) (mg/dl) ) l bilirubin protein albumin globulin ]
8/ke/ay)|  (fasted) (me/d) | (mg/dl) | (g/dD) (g/d1) (g/dl) ratio
Control | 107.1+ 8.51| 13.9+ 1.77| 0.3+0.04| 6.1+£0.34| 3.240.25| 3.0=0.27 | 1.140.13
5 105.3+ 6.90| 14.3+ 4.03| 0.3+0.08| 6.4%0.24| 3.34+0.17| 3.1+0.12| 1.1+0.05
Two weeks
10 111.5%£ 7.05| 13.5% 3.11| 0.3+0.05| 6.0+0.34| 3.2+0.21| 2.8%0.15| 1.1+0.05
pretreatment
20 107.5+ 5.45| 21.5+12.12| 0.3+0.05| 6.1%0.32| 3.220.14| 2.9+0.29| 1.1+0.13
50 110.6£11.28 | 12.7+ 2.87| 0.3+£0.09| 5.9+0.28 | 3.2+0.28| 2.7+0.17| 1.2+0.14
Control | 110.7+ 9.64 | 19.9% 5.58 | 0.3+0.04| 6.5+0.43| 3.5+0.33| 3.1+0.48| 1.1+0.21
5 108.0+ 5.29 | 18.3% 3.10| 0.3%+0.05| 6.8+0.08| 3.7+0.39| 3.2%0.42| 1.2+0.26
One week
10 115.0+ 7.75| 18.3% 4.65| 0.3+0.05| 6.4+0.37| 3.6+0.35 2.9+0.26| 1.3+0.19
pretreatment
20 104.5+ 9.57 | 27.3+10.72| 0.4+0.22| 6.7+0.37| 3.7+0.36| 3.0+0.13| 1.3+0.13
50 110.6%+ 9.74| 18.1+ 9.12| 0.3+0.08| 6.4+0.33| 3.3%0 26| 3.1x0.10| 1.11+0.08
Control | 108.1+ 8.11| 16.7% 4.27| 0.4+0.05| 6.2+0.33 3‘3"0.16! 2.9+0.45] 1.1£0.25
5 101.5+ 3.70| 16.0+ 1.83| 0.3+0.08| 6.5+0.17| 3.2+0.17| 3.3%0.13| 1.0+0.05
One month
10 97.3+10.34 | 18.8* 3.86 | b0.1+0.06| 6.3+0.43| 3.3+0.18] 3.0+0.48| 1.1£0.25
of treatment
20 a94.8+ 7.93| 23.0%10.42| 0.3+0.14| 6.2+0.21| 3.4+0.17| 2.8+0.38| 1.240.27
50 99.7+ 8.62| 14.6F 4.35|b0.3+0.05| b5.7+0.24| 3.1+0.24| 2.6-0.39| 1.24+0.24
Control | 105.47 6.43| 18.6+ 3.69| 0.3+0.04| 6.5+0.44 | 3.3+0 17“ 3.2=0.52| 1.1+t0.21
|
5 102.8+ 3.40| 18.5%= 4.36| 0.3%£0.06| 6.8£0.49, 3.5-0 28 3.3%0.36| 1.1+0.13
Three months \
10 101.0+ 7.35| 19.3= 2.22|a0.2+0.05| 6.5+0.43| 3.4=0.21 3.1=0.24| 1.1+0.05
of treatment :
20 98.8+ 5.19| 23.0*+ 7.26| 0.3%£0.05| 6.2£0.17| 3.4-0.08! 2.8+0.13| 1.2+0.05
50 105.6+ 8.42 | al3.6+ 4.76 | 0.240.05 | b5.8+0.41| 3.1=0.17 | a2.60.28 | 1.240.09
Control | 113.0% 8.6 20.7+ 3.6 0.3+0.1 7.1£0.3 3.4+0.2 3.7=0.5 | 1.04+0.2
5 110.3+ 3.8 20.5+ 5.2 0.2+0.0 7.4%0.5 3.4+0.3 4.0=0.6 | 0.9%+0.2
Six months
10 102.3+ 8.7 23.2+ 5.5 0.2+0.0 7.2£0.5 3.4£0.3 3.8=0.3 | 0.94+0.1
of treatment
20 102.5= 7.0 29.0£16.1 0.3%0.3 7.0%£0.5 3.4%0.2 3.6=0.3 | 0.9+0.1
50 104.7+ 8.2 21.3+ 5.3 0.2+0.1 6.610.5 | a3.2=0.2 3.4=0.4 | 0.9%+0.1
One month Control | 113.3% 7.0 17.3+ 0.6 0.2+0.1 6.7+0.3 3.5+0.3 { 3.2=0.5 | 1.1+0.3
of regression 50 103.7£13.9 18.3*+ 0.6 0.1=0.1 6.6+0.2 3.2+0.2 1 3.4+0.2 | 0.9%0.1

a pvt<0.05
b pvt<0.01
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Table 5—2 Blood biochemistry of male dogs treated with BRL14151K for six months
Dosage SAP SGOT SGPT Na K Cl
(mg/kg/day) (1IUN) (Tu/n (1Iu/) (mEq/1) (mEq/1) (mEq/1)
Control 117.9+23.36 | 26.7+ 4.96 | 36.6+ 8.66 | 151.4+1.90 4.51+0.25 109.413.05
5 114.0+28.58 | 27.3+ 7.37 | 30.3*+ 7.23 | 151.0%1.83 4.44+0.42 108.5+1.73
Two weeks
10 100.8+19.45 | 30.5+ 3.32 | 37.8%+ 5.68 | 150.5+1.91 4.5%0.15 110.0+2.16
pretreatment
20 117.8+26.89 | 25.8+ 2.87 | 35.3*+ 8.54 | 152.5+2.08 4.5%0.26 110.3+2.06
50 116.9+23.67 | 25.6+12.04 | 35.7%£11.10 | 152.0+3.06 4.7%0.30 110.9+2.97
Control 111.9+20.51 | 22.3+ 4.03 | 42.3+19.25 | 156.4+3.95 4.7%0.28 116.6+4.16
5 116.0+35.17 | 23.0+ 5.23 | 31.5+ 5.20 | 157.8+3.30 4.6+0.15 115.01+4.08
One week
10 102.8+22.68 | 25.3+ 1.71 | 46.8+12.26 | 157.5+4.36 4.91+0.31 117.5+3.70
pretreatment
20 121.5+36.27 | 23.8%+ 4.65 | 39.0% 9.97 | 155.3+9.22 4.71+0.43 116.5+3.51
50 110.4+24.11 | 20.9+ 4.41 | 33.7%£11.18 | 149.41+9.36 4.4+0.38 114.0+3.96
Control 92.3+21.66 | 24.7+ 4.39 | 36.7* 8.75 | 153.3+2.06 4.6+0.18 116.9+2.41
5 93.0+29.54 | 28.0+ 6.22 | 32.8%+ 8.46 | 152.8+1.89 4.4%0.15 116.3+2.22
One month
10 77.8+16.15 | 27.3+ 1.71 | 33.8+ 4.35 | 153.3+0.96 4.710.28 116.51+1.00
of treatment |
20 94.8+19.09 | 26.0+ 6.38 | 35.5+ 6.45 | 152.8+0.96 4.5+0.29 116.5+1.91
50 93.7+21.51 | 21.9+ 2.97 | 28.9% 7.31 153.7+1.11 4.5+0.30 119.1+1.57
Control 72.1+24.76 | 22.4% 6.40 | 35.7* 8.16 | 152.7+2.69 4.7+0.17 114.9+2.61
5 83.3+43.40 | 21.8+ 6.90 | 34.8%+ 7.63 | 155.5%1.91 4.6+0.10 115.0+2.00
Three months
10 57.3+16.21 | 23.5+ 4.36 | 39.0+ 7.48 | 154.8+0.50 4.9+0.29 115.041.41
of treatment
20 74.0+23.54 | 22.8+ 2.22 | 36.8*= 7.14 | 154.0%1.41 a4.5+0.15 116.5+1.29
|
50 | 75.1%27.87 | 19.7+ 4.07 | 28.0% 6.43 | 153.3%2.14 4.7+0.20 116.6+2.44
Control I 59.7+18.8 23.6+= 3.6 41.3+15.1 156.9+2.9 4.5+0.4 120.1+3.9
|
| 5 ‘ 75.5+45.5 22.2+ 7.4 41.7+- 7.8 159.3+2.1 4.61+0.3 121.0%+3.7
Six months | |
10 I 48.0+ 7.2 23.5+ 3.9 47.3+14.3 160.8+3.3 4.8%+0.2 121.8+4.0
of treatment
20 67.5+17.1 25.0+ 4.2 41,7+ 8.5 160.5+1.9 4.7%0.1 122.3+1.3
50 53.61+14.9 21.4+ 5.0 30.4% 6.3 158.7+2.9 4.8+0.5 122.31+3.1
One month Control 51.3+12.7 20.3% 4.0 31.0+12.1 151.3+1.2 4.1%+0.3 116.3+1.5
of regression 50 77.7+ 8.6 23.7+ 3.8 33.0f£14.4 150.7+1.2 4.5+0.3 119.0+2.0

a pvt<0.05
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Table 6 —1 Blood biochemistry of female dogs treated orally with BRL14151K for six months
Dosage Serum glucose BUN Total Total Serum Serum A/G
(mg/kg/day) (mg/dl) (me/dl) bilirubin protein albumin globulin .
E7Y|  (fasted 8 (mg/d) | (g/dl) (g/dD) (g/dD) ratio
Control 104.9+6.47 | 14.0+ 1.63| 0.3%0.00| 6.0+0.36| 3.3%+0.14| 2.7+0.29| 1.2+0.11
5 103.3+4.11 | 14.0+ 4.8 0.3+0.12| 6.1+0.26| 3.3+0.10| 2.8%+0.21| 1.2+0.10
Two weeks
10 110.5+6.45 15.0+ 1.41| 0.3+£0.05| 6.0%0.36| 3.2+0.26| 2.8+0.13 .24+0.05
pretreatment
20 107.5+5.45 13.8+ 0.50 | 0.3+0.05| 5.8+0.18| 3.1+0.17| 2.7%0.05 .2+0.06
50 107.4+£3.05 | al1.3+ 2.69| 0.3+0.07 | 5.8+0.33| 3.3+0.34| 2.6+0.22 3+0.22
Control 110.6+7.55 21.3+ 2.56| 0.4+0.20| 6.6+0.38| 3.6+0.39| 3.0%+0.29 2+0.22
5 105.0+8.76 | 21.5+13.80| 0.4+0.14| 6.6+0.37 | 3.84+0.39| 2.8%0.40 4+0.27
One week
10 111.0+7.39 | 21.0+ 3.37| 0.4+0.14] 6.4+0.22} 3.7+0.32| 2.7%0.25 4+0.22
pretreatment
20 109.0+4.97 | 22.0%+ 2.16| 0.4+0.05| 6.4+0.51| 3.6+0.34| 2.9+0.42 3+0.28
50 111.1+8.55 21.1+ 5.15| 0.4+0.07| 6.5+0.42| 3.5+0.33| 3.0+0.16 2+0.10
Control 102.94+7.58 19.0+ 3.64| 0.4%+0.07| 6.3+0.29| 3.5+0.20| 2.8+0.38 3+0.24
5 103.8+6.40 | al4.5+ 2.08| 0.3+0.05| 6.1+0.26 | 3.4+0.13| 2.8+0.17 2+0.10
One month
10 95.51+6.61 19.3+ 7.04| 0.3%+0.05| 6.1%0.41| 3.5+0.19| b2.7%0.33 3+0.18
of treatment
20 97.3+4.11 | 19.0%+ 2.45|a0.3+0.05| 5.9%+0.65| a3.2+0.10| 2.7+0.56 3+0.26
50 107.4+7.61 16.4+ 5.44 | b0.3+0.05| 5.8%£0.54| 3.4+0.60| 2.5%+0.57 5+0.67
Control 105.0+4.16 | 18.4* 3.87| 0.3%£0.07| 6.3+0.42| 3.5%£0.21| 2.9%0.53 3+0.33
5 98.8+8.58 | 18.8+ 8.45| 0.3%£0.08| 6.4%+0.22| 3.5+0.19| 2.9%0.08 240.05
Three months
10 97.5+9.68 | 21.0+ 4.69| 0.3%+0.08| 6.3+0.24| 3.5+0.15| 2.8+0.29| 1.3%+0.13
of treatment
20 103.8+2.75 18.5+ 4.43| 0.3+0.08| 6.2+0.17| 3.4+0.15| 2.7%+0.05 3+0.05
50 104.1+8.43 | 17.6+ 4.69| 0.3+0.07 | a5.8+0.42| 3.3+0.29| 2.5+0.40 4+0.26
Control 110.7+8.7 20.3+ 3.0 0.3+0.1 7.0+0.4 3.6+0.3 3.5+0.3 .0+0.1
5 110.3+5.9 25.7+ 9.7 0.3%0.1 7.2+0.4 3.5+0.3 3.7+0.3 .0+0.1
Six months '
10 106.5+6.6 23.0t 3.2 0.3+0.2 6.8=0.5 3.4+0.1 3.4+0.5 .01+0.2
of treatment
20 104.3+9.5 22.5+ 3.1 0.3+0.1 6.7+0.7 3.3+0.4 3.4+0.4 0+0.1
50 107.0+2.6 20.6% 4.4 | b0.2+0.1 6.6+0.7 3.3+0.2 3.3+0.6 .0+0.2
One month Control 113.0%1.7 19.0+ 5.3 0.1+£0.1 6.7+0.4 3.6+0.1 3.1+0.4 1+0.2
of regression 50 98.3+6.7 | 21.7+ 4.6 | 0.1+£0.0 | 6.3+0.4 | 3.3+0.3 | 3.0+0.1 | 1.1£0.1

a pvt<0.05
b pvt<0.01
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Table 6 —2 Blood biochemistry of female dogs treated orally with BRL14151K for six months

Dosage SAP SGOT SGPT Na K Cl
(mg/kg/day) (TU/1 (1U/1) (Iu/n (mEq/1) (mEq/1) (mEq/1)
Control 107.1+20.38| 28.4+4.65 | 36.4%+ 7.32 | 150.140.90 4.8+0.33 106.9+1.68
5 109.8+22.88| a20.8+5.56 | 30.5% 3.11 151.3+0.96 ‘ 4.6+0.29 108.8+2.06
Two weeks
10 al40.0+24.10| 28.5+8.43 | 33.0%12.57 | 152.8+4.35 5.0+0.88 109.0+2.16
pretreatment
20 al37.8+11.70| 25.3%+2.22 | 41.0%+ 9.93 | 150.52-0.58 4.5%+0.22 b110.3+1.26
50 123.6+15.74| 28.7%5.90 | 38.1%10.96 | 150.1%£2.34 4.5+0.38 108.1%1.46
Control 101.7+£20.17| 23.1%+3.44 | 35.7% 8.90 | 156.4%5.50 4.7%£0.25 114.4+2.40
5 104.8+23.77| 17.3%6.13 | 32.0+ 4.24 | 158.0+4.76 4.6+0.14 117.3+5.44
One week
10 al33.5+16.11| 24.3+6.08 | 34.8+11.70 | 154.8+8.66 4.6+0.36 116.5+2.38
pretreatment
20 al39.5+20.21| 20.0+1.83 | 39.3+12.69 | 157.0+9.83 4.8+0.57 118.3+5.74
50 121.6+21.74| 24.31+4.92 | 36.0+10.88 | 155.7+7.54 4.7£0.50 115.3+5.96
Control 80.4+18.08| 25.9+3.63 | 33.0+ 3.87 | 153.4+2.64 4.71+0.22 116.0+2.08
5 92.5+23.90|  24.8+9.14 | 31.0+ 8.91 150.8+0.50 4.5+0.19 115.3+1.50
One month
10 al08.3+18.00| 25.0+2.58 | 35.3+15.28 | 153.0+2.16 4.7+0.29 115.3+2.50
of treatment
20 all5.5+29.37| 24.8+1.50 | 35.8%= 7.72 | 152.5+2.08 4.510.32 116.8+2.63
50 b111.3+17.66| 25.3+5.99 | 38.7% 9.27 | 152.7%+2.63 4.5%+0.35 117.3+2.56
Control 63.4+26.35| 24.1+2.54 | 36.1= 5.34 153.3+1.80 4.74+0.33 144.7£1.70
5 77.8+25.60| 19.5+6.66 | 36.0+ 9.90 | 154.5+2.38 4.810.22 115.0+2.94
Three months )
10 89.0+24.45| 25.3+3.20 | 34.0+10.98 | 153.5+1.29 4.8+0.26 114.5+1.73
of treatment
20 97.5+33.81 20.8+4.79 | 39.3+ 8.42 | 153.0%+2.71 4.8+0.17 116.5+3.32
50 86.7+26.11| 22.4+4.04 | 30.9+ 6.26 | 152.3%+2.75 4.6+0.40 114.9+2.61
Control 50.4+21.7 27.0+9.8 53.0+25.2 156.1+3.2 4.41+0.7 118.6+3.6
5 60.5-+21.3 22.5+7.3 37.2+ 6.4 158.8+3.1 4.3+0.9 121.8+1.7
Six months
10 77.2+22.9 20.7t2.6 40.2+14.6 158.8+3.8 4.7+0.2 120.8+3.6
of treatment
20 93.3155.8 19.2+1.5 37.0+11.1 158.0+3.6 4.9%+0.4 121.3+4.3
50 a83.3%£32.0 21.6+4.3 32.6*+ 6.2 157.6+4.6 4.4%0.3 120.1+4.7
One month Control 55.3+18.0 22.0+6.2 30.7+ 6.1 150.3+1.5 4.3%0.1 114.313.1
of regression 50 51.0+19.7 20.0+2.6 30.0+ 5.2 148.3+2.5 4.6+0.4 115.3%3.2

a pvt<0.05
b pvt<0.01
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Table 7-1 Serum protein electrophoresis of dogs treated orally with BRL14151K for six months
Males
Dosage
Albumin Globulins(%)
(mg / kg / day)
(%) a1 a 2 A1 B2 4
Control 54.11+4.60 5.01+0.80 6.7:0.61 15.9£1.25 11.341.59 6.9+2.21
5 55.7+2.90 4.610.68 8.1%3.55 14.5+4.23 11.5+2.79 5.8%£2.13
Two weeks
10 54.411.57 5.01+0.83 7.0£0.72 14.91+1.76 11.0£1.08 7.6%1.11
pretreatment
20 53.8+0.73 5.3%+0.74 7.4+1.09 17.0+2.21 9.51+0.94 7.1£2.06
50 52.5+2.51 5.2+0.82 | a7.5%0.78 16.4+1.73 10.8+1.09 7.4%1.20
Control 52.31+6.24 4.61+0.61 9.3+3.63 15.1%£3.99 11.1£2.07 7.6%£2.20
5 50.614.34 4.3+1.05 | 10.3+4.07 15.2+2.36 11.942.53 7.9%1.49
One week
10 51.311.94 4.71+0.46 6.9+0.51 19.1%1.63 10.5+0.61 7.5+1.68
pretreatment
20 49.7£1.20 5.14+0.37 8.511.02 19.0%0.73 9.8+0.22 8.0+1.57
50 53.1%3.59 4.91+0.68 7.6%1.13 15.5+2.09 10.9+1.17 8.010.62
Control 53.91+4.47 4.7+1.04 9.0+2.93 15.9%+3.79 10.31+1.64 6.3%£1.35
5 52.312.37 4.311.25 6.5+1.45 18.5+1.74 11.7%+1.11 6.7£1.15
One month
10 56.4%1.66 4.31+0.57 5.710.92 15.6+4.39 12.4+5.18 5.5%0.37
of treatment
20 57.5%2.02 4.610.86 6.8+1.07 18.3+1.60 8.8+0.79 a4.1%+0.82
50 55.7t1.84 5.21+0.67 8.11+3.60 16.2+2.97 9.1%+1.75 5.5%0.71
Control 53.1%5.07 9.5+1.80 7.810.88 12.01+2.42 9.2+1.64 8.4=2.37
5 54.714.37 11.1+1.44 8.7+2.07 9.4%+1.26 8.7+0.55 7.4=1.95
Three months
10 55.3+2.12 10.0+1.26 8.9%1.73 10.5+0.37 8.5%+0.36 6.8-2.18
of treatment
20 58.411.84 9.1+1.83 8.7%1.55 a8.6+0.54 8.7%+0.92 6.4=1.19
50 52.4%+2.11 10.6+0.97 8.4%1.69 10.440.61 9.4%+1.35 8.8+1.70
Control 53.5%3.7 11.5+1.2 6.9%1.7 10.7+1.7 10.0+1.4 7.4+1.6
5 49.8+5.8 10.910.5 8.911.6 11.7x1.4 10.3+0.8 8.3x3.2
Six months
10 52.5%5.4 11.0£0.6 8.1£2.8 11.7x1.4 9.2+0.4 7.4%2.2
of treatment
20 54.3%+1.3 11.5+2.3 7.4%0.6 10.6+0.8 9.0+0.7 7.1=22.0
50 50.914.1 b13.0£0.7 8.4+1.7 10.4+0.9 9.720.9 7.6x1.7
One month Control 55.5+6.4 11.310.7 7.4%+1.5 10.1+2.1 9.7%+1.8 6.0x2.1
of regression 50 48.5+3.7 11.310.4 8.6*t1.5 10.7+1.3 11.5+1.0 9.4x0.9

a pvt<0.05
b pvt<0.01
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Table 7-2 Serum protein electrophoresis of dogs treated orally with BRL14151K for six months

Females
Dosage
Albumin Globulins(%)
(mg / kg / day)
(%) al a2 81 B2 y
Control 56.5+3.48 4.8+1.14 5.7+0.53 16.6+2.52 | 10.1+2.18 6.4%1.18
5 57.914.72 6.5+3.05 | b8.8+2.27 | b10.0£2.01 9.7+1.77 7.01+2.38
Two weeks
10 55.2+1.65 5.61+2.01 6.6+1.68 16.0+1.30 | 11.2%1.11 5.4*+1.11
pretreatment
20 55.11+3.54 b7.210.84 6.2+1.72 16.1+1.83 | 10.2+1.69 5.31+1.60
50 54.41+5.96 5.91+0.93 6.4+1.47 15.1+1.34 | 10.0%0.98 8.31+4.45
Control 54.913.76 5.210.48 8.8+3.95 13.6+3.57 | 10.4%+1.41 7.21+2.34
5 54.7+1.42 4.710.54 | 11.2+4.13 12.1%+1.89 9.71+0.98 7.8+2.63
One week
10 53.6+1.28 5.1%0.19 6.910.95 | al8.0+1.01 | 10.2+0.68 6.310.91
pretreatment
20 51.9+4.14 5.4%+0.94 7.5%+1.68 | al8.3%0.99 | 10.8%+1.70 6.21+1.86
50 54.614.59 5.24+0.45 6.3+1.47 14.4+1.45 | 11.7%0.86 7.91+2.47
Control 57.7+3.27 5.2%+1.13 7.6%+2.79 15.4+3.44 9.3+1.66 4.8+1.04
5 58.7+2.08 4.2+0.66 6.5+0.93 15.7%0.22 9.4+0.88 5.5+1.33
One month
10 57.7+3.68 5.1%+0.53 5.5+1.39 17.2+2.03 8.81+0.85 5.71+2.77
of treatment
20 55.714.16 26.9+0.90 6.3+1.06 16.5+0.29 | 10.3+2.30 4.4%+1.15
50 57.5+5.91 5.6+£0.50 | 11.5+4.30 11.2+3.55 8.5+1.41 5.7+2.17
Control 55.415.65 9.91+1.96 6.81+0.98 10.4+2.25 8.9+2.16 8.6+2.59
5 56.21+2.28 10.6+1.35 | a8.9%+1.49 8.71+0.54 9.0%0.40 6.8+1.54
Three months
10 55.7+1.83 12.412.16 | a8.2%0.70 9.51+0.52 8.7+1.41 5.61+1.66
of treatment
20 56.3+1.04 10.5%0.52 6.3+0.66 9.4+1.39 9.4+1.06 8.2%0.60
50 57.1+2.97 12.2+2.07 6.7+1.33 9.0%+0.76 8.710.58 6.5+2.11
Control 53.1+3.0 11.8+1.2 7.61+0.9 10.4%2.3 9.4+1.8 7.8%1.2
5 53.2+2.6 12.0£1.6 7.0%0.3 10.0+1.2 9.3+0.9 8.3=x1.3
Six months
10 55.1+3.2 bl4.0%+1.2 6.3%+1.3 9.2+0.9 9.5+1.1 5.8+2.1
of treatment
20 53.8%+1.2 12.9+1.6 7.2%2.0 10.1£1.0 9.6+0.4 6.3+1.8
50 52.5+2.8 al3.9t1.8 7.4+1.6 10.6+1.4 9.1%0.7 6.5%+2.1
One month Control 53.0+4.4 13.0+2.4 6.01+0.7 11.3+3.1 8.8+2.4 8.01+1.2
of regression 50 49.2+3.9 13.3%+1.1 7.1£0.7 9.8+1.7 10.9+1.3 9.7+0.5

a pvt<0.05
b pvt<0.01
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Table 8 —1 Blood biochemistry of male dogs treated orally with BRL25000 for six months
Dosage Serum glucose BUN Total Total Serum Serum A/G
(mg/ke/day) (mg/d1) (mg/dl) bilirubin protein albumin globulin .
¢ (fasted) i (mg/dl) | (g/d) (g/d) (g/d)) ratio
Control 110.4+ 4.1 | 13.4+ 2.4 0.4%+0.0 5.710.3 3.5+0.1 2.3+0.2 1.5%0.1
15 114.8+ 7.5 15.2+ 5.6 0.3%+0.1 5.710.4 3.3+0.1 2.3£0.3 | 1.5%0.2
Three weeks
30 117.0+ 7.0 16.2+ 2.6 | b0.3+0.1 5.6+0.1 | b3.2+0.0 2.410.1 1.3+0.1
pretreatment
60 111.8+ 4.8 12.2+ 1.3 | b0.7+0.1 | a5.3+0.2 | b3.240.1 2.170.1 1.5+0.1
150 113.7+ 6.3 15.1+ 3.0 0.4%+0.1 5.8+0.2 3.5+0.1 2.3+0.2 1.5=0.1
Control 102.1% 7.8 11.4#+ 1.3 0.41+0.1 5.0+0.3 3.1+0.1 1.94+0.2 1.6=0.2
15 105.5+ 3.4 14.0% 4.3 0.41+0.1 5.2+0.4 3.0+0.1 2.2+0.3 1.4+0.2
One week
30 110.0+ 2.4 12.7+ 1.7 0.3+0.1 5.4+0.2 3.0+0.1 | a2.4+0.2 | a1.3%0.2
pretreatment
60 103.5+ 5.8 10.0+ 2.9 0.3+0.1 5.170.2 3.0+0.1 2.1+0.2 1.4+0.1
150 103.3+ 7.9 al3.9%+ 2.3 0.4+0.1 5.2+0.3 3.11+0.1 2.1%£0.2 1.5+0.1
Control 102.4+ 6.9| 22.1%+ 3.2 0.4%0.1 6.0+0.3 3.4+0.1 2.6+0.2 ! 1.420.1
15 all4.0% 3.8| 23.2+12.0 0.3%£0.1 5.970.3 3.3+0.1 2.6=0.3 1.320.1
One month
30 b117.5+ 3.5| 21.5%+ 1.7 0.3%+0.1 5.7=0.1 | b3.3+0.1 2.5+0.1 1.2+0.1
of treatment
60 all4.0+ 3.4 al6.8+ 3.4 0.3£0.1 | b5.3£0.1 | b3.2+0.1 | b2.1£0.1 | al.5+0.1
150 b116.4+ 4.6 22.0+ 4.0 | b0.3+0.0 | b5.6+0.2 | a3.3+0.1 | b2.3£0.1 1.5£0.1
Control 102.0+ 7.5 16.6+ 2.2 0.4%+0.1 6.440.4 3.4+0.3 3.0+0.3 1.220.3
15 all2.0x 1.4 21.2+13.5 | a0.3£0.1 6.0+0.4 3.5£0.3 | h2.5£0.2 1.470.1
Three months
30 108.5+ 2.9 a21.7+ 3.6 | a0.3%0.1 6.120.4 3.5£0.3 | 22.6+0.2 1.3+0.1
of treatment
60 110.5+ 8.1 19.0+ 5.3 | b0.240.0 | b5.6+0.1 3.3£0.1 | b2.3+0.1 1.4%+0.1
150 107.3£ 7.6 19.4+ 7.9 | a0.3%+0.0 | a5.84+0.4 3.4%0.2 | b2.4+0.2 1.4+0.1
Control 76.9+ 8.7 16.3+ 2.5 0.3+0.1 6.6+0.4 3.3+0.1 3.1£0.5 1.1+0.3
15 292.5%10.1 25.0+12.9 | a0.4%+0.1 6.1:0.5 3.1+0.3 3.0+0.3 1.1£0.1
Six months
30 a91.2+ 4.3 | a23.7+ 4.8 0.4£0.0 6.5£0.4 3.1+0.1 3.4+0.3 0.9+0.1
of treatment
60 b98.7+ 4.3 19.5+ 3.1 0.4%+0.1 | b5.920.1 | b2.94+0.1 2.91+0.1 1.0+0.1
[
150 b99.7+ 4.7 | a21.7%+ 5.3 0.3+0.0 | b5.9+0.4 3.1+0.2 2.8£0.3 I 1.1£0.2
One month Control 106.7+ 7.5 12.3+ 1.2 0.2%0.1 6.4+0.2 3.2+0.1 3.2+0.3 1.0£0.1
of regression 150 107.7+10.3| 18.7% 6.4 | 0.3+0.1 | 6.5+0.3 | 3.4%0.2 | 3.1£0.4 | 1.1%0.2

a pvt<0.05
b pvt<0.01
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Table 8 —2 Blood biochemistry of male dogs treated orally with BRL25000 for six months

Dosage SAP SGOT SGPT Na K Cl
(mg/kg/day) (1u/mn (1u/mn (Tu/m (mEq/1) (mEq/1) (mEq/1)
Control 127.41+26.6 22.0+ 3.9 26.9%+ 2.6 154.6+£1.7 4.91+0.2 114.71+0.8
15 130.3+29.5 25.0+ 5.0 27.7%+ 3.6 155.5+1.3 a5.5+0.6 bl117.8+2.2
Three weeks ‘
30 147.0£19.1 23.7t 4.6 29.0+ 5.0 154.0+0.8 5.2+0.8 113.8%1.0
pretreatment
60 135.0+23.5 25.2% 4.0 24.5+ 4.8 154.0+0.8 4.7+0.1 all6.8+1.5
150 136.9+18.0 22.6+ 4.0 27.0+ 6.2 153.7+1.8 5.0%+0.3 113.7+2.1
Control 120.4+24.9 28.9+ 4.9 32.1+ 4.7 147.3+1.4 4.81+0.2 111.1+1.6
15 105.8+30.6 26.3%+ 5.6 34.5+12.1 al49.0+0.0 4.94+0.2 111.51+0.6
One week
30 127.8+22.0 24.7+ 5.6 34.2+ 5.1 149.5+2.9 4.61+0.3 109.5+2.5
pretreatment
60 113.0+15.0 31.5+ 9.6 27.7+ 3.2 | bl51.8+0.5 4.6+0.1 111.5+1.3
150 125.3+17.5 26.0+ 4.1 30.0+ 4.9 149.0+2.5 4.91+0.2 110.9+2.0
Control 109.7+23.4 27.1+ 5.2 36.7+ 7.7 160.6+2.6 4.84+0.1 118.9+1.7
15 94.0+25.7 26.0+ 6.3 31.3% 8.3 158.8+2.9 4.8+0.3 117.5+3.4
One month
30 112.5+22.1 21.7+ 3.9 29.0+ 5.9 157.8+2.1 a4.6+0.1 b109.3+2.6
of treatment
60 93.5+10.9 27.0+ 6.1 28.0+ 2.9 157.8+2.2 a4.5+0.1 b110.3+1.3
150 107.0+17.8 22.0+ 4.4 29.0+ 6.4 | al57.3*+1.7 4.6+0.4 118.0+0.8
Control 71.4+17.6 29.0+ 4.5 35.9+ 5.1 156.0+1.9 4.8+0.3 117.1%+1.2
15 68.5+24.7 32.3+10.0 37.0+ 7.1 b152.0+2.0 5.0+0.1 all5.3%+1.3
Three months
30 80.8+17.5 29.7+ 3.3 33.2+ 4.8 153.3+2.2 4.61+0.2 115.8+1.3
of treatment
60 59.7+ 7.7 28.5+ 6.2 a29.5+ 1.0 | al53.0%+2.2 4.7+0.4 117.3+1.5
150 75.3115.7 24.3£ 5.0 33.7+ 6.4 | al53.7+1.7 4.8+0.4 116.9%1.1
Control 55.3+12.4 25.0+ 5.4 37.4t 5.4 154.1+1.2 4.5%0.2 116.0£1.5
15 55.2+31.3 27.5+ 8.6 36.7+ 8.8 154.3+2.5 4.71+0.1 117.81+2.8
Six months
30 63.51+26.7 27.7f 4.1 38.5+ 4.9 153.5+0.6 4.6+0.3 116.3+1.7
of treatment
60 49.7+ 1.7 22.0+ 6.7 a29.2+ 5.6 155.5+1.3 4.510.2 118.5+3.1
150 63.6+23.4 20.0+ 6.9 a3l.7+ 3.6 | b151.9+0.7 4.710.3 116.0+1.9
One month Control 45.71t14.0 23.7+ 4.7 29.7+ 4.0 152.0+1.7 4.6%0.1 115.0t1.0
of regression 150 44,0+ 4.4 19.0+ 6.9 29.7+ 6.1 153.0%1.0 4.71+0.2 114.0+2.6

a pvt<0.05
b pvt<0.01
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Table 9 —1 Blood biochemistry of female dogs treated orally with BRL25000 for six months
Dosage Serum glucose BUN Total Total Serum Serum A/G
(mg/ke/day) (mg/dl) bilirubin protein albumin globulin i
me/ke/day (fasted) (mg/d1) (mg/dl) (g/dD) (g/dl) (g/al) ratio
Control 113.4+ 4.8| 17.0%5.1 0.4%0.1 5.71£0.3 3.5+0.1 2.2%0.2 1.5+0.1
15 109.8+ 1.3 | 13.2+0.5 a0.3+0.1 5.3%£0.3 | b3.2+0.0 2.1£0.2 1.5+0.1
Three weeks
30 107.8+18.7 | 12.0£3.6 0.4+0.3 5.6+t0.2 3.3£0.2 2.3%£0.2 1.4+0.2
pretreatment
60 113.5+ 9.9 | 14.2+2.9 0.5%+0.1 5.21£0.4 | a3.2x0.1 2.0£0.3 1.6=0.2
150 b99.9+ 4.8 | 14.7+3.1 0.4%+0.1 6.1£0.5 3.4+0.1 | a2.7+0.4 | al.3%0.2
Control 104.7+ 8.8 | 13.7%4.7 0.4+0.1 5.2+0.3 3.1+0.2 2.0£0.2 1.5+0.1
15 107.0= 3.5| 12.7+1.0 0.3+0.1 4.9%0.3 | a2.9%0.1 2.010.2 1.4+0.1
One week
30 103.0+ 2.4 12.0%+1.4 0.3%0.1 5.3%0.1 3.0£0.1 | a2.3+0.1 | al.3%+0.1
pretreatment
60 106.3+ 5.4 | 11.0=1.6 0.3%0.1 5.0%0.3 3.0%0.1 2.0£0.3 1.5+0.2
150 106.4+ 4.4 | 10.6%=2.4 0.3+0.1 5.0%0.3 3.1%0.1 1.9+0.2 1.6+0.1
Control | 109.1+ 3.8| 19.6+5.3 0.3%0.1 5.9%0.3 3.4%0.1 2.5+0.3 1.4+0.1
|
15 iall4.31‘ 3.0 17.7%2.2 0.4£0.0 5.8+0.3 3.3£0.0 2.4%0.2 1.3+0.1
One month {
30 | 108.3+ 7.6| 18.8%2.1 0.3%+0.1 5.910.3 3.4%0.1 2.6%£0.3 1.3+0.1
of treatment ‘
60 114.3%11.6 | 18.0%1.4 0.3+£0.1 | a5.4%0.3 3.2%20.1 2.2+0.2 1.5+0.1
150 104.7% 6.6 | 15.0%£2.9 0.3+0.1 5.7£0.3 3.3%£0.2 2.3£0.2 1.5+0.1
Control 103.1+ 6.7 | 17.3%6.2 0.4+0.1 6.4+0.5 3.5+0.1 2.9+0.4 1.2+0.2
15 105.0+ 7.4 | 18.8%3.5 b0.3+0.1 5.9+0.2 3.4+0.2 2.5%0.2 1.41+0.1
Three months
30 | 107.3*+ 6.1| 18.5%+3.3 b0.3+0.0 5.9%0.4 3.5+0.3 | a2.4%0.2 | al.5%0.1
of treatment |
60 i 106.8+ 6.4 | 18.5%£2.4 b0.3+0.1 | a5.8+0.2 3.5+0.1 | a2.3%£0.1 | al.5%0.1
150 alll.0+ 5.6| 17.7£5.6 a0.3%+0.0 6.1£0.3 3.5+0.2 2.7+0.2 1.3+0.1
Control 86.9+ 9.0| 18.9%6.2 0.4%0.1 6.7+0.3 3.3%£0.2 3.3+0.3 1.0£0.1
15 89.2+ 8.4 23.0%4.1 0.5+0.1 6.6+0.2 3.3%£0.2 3.3+0.2 1.0+0.1
Six months
30 89.7t 7.7| 17.5%1.9 0.4%0.1 6.4£0.5 3.3+0.3 3.1£0.2 1.1+0.1
of treatment
60 96.3+ 8.3| 17.0f2.4 0.4%0.1 6.11+0.4 3.1%0.1 3.0£0.3 1.0+0.1
150 a%96.3+ 5.3 | 14.7%5.0 0.3+0.1 | b6.0+0.4 3.3+0.2 | b2.7£0.2 | bl.2£0.1
One month Control 104.7+ 7.5 13.3%+4.0 0.3+0.1 6.5+0.4 3.3+0.2 3.2+0.6 1.1£0.3
of regression 150 110.0% 4.0 | 14.0%2.0 0.4+0.1 6.5+0.2 3.3%£0.1 3.2£0.3 1.04+0.2

a pvt<0.05
b pvt<0.01
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Table 9 —2 Blood biochemistry of female dogs treated orally with BRL25000 for six months

Dosage SAP SGOT SGPT Na K Cl
(mg/kg/day) (TU/1) (1U/)) (1U/1) (mEq/1) (mEq/1) (mEq/1)

Control 164.7+21.8 23.7+ 5.6 28.7+ 3.5 154.9+1.7 4.7+0.3 115.4+2.1

15 155.0+£34.1 27.0+ 4.4 | a34.8+ 1.5 155.3%1.7 4.7%0.3 117.0+1.4
Three weeks
30 150.3+33.6 23.2+ 5.0 26.5+ 3.1 153.3%+1.5 5.24+0.4 112.8+1.7
pretreatment
60 130.5+31.6 21.2+ 3.4 34.2+ 5.6 | al51.8%1.5 4.4%0.2 114.8+2.2
150 165.9+30.4 21.9%+ 4.5 30.1+ 3.2 157.0+3.3 a5.1%+0.2 116.0+2.5
Control 145.9+19.9 31.4%+ 6.9 35.1+ 6.0 149.4+1.1 4.91+0.3 111.1+1.7
15 143.0+25.7 29.7+ 7.1 35.0+ 2.2 149.5+3.1 4.710.1 111.3+1.3
One week
30 143.5+29.7 26.3+ 7.0 33.2+ 6.5 151.0+1.6 4.8%0.3 110.0+1.4
pretreatment
60 119.8+26.7 25.0+ 2.8 41.0% 8.8 149.3+1.7 4.4%0.3 110.8+2.5
150 141.9+28.8 25.7% 6.0 34.3+ 6.0 149.3+1.7 4.71+0.2 110.3+1.8
Control 125.0+28.2 28.9+ 6.3 37.0+ 4.9 158.9+2.9 4.6+0.3 117.6+2.4
15 105.8+29.7 24.7+ 4.9 35.0f 1.4 158.0+2.9 4.5%+0.2 114.5+1.7
One month
30 110.8+20.9 22.5+ 5.8 31.3+ 4.3 159.3+1.0 4.9%0.2 b110.0+1.8
of treatment
60 103.0+25.6 21.7% 3.6 33.7+ 5.1 159.5+2.1 4.4+0.4 b108.5+1.3
150 120.3+17.6 25.7% 4.4 34.9+ 4.3 160.0+3.5 4.7%+0.2 117.1£3.3
Control 98.3+42.9 30.4%+ 5.0 38.3+ 6.8 155.6+1.1 4.910.4 116.6+1.7
15 92.2+43.3 35.2+ 2.1 43.3% 6.0 | al53.3%+1.3 ad.41+0.2 116.0%+0.8
Three months
30 74.51+20.4 31.0% 6.9 37.5+£10.8 | b152.5*+1.3 4.5+0.3 115.0%+1.8
of treatment
60 77.7428.6 24.7+ 3.6 35.7+ 4.0 | b152.0%+1.8 a4.3%0.2 115.5+1.9
150 73.7+ 8.7 | a21.7+ 7.4 | a29.6% 7.0 156.0+2.6 4.71+0.2 all9.1+1.7
Control 81.1+15.2 22.7+ 4.5 37.41+ 6.2 153.7+1.1 4.510.2 114.7£1.4
15 82.01+47.1 24.0+ 3.3 38.2+ 4.9 | al56.8+2.1 4.410.3 all8.0+2.6
Six months
30 a54.7+14.5 29.24+10.2 37.5£ 7.4 154.8+2.2 4.5%+0.3 115.8t1.5
of treatment
60 59.0+21.6 21.0+ 3.6 33.7+ 5.4 152.8+1.9 4.31£0.3 114.0£0.8
150 69.1t11.4 19.3+ 6.0 32.0+ 7.0 151.9+2.2 4.6%+0.5 115.0£1.5
One month Control 57.3+11.9 24.3£ 2.5 31.0+ 5.6 154.0£2.0 4.7%£0.5 116.3%1.5
of regression 150 45.0% 8.9 18.3+ 7.6 33.0+ 4.0 155.3+2.1 4.8+0.2 117.0£3.5
a pvt<0.05

b pvt<0.01



VOL. 31 S—-2

CHEMOTHERAPY

225
Table 10-1 Serum protein electrophoresis of dogs treated orally with BRL25000 for six months
Males
Dosage
Albumin Globulins(%)
(mg / kg / day) ?
(%) ol a2 A1 82 4
Control 51.3+3.8 5.1+0.4 7.7£0.9 18.5+1.4 10.8£1.3 6.7+1.8
15 51.3+1.2 5.71+0.6 7.4x1.9 17.6x0.9 11.81+0.6 6.21+0.6
Three weeks
30 49.3+5.2 5.5%£0.6 7.4%0.7 17.7+2.8 11.8+1.4 8.3+1.7
pretreatment
60 50.2+2.8 4.9%1.6 7.9£1.0 al5.9%+1.7 b13.5+1.3 7.5%1.5
150 50.2+1.6 5.7%+0.7 8.3=1.0 18.4*1.0 11.5+0.8 5.9%1.1
Control 52.8+2.5 4.8+0.6 7.8%x2.1 15.8+2.1 11.3+1.8 7.6%£1.6
15 54.11+0.8 5.2%0.3 7.3x=1.5 15.7£0.6 10.3+1.1 7.410.9
One week
30 52.1+5.4 5.4%0.3 6.0=0.6 16.0=1.8 11.7+1.6 8.6+2.9
pretreatment
60 56.71+3.9 5.2+1.4 6.0£1.4 14.2+2.5 11.5+1.0 6.2+1.1
150 54.3+1.8 5.1%£0.8 6.4=0.5 17.6=1.0 10.21+0.6 6.4%+1.0
Control 57.0+2.9 4.5+0.7 5.8%1.1 16.4+1.9 10.5%1.5 5.8+1.1
15 55.6+2.6 4.8x0.7 6.5+1.2 15.4%1.7 10.7£1.7 6.9+0.8
One month
30 56.91+2.6 5.4%0.9 4.5=0.8 16.1=1.1 11.3%£1.5 5.710.9
of treatment
60 58.0+1.6 4.8%1.1 5.3%0.4 14.7%0.5 11.4%1.3 5.7%0.8
150 58.8+2.5 5.3%0.8 6.812.7 15.1+2.7 9.6=1.0 b4.4+0.5
Control 49.1+3.4 5.7%0.7 7.0%£0.8 16.2+1.3 12.81+0.8 9.2+2.5
15 b56.9+2.5 4.8+0.9 7.3x1.8 al4.3+0.9 b11.0+0.8 a5.6%+1.6
Three months
30 a55.1+2.5 6.5%+1.0 6.0+0.9 16.2+0.8 b9.5+1.2 6.6+1.6
of treatment
60 b58.5+3.2 4.6%0.9 b11.41+0.9 b10.6+1.7 b9.0+0.3 a5.8+1.4
150 a55.01+4.3 5.2+1.2 7.6%£0.9 15.0%2.2 11.4%2.0 a5.9+2.2
Control 50.5+6.3 3+1.1 8.4+1.7 18.1£5.5 11.0+1.7 7.8+2.4
15 54.5%3.9 b9.9+2.5 9.6x1.5 b8.810.7 10.8£2.0 6.4+1.8
Six months
30 51.5+3.5 b11.3+0.6 9.4%0.6 a9.5+1.3 10.0£0.7 8.3t1.8
of treatment
60 53.7%2.8 b9.6+0.6 9.2+0.6 a9.1x1.8 10.8+0.8 7.5%£1.9
150 55.1%£2.7 4.4%0.8 7.9+3.4 13.9%4.1 10.6+2.3 8.2+4.1
One month Control 53.6%£3.6 8.7%1.6 7.2+0.3 9.6+0.9 10.3+1.2 10.6+1.6
of regression 150 55.1+5.2 8.9*1.3 8.1+0.7 10.1+1.4 9.6+1.0 8.2+2.4

a pvt<0.05
b pvt<0.01
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Table 10-2 Serum protein electrophoresis of dogs treated orally with BRL25000 for six months

Females
Dosage
Albumin Globulins(%)
(mg / kg / day)
(%) al a 2 Al B2 y
Control 50.4%1.5 6.2+1.2 7.0£1.6 18.2+1.3 11.31+0.6 6.9%1.1
15 49.4+1.5 5.7£1.2 6.5t1.2 19.2+1.7 b12.6+0.3 6.7£1.0
Three weeks
30 52.5+5.4 5.1%0.2 7.8%+1.5 15.5+3.8 11.6%1.7 7.31£2.2
pretreatment
60 b53.4+1.0 5.2+0.5 7.1+0.7 16.7+0.6 11.8+0.5 5.810.4
150 50.6+3.2 5.4%+1.2 7.3+2.2 18.1%0.8 12.3+2.3 6.3+1.9
Control 52.4%+3.2 4.9%0.6 6.5+1.1 15.8+3.3 12.9+3.8 7.612.4
15 53.7*+1.9 b6.31+0.6 5.7+0.7 15.4+1.0 11.7+0.6 7.1+0.8
One week
30 54.8+4.0 5.2%0.4 7.610.3 15.5+2.5 11.1%1.6 5.710.9
pretreatment
60 54.4%3.9 4.9%+0.3 6.410.9 16.1+2.4 11.8+0.4 6.4+0.6
150 53.8+4.1 5.3+1.5 6.3+1.2 17.2+1.1 11.3+1.5 6.1+2.0
Control 57.1+3.1 5.8%+1.1 8.7t2.1 13.6+2.3 9.0£1.0 5.8+1.4
15 54.41+2.3 5.5%0.8 a5.84+0.3 al6.8+1.4 b11.3+0.7 6.210.2
One month
30 58.8+4.0 a4.41+0.5 a5.3%1.0 13.8£1.0 11.3£2.7 6.210.7
of treatment
60 60.5+3.0 5.3%£0.8 b4.9%+1.0 15.4%+1.7 8.9%+0.9 4.9%1.5
150 57.9+4.8 5.6+0.8 8.9*+1.7 12.3+3.1 10.2+2.3 4.911.1
Control 52.1%4.5 5.5+0.9 8.5t2.1 13.5+1.8 13.0*+1.8 7.4%2.0
15 56.9+4.5 6.3%+1.1 a5.3+0.8 14.9+1.8 al0.2x1.1 6.4+1.7
Three months
30 b60.3+2.0 5.5+1.1 9.6+2.1 11.1+1.4 b8.3+1.6 5.1%£1.2
of treatment
60 b61.4+1.9 6.5+0.8 9.6+0.6 b9.2+1.2 b8.8+0.7 a4.4%+0.3
150 54.4%3.6 6.61+1.2 a6.3+1.5 15.2+1.7 12.4%+1.8 a5.1+1.2
Control 51.2%3.1 3.9+0.5 8.7+4.2 17.8+4.1 11.2+1.8 7.2%+1.7
15 54.715.1 b11.0+1.4 9.0t2.1 b8.5t1.8 10.8%+1.4 5.9%0.7
Six months
30 a56.1+1.2 b7.7%£2.4 5.9*1.1 b9.1+2.0 14.1+3.6 7.0t1.1
of treatment
60 b57.3+1.9 bl1.1+2.5 9.3£1.0 b8.0+1.0 9.9%2.3 a4.3t+1.2
150 52.1%+3.9 4.6%+1.0 7.8%+1.3 20.0%2.9 10.7+1.7 a4 .7t1.5
One month Control 51.1+7.9 10.1+1.0 6.01£0.4 10.6+3.8 11.3+2.4 10.9%2.2
of regression 150 50.11+5.0 12.0£0.1 7.9%1.0 10.3+0.6 10.9+2.1 8.8t+2.1

a pvt<0.05
b pvt<0.01
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Table 11 Organ weights (g) of dogs treated orally with BRL14151K
Dosage (mg/kg/day)
Six months of treatment After one month of regression
Control 5 10 20 50 Control 50
Males
Body weight (kg) 9.0%0.8 10.5+1.5 9.9+0.5 9.1+1.5 9.6x1.4 11.0£1.6 10.2x1.3
Brain 79.91+9.24 75.80+7.97 77.23+6.19 | 73.06%4.10 71.79+4.21 85.09+5.15 79.87+2.87
Pituitary 0.066+0.019 | 0.086-0.017 | 0.081+0.015 | 0.057+0.013 | 0.085+0.011 | 0.061%0.007 | 0.064-0.004
Heart 82.76+3.60 83.46+7.50 80.80+4.69 76.43£15.75 | 78.44+12.57 | 84.69*10.64 | 80.31%9.58
Lungs 85.47+1.32 86.72+4.51 85.22+10.85 | 76.86+17.00 | 83.67+10.94 | 82.82+8.96 80.70+9.80
Liver 271.38+25.47 | 289.22+30.70 | 267.49+31.44 | 266.50+43.71 | 250.87+41.02 | 319.90£53.12 | 311.98+32.11
Spleen 35.01+12.97 | 44.82%23.67 | 30.99+9.80 | 43.96+19.26 | 35.39+14.96 | 53.41£10.07 | 53.00+9.29
Pancreas 17.8221+4.169 | 18.286+5.637 | 18.971+5.238 | 18.798+3.997 | 19.718+4.842 | 27.513+7.103 | 20.160+8.246
Thymus 3.189%1.206 | 5.785+1.125 | 2.614%0.984 | 3.863+1.775 | 3.105+1.348 | 5.997+1.800 | 8.503+4.469
Prostate 3.800£0.668 | 7.785+3.579 | 5.593+1.378 | 7.069+3.471 | 4.800+1.912 | 7.010=0.991 | 4.836=1.285
Kid L | 21.394%1.653 | 26.312+4.123 | 23.791+3.779 | 21.242+2.265 | 21.638=4.115 | 25.886=2.773 | 24.792+1.884
idneys
R | 20.783+1.246 | 25.637£3.794 | 24.687+4.269 | 21.174+2.295 | 21.484+3.875 | 24.421+2.820 | 25.633+1.830
Thyroid L | 0.3180.084 | 0.336+0.056 | 0 386=0.076 | 0.397+0.096 | 0.279+0.066 | 0.385+0.065 | 0.305+0.085
lobes R | 0.345%0.061 | 0.36710.094 | 0.386+0.059 | 0.379£0.050 | 0.349=0.111 | 0.300%0.114 | 0.308%0.018
Adrenal L | 0.457+0.036 | 0.47710.088 | 0.544+0.080 | 0.544+0.138 | 0.493+0.099 | 0.643+0.140 | 0.573%0.105
renals
R | 0.51740.066 | 0.495+0.093 | 0.508%+0.026 | 0.507+0.092 | 0.504%0.078 | 0.6680.092 | 0.550-=0.100
Gonad L | 8.387+1.743 | 8.557+1.315 | 7.892+1.085 | 7.460%2.376 | 9.245+3.418 | 7.985%2.555 | 7.8451+0.412
onads
R | 8.161£1.455 | 8.669+0.973 | 7.424+0.967 | 7.859+1.625 | 7.934+1.561 | 8.148+2.720 | 8.478+1.197
Females
Body weight (kg) 8.5+0.7 8.7+2.9 9.3+1.7 10.5+1.8 8.7+1.7 9.9+3.6 8.310.6
Brain 70.26+4.87 71.87%3.72 69.93+2.55 75.50£5.16 72.46+3.28 73.23+2.08 73.35+2.54
Pituitary 0.061+0.019 | 0.083+0.016 | 0.066+0.017 | 0.059%0.024 | 0.058+0.015 | 0.043%0.009 | 0.050£0.020
Heart 66.61+10.46 | 60.53*+13.12 | 65.47+3.83 68.56+8.43 61.49+9.41 68.40+20.14 | 63.68=11.63
Lungs 71.64111.94 | 66.38+14.41 | 74.56+9.27 73.36+£14.66 | 70.72%+15.35 | 71.72+22.20 | 64.54+5.47
Liver 249.33+38.01 | 233.70£56.39 | 260.87+25.62 | 309.00:64.76 | 236.82+31.20 | 257.27+62.38 | 262.93+14.65
Spleen 33.79£5.35 37.87£9.05 31.58£5.74 45.82+23.00 | 43.28+12.93 | 52.32+15.90 | 32.49%+5.57
Pancreas 18.663+4.255 | 20.465+3.916 | 14.018+3.178 | 18.880+£2.409 | 18.4541+3.488 | 13.8221+1.926 | 19.293+2.454
Thymus 3.329+1.208 | 3.628+1.243 | 2.975+0.390 | 4.719%+1.415 | 3.099%0.116 | 4.164+0.829 | 6.204+0.522
Uterus 10.556+7.812 | 4.424+4.550 | 8.705+5.960 | 16.870+£3.308 | 6.412+5.599 | 10.032£6.185 | 12.752+2.730
Kid L | 17.762+0.715 | 19.756+4.105 | 18.336+1.804 | 21.205+2.571 | 18.867+2.968 | 20.664+3.634 | 19.437=3.146
idneys
R [ 17.270£1.086 | 19.705+4.982 | 18.475+3.154 | 19.816+1.898 | 18.228+2.434 | 17.185%5.330 | 19.350£3.210
Thyroid L | 0.369+0.056 | 0.382+0.091 | 0.31140.053 | 0.28340.021 | 0.333+£0.062 | 0.295+0.033 | 0.365+0.073
lobes R | 0.333%0.059 | 0.329+0.132 | 0.364+0.029 | 0.325%0.054 | 0.292+0.061 | 0.277+0.042 | 0.314£0.102
Adrenal L | 0.52940.025 | 0.534+0.086 | 0.504%0.015 | 0.522%0.023 | 0.523%0.151 | 0.657+0.123 | 0.576+0.022
renals
R | 0.51440.046 | 0.565+0.086 | 0.475+0.087 | 0.561%0.015 | 0.544+0.139 | 0.685+0.124 | 0.609+0.072
Gonad L | 0.668+0.305 | 0.574+0.237 | 0.655%0.249 | 0.873+0.210 | 0.72010.383 | 0.668%0.202 | 0.683+0.231
onads
R | 0.566+0.160 | 0.33010.062 | 0.536%0.209 | 0.731+0.094 | 0.341%+0.065 | 0.756+0.545 | 0.678%0.019
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Table 12 Relative organ weights (g/kg of body weight) of dogs treated orally with BRL 14151K
Dosage (mg/kg/day)
Six months of treatment After one month of regression
Control 5 10 20 50 Control 50
Males
Brain 9.00+1.64 7.29+1.06 7.78%+0.35 8.14+0.94 7.58+1.19 7.82+0.62 7.92+0.82
Pituitary 0.007%0.002 | 0.008+0.002 | 0.008%0.001 | 0.006+0.001 | 0.009+0.002 | 0.006+0.901 | 0.006+0.001
Heart 9.25+0.43 8.04+1.25 8.16£0.70 8.41+1.09 8.15+0.45 7.73+0.19 7.90+0.25
Lungs 9.58+0.87 8.34=0.95 8.64+1.48 8.431+0.99 8.77+1.14 7.57%0.24 7.99+1.13
Liver 30.37+3.41 |[27.67+2.48 |26.95%+2.91 |29.31%+1.14 |26.08+2.18 |29.21+3.52 |30.97+4.92
Spleen 3.86+1.21 4.14%+1.99 3.10+0.85 5.09+2.72 3.86+2.02 4.891+0.79 5.33+1.48
Pancreas 1.979+0.399 | 1.715+0.358 | 1.933+0.613 | 2.152+0.746 | 2.036+0.320 | 2.497+0.513 | 2.017+0.955
Thymus 0.360+0.151 { 0.566+0.171 [ 0.261+0.087 | 0.444+0.240 | 0.337+0.165 | 0.539+0.084 | 0.817+0.354
Prostate 0.426+0.087 | 0.713%+0.263 | 0.600+0.141 | 0.841+0.547 | 0.501+0.217 | 0.642+0.072 | 0.490+0.176
Kid 2.389+0.148 | 2.501£0.208 | 2.392+0.295 | 2.353+0.163 | 2.255+0.364 | 2.370%+0.156 | 2.450+0.189
idneys
2.324+0.174 | 2.440=0.206 | 2.486+0.383 | 2.346-0.192 | 2.230+0.205 | 2.234+0.128 | 2.538+0.258
Thyroid 0.036+0.011 | 0.033+0.011 | 0.0390.009 | 0.046:£0.017 | 0.029::0.007 | 0.0350.001 | 0.03120.011
lobes 0.0390.008 | 0.0360.011 | 0.039:0.008 | 0.042::0.007 | 0.036::0.009 | 0.027:0.008 | 0.0300.003
Ad | 0.051+0.006 | 0.047£0.016 | 0.055+0.011 { 0.061+0.020 { 0.051+0.005 | 0.0600.017 | 0.056+0.005
renals
0.058+0.007 | 0.049%:0.017 | 0.051:0.005 | 0.057:0.014 | 0.052::0.004 | 0.062::0.013 | 0.055::0.016
Gonad 0.934+0.175 | 0.812+0.042 | 0.797+0.119 | 0.804+0.137 | 0.939+0.199 | 0.756+0.307 | 0.780+0.110
onads
0.908+0.131 | 0.827+0.040 | 0.750+0.107 | 0.861-0.096 | 0.822+0.078 | 0.770+0.317 | 0.833+0.043
Females
Brain 8.26+0.50 8.80+2.26 7.671+1.02 7.34%1.21 8.54+1.29 8.02+2.55 8.84+0.81
Pituitary 0.007+0.003 | 0.009+0.002 | 0.008+0.003 | 0.006+0.003 | 0.007+0.001 | 0.005+0.002 | 0.006+0.002
Heart 7.82+1.13 7.121+0.81 7.21£1.19 6.661+1.24 7.21%+1.34 7.03+0.51 7.63t£1.14
Lungs 8.37%0.95 7.81+1.00 8.16+1.27 7.04%£1.19 8.24+1.44 7.37£0.70 7.741+0.21
Liver 29.16+2.76 |27.35+2.42 |28.55+4.09 |29.39+1.75 |27.58+2.31 |27.49+9.12 |31.73+3.98
Spleen 3.95+0.39 4.75+2.05 3.4110.29 4.35+1.74 5.31+2.52 5.37%0.41 3.90+0.60
Pancreas 2.205+0.542 | 2.436+0.428 | 1.532+0.383 | 1.816+0.143 | 2.171+0.503 | 1.479+0.347 | 2.311+0.186
Thymus 0.386+0.111 | 0.4424+0.162 | 0.331+0.083 | 0.460+0.144 | 0.368+0.072 | 0.444+0.124 | 0.744+0.037
Uterus 1.2814+0.980 | 0.520+0.510 | 0.927+0.622 | 1.628+0.328 | 0.747+0.623 | 1.091+0.848 | 1.540%0.366
Kid 2.095+0.203 | 2.348+0.425 [ 1.998+0.184 | 2.060+0.391 | 2.202+0.317 | 2.180+0.356 | 2.323:+0.246
idneys
2.032+0.155 | 2.335+0.484 | 1.997+0.155 | 1.9300.373 | 2.133+0.308 | 1.766+0.292 | 2.31110.243
Thyroid 0.044+0.007 | 0.048+0.023 | 0.034+0.008 | 0.028+0.006 | 0.039+0.010 | 0.033+0.013 | 0.044+0.007
Jobes 0.039+0.008 | 0.042+0.028 | 0.0400.009 | 0.0310.001 | 0.034£0.007 | 0.030+0.012 | 0.038£0.011
Ad | 0.062+0.007 | 0.065+0.019 | 0.055+0.009 | 0.051%0.007 | 0.060+0.007 | 0.069=0.012 | 0.069%0.006
renals
0.061+0.007 | 0.068+0.016 | 0.053+0.016 | 0.055+0.010 | 0.062+0.006 | 0.073£0.017 | 0.073+0.007
3 0.0800.037 | 0.065%0.016 | 0.0710.025 | 0.084+0.020 | 0.083+0.042 | 0.076+£0.043 | 0.082%0.025
Gonads
0.067+0.022 | 0.03940.007 | 0.0604-0.029 | 0.072+0.020 | 0.040+0.005 | 0.0730.035 | 0.082+0.007
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Table 13 Organ weights (g) of dogs treated orally with BRL 25000
Dosage (mg/kg/day)
Six months of treatment After one month of regression
Control 15 30 60 150 Control 150
Males
Body weight (kg)| 11.9+1.0 10.1%1.6 11.5%1.5 11.4%+1.0 11.2+1.5 10.1£1.1 11.1+1.2
Brain 82.27+3.67 79.60+4.34 77.58+0.40 81.80+5.89 74.87+8.54 82.80+3.44 82.031+4.42
Pituitary 0.064+0.019 | 0.07120.010 | 0.073+0.019 | 0.079+0.012 | 0.060+0.012 | 0.067+0.035 | 0.073+0.014
Heart 93.51+11.64 | 79.99+6.84 90.14+10.71 | 98.54%8.42 87.10£8.07 88.64+20.62 | 94.02%11.90
Lungs 85.99+4.19 71.55+17.98 | 80.71+3.88 88.28+7.99 77.40+8.83 83.06+8.82 84.22+4.56
Liver 309.84%39.99 | 287.22+19.87 | 328.01+24.51 | 315.32+30.49 | 334.90+40.08 | 276.5618.93 | 334.42+44.30
Spleen 38.89+13.42 | 25.75+5.96 40.44+16.26 | 36.99+13.30 | 43.71%+30.03 | 35.76+5.85 74.60+34.44
Pancreas 24.671+2.81 24.67+2.29 21.26+3.35 18.73+4.63 22.21%2.80 24.03+5.78 23.88+6.91
Thymus 5.517+1.154 | 7.344%3.617 | 7.689-3.078 | 7.173+1.433 | 3.401+1.106 | 6.059=3.644 | 8.648+3.398
Prostate 7.94411.782 | 7.05916.665 | 6.771+2.315 | 8.131+2.440 | 3.589+0.952 | 6.353+1.630 | 7.161%2.312
Kid L | 26.95+2.31 22.04+4.29 24.86+2.87 27.99+2.70 23.21+2.83 27.10%+2.05 24.54+2.29
idneys
R | 26.48+2.58 22.45+3.41 24.95+2.33 27.07+2.89 23.21+3.03 25.32+3.09 23.58+1.74
Thyroid L | 0.419£0.094 | 0.328+0.071 | 0.408+0.077 | 0.454+0.152 | 0.423+0.139 | 0.275+0.075 | 0.395+0.115
lobes R | 0.391+0.047 | 0.298+0.052 | 0.434+0.100 | 0.346+0.117 | 0.409%0.106 | 0.317+0.075 | 0.393+0.060
Adrenal L | 0.532%0.069 | 0.508+0.087 | 0.602+0.062 | 0.567+0.050 | 0 606+0.087 | 0.492+0.071 | 0.530+0.039
renals
R | 0.522%+0.063 | 0.506+0.111 | 0.578+0.067 | 0.562+0.040 | 0.656+0.034 | 0.496%0.059 | 0.519+0.040
Gonad L | 9.18+1.080 | 7.675+1.054 | 8.702+1.217 | 9.556+1.572 | 8.395+0.417 | 9.669+1.204 | 9.626+0.961
onads
R | 8.716+1.284 | 7.485%+1.326 | 8.771+1.717 | 9.443+1.496 | 9.359+1.866 | 9.938+1.847 | 8.874+1.372
Females
Body weight (kg) 8.9%1.2 8.7+1.0 8.9+0.6 9.2+1.8 9.8+1.8 9.2+2.7 11.1+1.7
Brain 73.62+6.66 74.761+4.07 70.62+7.13 73.54+3.44 78.11%1.64 72.71£7.03 74.0416.96
Pituitary 0.054+0.016 | 0.069%0.006 | 0.063+0.011 | 0.063+£0.007 | 0.056%+0.011 | 0.067%0.006 | 0.077%0.021
Heart 64.72+8.24 73.81%+13.24 | 69.27+7.66 64.26+10.06 | 70.39+10.71 | 67.48+17.83 | 75.86+9.01
Lungs 68.43+9.68 72.1616.48 67.40%6.30 64.50+11.58 | 77.33+£11.20 | 64.84+9.39 69.43+7.89
Liver 238.35+27.84 | 253.331+24.20 | 222.00+21.92 | 241.63+23.76 | 273.68+29.59 | 211.93+68.29 | 276.55+25.88
Spleen 30.35+4.57 33.85+17.02 | 35.00+11.44 | 43.86=18.38 | 45.57+16.23 | 49.11+14.42 | 64.75+6.37
Pancreas 18.66+4.34 19.11+1.69 19.07+5.48 17.97+1.84 22.34+2.29 18.76£5.26 16.37+4.30
Thymus 2.957+1.425 | 6.995+3.671 | 4.422+1.699 | 5.168+1.329 | 4.135+1.956 | 8.336+0.727 | 9.916+3.413
Uterus 11.788+10.440| 6.297+2.898 | 2.279+0.228 | 16.135+8.260 | 8.320+£10.214| 7.687+4.629 | 11.655+6.342
Kid L | 18.63+5.11 20.13%2.16 19.46+3.73 19.07+1.79 22.52+3.04 19.99+4.23 22.72+1.34
idneys
R | 19.04%4.33 19.81+1.66 19.11+3.74 19.97+2.12 22.40+3.52 19.27+4.52 22.29+1.27
Thyroid L | 0.318+0.136 | 0.294+0.084 | 0.309+0.041 | 0.348+0.091 | 0.365+0.052 | 0.245%0.107 | 0.386:0.090
lobes R | 0.366+0.132 | 0.262+0.047 | 0.364+0.065 | 0.426+0.117 | 0.468+0.132 | 0.236+0.102 | 0.382+0.019
Adrenal L | 0.500+0.042 | 0.46010.044 | 0.486+0.055 | 0.472+0.084 | 0.461%0.093 | 0.467+0.095 | 0.595%0.171
renals
R | 0.501£0.056 | 0.502+0.037 { 0.484+0.101 | 0.457%0.087 | 0.563+0.066 | 0.470+0.124 | 0.575%0.106
Gonad L | 0.636+0.445 | 0.408+0.058 | 0.384+0.085 | 0.661%0.213 | 0.635=0.337 | 0.530+0.288 | 0.993%0.185
nads
R | 0.655%+0.391 | 0.378+0.141 | 0.359+0.075 [ 0.654+0.197 | 0.54440.201 | 0.39010.259 | 0.511+0.062
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Table 14 Relative organ weights (g/kg of body weight) of dogs treated orally with BRL 25000
Dosage (mg/kg/day)
Six months of treatment After one month of regression
Control 15 30 60 150 Control 150
Males

Brain 6.95+0.81 7.99+1.15 6.82+1.05 7.194+0.27 6.71£0.77 8.30+1.10 | 7.40+0.47
Pituitary 0.005+0.002 | 0.007+0.001 | 0.006+0.002 | 0.007+0.002 | 0.005+0.001 | 0.007%=0.004 | 0.007+0.001
Heart 7.8841.04 8.05+1.50 7.84+0.72 8.65+0.18 7.80+0.71 8.78+£1.70 | 8.45+0.62
Lungs 7.27+0.99 7.06+1.37 7.09+1.07 7.75+0.23 6.92+0.69 8.27+0.73 7.60+0.53
Liver 25.94+1.66 |28.72+3.17 |28.88+5.12 [27.70+1.86 |29.85+1.62 |27.78=4.43 |30.05+2.19
Spleen 3.28+1.19 2.54+0.47 3.46+1.10 3.34+1.54 3.90+2.79 3.560.57 | 6.54+2.40
Pancreas 2.07+0.14 2.48+0.39 1.86+0.30 1.66+0.51 2.00+0.36 2.44%0.79 2.12+0.40
Thymus 0.4660.109 | 0.702+0.222 | 0.659+0.222 { 0.639+0.181 | 0.303+0.095 | 0.613+0.400 | 0.760+0.226
Prostate 0.673+0.170 | 0.646+0.509 [ 0.575+0.154 { 0.712+0.188 | 0.318+0.063 | 0.6300.147 | 0.633+0.148
Kid L | 2.2740.21 2.22+0.52 2.18+0.32 2.46+0.22 2.09+0.38 2.70+0.23 2.2240.22

idneys
R | 2.23%+0.25 2.261+0.45 2.18+0.28 2.38+0.24 2.09+0.35 2.51+0.15 2.14£0.31
Thyroid L. | 0.036+0.012 | 0.033+0.012 | 0.035+0.003 | 0.040+0.014 | 0.038+0.013 | 0.028=0.010 | 0.035+0.007
lobes R | 0.033+0.007 | 0.030-0.010 | 0.037+0.005 | 0.030+0.010 | 0.037+0.009 | 0.032+0.010 | 0.0350.002
Ad | L |0.045%0.006 | 0.050+0.005 | 0.053+0.013 | 0.050+0.002 | 0.054%0.008 | 0.049+0.009 | 0.048+0.002

renals
R | 0.044+0.006 | 0.050+0.007 | 0.051+0.011 | 0.049+0.003 | 0.059+0.006 | 0.050-+0.010 | 0.047+0.003
Gonad L |0.773+£0.087 | 0.762+0.066 | 0.775+0.224 | 0.837+0.113 | 0.758+0.120 | 0.972+0.196 | 0.8660.044

onads
R |0.733+0.112 | 0.744+0.116 | 0.788+0.285 | 0.826-0.097 | 0.842+0.182 | 1.002+0.259 | 0.796+0.081

Females

Brain 8.32+0.98 8.72+1.21 7.881+0.44 8.21+1.67 8.20+1.64 8.29+1.96 | 6.82+1.67
Pituitary 0.006+0.001 | 0.008+0.001 | 0.007+0.001 | 0.007+0.001 | 0.006+0.002 | 0.0080.003 | 0.007+0.003
Heart 7.28+0.65 8.53+1.35 7.751+0.84 7.021+0.52 7.221+0.42 7.40+0.22 | 6.93%1.44
Lungs 7.70+0.92 8.341+0.33 7.521+0.26 7.061+0.86 7.95+0.66 7.30+1.23 | 6.30%0.85
Liver 26.78*=1.75 |29.58+5.04 |24.81+1.99 |26.63+3.13 |28.29+2.79 |23.05+3.74 |25.08%+3.05
Spleen 3.45+0.77 4.03+2.43 3.88+1.08 4.85+2.00 4.65+1.21 5.36+0.63 5.89+0.88
Pancreas 2.08+0.32 | 2.23+0.35 2.114+0.50 1.98+0.25 2.36+0.59 2.08+0.37 1.5310.63
Thymus 0.332+0.144 | 0.780+0.358 | 0.502+0.214 | 0.564+0.104 | 0.405+0.139 | 0.985+0.395 | 0.883+0.261
Uterus 1.350+1.241 | 0.757+0.407 | 0.255+0.018 | 1.668+0.771 | 0.768+0.846 | 0.781+0.351 | 1.095+0.729
Kid L | 2.06:0.33 2.351+0.39 2.16+0.30 2.11+0.34 2.321+0.25 2.22+0.23 2.08+0.37

idneys
R | 2.11£0.24 2.31+0.34 2.12+0.31 2.2210.42 2.30£0.20 2.131+0.19 2.0410.36
Thyroid L {0.035+0.013 | 0.035+0.011 | 0.035+0.005 | 0.039+0.016 | 0.039+0.014 | 0.028=0.012 | 0.034£0.004
lobes R |0.04140.012 | 0.031£0.008 | 0.041+0.005 | 0.047+0.012 | 0.049+0.017 | 0.027+0.012 | 0.0350.004
Ad . L |0.057+0.008 | 0.0540.009 | 0.054=0.007 | 0.0520.006 | 0.048+0.013 | 0.052+0.006 | 0.054+0.017

renals
R |0.05740.011 | 0.059+0.011 | 0.054+0.011 | 0.050%0.009 | 0.058+0.007 | 0.053%0.012 | 0.05310.012
L |0.069+0.044 | 0.048-0.010 | 0.043+0.007 | 0.072+0.021 | 0.063+0.024 | 0.057+0.026 | 0.090+0.020

Gonads
R |0.074+0.044 | 0.045+0.019 | 0.040+0.007 | 0.071+0.017 | 0.055+0.013 | 0.041+0.025 | 0.0470.009
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Table 15 Incidence of macroscopic findings in target organs of dogs
treated orally with BRL 14151K for six months
Dose (mg/kg/day)
Tissue | Macroscopic finding Control 5 10 20 50
M F M F M F M F M F
Glandular and/or mucosal
Stomach reddening 0 0 1 0 1 1 1 1 1
Six months
of treatment Kidneys | Paleness 0 0 1 0 0 1 0 0 1
(4 dogs/sex/group)
- Firm raised area and/or
Liver white or yellow area 0 0 0 0 0 0 0 0 0
Glandular and/or mucosal
Stomach reddening 1 1 0 1
One month
of regression Kidneys | Paleness 0 1 0 0
(3 dogs/sex/group)
- Firm raised area and/or
Liver white or yvellow area 1 1 1 0
Table 16 Incidence of macroscopic findings in target organs of dogs
treated orally with BRL 25000 for six months
Dose (mg/kg/day)
Tissue | Macroscopic finding Control 15 30 60 150
M F M F M F M F M F
o
Stomach Petech}atlon, erosion/ 0 0 2 1 0 1 0 4 3
reddening of mucosa
Six months White streaks along
of treatment Kidneys | corticomedullary 0 2 2 2 3 4 4 2 3 3
(4 dogs/sex/group) junction
Liver | White patches or ol oo ofofo|1]o|3]|3
paleness throughout
Stomach Petech'iation/eroswn/ 0 0 0 0
reddening of mucosa
One month White streaks along
of regression Kidneys | corticomedullary 0 1 0 0
(3 dogs/sex/group) junction
. White patches or 0 0
Liver paleness throughout 0 0
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Table 17 Incidence of microscopic findings in dogs treated orally with BRL 14151K
for six months and after one month of post-treatment regression
Dose (mg/kg/day)
Six months Regression
Tissue Microscopic finding (4 dogs/sex/group) (3 dogs/sex/group)
Control| 5 10 20 50 [Control| 50
M|FIM|F|M|F|M M M|F|M|F
Mild diffuse interstitial thickening 2* 2 2 4 1 2 (142
Mild diffuse interstitial thickening with
bronchiolar hyperplasia and/or subpleural | 2 | 1 111 1 1
Lung granulomas
Focal mononuclear infiltration 1 1
Mild bronchiolar hyperplasia 1
Thyroid Chronic lymphocytic thyroiditis 1 (2|12 |1]1]1 2
Pituitary Cyst 2 1 1
Adrenal Mild nodular hyperplasia 1 1
Lymph node Congestion 1
Mild chronic interstitial nephritis 1
Kidneys Focal tubular dilatation 1 1
Renal carcinoma 1
Ileocaecum Congestion-lymphoid follicles 1 1
Colon Mild congestion 1 1
Focal mononuclear infiltration 2 2111211 1 2
Focalmixed cell infiltration 1 1
Liver Mild diffuse hydropic vacuolisation 1
Cholangiofibrosis 1
Focal capsular scarring 1
Stomach Focal eosinophilic infiltration 1 1
Mild focal ulceration 1
Uterus Cystic glandular hyperplasia
Stromal haemorrhage 1 1 1 2
Mammary gland | Congestion
Stromal hyperplasia
Ovaries Cyst 1
Other
Salivary gland Focalmononuclear infiltration 1
Right paw Cutaneous histocytoma
Mass in thorax Haemangiosarcoma 1

* Number of dogs
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Table 18 Incidence of microscopic findings in dogs treated orally with BRL25000
for six months and after one month of post-treatment regression
Dose (mg/kg/day)
Six months Regression
Tissue Microscopic finding (4 dogs/sex/group) (3 dogs/sex/group)
Control 15 30 60 150 | Control | 150
M|F|M M|F|M FIM|F|M|F
Mild mucosal congestion *| 2141214131 4|2
Stomach Mild chronic focal gastritis 1
Mild acute focal gastritis
Focal mononuclear infiltration 1131 2 3 213(2|2]|1]1
Liver Sinusoidal congestion 1)1 11
Mild to moderate focal glycogen diminution 1111 212
Mild congestion 1
Focal mononuclear infiltration 2|1
Kidney Mild epithelial cytoplasmic vacuolisation 111(1 1
Chronic interstitial nephritis 1
Mild fatty change 113|123
Mild chronic ulcerative duodenitis 1
Small intestine —
Mild congestion of jejunum 1
) .| Mild congestion of caecum 1 1
Large intestine [
Mild superficial haemorrhage/congestion of colon mucosa 111 1
Mild chronic lymphocytic thyroiditis 312113123 313121
Thyroid
Focal parafollicular hyperplasia 1 1
Interstitial thickening 113132444 414131322
Vascular engorgement 1
Lung Focal granuloma 1121 114 12
Bronchial hyperplasia 1 1]2 1
Perivascular lymphocytic infiltration 1 1 1
Focal myocardial mononuclear infiltration 1 1 2
Focal myocardial mineralisation 1
Heart
Pericardial haematoma 1
Mild chronic pericarditis 1
Salivary gland | Mild chronic sialoadenitis 1 1
Adrenal gland | Mild nodular hyperplasia 121 1 1 1
Lymph nodes | Congestion/haemorrhage 2112 2 211 1
Congestion 1 1 1
Spleen
Mild haemosiderosis 1
Pituitary Cyst 1 111 111
Gall-bladder Hyperplasia of goblet cells 1
Bladder Mild chronic cystitis/vascular engorgement 2
Trachea Hyperplasia of goblet cells 1
Brain Mild chronic meningitis 1
Skeletal muscle | Focal sarcosporidial myositis 1
Prostate Mild chronic prostatitis 1
Mild stromal haemorrhage 1 1
Mammary gland - -
Duct ectasia with adenomatous proliferation 1
Ovary Multiple corpora lutea 1
Endometrial hyperplasia
Uterus —
Mild chronic endometritis 1

* Number of dogs
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Photo.1 BRL14151K 50 mg/kg
Liver : No abnormal findings PAS X330

Photo. 4 BRLI14151K 50 mg/kg
Stomach : No abnormal findings HE x130

Photo. 2 BRL14151K 50 mg/kg
Liver : No abnormal findings PASx130
B3 KR,

Photo.3 BRLI14151K 50 mg/kg
Kidney * No abnormal findings HE x130

Photo.5 BRL25000 150 mg/kg

Liver : Moderate glycogen diminution PASX330

Photo. 6 BRL25000 150 mg/kg
Kidney : No abnormal findings HE x 330
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Photo. 7 BRL25000 150 mg/kg
Kidney : Mild epithelial cytoplasmic
vacuolation HE x130

Photo.8 BRL25000 150 mg/kg
Stomach : Mild congestion HE x130
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CHRONIC TOXICITY STUDIES OF BRL14151K AND OF
BRL25000 IN THE BEAGLE DOG

CHuarres B. BReckenrIDGE and Bryan G. ProcTer
Bio-Research Laboratories Ltd.

Terry L. Harpy
Beecham Pharmaceuticals

Research Division

Yosuinosu KosHiMa
Beecham Yakuhin K. K.

1. BRL14151K

BRL14151K was administered orally to beagle dogs for six months at dose levels of 5, 10, 20 and
50 mg/kg/day. Particularly at the high-dose level, treatment with BRL14151K caused salivation and
emesis. Growth and food and fluid intake were unaffected by treatment with BRL14151K and
opthalmological and electrocardiographic studies revealed no effect of compound administration.
With the exception of cytoplasmic granulations in the neutrophils, not related to treatment, the
findings of the clinical pathology studies were unremarkable. Histopathology study revealed reversible,
hepatic, hydropic vacuolisation in four of eight high-dose dogs after six months of treatment with
BRL14151K. There was no evidence of any other hepatic change with BRL14151K. Since the
hepatic changes were reversible these are unlikely to have toxicological significance. Ultrastructural
study of the liver, kidney and pyloric antrum yielded no evidence of an effect of this drug.

2. BRL25000

BRL25000, an antibiotic formulation of amoxicillin trihydrate and BRL14151K, was administered
orally to beagle dogs for six months at dose levels of 15,30,60 and 150 mg/kg/day. There were no
deaths during the study but salivation and emesis were associated with BRL25000 treatment,
particularly at the high-dose level. The results of body weight determinations, fluid and food
consumption measurements, opthalmological studies and electrocardiography were uneventful. Simi-
larly, the results of clinical pathology studies were unremarkable. Cytoplasmic granulations in the
neutrophils were observed frequently in high-dose and control dogs. Microscopic examination of
tissues revealed reversible hepatic and renal changes in dogs treated with BRL25000 at doses of
30 mg/kg and above. These changes took the form of cytoplasmic glycogen diminution or disappearance
and tubular vacuolisation. The liver change, like that seen BRL14151K, is reversible and no
accompanied by any other hepatic change. The mild kidney change was not dose related also
reversible and not accompanied by any other evidence of renal toxicity. Therefore the hepatic and
renal changes seen are unlikely to be of toxicological significance. The results of organ weight
measurements and of ultrastructural studies of the liver, kidneys and pyloric antrum were unremar-

kable.



