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Fig. 1 Growth curves of male and female rats treated orally with CS-807 for 13 weeks and withdrawn for 4 weeks
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Fig. 2 Growth curves of male and female rats treated orally with CS-807 for 13 weeks and withdrawn for 4 weeks
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Fig. 3 Growth curves of male and female rats treated orally with CS-807 for 1 year
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Table 1 Average hematological findings in male and female rats orally treated with CS-807 for 13 weeks
(MeantS.EM.)

Sex Male Female
Dose (mg/kg) Control 1000 Control 1000
Test (N) (10) (10) (10) (10)
Erythrocytes(10¢/mm?) 8.78+0.07 8.6510.06 7.86+0.05 7.85+0.07
Hemoglobin (g/d1) 15.2710.09 15.3810.11 14.9240.08 14.9110.11
Hematocrit (%) 44.1+0.2 44.410.2 43.010.2 43.3 0.4
MCH (PG) 17.410.1 17.810.1 19.0£0.1 19.0 +0.1
MCV (&%) 50.410.4 51.310.3 54.810.2 55.2 0.3
MCHC (%) 34.6+0.1 34.610.1 34.710.1 34.5 +0.2
Platelets(10‘/mm?) 68.47+1.37 59.81+0.90° 52.92+2.69 44.361+1.49
Fibrin (mg/dl) 343.1 £10.6 313.7 £3.0 243.8 £7.8 224.8 £5.6
Prothrombin time (sec) 17.22+0.20 17.50+0.08 17.204+0.17 18.70+0.44°
Active partial thromboplastin time (sec) 26.5410.46 26.6810.22 21.57+£0.27 22.131+0.29
Leukocytes(10°/mm?) 7.7110.44 6.16+0.38 4.93+0.39 3.78+0.13
Basophils (%) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Eosinophils (%) 1.4 £0.2 1.3 £0.2 1.5 £0.3 0.9 £0.2
Neutrophils(%) 11.1 1.5 8.4 £1.0 14.0+£2.3 8.5 1.6
Lymphocytes (%) 85.8 £1.6 87.8+1.2 80.81+2.7 88.6 +1.4
Monocytes (%) 1.6 £0.3 2.3 £0.4 3.510.5 1.9 £0.2
Neutrophils (X 10°/mm?®) 0.8 0.1 0.5 0.1 0.7£0.1 0.3 0.1
Lymphocytes (X 10°/mm?) 6.6 £0.4 5.4 £0.4 4.0+0.3 3.3 £0.1

* : Significant at 1% level compared with controls

Table 2 Average hematological findings in male and female rats after 4 weeks' withdrawal following
oral treatment with CS-807 for 13 weeks
(MeantS.E.M.)

Sex Male Female
Dose (mg/kg) Control 1000 Control 1000
Test (N) (5) (5) (5) (5)
Erythrocytes (10°/mm?*) 8.48+0.06 8.3410.10 7.46+0.08 7.57+0.06
Hemoglobin (g/d!) 14.8040.16 15.08+0.09 14.4410.20 14.8240.12
Hematocrit (%) 43.5 +0.6 4.2 +0.2 42.3 £0.8 43.3 +0.3
MCH (PG) 17.5 £0.2 18.1 0.2 19.4 0.1 19.6 +0.2
MCV () 51.4 +0.9 53.2 0.6 56.8 +0.6 57.2 +0.5
MCHC (%) 34.0 +£0.3 34.1 £0.1 34.2 +£0.2 34.2 +0.1
Platelets(10‘/mm?) 64.52+3.23 60.68+3.04 52.26+3.84 58.76+3.03
Fibrin (mg/dl) 362.4 +5.5 327.8 +£10.8 247.4 +6.0 250.4 +6.3
Prothrombin time (sec.) 17.14+0.74 16.92+0.27 17.50£0.19 17.26+0.17
Active partial thromboplastin time (sec) 25.86+0.93 25.46+0.37 22.74%1.51 20.90+0.38
Leukocytes (10°/mm?) 8.4010.52 8.261+0.22 5.92+0.38 6.10+0.34
Basophils (%) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Eosinophils (%) 0.9 £0.2 1.1 £0.2 0.8 +0.4 1.0 £0.2
Neutrophils (%) 11.1 +1.0 10.4 +1.7 10.2 +1.7 14.1 +0.8
Lymphocytes (%) 86.0 +0.8 87.6 +1.7 86.8 +1.1 82.0 +0.9°
Monocytes (%) 2.0 +0.4 0.9 £0.3 2.2 0.6 2.9 0.5
Neutrophils (X 10*/mm?) 0.9 +0.1 0.9 +0.2 0.6 +0.1 0.9 +0.1
Lymphocytes (X 10°/mm?) 7.2 £0.5 7.2 £0.2 5.1 +£0.3 5.0 £0.2

* : Significant at 1% level compared with controls
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Table 3 Average hematological findings in male rats orally treated with CS-807 for 1 year
(MeantS.EM.)
Dose (mg/kg) Control 250 500 1000
Test (N) (19)® (20) (20) (20)
Erythrocytes (10°/mm®) 8.35 £0.27 8.8310.06 8.65+0.11 8.71+0.05
Hemoglobin (g/dl) 15.06 £0.39 15.85+0.09 15.6810.20 15.7310.08
Hematocrit (%) 45.111.0 47.1+0.2 46.510.5 46.910.3
MCH (PG) 18.240.4 17.910.1 18.140.1 18.1+£0.1
MCV («*) 54.611.2 53.24+0.2 53.810.4 53.91+0.3
MCHC (%) 33.310.2 33.6%0.1 33.7£0.1 33.5%0.1
Platelets (10*/mm?) 76.31+£3.01 69.7911.91 73.98+1.78 72.65+1.96
Fibrin (mg/d1) 440.7113.1 405.317.3 391.9+8.3° 402.41£11.2
Prothrombin time (sec) 19.311£0.48 19.17£0.33 19.25+0.44 19.57+0.49
Active partial thromboplastin time (sec) 35.2715.87 29.78+3.37 33.4314.83 39.03£5.56
Leukocytes(10°/mm?®) 5.67+0.36 4.8410.31 5.08+0.26 4.58£0.24
Basophils (%) 0.1+0.1 0.0+£0.0 0.0£0.0 0.0£0.0
Eosinophils (%) 1.810.2 1.5%0.2 1.610.3 0.91t0.2°
Neutrophils (%) 29.212.7 22.411.5 24.0%1.4 21.4%1.5
Lymphocytes (%) 65.7+2.7 72.4%1.5 71.5t1.5 75.0£1.6°
Monocytes (%) 3.31£0.4 3.7£0.5 2.910.4 2.610.4
Neutrophils (X 10°/mm?) 1.810.3 1.1+£0.1 1.2+0.1 1.010.1
Lymphocytes (X 10°/mm?) 3.610.2 3.510.2 3.61+0.2 3.410.2

* : Significant at 1% level compared with controls
a) : One animal was eliminated from initial number because of a spontaneous tumor (Rat No. 14)

Table 4 Average hematological findings in female rats orally treated with CS-807 for 1 year

(Meant+SEM.)
Dose (mg/kg) Control 250 500 1000
Test (N) (20) (20) 19¥ (20)
Erythrocytes(10°/mm?®) 7.60+0.09 7.5210.08 7.66+0.07 7.52+0.06
Hemoglobin (g/dl) 14.6610.11 14.4610.13 14.68+0.10 14.62+0.11
Hematocrit (%) 43.3+0.4 42.810.3 43.31+0.3 43.010.3
MCH (PG) 19.310.2 19.240.1 19.2+0.1 19.51+0.1
MCV (&) 57.1£0.6 57.240.6 56.610.4 57.310.4
MCHC (%) 33.9+0.2 33.8+0.2 33.9+0.1 34.0+0.1
Platelets (10*/mm?®) 68.11+2.55 64.34+2.30 63.59+2.42 67.07+2.13
Fibrin (mg/dl) 312.9+7.1 324.1+10.4 330.5+11.8 315.6+11.7
Prothrombin time (sec) 18.8410.49 18.62+0.57 18.25+0.50 18.8210.54
Active partial thromboplastin time(sec) 45.2717.86 39.52+7.15 37.18+7.38 47.4717.93
Leukocytes (10°/mm?) 5.61+0.27 5.4410.23 5.14+0.24 4.4710.24°
Basophils (%) 0.0+0.0 0.0£0.0 0.110.1 0.01+0.0
Eosinophils (%) 0.910.2 1.3+0.2 1.3+0.2 1.3+0.2
Neutrophils (%) 34.21+2.1 26.5+1.8° 28.0t1.6 25.612.0°
Lymphocytes (%) 60.9%£1.9 67.2+1.8 66.3 +1.7 68.3+2.0
Monocytes (%) 3.910.6 5.010.6 4.410.6 4.8+0.5
Neutrophils (X 10°/mm?) 1.91£0.2 1.510.1 1.410.1 1.1+0.1°
Lymphocytes (X 10°/mm?) 3.4%0.2 3.610.2 3.410.2 3.01+0.2

* : Significant at 1% level compared with controls

b) : One animal was eliminated from initial number because of a spontaneous tumor (Rat No. 129)
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Table 5 Average biochemical findings in male and female rats orally treated with CS-807 for 13 weeks
(Mean+S.EM.)

Sex Male Female
Dose (mg/kg) Control 1000 Control 1000
Test (N) (10) (10) (10) (10)
Transaminase-GOT (IU/1) 245.2120.0 147.019.5° 526.8+83.3 299.61+28.0
Transaminase-GPT (IU/1) 63.416.43 36.812.32° 178.8128.5 78.2+7.22°
Alkaline phosphatase (KA-U) 37.8+3.32 23.310.44° 21.31£0.74 18.5+0.88
Total bilirubin (mg/dl) 0.2210.02 0.13+0.002° 0.16+0.01 0.16%0.01
Total cholesterol (mg/dl) 135.3+9.51 83.0t+2.11° 93.2+3.33 75.8+1.90°
Glucose (mg/dl) 220.9£10.33 213.1%+6.38 205.7+9.31 214.4+5.88
Total protein (g/dl) 6.48+0.06 5.86+0.04° 6.26+0.07 5.81+0.04°
Albumin (g/dl) 2.48+0.03 2.4010.03 2.67+0.03 2.5910.02
A/G ratio 0.6210.01 0.69+0.01° 0.74+0.01 0.80+0.01°
Urea nitrogen (mg/dl) 29.0+0.49 29.910.48 23.810.62 23.6+0.62
Creatinine (mg/dl) 0.68+0.01 0.64+0.01 0.65+0.01 0.6410.01
Sodium (mEq/1) 138.81+0.36 139.2+0.29 138.3+0.21 139.2+0.44
Potassium (mEq/1) 4.5710.04 4.35%0.05° 3.85+0.10 3.42+0.09°
Calcium (mg/dl) 10.12+0.09 9.66+0.03° 9.641+0.08 9.6410.08
Inorganic phosphorus(mg/dl) 5.3410.13 5.79+0.21 3.921+0.29 4.55%0.25

* : Significant at 1% level compared with controls

Table 6 Average biochemical findings in male and female rats after 4 weeks’ withdrawal following
oral treatment with CS-807 for 13 weeks

(Mean+S.EM.)
Sex Male Female

Dose (mg/kg) Control 1000 Control 1000

Test (N) (5) (5) (5) (5)
Transaminase-GOT (IU/1) 246.0+19.2 203.21+26.3 717.0£144.1 731.6196.2
Transaminase-GPT (IU/1) 81.2+8.91 57.0+8.73 233.6%41.1 296.81+47.6
Alkaline phosphatase (KA-U) 39.2+3.52 35.3+2.21 27.712.03 27.7+2.01
Total bilirubin(mg/dl) 0.20%0.02 0.22+0.02 0.20+0.01 0.21+£0.01
Total cholesterol (mg/dl) 129.4+11.18 110.0+5.65 104.81+8.74 95.0+7.14
Glucose (mg/dl) 217.41+13.43 231.0+11.73 207.4+8.95 199.6+2.25
Total protein (g/dl) 6.281+0.08 6.0810.07 6.36+0.09 6.38+0.08
Albumin (g/d1) 2.3610.04 2.3810.02 2.70 £0.04 2.72+£0.04
A/G ratio 0.6010.01 0.64+0.01° 0.741£0.01 0.74+0.01
Urea nitrogen (mg/dl) 27.940.44 28.1+0.60 27.2%0.93 28.610.59
Creatinine (mg/dl) 0.67+0.02 0.65+0.01 0.67+0.02 0.64+0.02
Sodium (mEq/1) 138.8+0.37 139.0+0 140.0+0.32 138.6+0.40
Potassium (mEq/1) 4.48+0.12 4.3410.08 3.82+0.12 3.8810.05
Calcium (mg/dl) 10.10+0.05 9.8810.07 10.04+0.09 9.94+0.07
Inorganic phosphorus (mg/dl) 5.4910.12 5.83+0.19 4.11£0.12 3.541+0.21

* : Significant at 1% level compared with controls
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Table 7 Average biochemical findings in male rats orally treated with CS-807 for 1 year
(Mean+S.EM.)
Dose (mg/kg) Control 250 500 1000
Test (N) (19)® (20) (20) (20)
Transaminase-GOT (1U/1) 228.4115.5 267.4%+17.6 253.8+28.5 242.4%16.6
Transaminase-GPT (IU/1) 60.2+6.35 77.215.36 64.8¢7.42 67.815.66
Alkaline phosphatase (KA.U) 43.212.24 35.0+£1.13° 32.3%£1.19° 28.5£0.89°
Total bilirubin (mg/d1) 0.17£0.01 0.16%0.01 0.17+0.01 0.15£0.004
Total cholesterol (mg/dl) 165.3+£10.97 119.0+5.08° 125.9+5.18° 111.1£5.68°
Glucose (mg/d1) 173.9+3.14 188.4+5.77 183.5£3.20 187.3+4.32
Total protein(g/dl) 6.02+0.05 5.8010.05° 5.86+0.05 5.70+£0.05°
Albumin (g/dl) 2.14%£0.03 2.32+0.03° 2.31£0.03° 2.26+0.02°
A/G ratio 0.5510.01 0.67+0.01° 0.66+£0.01° 0.6610.01°
Urea nitrogen (mg/dl) 26.9+1.10 24.510.61 23.310.55° 23.7£0.47
Creatinine (mg/dl) 0.7210.01 0.6910.01 0.67+0.01° 0.67+0.01°
Sodium (mEq/1) 140.210.26 140.7+£0.23 140.210.31 139.910.24
Potassium (mEq/1) 4.61+0.05 4.45%+0.03 4.35%+0.05° 4.271£0.04"
Calcium (mg/dl) 9.4610.04 9.331+0.04 9.23+0.04° 9.201£0.04°
Inorganic phosphorus(mg/dl) 3.30+0.11 3.1610.11 3.28£0.10 3.431£0.11

* : Significant at 1% level compared with controls
a) : One animal was eliminated from initial number because of a spontaneous subcutaneous tumor (Rat No.14)

Table 8 Average biochemical findings in female rats orally treated with CS-807 for 1 year

(MeantS.EM.)

Dose (mg/kg) Control 250 500 1000

Test (N) (20) (20) (19)¥ (20)
Transaminase-GOT (IU/1) 883.4177.6 982.21+92.9 841.9187.4 780.8+63.4
Transaminase-GPT (IU/1) 168.6+15.45 112.619.43° 96.61+9.20° 68.215.24°
Alkaline phosphatase (KA-U) 20.7+1.04 21.11£0.94 20.0t1.04 19.1+£0.89
Total bilirubin(mg/dl) 0.21+0.01 0.25%+0.01° 0.241£0.01° 0.2610.01°
Total cholesterol (mg/dl) 149.8+8.72 166.1111.79 167.4+12.32 150.5+13.21
Glucose (mg/d1) 170.1+6.48 164.0+4.19 167.31+4.17 162.4+4.67
Total protein(g/dl) 6.87+0.04 6.6110.07° 6.4610.08° 6.5410.08°
Albumin (g/dl) 2.87+0.02 2.8810.04 2.82+0.03 2.86+0.04
A/G ratio 0.721+0.01 0.78%0.02° 0.78+0.01° 0.78+0.02°
Urea nitrogen (mg/dl) 19.01+0.44 19.5+0.37 19.6+0.35 20.9+0.47°
Creatinine (mg/dl) 0.6610.01 0.661+0.01 0.63+0.01° 0.65+0.01
Sodium (mEq/1) 137.410.41 138.3+0.33 138.610.35 137.3+0.29
Potassium (mEq/1) 3.8610.07 3.771£0.07 4.01+0.13 3.8710.07
Calcium (mg/dl) 10.19+0.09 10.23+0.05 10.03+0.09 9.99+0.08
Inorganic phosphorus(mg/dl) 4.46+0.31 4.2710.16 4.08%+0.16 3.82+0.17

* : Significant at 1% level compared with controls
b) : One animal was eliminated from initial number because of a spontaneous subcutaneous tumor (Rat No.129)
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Table 9 Average organ weights and relative organ weights in male rats orally treated with CS-807 for 13 weeks
(Mean+S.EM.)

Dose (mg/kg) Control 30 80 200 500
Organ (N) (10) (10) (10) (10) (10)
Final Body weight (g) 574.2+15.3 559.5+11.5 557.2+11.9 548.2+14.2 548.1+10.9
Brain(g) 2.05+0.02 2.0410.01 2.03+0.01 2.07+0.01 2.06+0.02
(g%) (0.36+0.007) (0.37+0.008) (0.37£0.008) (0.38+0.009) (0.38+0.006)
Hypophysis(mg) 11.210.22 10.81+0.13 10.71£0.23 10.9£0.13 10.9+0.30
(mg%) (1.95+0.045) (1.9410.033) (1.93+0.041) (1.99£0.047) (2.00£0.049)
Thyroid (mg) 22.6+1.18 19.7+1.10 21.111.01 20.8+0.80 20.411.16
(mg%) (3.9310.164) (3.54+0.207) (3.80%0.178) (3.80£0.111) (3.73£0.199)
Thymus(g) 0.4110.02 0.37+0.03 0.38+0.02 0.36+0.02 0.39+0.02
(g%) (0.07£0.004) (0.07+0.005) (0.07+0.003) (0.0740.002) (0.07+0.003)
Lungs (g) 1.471£0.04 1.38+£0.02 1.3740.03 1.3940.02 1.35+£0.03
(g%) (0.26+0.005) (0.25+0.005) (0.25+0.004) (0.25+0.008) (0.25+0.005)
Heart(g) 1.551+0.02 1.49+0.03 1.481+0.03 1.4810.03 1.4410.03
(g%) (0.27£0.006) (0.27£0.005) (0.27£0.005) (0.27+0.006) (0.26£0.005)
Liver(g) 20.5+0.58 19.3+0.42 19.7+0.74 18.710.64 17.9+0.48°
(g%) (3.5710.050) (3.4510.050) (3.5210.075) (3.41£0.053) (3.26+0.050) °
Kidney-R (g) 2.0210.04 1.9010.05 1.92+0.05 1.92+0.02 1.90%0.06
(g%) (0.35+0.009) (0.34£0.013) (0.35+0.006) (0.35+0.008) (0.35+0.009)
Kidney-L(g) 2.08+0.04 1.961£0.04 1.9610.06 1.941+0.04 2.00£0.05
(g%) (0.3610.007) (0.35+£0.012) (0.35+£0.010) (0.36+0.008) (0.37+0.008)
Spleen (g) 0.91+0.04 0.88+0.03 0.86+0.04 0.86+0.04 0.8110.02
(g%) (0.16+0.006) (0.16+0.003) (0.15£0.005) (0.16+0.006) (0.15+0.003)
Adrenal-R (mg) 28.810.88 26.5+0.99 28.610.60 27.41+0.59 28.7+0.20
(mg%) (5.03+0.190) (4.76+0.236) (5.15+0.143) (5.02£0.171) (5.23+0.184)
Adrenal-L (mg) 31.8+1.33 28.7+1.26 31.1+0.60 29.84+0.66 30.6+0.90
(mg%) (5.57+0.245) (5.18+0.304) (5.61+0.187) (5.47+0.199) (5.59+0.181)
Testis-R (g) 1.46+0.04 1.50+0.02 1.40+0.05 1.46+0.03 1.4410.04
(g%) (0.26+0.008) (0.27+0.005) (0.2510.009) (0.27£0.008) (0.26£0.004)
Testis-L(g) 1.49+0.05 1.51+0.03 1.4010.05 1.47+£0.03 1.45+0.05
(g%) (0.26+0.009) (0.27+0.006) (0.25+0.010) (0.27+0.008) (0.26+0.006)
Ventral prostate (g) 0.69+0.03 0.63+0.04 0.6210.02 0.67+0.03 0.57+0.04
(g%) (0.1210.004) (0.11+0.008) (0.11£0.005) (0.12+0.006) (0.1010.007)
Seminal vesicle (g) 0.60+0.04 0.561+0.03 0.59%0.03 0.57+0.03 0.64+0.03
(g%) (0.10£0.008) (0.10+0.005) (0.11£0.007) (0.10+0.005) (0.12+0.005)
Caecum (g) 9.6110.48 11.60+0.45° 13.36+0.56° 16.83+1.38° 23.54+1.33°
(g%) (1.67+0.058) (2.08+0.093)* (2.40+0.092) * (3.07£0.247)° (4.31£0.256)*
Carcass Wt.(g) 462.6+12.7 450.31+10.3 443.9110.1 435.9%+13.0 435.016.5
(g%) (80.57+0.635) (80.48+0.767) (79.69+0.946) (79.46+0.697) (79.47 £0.902)

* : Significant at 1% level compared with controls
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Table 11 Average organ weights and relative organ weights in male rats after 4 weekes' withdrawal following oral

treatment with CS-807 for 13 weeks
(MeantS.EM.)

Dose (mg/kg) Control 30 80 200 500
Organ (N) (5) (5) (5) (5) (5)
Final Body weight (g) 613.2+7.9 596.41+31.8 594.4%15.5 573.0+25.8 584.6116.6
Brain(g) 2.05+0.03 2.06+0.01 2.09+0.03 2.10+0.03 2.1210.02
(g%) (0.3310.009) (0.351£0.017) (0.35+0.008) (0.37£0.013) (0.36+0.008)
Hypophysis (mg) 11.41£0.19 11.210.15 11.4%0.55 11.74£0.25 11.3£0.35
(mg%) (1.87+0.041) (1.9110.117) (1.91£0.068) (2.05+0.096) (1.95+0.083)
Thyroid (mg) 21.3+1.16 24.1+1.71 23.5+1.20 19.3+2.41 20.3%0.46
(mg%) (3.48£0.200) (4.04+0.221) (3.94£0.168) (3.35+£0.335) (3.4810,044)
Thymus(g) 0.28+0.02 0.26+0.02 0.33+0.02 0.25+0.02 0.32+0.04
(g%) (0.0510.003) (0.0410.003) (0.05+0.003) (0.04£0.003) (0.05+0.007)
Lungs (g) 1.4610.03 1.38+0.04 1.51+0.06 1.44£0.05 1.4610.03
(g%) (0.2410.003) (0.23£0.011) (0.25+0.009) (0.25+0.007) (0.25£0.005)
Heart(g) 1.64+0.04 1.53+0.03 1.611+0.04 1.60£0.04 1.65+0.06
(g%) (0.27+0.007) (0.26+0.008) (0.27+0.005) (0.28+0.008) (0.28+0.006)
Liver(g) 21.810.44 20.5+1.10 21.0+0.69 20.5%+1.01 21.3%+0.45
(g%) (3.56£0.042) (3.4410.035) (3.53£0.028) (3.57£0.045) (3.65+0.062)
Kidney-R (g) 1.96+0.06 1.97+0.09 2.031£0.03 2.0910.07 2.12+0.06
(g%) (0.32+0.013) (0.331£0.012) (0.34£0.009) (0.37+0.011) (0.361£0.004)
Kidney-L (g) 2.1510.06 2.00+0.06 2.05+0.05 2.19+0.06 2.2610.07
(g%) (0.35+0.011) (0.3410.012) (0.34+0.004) (0.39£0.014) (0.39£0.013)
Spleen(g) 0.98+0.05 0.89+0.02 1.00+0.08 1.01+0.06 0.97+0.05
(g%) (0.16+0.010) (0.15+0.009) (0.17£0.010) (0.18+0.011) (0.17£0.007)
Adrenal-R (mg) 25.911.21 26.7+1.42 27.710.93 27.6+1.01 28.910.54
(mg%) (4.23£0.239) (4.55+0.430) (4.68+0.211) (4.86+0.284) (4.97£0.187)
Adrenal-L (mg) 29.9+0.85 28.6+1.92 30.0+1.07 28.8+1.38 29.41+1.40
(mg%) (4.89+0.175) (4.86+0.473) (5.08+0.286) (5.09+0.393) (5.07+0.349)
TestisR(g) 1.4910.05 1.45+0.03 1.54+0.02 1.441+0.03 1.5040.02
(g%) (0.24+0.010) (0.24+0.009) (0.26+0.005) (0.25+0.009) (0.26+0.008)
Testis-L(g) 1.4910.06 1.4410.03 1.52+0.03 1.43+£0.03 1.55+0.04
(g%) (0.2440.011) (0.24+0.008) (0.26+0.007) (0.25+0.008) (0.27+0.007)
Ventral prostate (g) 0.63+0.04 0.63+0.03 0.70+0.09 0.61£0.03 0.66+0.11
(g%) (0.10+0.007) (0.11+0.005) (0.12+0.011) (0.11£0.003) (0.11£0.017)
Seminal vesicle(g) 0.66+0.05 0.63+0.04 0.60+0.04 0.571+0.05 0.68+0.04
(g%) (0.11+0.008) (0.11£0.009) (0.10+0.006) (0.10£0.009) (0.12£0.004)
Caecum (g) 9.68+0.92 10.28+0.81 11.41+0.82 12.77+0.23 12.63+1.48
(g%) (1.58%0.161) (1.7210.096) (1.931+0.164) (2.25£0.129) (2.1710.276)
Carcass Wt.(g) 492.81+7.0 476.81+24.1 473.6%+12.1 456.61+22.0 458.4+12.7
(g%) (80.37+0.531) (79.99+0.313) (79.68+0.387) (79.64+0.311) (78.43+0.645)
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Table 12 Average organ weights and relative organ weights in female rats after 4 weeks' withdrawal following oral
treatment with CS-807 for 13 weeks

(MeantS.EM.)
Dose (mg/kg) Control 30 80 200 500
Organ (N) (5) (5) (5) (5) (5)
Final Body weight (g) 351.2+15.4 338.84+10.2 331.6%7.2 335.0+10.9 335.4112.8
Brain(g) 1.9410.03 1.92+0.01 1.93+£0.02 1.93+£0.03 1.92+0.01
(g%) (0.56+0.030) (0.57+0.018) (0.58+0.014) (0.58+0.016) (0.57£0.022)
Hypophysis (mg) 11.1£0.17 10.4£0.15 11.240.37 12.1£0.32 10.5+0.58
(mg%) (3.1810.180) (3.061+0.064) (3.39+0.142) (3.62+0.131) (3.17+0.267)
Thyroid (mg) 19.1+1.40% 18.01+1.08 18.61+1.10 16.9+1.19 16.4£1.23
(mg%) (5.58+0.627)" (5.31+0.296) (5.61+0.325) (5.06+0.347) (4.88+0.201)
Thymus(g) 0.30+0.04 0.25+0.02 0.21+£0.02 0.3310.02 0.23+0.02
(g%) (0.08+0.010) (0.080.006) (0.06+0.006) (0.10%0.008) (0.07 £0.007)
Lungs(g) 1.1810.02 1.1940.09 1.1010.02 1.16+£0.04 1.11+0.03
(g%) (0.3410.015) (0.35%0.034) (0.33+0.012) (0.35%+0.008) (0.33£0.011)
Heart (g) 1.061+0.04 1.02+0.03 1.031£0.04 1.05+£0.03 1.01+£0.03
(g%) (0.30%0.010) (0.30£0.010) (0.31£0.018) (0.32£0.013) (0.30£0.008)
Liver(g) 12.3+0.51 11.91£0.30 11.51£0.35 12.2+0.25 12.1+0.48
(g%) (3.52+0.073) (3.50+0.025) (3.48+0.057) (3.66+0.098) (3.60+0.064)
Kidney-R(g) 1.171£0.05 1.121+0.01 1.111£0.03 1.1910.05 1.15+0.03
(g%) (0.34£0.015) (0.3310.009) (0.34£0.010) (0.36+0.010) (0.34+0.011)
Kidney-L(g) 1.13+0.05 1.141£0.02 1.1310.02 1.21+0.05 1.17+0.05
(g%) (0.3210.013) (0.3410.008) (0.34£0.010) (0.361£0.012) (0.35+0.015)
Spleen (g) 0.721+0.04 0.69+0.03 0.6310.04 0.681+0.02 0.6210.02
(g%) (0.21+0.006) (0.20£0.008) (0.19£0.011) (0.20+0.005) (0.1910.006)
Adrenal-R (mg) 31.1+1.47 31.4+1.33 29.8+0.61 38.6+1.71 32.3+0.67
(mg%) (8.91+0.521) (9.28+0.383) (9.0110.296) (11.64+0.867) (9.68+0.433)
Adrenal-L (mg) 34.91+1.88 35.1+1.10 33.9+0.80 40.51+2.43 35.3+1.14
(mg%) (10.06+0.797) (10.38+0.381) (10.27+£0.456) (12.21£1.096) (10.5540.335)
Ovary-R (mg) 54.1+4.00 59.6+3.22 53.6+4.84 62.314.30 53.0+8.02
(g%) (15.39+0.778) (17.66+1.116) (16.26+1.692) (18.57+0.890) (15.76£2.159)
Ovary-L(mg) 58.6+3.35 65.6+5.87 62.3+2.57 66.1+5.17 59.813.41
(g%) (16.90+1.484) (19.28+1.364) (18.80+0.669) (19.65+1.136) (17.86+0.858)
Uterus(g) 0.5610.02 0.62+0.03 0.62+0.05 0.60+0.05 0.73+0.09
(g%) (0.1610.009) (0.18+0.008) (0.19£0.018) (0.18+0.015) (0.22+0.024)
Caecum (g) 7.21+0.46 8.55+0.63 7.83+0.47 8.85+1.24 10.20+0.32°
(g%) (2.05+0.093) (2.52+0.161) (2.3610.115) (2.621+0.326) (3.07£0.198)°
Carcass Wt.(g) 275.4112.07 264.21+8.49 256.616.47 259.017.52 255.4+10.21
(g%) (78.4310.451) (77.97+0.332) (77.36+0.420) (77.35+0.283) (76.13£0.329)°

* : Significant at 1% level compared with controls
a) : One case was eliminated from calculated number because of a congenital defect of the left thyroid (Rat No.86, N=4)
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Table 13 Average organ weights and relative organ weights in male and female rats orally treated with CS-807 for 13 weeks

(Mean £S.EM.)
Sex Male Female
Dose (mg/kg) Control 1000 Control 1000
Organ (N) (10) (10 (10) (10)
Final Body weight (g) 591.916.0 588.21+7.3 315.0%+4.2 317.6+5.6
Brain(g) 2.1810.02 2.18+0.01 1.9410.01 1.93+£0.02
(g%) (0.3710.005) (0.37£0.005) (0.6210.008) (0.61£0.012)
Hypophysis (mg) 12.2+£0.34 11.7+0.19 9.810.46 10.3+£0.29
(mg%) (2.06+0.051) (1.98+0.041) (3.1240.155) (3.2610.088)
Thyroid (mg) 19.810.81 18.6+0.82 12.7+£0.70 11.3£0.53
(mg%) (3.34£0.153) (3.1710.146) (4.0210.208) (3.57+0.189)
Thymus(g) 0.37+0.02 0.33+0.02 0.25%0.02 0.25%0.01
(g%) (0.06+0.003) (0.06+0.003) (0.08£0.007) (0.08+0.003)
Lungs (g) 1.4710.04 1.4410.02 1.00+0.01 1.01£0.02
(g%) (0.25+0.005) (0.24+0.004) (0.32£0.005) (0.32£0.007)
Heart (g) 1.61+0.02 1.481+0.03* 0.90+0.01 0.8710.01
(g%) (0.27+0.004) (0.25+0.004) * (0.28+0.002) (0.27£0.005)
Liver (g) 25.4%0.73 22.2+0.95 10.4£0.25 9.9+0.25
(g%) (4.29£0.118) (3.76£0.143) (3.31+£0.071) (3.1110.043)
Kidney-R (g) 2.1210.04 2.01+0.04 0.991+0.03 0.99+0.02
(g%) (0.36+0.005) (0.34+0.005) (0.31£0.005) (0.31+0.005)
Kidney-L(g) 2.1010.04 2.07+0.03 1.00+0.02 1.02+0.02
(g%) (0.35+0.005) (0.35+0.004) (0.32£0.007) (0.32+0.006)
Spleen (g) 0.90+0.03 0.83+0.02 0.511+0.01 0.5010.02
(g%) (0.15+0.004) (0.14£0.003) (0.16£0.004) (0.16£0.005)
Adrenal-R (mg) 22.8+0.81 22.5+0.70 27.9+1.24 27.410.98
(mg%) (3.85+0.126) (3.83+£0.132) (8.84+0.356) (8.64+0.330)
Adrenal-L (mg) 25.8+0.78 24.7+£0.77 31.3+0.69 29.7+0.86
(mg%) (4.36£0.115) (4.19£0.126) (9.94+0.219) (9.3510.266)
Testis (g) or Ovary(mg)-R 1.38+0.03 1.38+0.03 40.8+1.31 39.8+1.00
(g%) or (mg%) (0.23+0.006) (0.24£0.006) (12.96+0.358) (12.54+£0.354)
Testis(g) or Ovary(mg)-L 1.361£0.03 1.39+0.03 40.3+1.65 41.7+2.27
(g%) or(mg%) (0.23+0.007) (0.2410.006) (12.78+0.451) (13.141+0.679)
Ventral prostate (g) 0.60+0.03 0.62+0.03 - -
(g%) (0.1010.005) (0.11£0.006) - -
Seminal vesicle (g) 0.53+0.02 0.60+0.02 - -
(g%) (0.09+0.003) (0.10£0.004) - -
Uterus(g) - - 0.52+0.04 0.58+0.03
(g%) - = (0.16£0.010) (0.18+0.012)
Caecum (g) 8.8610.26 24.91+0.83° 6.9910.47 20.56+1.53°
(g%) (1.50+0.042) (4.24£0.150)* (2.2310.163) (6.48+0.468) *
Carcass Wt.(g) 468.216.11 447.114.89 249.01+4.05 237.11+4.4
(g%) (79.10£0.594) (76.03+0.339) * (79.0110.437) (74.68+0.639) *

* : Significant at 1% level compared with controls
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Table 14 Average organ weights and relative organ weights in male and female rats after 4 weeks' withdrawal following

oral treatment with CS-807 for 13 weeks

(Mean+SEM.)
Sex Male Female
Dose (mg/kg) Control 1000 Control 1000
Organ (N) (5) (5) (5) (5)
Final Body weight (g) 630.0+18.9 620.8+13.9 340.2+13.3 345.0£11.9
Brain(g) 2.1810.02 2.17+£0.03 1.95+0.02 1.96+0.02
(g%) (0.35+0.010) (0.35+0.007) (0.58+0.022) (0.57£0.022)
Hypophysis (mg) 12.24£0.72 12.940.67 10.9 £0.88 10.5%£0.35
(mg%) (1.94+0.143) (2.07£0.076) (3.2310.277) (3.0410.104)
Thyroid (mg) 25.6+1.00 22.21+3.54 17.9+0.73 17.7£1.43
(mg%) (4.07£0.090) (3.6010.601) (5.32+0.374) (5.14£0.394)
Thymus(g) 0.2810.05 0.34+0.03 0.22+0.03 0.25+0.02
(g%) (0.04 £0.006) (0.05+0.005) (0.07£0.010) (0.07 £0.006)
Lungs (g) 1.48+0.02 1.4710.04 1.0710.01 1.06£0.03
(g%) (0.24+0.006) (0.24£0.005) (0.32+0.015) (0.3110.007)
Heart(g) 1.57+0.04 1.5810.04 0.96+0.03 0.95+0.02
(g%) (0.25+0.005) (0.25+0.005) (0.28+0.013) (0.28+0.007)
Liver(g) 24.3+1.38 23.210.72 11.210.60 11.940.38
(g%) (3.8410.116) (3.73+0.043) (3.2910.063) (3.44£0.071)
Kidney-R(g) 2.1110.08 2.2110.05 1.05+0.04 1.11+0.05
(g%) (0.3410.009) (0.36£0.007) (0.3110.009) (0.32+0.007)
Kidney-L(g) 2.111£0.05 2.25+0.07 1.08+0.03 1.13+£0.03
(g%) (0.3410.007) (0.36+0.009) (0.3210.008) (0.33+£0.004)
Spleen (g) 0.88+0.04 0.83+0.05 0.51+0.02 0.52+0.02
(g%) (0.14£0.003) (0.13+0.008) (0.15+0.005) (0.15+0.006)
Adrenal-R (mg) 22.2+1.82 22.41+1.34 27.6+2.04 23.510.81
(mg%) (3.51£0.204) (3.6110.259) (8.1140.454) (6.82+0.181)
Adrenal-L (mg) 24.5+1.68 22.5+1.37 30.3+1.88 25.311.40
(mg%) (3.87+0.166) (3.61+0.188) (8.9110.444) (7.3810.474)
Testis(g) or Ovary (mg)-R 1.411£0.02 1.37+0.02 36.312.26 44.8+2.12
(g%) or (mg%) (0.22£0.009) (0.224£0.004) (10.72+0.730) (12.97£0.293)
Testis(g) or Ovary(mg)-L 1.41+0.02 1.3510.02 32.7£3.95 42.7+1.58
(g%) or (mg%) (0.22+0.009) (0.221+0.004) (9.69+1.225) (12.3840.212)
Ventral prostate (g) 0.65+0.06 0.67+0.03 - -
(g%) (0.11£0.012) (0.1110.004) - -
Seminal vesicle (g) 0.58+0.02 0.59+0.01 - -
(g%) (0.09+0.005) (0.10+0.002) - -
Uterus(g) - - 0.571+0.05 0.46+0.03
(%) - - (0.17+0.016) (0.13+0.007)
Caecum (g) 9.23+0.68 14.4810.68° 6.521+0.78 13.45+0.46°
(g%) (1.47£0.107) (2.341£0.129)°* (1.9010.184) (3.93+£0.226)*
Carcass Wt.(g) 501.21+16.60 487.4+11.43 266.21+9.40 263.5+10.98
(g%) (79.55+0.686) (78.51+0.283) (78.32+0.696) (76.3010.715)

* : Significant at 1% level compared with controls
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Table 15 Average organ weights and relative organ weights in male rats orally treated with CS-807 for 1 year

(MeantS.EM.)
Dose (mg/kg) Control 250 500 1000
Organ (N) (19)¥ (20) (20) (20)
Final Body weight (g) 724.3+16.1 726.1+17.2 728.4120.6 715.1+15.6
Brain(g) 2.2210.02 2.2410.01 2.2210.01 2.2310.01
(g%) (0.31£0.007) (0.3110.007) (0.3110.008) (0.32£0.007)
Hypophysis(mg) 14.210.48 14.010.48 14.51£0.80 14.2+0.35
(mg%) (1.97+0.060) (1.9310.060) (2.01+0.108) (2.00£0.054)
Thyroid (mg) 31.9+1.40 32.7+1.02 31.3+1.37 32.1+1.52
(mg%) (4.4210.180) (4.5210.140) (4.34+0.194) (4.4610.147)
Thymus(g) 0.07+0.008 0.08+0.006 0.09+0.004 0.08+0.005
(g%) (0.01£0.001) (0.01+0.001) (0.01£0.001) (0.01+0.001)
Lungs (g) 1.6410.03 1.6410.02 1.60+0.02 1.6410.02
(g%) (0.23+0.003) (0.23+0.006) (0.2210.006) (0.23£0.004)
Heart(g) 1.8410.03 1.831+0.03 1.77+0.03 1.81+0.03
(g%) (0.26+0.006) (0.25+0.004) (0.24+0.005) (0.25+0.004)
Liver(g) 22.710.78 20.8%+0.55 21.01£0.67 20.3+0.59
(g%) (3.12£0.073) (2.88+0.033)* (2.89+0.041)* (2.84+0.038)°
Kidney-R (g) 2.3710.05 2.2710.04 2.3210.04 2.37+0.04
(g%) (0.33£0.005) (0.31£0.007) (0.32+0.006) (0.33+0.006)
Kidney-L(g) 2.4410.05 2.3710.04 2.41+0.04 2.4310.05
(g%) (0.34+0.005) (0.33+0.006) (0.33£0.007) (0.34£0.008)
Spleen(g) 1.071£0.04 1.03+0.04 1.01+0.03 1.00+0.03
(g%) (0.15+0.005) (0.14£0.003) (0.14£0.003) (0.14£0.003)
Adrenal-R (mg) 28.3+1.07 26.8+0.96 29.11+0.98 29.2+1.11
(mg%) (3.92+0.130) (3.73+£0.158) (4.02£0.130) (4.07+0.120)
Adrenal-L (mg) 31.1+1.22 29.41+0.73 29.61+1.00 30.3+0.75
(mg%) (4.29£0.127) (4.11£0.155) (4.10£0.135) (4.2710.128)
Testis-R(g) 1.58+0.02 1.55+0.02 1.51+0.04 1.521+0.02
(g%) (0.2210.005) (0.22+0.006) (0.21+0.008) (0.21£0.005)
Testis-L(g) 1.5410.04 1.5710.02 1.57+0.02 1.53+0.02
(g%) (0.2110.006) (0.22+0.006) (0.22+0.006) (0.22+0.005)
Ventral prostate (g) 0.79+0.04 0.75+0.04 0.71+0.04 0.761+0.04
(g%) (0.11£0.005) (0.11£0.006) (0.10£0.005) (0.11£0.006)
Seminal vesicle (g) 0.70+0.03 0.70+0.03 0.71+0.02 0.69+0.02
(g%) (0.10£0.004) (0.10+0.005) (0.10£0.004) (0.10£0.004)
Caecum(g) 9.95+0.40 14.19+£0.71° 14.90+£0.72° 23.00+1.21°
(g%) (1.38+0.057) (1.97+£0.102)° (2.06+0.098) * (3.2410.176)*
Carcass Wt.(g) 590.11:13'20 594.7+15.16 587.8+17.16 567.2+12.86
(g%) (81.48+0.339) (81.86+0.344) (80.66+0.232) (79.30+0.299) *

* : Significant at 1% level compared with controls
a) : One animal was eliminated from initial number because of a spontaneous subcutaneous tumor (Rat No. 14).
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Table 16 Average organ weights and relative organ weighta in female rats orally treated with CS-807 for 1 year
(MeantSEM,)
Dose (mg/kg) Control 250 500 1000
Organ (N) (20) (20) (19)" (20)
Final Body weight (g) 451.3%+7.8 458.6+11.6 479.8114.2 445,1£11.1
Brain(g) 2.00£0.01 1.9710.01 1.98+0.01 1.9610.02
(g%) (0.4510.009) (0.4410.014) (0.4210.015) (0.4410.011)
Hypophysis (mg) 19.8%+1.14 19.0+1.01 18.3+0.93 18.9+1.42
(mg%) (4.3610.214) (4.1240.155) (3.8610.193) (4.25+0.296)
Thyroid (mg) 27.3+1.11 27.1%1.17 27.5%1.85 26.1%£1.08
(mg%) (6.07+0.235) (5.931£0.218) (5.77£0.365) (5.8910.215)
Thymus(g) 0.09+0.017 0.0910.008 0.07+0.006 0.07 £0.005
(g%) (0.02+0.004) (0.0210.002) (0.02+0.001) (0.02+0.001)®
Lungs (g) 1.3210.03 1.231£0.02 1.2710.03 1.231+0.03
(g%) (0.29+0.009) (0.2710.007) (0.27£0.011) (0.2810.010)
Heart(g) 1.2610.02 1.2410.02 1.26+0.03 1.18+0.02°
(g%) (0.28+0.006) (0.271£0.005) (0.26 +0.006) (0.2710.005)
Liver(g) 13.2+£0.34 13.9+0.50 14.3+£0.59 13.11£0.49
(g%) (2.93+0.051) (3.01£0.048) (2.96+0.063) (2.9410.072)
Kidney-R (g) 1.501+0.03 1.4910.05 1.49+0.05 1.4710.04
(g%) (0.33+0.005) (0.32£0.005) (0.3110.008) (0.33+0.007)
Kidney-L(g) 1.5410.03 1.531+0.04 1.5440.04 1.494+0.04
(g%) (0.34+0.006) (0.3310.006) (0.3210.008) (0.34£0.006)
Spleen (g) 0.6210.02 0.69+0.03 0.68+0.03 0.6410.02
(g%) (0.14£0.003) (0.1510.005) (0.14%0.005) (0.1510.005)
Adrenal-R (mg) 30.9+0.78 31.1+£0.90 30.6+0.94 29.6+0.80
(mg%) (6.90+0.237) (6.85+0.228) (6.4610.242) (6.68+0.156)
Adrenal-L (mg) 33.8+0.76 32.0+0.70 30.9+1.19 30.1+0.93°
(mg%) (7.50+0.165) (7.061£0.218) (6.511£0.268)° (6.801+0.191)°
Ovary-R (mg) 31.412.45 32.5+3.59 27.2+2.75 34.613.60
(mg%) (7.05+0.609) (7.40£1.001) (5.80+0.637) (7.85+0.848)
Ovary-L(mg) 34.313.12 34.2+4.08 30.0+3.32 36.6+3.44
(mg%) (7.73£0.772) (7.81£1.117) (6.4210.788) (8.3410.873)
Uterus(g) 0.97+£0.05 1.03+0.05 1.10£0.07¢ 1.04+0.06
(g%) (0.21+0.010) (0.23£0.011) (0.23+0.014)° (0.2410.014)
Caecum(g) 7.2310.33 11.55+0.65° 11.14+£0.94° 21.72+1.21*
(g%) (1.61£0.073) (2.56+0.185)* (2.3410.217)* (4.95+0.306)°
Carcass Wt.(g) 359.516.00 359.2+8.47 376.1+10.63 339.7+8.80
(g%) (79.70+0.467) (78.42+0.359) (78.47+0.562) (76.3110.365)*

* : Significant at 1% level compared with controls
b) : One animal was eliminated from initial number because of a spontaneous subcutaneous tumor (Rat No. 129).

c) : One case was eliminated from the number calculated because of a congenital defect on the right homn of the uterus

(Rat No.130, N=18)

d) : Thymus was lost (No0.159, N=19)
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TOXICOLOGICAL STUDIES OF CS-807
II. ORAL SUBACUTE AND CHRONIC TOXICITY
STUDIES IN WISTAR RATS

Kunio KiMura, NoBUHIRO MiYAKosHI, KAzuo YAMASHITA, ETsuji MATSUMOTO,
Tamotsu ToTsukA, NAOCHIKA MATSUNUMA and HirosHI MAsUDA

Laboratory Animal Science and Toxicology Laboratories Sankyo Co., Itd., Shizuoka

The toxicity of CS-807 was evaluated in male and female Wistar rats after administration by gavage for
13 weeks at doses of 30, 80, 200, 500 and 1000mg/kg, followed by 4 weeks' withdrawal and for 1 year at doses
of 250, 500 and 1000mg/kg. The results are summarized as follows:

1) No death occurred and no changes in general condition were observed throughout the experimental
period except for soft stool early in the treatment or after withdrawal at doses of more than 80mg/kg.

2) No abnormal findings were obtained by urinalysis or ophthalmoscopic examination after a dose of
1000mg/kg.

3) Slight decrease in body weight gain was observed in several groups compared with the controls during
treatment, and a transient decrease in body weight was observed soon after withdrawal, but no change was
noted in food intake.

4) A dose-dependent increases in cecum weight, which is generally noticed after administration of
antibiotics, was noted at autopsy. There were, however, no histopathological abnormalities in organs or
tissues after one year’s treatment at doses up to 1000mg/kg. We found no abnormalities attributable to the

changes in intestinal flora, nor did CS-807 show any toxic effects on specific organs in the rat.



