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Table 1 Experimental design o
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Dose Dose
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Drug | (mg/kg) 0% (mg/kg) (m1/100g)
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CXM 250 0.13 125 0.13

750 0.37 375 0.37
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750 0.37
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Table 2-1 Food efficacy (s.c.)

5 weeks I 10 weeks 15 weeks

Sex Dose Net gain i’:?atlile Efficacy | Net gain i’g&tﬁle Efficacy ‘ Net gain i'rll\fatlti Efficacy
(mg/kg) (g) (8) %) (g) (8) (%) (g) (g) %)
Control 216.3 903.3 24.0 327.9 1877.3 17.5 380.5 2717.4 14.0
CXM100 210.1 899.4 23.4 311.2 1850.0 16.8 361.6 2662. 6 13.6
Male CXM250 213.7 919.7 23.2 315.2 1904.1 16.6 365.9 2765.1 13.2
CXM750 210.6 960. 1 21.9 302.3 1951.8 15.5 345.9 2805.7 12.3
CET 100 206. 4 858.9 24.0 308.5 1819.9 17.0 361.3 2688.9 13.4
CET 750 202.2 883.0 22.9 311.5 1283.8 i 17.0 362.5 2671.0 13.6
' Control 108.5 614.5 17.7 151.9 1257.0 12.1 168.8 1818.6 9.3
CXM100 117.7 623.2 18.9 151.7 1303.3 11.8 168.9 1894.5 8.9
Female CXM 250 110.9 636. 2 17.4 153.3 1303.3 11.8 168.9 1894.5 8.9
CXM750 116.3 658. 8 17.7 155.0 1352.8 11.5 169. 4 1958. 8 8.6
CET 100 112.9 616.1 18.3 157.3 1283.8 12.3 173.6 1875.3 9.3
CET 750 112.1 620. 2 18.1 155.3 1288.2 12.1 169.1 1870.0 9.0
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Table 2-2 Food efficacy (s.c.)
20 weeks 25 weeks 30 weeks
Sex Dose | Net gain ig‘:’;ﬁi Efficacy | Net gain iI&t;L Efficacy | Net gain iI?;l:}: Efficacy
(mg/kg) | (&) (g) (%) (g) (g) (%) (8) (g) (%) _
Control 380.5 3547. 4 10.7 421.0 4291.2 9.8 429.3 5094.7 8.4
CXM100 361.6 3505. 4 10.3 412.1 4294. 2 9.6 424.9 5035. 3 8.4
Male CXM250 365.9 3614.9 10.1 414.1 4431.3 9.3 421.8 5280. 4 8.0
CXM750 345.9 3662. 2 9.4 366. 2 4487.0 8.2 383.1 5342.3 7.2
CET 100 361.3 3513.0 10.3 387.3 4294.2 9.0 392.9 5068.7 7.8
CET 750 362.5 3523.8 10.3 406.5 4341.9 9.4 404.6 5183.0 7.8
Control 180.2 2358.8 7.6 185.9 2853.9 6.5 194.7 3396. 4 5.7
CXM100 182.9 2440.9 7.5 188.2 2954.2 6.4 195.5 3520. 4 5.6
Female CXM250 179.3 2443.3 7.3 186.9 2979.1 6.3 195.6 3561.0 5.4
CXM750 181.9 2531.2 7.2 184. 4 3064.5 6.0 191.2 3667.5 5.2
CET 100 | 192.3 2424.6 7.9 202.7 2933.6 6.9 197.9 3491.1 5.7
CET 750 | 178.1 2428.9 7.3 181.4 2964.7 6.1 192.3 3560.5 5.4
Table 2-3 Food efficacy (s.c.)
35 weeks 40 weeks 45 weeks
Sex Dose Net gain i’xl;fatlﬂz Efficacy | Net gain i’xEto atllj:: Efficacy | Net gain i;l;toatile Efficacy
(mg/kg) ! (&) (g) (%) (g) (8) (%) () (g) (%)
Control 440.1 5867.1 7.5 422.0 6617.7 6.4 433.3 7419.9 5.8
CXM100 443.6 5848.8 7.6 436.5 6654.0 6.6 448.3 7449.3 6.0
CXM250 448.3 6140.0 7.3 457.9 6929.3 6.6 461.5 7743.9 6.0
Male CXM750 422.1 6289.0 6.7 427.0 7188.6 5.9 457.0 7960.3 5.7
CET 100 426.1 5880.9 7.2 418.5 6687. 4 6.3 431.6 7494.8 5.8
CET 750 447.4 6027.8 7.4 429.9 6998. 6 6.1 424.9 7799.7 5.4
Control 204.0 3919.4 5.2 199.1 4356.1 4.6 200.6 4879.5 4.1
CXM100 213.5 4138.9 5.2 206.1 4620.9 4.5 208.0 5169. 4 4.0
CXM250 228.5 4142. 4 5.5 208.9 4579.1 4.6 210.3 5113.9 4.1
Female! oxM750 | 192.6 | 4270.0 | 4.5 | 189.4 | 4282 | 40 | 192.4 | 52777 | 3.6
CET 100 216.8 4090.5 5.3 219.5 4632.2 4.7 218.8 5163. 4 4.2
CET 750 199.3 4100.9 4.9 194.1 4510.5 4.3 198.8 5021.9 4.0
Table 3 Urinary findings (s.c., 3 months)

Sex Dose 1:?‘ pH Glucose Protein K;Jg;e ?,fg;’ét Bilirubin Ugiol'inogen
(mg/kg) | rats 6.06.57.07.580 — + | — + + H HF W — + 11— +[— £ +1— £ +
Control 8 |3 1 2 2 8 2 51 8 8 8 8
CXM100 8 1 3 4 8 2 3 3 8 8 8 8

Male CXM250 8 4 4 8 3 41 8 8 8 8
CXM750 8 3 3 1 1,8 1 3 2 2 8 8 8 8

CET 100 8 2 3 3 8 5 3 8 8 8 8

CET 750 8 5 2 1 8 4 4 8 8 8 8
Control 8 |1 3 2 2| 8 31 4 8 8 8 8
CXM100| 8 |5 2 1|8 2 4 2 8 8 8 8

Fe- CXM250 | 8 3 2 2 1|8 3 3 2 8 8 8 8

male| CXM750 8 1 1 3 2| 8 1 4 3 8 8 8 8
CET 100 8 4 1 3 8 2 51 8 8 8 8
CET750| 8 |3 4 1|8 2 51 8 8 8 8
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Table 4 Hematological
Dose RBC WBC Hb Ht
Sex No. of rats

(mg/kg) (10¢/mm?) (10¢/mm?®) (g/dl) (%)
Control 8 835 66 15.0 43
+14.3 +6.9 +0.26 4£0.4
CXM 100 8 841 61 15.2 43
+19.0 +5.1 4+0.17 £0.3
CXM 250 8 870 58 15.5 44
Mal +17.2 +4.8 +0.15 +0.7
ale CXM 750 8 812 60 14.7 45
+25.0 +4.2 +0.33 +1.5
CET 100 8 877 65 15.6 45
+31.6 +3.5 +0.27 +0.5
CET 750 8 880% 72 15.3 44
+11.4 +4.3 +0.16 +0.7
Control 8 746 33 15.3 43
+32.6 +1.7 +0.26 +0.8
CXM 100 8 830 52%H 15.7 43
+29.1 +2.5 £0.3 +0.6
CXM 250 8 761 38 15.6 | 12
Femal +9.6 +3.9 +0.22 | +0.6
emale | cxXM 750 8 729 45%% 14.6 | 43
+9.3 +3.5 +0.21 +0.8
CET 100 8 804 36 15.4 | 12
+26.5 +1.8 +0.14 +0.6
CET 750 8 798 34 15.2 12
+15.5 +4.4 +0.35 | +0.7

* Significant (P<0.05),
b) Erythroblast,

** Significant (P <0.01)

c) Howell Jolly body,

d) Metachromatic erythrocyte

Table 5 Biochemical finding

No. of s-GOT s-GPT Al-P Glucose T-Bil

Sex Dose ras | (Rarmen | (Karmen | (KA Unit) | (me/ke) (g/dl)
Control 8 115 38 20.5 184 0.74

+5.9 1+3.6 +2.48 +7.8 +0.09
CXM 100 8 118 40 26.1 166 0. 41*

+4.1 +2.3 +2.80 +7.3 +0.07

CXM 250 8 129 30 19.9 163 0.37*+

Male +6.2 +2.2 +1.70 +4.4 +0.06
CXM 750 8 119 26+ 24.2 131%+ 0.47%

+5.4 2.1 +3.29 +5.2 +0.05

CET 100 8 128 29 21.3 151%* 0.64

+8.2 +3.8 +1.71 +7.1 +0.04

CET 750 8 122 42 22.6 142%* 0.55

+10.8 +7.3 +1.24 +9.5 +0.03

Control 8 116 24 19.9 173 0.33

+11.6 1+4.8 +1.81 +17.6 +0.06

CXM 100 8 134 22 13. 6** 206 0.32

+12.8 +1.7 +0.99 +25.7 +0.05

CXM 250 8 118 23 12. 9%+ 179 0.35

Female +7.7 +1.6 +1.25 +10.7 +0.09
CXM 750 8 93 25 19.3 194 0.34

+10.9 +3.1 +2.26 +8.0 +0.03

CET 100 8 92 29 18.0 195 0.30

+8.7 +4.9 +3.81 +6.7 +0.05

CET 750 8 114 32 12.3%% 170 0.:2

+14.2 +5.7 +1.15 +3.1 +0.04

* Significant (P<0.05), ** Significant (P<0.01)
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findings (s.c., 83 months) (Mean+S.E.)
Differential bloed count (%)
Baso Eosino N-st N-seg Lymph Mono Others
0 1.4 0 14.0 83.6 1.0
0 +0.5 0 +2.0 +2,1 +0.5
0 1.8 0 13.3 84.5 0.5
0 +0.7 0 +2.2 +2.4 +0.4
0.1 1.0 0 19.1 76.9* 1.6
+0.1 +0.3 0 2.1 +2.2 +0.7
0 1.8 0 12. 4 84.3 1.6 c)1
0 +0.6 0 +1.9 +2.3 +0.9
0 1.6 0 22.0 73. 0% 3.4 e) 1
0 +0.6 0 +3.8 +3.8 +0.7
0.1 1.6 0.3 25, 8** 67, 5%* 4.0%* b) 1
0.1 +0.6 +0.3 +1.8 +1.9 +0.6
0.6 1.9 1.3 22.0 73.8 1.6
+0.4 0.5 +1.3 +4.6 +5.1 +0.5
0 1.8 0.3 14.0 81.4 2.6
0 +0.8 +0.2 +2.1 +3.2 +1.0
0.4 1.8 0.4 14.5 80.5 2.5
+0.2 0.7 +£0.3 +1.9 2.1 +0.5
0 1.6 0.13 11.5 84.8 2.0 b) 1
0 +0.7 +0.1 +1.7 +2.0 +0.7
0.3 3.8 0.3 26.6 66. 4 2.6 d) 1
0.2 +0.9 +0.2 +2.3 +2.4 +0.5
0.3 1.8 1.3 28.6 67.4 1.9 b) 1
+0.2 +0.6 +1.3 +3.6 +4.0 +0.5
(s.c, 3 months) (Mean+S.E.)
T-Pro Alb A/G CRT BUN CHL Na* K+ CI-
(g/dl) (g/d1) (mg/dl) (mg/dI) (mg/dl) | (mEq/l) [ (mEq/l) | (mEq/l)
6.47 3.73 1.37 1.0 17.6 78 172 5.3 104
+0.16 +0.09 +0.04 +0.05 +1.08 +7.5 +12.9 +0.68 +0.7
6.27 3.73 1.48 0.9 18.0 70 169 5.3 104
+0.12 +0.07 +0.06 +0.40 +0.70 +4.7 +11.5 +0.37 +0.6
5.96* 3.49 1.45 0.9 16.7 67 167 4.8 101**
+0.14 +0.08 +0.09 +0.06 +0.62 +4.4 +6.6 +0.18 +0.7
6.23 3.18*x* 1. 05%* 0.9 18.9 68 168 4.5 103
+0.10 +0.09 +0.05 +0.05 +0.91 +6.3 +9.3 +0.37 +1.2
6.49 3. 06** 1.91%* 0.8* 17.8 58 184 3.2% 106
+0.14 +0.09 +0.06 +0.04 +0.81 +5.6 +17.8 +0.27 +0.8
6.22 3. 11** 1.02%* 0. 8** 17.8 56* 133 3.0% 105
+0.11 +0.13 +0.07 +0.03 +0.46 +3.0 +23.9 +0.48 +0.5
7.06 3.65 1.08 0.9 22.5 72 160 3.4 102
+0.18 +0.09 $0.03 +0.04 +0.94 +6.5 +26.1 +0.34 +0.8
7.27 3.67 1.05 0.8 18.7* 70 182 4.2 9g**
+0.36 +0.14 +0.06 +0.03 +0.93 +4.7 +7.1 +0.50 +0.7
6.99 3.72 1.14 0.8 21.7 66 214 3.3 100
+0.18 +0.11 +0.04 +0.03 +2.03 +6.2 +10.8 +0.43 +0.5
6.73 3.62 1.17 0.7 18. 6** 60 141 3.7 101
+0.13 40.07 +0.05 +0.05 +0.82 +4.1 +21.3 +0.29 +0.8
6.93 3.70 1.16 0.7* 19.9 60 130 4.2 103
+0.21 +0.10 +0.06 +0.03 +1.11 +3.7 +11.0 +0.11 +0.7
6.62 3.48 1.11 0.7+ 19.7 65 137 3.4 104
+0.19 +0.10 +0.02 +0.03 +0.90 +7.0 +13.3 +0.12 +1.0
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Table 6 Wet organ weight
Body Heart Lun Liver
Sex Dose No. of Weight g
(mg/kg) | TS (%) wt % wt 9% wt %
Control 8 514 1.33 0.26 1.56 0.81 17.4 3.39
+15.5 | +0.03 £0.01 | +0.08 £0.01 | +0.86 £0.12
CXM 100 8 495 1.23* 0.25 1.36% 0.28 17.1 3.47
+19.2 | +0.02 4£0.01 | £0.07 £0.02 | +0.82 £0.13
CXM 250 8 503 1.22 0.25 1.55 0.31 16.1 3.19
Mal £11.7 | +0.04 4£0.01 | +0.08 +£0.01 | +0.76 +0.09
€ lcxms0 | 8 509 1.20% 0.24 1.47 0.29 16.1 3.17
+16.6 | +0.03 40.00 | +0.03 £0.01 | +0.39 40,06
CET 100 8 517 1.24* 0.24 1.57 0.31 17.6 3.40
£14.1 | +0.03 +£0.01 | £0.07 +£0.01 | +0.68 40.08
CET 750 8 507 1.31 0.26 1.55 0.31 17.9 3.54
+£11.1 | +0.04 4£0.01 | +0.08 £0.01 | +0.54 £0.08
Control 8 273 0.74 0.27 1.04 0.38 9.01 3.30
£4.0 | +0.02 +£0.01 | +0.04 £0.01 | +0.15 +0.06
CXM 100 8 270 0.74 0.27 1.15 0.42¢ | 9.52 3.53
+£6.8 | £0.03 +0.01 | +0.05 £0.02 | +0.30 40.10
CXM 250 8 282 0.80* 0.28 1.23%* 0.44* | 9.67% 3.4
Fermal £3.9 | +0.02 +0.00 | +0.05 £0.02 | +0.17 +0.08
emalel cxm7s0 | 8 271 0.77 0.29 1.15 0.43* | 9.48 3.50
£5.0 | +0.02 +£0.01 | +0.05 4£0.02 | +0.24 40.08
CET 100 8 263 0.73 0.28 1.15 0.44 8.78 3.36
£7.4 | +0.01 40.01 | +0.09 +0.04 | +0.34 +0.18
CET 750 8 284 0.77 0.27 1.14 0.41 9.74 3.4
+8.5 | +0.02 4£0.01 | +0.05 +£0.02 | +0.37 +0.09
Adrenal gland® Testis/
Sex Dose Right Letf Right
(mg/kg) wt % wt % wt %
Control 25.9 5.06 27.5 5.38 1.68 0.33
£0.6 +0.16 +0.6 +0.17 +0.03 +0.02
CXM 100 24.6 4.98 25.6 5.21 1.59 0.32
+1.1 +0.13 1.0 +0.24 +0.04 40.01
CXM 250 25.5 5.10 26.1 5.20 1.65 0.33
Male +1.1 +0.25 +1.1 +0.18 +0.05 40.01
CXM 750 27.5 5.43 28.8 5.67 1.58 0.31
+1.7 +0.34 +1.6 +0.34 +0.04 40.01
CET 100 26.3 5.10 27.3 5.26 1.52% 0.29
+0.9 +0.21 +1.5 £0.21 +0.05 +0.01
CET 750 25.5 5.03 26.5 5.23 1.59 0.31
+1.2 +0.20 +0.80 +0.14 +0.03 +0.01
Control 28.6 10. 48 29.6 10. 84 35.3% 12.9%
+0.7 +0.27 +1.4 +0.48 +1.8 +0.57
CXM 100 26.1 9.68 28.1 10. 43 37.4 13.8
£1.5 +0.55 +2.0 +0.71 +3.5 +1.41
CXM 250 28.1 9.99 30.6 10.88 35.3 12.6
£0.7 +0.23 +1.0 +0.31 +1.6 +0.63
Female | oy 750 28.3 10.43 30.6 11.32 32.9 12.1
+1. +0.54 +2.1 +0.76 +3.9 +1.36
CET 100 31.0 11.85* 29.6 11.27 39.8 15.0
+1.3 +0.57 +1.5 +0.45 +3.4 40.95
CET 750 33.4 11.92 31.3 11.10 40.1 14.3
+2.1 +0.97 +1.8 +0.72 +2.3 +0.99

* Significant (P<0.05),

** Significant (P<0.01)
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(s.c., 3 months) (Mean+S.E.)
Kidney
Spleen Thymus “Right Lett
wt % wt % wt % wt 9%
0.89 0.17 0.28 0.06 1.45 0.29 1,44 0.28
+0.04 +0.01 +0.02 +0.01 +0.04 £0.01 +0.04 +0.01
0.76* 0.15* 0.25 0.05 1.45 0.29 1.47 0.30
+0.03 +0.01 +0.02 +0.00 +0.04 +0.01 +0.05 +0.01
0.80 0.16 0.30 0.06 1.49 0.30 1.49 0.30
+0.03 +0.00 +£0.03 +0.01 +0.04 +0.01 +0.04 +0.01
0.85 0.17 0.27 0.05 1.54 0.30 1.54 0.30*
+0.04 +0.00 +0.02 +0.00 +0.04 +£0.01 +0.04 +0.01
0.91 0.18 0.33 0.06 1.41 0.27 1.43 0.28
+0.05 +0.01 +0.02 +0.01 +0.04 +0.01 +0.06 £0.01
0.87 0.17 0.34 0.07 1.50 0.30 1.50 0.30
+0.07 +0.01 +0.03 +0.01 +0.03 +0.01 +0.03 +0.01
0.53 0.19 0.26 0.09 0.79 0.29 0.80 0.30
+0.01 +0.00 +0.03 +0.01 +0.02 £0.01 +0.02 +0.01
0.53 0.19 0.27 0.10 0.80 0.29 0.81 0.30
+0.03 +0.01 +0.02 +0.01 +0.03 +0.01 +0.03 +0.01
0. 54 0.19 0.24 0.09 0.83 0.30 0.87* 0.31
+0.03 +0.01 +0.02 +0.01 +0.04 +£0.01 +0.02 +£0.01
0.55 0.20 0.29 0.11 0. 89* 0.33* 0.87 0.32
+0.02 +0.01 +0.02 +0.01 +0.04 +0.01 +0.03 +0.01
0.56 0.21* 0.25 0.10 0.83 0.32 0.82 0.31
+0.02 +0.01 +0.02 +0.01 +0.04 +0.02 +0.03 +0.02
0.54 0.19 0.23 0.08 0. 89%* 0.32 0. 88* 0.31
+0.02 +0.01 +0.02 +0.01 +0.02 +0.01 +0.02 +0.01
Ovarium Thyroid® Pitui o Brai
Teft yroi ituitary rain
wt % wt % wt % wt %
1.67 0.33 22.5 4.38 14.5 2.82 1.82 0.36
+0.03 +0.01 .+1.8 +0.32 +1.1 +0.20 +0.04 +0.01
1.57 0.32 22.6 4.57 14.6 2.97 1.84 0.38
+0.06 +0.02 +1.0 +0.14 +0.7 +0.17 +0.05 10.02
1.67 0.33 21.0 4.21 16.4 3.26 1.92 0.38
+0.04 +0.01 +1.2 +0.29 +1.0 +0.20 +0.05 +0.01
1.61 0.32 20.9 4.13 15.8 3.13 1.86 0.37
10.04 +0.01 +2.2 +0.44 +1.1 +0.26 +0.04 +0.02
1.54 0.30 21.4 4.23 16.6 3.23 1.90 0.37
+0.06 +0.01 +2.5 +0.62 +0.4 +0.08 +0.03 +0.01
1.61 0.32 19.5 3.87 14.0 2.79 1.86 0.37
+0.03 +£0.01 +1.7 +0.35 +1.3 +0.28 +0.04 +0.01
35. 48 12.9% 20.4 7.43 18.4 6.74 1.71 0.62
+2.9 +0.98 +1.4 +0.50 +0.8 +0.32 +0.04 +0.01
37.5 13.8 17.6 6.54 17.4 6.45 1.73 0.64
+3.1 +0.92 +0.7 +0.26 +0.8 +0.03 +0.03 +0.01
36.3 12.9 18.9 6.72 19.4 6.90 1.72 0.61
+1.9 +0.68 +1.0 +0.37 +0.8 +0.33 +0.02 +0.01
34.5 12.7 19.6 7.27 20.1 7.45 1.73 0.64
+3.1 +1.03 +1.4 +0.53 +1.1 +0.41 +0.02 +0.01
35.4 13.5 20.5 7.84 19.9 7.60 1.78 0.68*
+2.8 +1.02 +1.2 +0.51 +0.6 +0.33 +0.04 +0.02
41.0 14.5 21.1 7.48 20.4 7.21 1.74 0.62
+3.1 +1.03 +0.7 +0.26 +1.0 +0.35 +0.04 +0.03

(wt:g, a:mg, mg/gx100)



178 CHEMOTHERAPY JULY 1979
Table 7 Urinary findings (s.c., 6 months)

S Dose | No. pH Glucose Protein K‘;‘g;‘ Qceult] gijirubin U;ﬁ'imm

ex of
(mg/kg) | rats 6.06.57.07.580 — + | — + + H #H M| —x|—2|—x=+|— %+
Control | 10 |6 3 1 10 7 3 10 10 10 10
CXM100| 10 |8 1 1|10 51 10 10 10 10

Male | CXM250| 10 |7 1 2 10 5 41 10 10 10 10
CXM750| 10 |8 1 1 10 1 6 3 10 10 10 10
CET100| 10 |7 1 2 10 9 1 7 3(10 10 10
CET 750 | 10 |7 1 2 10 6 4 2 8/ 9 1|10 10
Control | 10 |7 1 2 10 19 10 10 10 10
CXM100( 10 |6 3 1 10 5 4 9 1|10 10 10

Fe- |CXM250{ 10 |2 3 4 110 5 5 10 10 10 10

male| CXM750| 10 |6 2 10 6 4 10 8 2|10 10
CET 100 10 {4 1 5 10 2 6 2 9 1|10 10 10
CET 750| 10 |4 1 5|10 6 4 10 10 10 10

BEREZ A SR o T, 7) 7TrAFiv 750mg/kg BOBCTHEDOHD HA

HEIINBECLENECEL RS, WHEEOMH 1 AN Y (B o

REREA 2" AHRTIETL 8) A/G }t:750mg/kg HDO B EEDO ETHAADL

2. fAREHE (Table 2-1)

K BB BT ZRITIR D 5 oo

3. RArR (Table 3)

HREE b oH, B, ‘A, v B, ey
BIVvrE) ) —r v dnBRELOEL ) 5T

4. MmM¥ATR (Table 4)

1) Ffbler o iR : flikkE, mEFEES XM
HRAEH.

2) EMER¥K : 100, 750mg/kg FOMHETHE O Hm
Babhic,

3) BmMIREZH : 250mg/kg HOBT Y v HKROF
BOEINA LRI, 7T50mg/kg FEOHE 1 fiic Howell
Jolly /M&, #f 1 FIITiZARERMN RS I,

5. MmEEL¥RFR (Table 5)

1) Fikih o7 H :s-GOT, sv7+=v, av
AFwr—sn, Nat XU K KB L TRNBRC T
BEEIALRED 5T,

2) s-GPT :750mg/kg HOBETEREDET ALK
To

3) 7TAAVKRATZy X—+:100, 250 mg/kg B D
HTHEEDOETAAbh I,

4) Mm¥E:750mg/kg FORKEEORIMNALA
fo

5) ¥VAYY HOLHCHEORL XA LA
P, FAEHEEMIED bhith -1

6) #ERB :250mg/kg HOHCHEEDORL A bh
fCo

hico

9) REEFK :100, 750mg/kg FHOHIHFEORS
Naxbhic,

10) CI-:100mg/kg BDfL 250mg/kg BEDEI
HREORY M A BRI,

6. HRAMR

750mg/kg B¥O K T HBBI Kb kBEOREL,
750mg/kg BEOKE 1 Flic KT HiM1, 250mg/kg FEDHE 1
PlcFoBELAOR I, HBILEA 250, 750mg/kg
HoETAbRT,

HENBECALALECHATRECREIARALRT
M aotoo

7. BEGEE (Table6)

a, ¥EE

1) #mL7=HE : 0 (250mg/kg Fif), i (250mg/
kg BfiE), FF (250mg/kg FifE), B (250, 750mg/kg
BEitE) o

2) HWALKBE: L (100, 750mg/kg FHE), b
(100mg/kg FfKE), B (100mg/kg FHE)o

b. HLFEME

1) #ml%BE : M (&), B (750mg/keg 7
HERE) o

2) BALKHE R (100mg/kg B,

8. XEFR

a. W

1) F:#O1H 7 v 2 —HBEDOFEECAE LD
1L, 5 -mhHhbhtcs,
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2) L RO 1 BB CEI YA BT,

b. 100mg/kg B

1) WA 1 WP SEOMB MMM
nabh, o 1 AICEEBRLEA LR,

2) O RE1ACREEOMBEMEOHAN A bR,

3) BIAR : 1B SENRK BRI,

c. 250mg/kg B

1) B:#01ATIMEO—NHERRLK, o
1 TR D FBAERRMNA A ORI,

2) LRI CPERALMREOHEN A LR
o

3) EW:ElfAoREMMNTETEAEKOIRE L
NAFARREN AR DRI,

d. 750mg/kg B¢

1) FF: 80 1 h.OBIRR[E /AR MaRRE,
fbd 1 i NEIERA A D R,

2) B o 1A EEOMEN/HEHMIRE
Enabhic,

3) L :ETOAREYHLS MEROTHAERT1
flE, CXERALBMBEROBREYRT1ANALRI,

4) BE:HREOEIHT, BEMUORTHAEM
DIERE & RENRHR b, OB HfAAbiic

9. EHEFR

1) B :oBRE, BENHE ML TXEELIAON
Tehotce

2) BB, REELIF-~ v EBEEEOIEE
BIVEEAR LR, EERARBEARYEOULE IR
Bhhi, ¥xBEL 250mg/kg B TILRERGENE
i)’*bh'f:.o

B. BR3MLANL6NAETOHR

1. —#ER, $E} XU4EE (Fig 1)

750mg/kg BT (LB E O RFEMBGY A b i
BliXish o1,

3nAND 750mg/kg HORETETOHENH A
bh, ZOEMLENA T THEV o ETHIR LA o
oo

2. K% (Table 2-2)

3HAND 6 MARNTEEDCETH 750mg/kg
DRt A bR,

3. RATR (Table 7)

pH, &, EH, 7 bvik, B0, CVAEYEIVY
rEY ) —Fvid, MEREOEILLRILN 5T,

4. Mm¥AtR (Table 8)

1) FRMERE : OLBCEREIRELAALRICH,
HEIXREE L DRI Z X 7ed o o

2) MEFEE: 750mg/kg HOMETHEEDORL A

bhtc,

3) MERAD : MnE e LM RN E T AR A
Abht,

4) BInIRE : N L OMIC#IZA bhih ol

5) RMIRES I : 250mg/kg B D i & 750mg/kg
BOR FEFHROFEOMMI A & h o, 750mg/
kg BEOMMfE CITFRAZR & MIRDH F D WA 7z b Ui B A
ThE¥habhic, 750mg/kg HoOR 1 I HRFEROH
ﬁﬂ"zﬁ Bhfio

5. MmiW4E{L¥ATR (Table 9)

1) Bk R: 7TABYVAR7 » 4 —%, M1
¥, A/G t, R¥EERX, K+ X0 ClixxtBRELE DM
CHEEZIALRIL -1,

2) s-GOT :100mg/kg H ORI HEEDETAARD
hic,

3) s-GPT: g4 E 750mg/kg HOMHED
ETrAbRi,

4) vYAEY: L CRAREREEYETARD
PAabh, 250mg/kg BOREY XU 750mg/kg B M
B EEENTED LRI,

5) avATFe—A: i BEAMEEE TR M
Zbh, 750mg/kg B HEEENED LRI,

6) BEM : ML S BEAMEOL M HARDL
h, HOLER IUMD 750mg/kg B EEELATAD
th'fslo

7) TAFIv e SRR Y ET AR
NaHh, 750mg/kg BOBCHEEENTD LT,

8) sVv7F=v:750mg/kg OB HEDRL M
x Bhto

9) Na*:750mg/kg HOBEICHEOHMMAALR
o

6. HEATR

750 mg/kg B D KT # A MR B REE DR R
b, MR BROM 1ML 100mg/kg FEDOKE 2
Bl (55 1 ABEYHRE) i bhic, 750mg/kg
BT, MBELARESBEIETE 1A LR, 250
mg/kg B TIXAEINBEKE LRIFEKER XUBEAN
HTHOED 1 AR BRI, 250, 750mg/kg B ke
TREBOBE AR LRI

7. BEBEE (Table 10)

a. REE

1) HWIML7c2BE : O (250, 750mg/kg BEME), K
(250 mg/kg BEiE), FR (750mg/kg BEiE), KRR (750
mg/kg BEHfE), B (750mg/keg BfiE, £BHHE), BB (750
mg/kg B, 250, 750mg/kg B¥if),

2) WA LUIEE : M (250mg/kg B¥#),
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Table 8 Hematological findings
|
Dose RBC WBC Hb \ Ht
Sex No. of rats
(mg/kg) (104/mm?) (10*/mm?) @d) | %)
Control 10 775 77 14.0 44
+24.9 7.0 +0.24 +0.5
CXM 100 10 802 77 13.7 42%»
+26.0 49.0 +0.2 ' +0.4
CXM 250 10 773 62 13.6 | 429+
+11.1 +6.7 £0.13 | +0.6
Male CXM 750 10 739 76 13.1% 41%*
+16.7 +10.1 +0.19 | +0.5
CET 100 10 831 56, 7* 14.3 43
+49.5 £5.5 +0.20 +0.6
CET 750 10 739 103 12.6 3ges
+27.9 +11.7 +0.21 +0.7
Control 10 | 743 23 14.3 42
| £12.9 +2.6 £0.14 1 +0.4
CXM 100 10 669** 22 13.6 40*
+8.3 +2.5 +2.92 +0.5
CXM 250 10 663%* 20 13.4 394+
+11.3 +2.2 +0.16 +0.4
Female | cxwm 750 10 649+ 28 13,00 | 30%+
+17.6 +2.7 +0.21 | +0.6
CET 100 10 705 19 13. 6%* 40%
+27.1 +2.5 +0.2 | +0.6
CET 750 10 653++ 29 13,24+ 39+
+8.6 t2.4 | +0.14 +0.4
* Significant (P<0.05), ** Significant (P<0.01)
b : Erythroblast
Table 9 Biochemical findings
Sex Dose No. of (15;21?; (Ksa_r(;:; Al-P Glucose T-Bil T-Pro
(mg/kg) | rats Uait) Uniyy | (K-A Uni)|  (g/dl) (g/d) (g/d1)
Control 10 89 29 19.6 153 033 | 6.21
+3.5 +3.7 +1. 40 +7.4 +0.05 £0.15
CXM 100 10 77* 17%* 19.5 157 0.32 5.83%
+3.3 +0.8 +1.32 +5.5 +0.07 +0.09
CXM 250 10 84 14%* 18.0 154 0.18+* 5.77%
Male 5.6 +0.9 +1.78 +6.6 +0.03 |  +0.07
a CXM 750 10 92 16%* 19.8 156 0.14% | 5. 41%¢
+4.7 +1.0 +1.74 £4.1 | £0.02 +0.11
CET 100 10 67+ 17%* 17.2 164 0.21* 6.00
+3.9 +1.7 +1.11 +6.6 +0.02 +0.10
CET 750 10 87 16%* 15.7 166 0.17%* 5.61%*
+7.0 +0.8 +1.60 +8.5 +0.03 +0.06
Control 10 144 59 17.0 142 1.08 | 7.06
+15.8 +13.4 +1.83 +4.6 +0.29 +0.22
CXM 100 10 158 59 19.8 133 0.69 7.14
+23.5 +13.2 +0.88 6.0 +0.09 +0.14
CXM 250 10 136 4 17.7 136 0.52 6.94
Female +23.2 +8.1 +1.20 +4.8 +0.10 +0.18
CXM 750 10 118 20* 14.8 149 0.25%* 6.18%*
+10.2 +4.4 +1.44 +3.9 +0.04 +0.15
CET 100 10 107 38 15.1 127* 0.49 6.85
+9.6 +6.3 +1.00 +3.2 +0.07 +0.12
CET 750 10 110 1 17.9 152 0.34* 6. 43*
+11.2 +7.8 +1.52 +5.4 +0.06 +0.16

* Significant (P<0.05),

** Significant (P<0.01)
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(s.c., 6 months) (Mean+S.E.)
Differential blood count (%)

Baso Eosino N-st N-seg Lymph Mono Others
0 2.0 0 20.3 75.4 2.4
0 +0.4 0 +2.9 +2.8 0.5
0.1 2.4 0 13.2 81.7 2.6
+0.1 +0.7 0 +2.2 +2.9 +0.5
0.1 1.6 0 20.1 75.0 2.6
+0.1 +0.4 0 +3.1 +3.4 +0.7
0 1.8 0.1 30. 4* 66.3 1.4
0 +0.6 +0.1 +3.6 +3.5 +0.5 b) 1
0 4.1* 0 23.7 68.9 1.1%
0 +0.7 0 +2.8 +4.4 +0.3
0.1 2.1 0 40. 9** 54, 8%* 2.1
+0.1 0.3 0 +5.2 +5.3 +0.4
0.1 2.5 0 24.7 71.4 1.3
+0.1 +0.4 0 +1.8 +1.8 +0.4
0.1 2.1 0 25.0 71.3 1.4
+0.1 +0.4 0 +3.7 +3.8 0.5
0 2.0 0 38. 6** 56.8 2.7
0 +0.4 0 +3.9 +4.2 +0.6
0 1.2% 0 22.0 70.8 2.5%
0 +0.4 0 +3.2 +2.4 +0.4
0 3.4 0 33. 8% 60. 8** 2.2
0 +0.5 0 +2.9 +2.9 +0.9
0 2.9 0 37. 4** 55. 8** 3.9%*
0 +0.8 0 +2.9 +3.0 +0.5
(s. c,, 6 months) (Mean+S.E.)
Alb A/G CRT BUN CHL Nat K+ Cl-
(g/d1) (mg/dl) (mg/d1) (mg/dl) (mEq/1) (mEq/l) (mEq/1)
3.41 1.27 0.9 16.2 64 146 4.6 107
+0.06 +0.10 +0.04 +0.80 +2.7 +3.6 +0.19 +0.9
3.41 1.44 0.9 17.1 67 152 4.6 108
40.07 +0.09 +0.04 +0.61 +3.4 +1.3 +0.10 +0.8
3.24 1.31 0.9 15.1 55 151 4.6 108
+0.08 +0.08 +0.06 +0.51 +4.3 +2.5 +0.17 +0.9
3.06** 1.34 0. 7** 15.9 49%* 159*% 4.7 109
+0.09 +0.08 +0.02 +0.21 +2.3 +2.5 +0.09 +1.2
3.26 1.24 0.8%* 16.1 57 155 4.3 109
+0.09 +0.09 +0.05 +0.55 +2.8 +2.1 +0.11 +0.9
2.98%* 1.15 0.8* 15.8 62 148 4.4 109
+0.08 +0.06 +0.03 +0.51 +4.0 2.2 £0.15 +0.8
3.83 1.23 0.7 23.6 84 153 4.2 110
+0.18 +0.10 +0.04 +1.44 +6.2 +2.0 +0.13 0.6
3.77 1.23 0.7 23.8 94 155 4.2 111
+0.27 +0.16 +0.09 +1.67 +7.7 +1.7 +0.09 +0.8
3.50 1.13 0.7 23.8 101 147 3.9 109
+0.21 +0.15 +0.05 +1.79 +8.0 +1.7 +0.12 +0.7
3.44 1.30 0.8 24.0 86 152 4.3 108
+0.08 +0.09 +0.05 +2.01 +8.8 +1.9 +0.14 +0.4
3.7 1.22 0.7 22.2 86 146 4. 8*xx 114%#
+0.11 +0.08 +0.05 +1.62 +4.2 +2.9 +0.10 +1.0
3.53 1.31 0.7 25.0 89 154 4.4 112
+0.10 +0.10 +0.04 +2.70 +7.9 +2.5 +0.11 +1.0
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Table 10 Wet organ weight
Body Heart Lung Liver
Sex Dose No. of weight
(mg/kg) | T | (8) wt % wt % wt %
Control 10 587 1.38 0.24 2.02 0.35 18.4 3.14
+23.0 +0.04 4£0.01 +0.08 +£0.01 +0.80 40.04
CXM 100 10 573 1.35 0.24 1.82 0.32 18.3 3.19
+17.0 +0.07 +0.01 +0.19 +0.03 +0.94 +0.08
CXM 250 | 10 563 1.29 0.23 1.60%* 0.3 17.2 3.06
Mal +24.8 +0.06 +0.01 +0.08 +0.02 +0.83 4£0.07
ale CXM 750 10 522%** 1.34 0.28 1.98 0.38 16.6 3.17
+14.6 +0.04 +0.01 +0.13 +£0.03 +0.54 +0.05
CET 100 10 533* 1,17 0.22 1.85 0.35 15.5* 2.88
+11.0 +0.04 0.01 +0.17 +0.03 +1.17 £0.19
CET 750 10 553 1.26* 0.23 1,54 +0.28*# 18.1 3.29
+11.9 +0.03 +0.00 +0.08 +0.01 +0.43 40.09
Control 10 301 0.82 0.27 1.36 0.46 9.46 3.15
+9.0 +0.02 +0.00 +0.05 +0.03 +0.23 £0.06
CXM 100 10 301 0.87 0.29 1.31 0.43 10.1 3.33
+13.2 +0.03 +0.01 +0.05 £0.02 +0.36 +0.14
CXM 250 10 301 0.95%* 0.31** 1.31 0.44 10.8* 3.57%+
F 1 +6.3 +0.03 +0.01 +0.04 +0.01 +0.48 +0.10
emalel cxm 750 | 10 204 0.93* 0.32*4  1.35 0.42 9.75 3.33
+7.1 +0.03 +0.01 +0.02 +0.03 +0.42 +0.16
CET 100 10 323 0.90* 0.28 1.30 0.40 9.98 3.08
+8.3 +0.02 +0.01 +0.05 +0.02 +0.42 +0.10
CET 750 10 302 0.89 0.30%* 1.48 0.49 10.2 3.39
+7.3 +0.03 +0.01 +1.11 +0.03 +0.47 +0.12
Adrenal gland® Testis/
Dose Right Left Right
Sex
(mg/kg) wt % wt % wt %
Control 23.7 3.90 22.3 4.02 1.45 0.25
+1.1 +0.22 +1.3 +0.24 +0.11 +0.02
CXM 100 23.5 4.10 22.6 4.00 1.57 0.27
+1.6 +0.26 +2.0 +0.37 +0.04 +0.01
CXM 250 24.7 4.43 24.1 4.20 1.56 0.28
Male +1.4 +0.26 +1.1 +0.19 +0.05 +0.01
CXM 750 26.7 5.10** 28, 1%* 5.41%* 1.61 0.31*
+1.7 +0.30 +0.8 +0.19 +0.03 +0.01
CET 100 20.0% 3.76 20.3 3.82 1.40 0.26
+1.1 +0.21 +1.2 +0.21 +0.05 +0.01
CET 750 20.8 3.77 22.9 4.17 1.55 0.28
+1.5 1+0.27 +1.7 +0.32 +0.05 +0.01
Control 21.0 7.05 23.6 7.88 23.2% 7.75%
+1.1 +0.46 +0.67 +0.28 +2.7 +0.95
CXM 100 20.9 6.85 22.5 7.32 18.7 6.18
+2.1 +0.71 +2.2 +0.69 +1.9 +0.70
CXM 250 24.2% 8.07 24.1 8.01 18.8 6.20
Female +1.0 +0.36 +1.9 +0.55 +2.1 +0.62
CXM 750 24.4* 8.30* 24.8 8.45 24.3 8.29
+1.1 +0.34 +1.1 +0.37 +2.2 +0.73
CET 100 23.9 7.45 28. 5%* 8.91 27.5 8.57
+1.8 +0.61 +1.3 +0.54 +3.0 +0.97
CET 750 30.6%* 10. 1** 31.5%* 10. 5** 25.6 8.61
+1.6 +0.41 +1.3 +0.43 +2.1 +0.82

* Significant (P<0.05),

** Significant (P<0.01)
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(s.c, 6 months) (Mean+S.E.)
Kidney )
) Spleen Thymus Right - Left
wt % wt 9% wt % wt %
0.89 0.15 0.22 0.04 1.40 0.24 1.38 0.24
+0.03 +0.00 +0.02 +0.00 +0.05 +0.00 +0.05 +0.00
0.81 0.14 0.22 0.04 1.49 0.26* 1.48 0.26*
+0.04 +0.01 +0.02 +0.00 +0.06 +0.01 +0.06 +0.01
0.81 0.14 0.16 0.03 1.53 0,274 1.50 0.27*
+0.04 +0.00 +0.02 +0.00 +0.08 +0.01 +0.09 4£0.01
0.89 0.17%* 0.19 0.04 1.63** 0. 31%* 1.60* 0.31%*
+0.04 +0.00 +0.03 +0.01 +0.06 +0.01 +0.06 +0.01
0.75%* 0.14* 0.18 0.04 1.31 0.25 1.33 0.25
+0.03 +0.00 +0.03 +0.01 +0.06 +0.01 +0.05 +0.01
0.81 0.15 0.16 0.03 1.51 0. 28%x* 1.53* 0.28%*
+0.03 +0.00 +0.02 +0.00 +0.03 +0.01 +0.04 +0.01
0.48 0.16 0.14 0.05 0.83 0.27 0.82 0.27
+0.04 +0.01 +0.01 +0.00 +0.02 +0.01 +0.02 +0.01
0.55 0.18 0.17 0.06* 0.93* 0.31* 0.92*% 0.30
+0.02 +0.01 +0.02 +0.00 +0.04 +0.01 +0.04 10.01
0.56 0.19*% 0.18 0.06* 0. 98** 0. 33%* 0.97** 0.32%*
+0.03 +0.01 +0.02 +0.01 +0.02 +0.01 +0.02 +0.01
0.60** 0.20** 0.24* 0.08** 0.97** 0. 34%* 0.98%* 0.34**
+0.02 +0.00 +0.03 +0.01 +0.03 +0.01 +0.03 +0.01
0.57 0.18 0.18 0.06 0.95%* 0.29 0.96** 0.30
+0.02 +0.01 +0.01 +0.01 +0.03 +0.01 +0.03 +0.01
0.59** 0.20** 0.19* 0. 06%* 0.99** 0.33%* 0.97%* 0. 32%*
+0.01 0.00 +0.01 +0.00 +0.02 +0.01 +0.02 +0.00
Ovarium Thyroids Pituitary® Brai
Left yroi 1tuitary rain
wt % wt % wt % wt %
1.59 0.27 23.1 3.95 12.4 2.13 1.88 0.32
+0.09 +0.02 +1.1 +0.17 +0.6 +0.11 +0.02 +0.01
1.61 0.28 20.8 3.65 11.7 2.05 1.88 0.33
+0.04 +0.01 +1.2 +0.22 +0.4 +0.05 +0.03 +0.01
1.55 0.28 20.9 3.68 11.8 2.04 1.93 0.35
+0.05 +0.01 +1.3 +0.17 +0.7 +0.08 +0.03 +0.01
0.49 0.29 19.4 3.70 11.3 2.18 1.90 0.38%*
+0.12 +0.02 +1.5 +0.25 +0.6 +0.14 +0.07 1+0.01
1.43 0.27 18. 0** 3.38*% 9. 6%* 1.81* 1.78 0.33
+0.05 +0.01 +1.1 +0.19 +0.5 +0.09 +0.06 +0.01
0.53 0.28 19.5 3.52 11.0 1.99 1.87 0.34
+0.07 +0.01 +1.3 +0.22 +0.4 +0.07 +0.04 +0.01
24.1% 8.06% 12.8 4.27 16.9 5.62 1.70 0.57
+3.2 +1.11 +1.3 +0.43 +1.1 +0.33 +0.03 10.02
22.5 7.31 10.8 3.56 17.3 5.77 1.74 0.57
+2.1 +0.66 +1.2 +0.39 +1.2 +0.56 +0.03 x0.01
19.1 6.37 12.2 4.06 18.3 6.12 1.76 0.59
+1.6 1+0.56 +1.3 +0.43 +1.5 +0.50 +0.02 +0.02
25.8 8.85 13.3 4.58 15.4 5.26 1.74 0.60
+1.9 +0.74 +1.7 +0.60 +0.8 +0.30 +0.03 +0.02
31.5 9.74 18.6 5.78% 19.5 6.07 1.79 0.55
+3.2 +0.97 +0.9 +0.31 +1.3 +0. 48 +0.04 +0.02
26.4 8.79 14.8 4.90 19.0 6.30 1.76 0.59
+2.3 +0.76 +1.6 +0.48 +1.2 +0.42 +0.03 +0.02

(wt:g, a:mg, mg/gx100)



184 CHEMOTHERAPY JULY 1979
Table 11 Urinary findings (s.c., 3 months recovery)

- - [ T Uro-

S Dose No. pH Glucose Protein K;;g;e %ﬁggé‘ Bilirubin l:iolinogcn

ex of
(mg/kg) | rats 6.06.57.07.5680 — + | — + + H H #|—£]|— | — =+ — =+
SR I

Control | 8 |4 1 3 8 1 4 3 8 8 8 -8
CXM100| 8 |8 1 4 8 4 4 8 8 8 B -
Male | CXM250| 8 |3 5 8 1 1338 8 8 8
CXM750| 6 |4 1 1 6 2 31 6 6 6 6
CET100| 8 |3 2 2 1|8 2518 8 8 8
CET750| 8 |3 3 2 8 2 4 2|8 8 8 8
Control | 7 |3 2 1 1] 7 2122 7 7 7 7
CxM100| 7 |1 3 1 1 1|7 1141 7 7 7 T
Fe- |CXM250| 8 |1 5 1 1|8 11411 8 8 8 3'3
male| CXM750| 8 |4 2 2|8 1331 8 8 8 ;8
CET 100| 8 4 2 2|38 2 4 2 8 8 i 8 I8
CET 750, 8 |3 1 1 3|8 124 1 8 8 8 -8

b. HhE&EE REFEHALR, ED5HD 1 FUIBE LA LEFERD

1) Mol 7-28H : L (250, 750mg/kg BEMfE), FF
(250mg/kg BEHfE), BR (250 mg/kg B¥HE, 750mg/kg Bf
W), Mg (&), B (&R, A% (750mg/
kg BfMERE), FSHR (750mg/kg B¥), K% (750mg/kg ¥
B o

2) BALLBE kl.

8. XEFR

a. xR

1) FF: #e4 G E M1 BT RBRRATE, MERES 1 GICR
BHED/NEFENR A BRI,

2) B:#1A0RMEPCRAEDO T Y v HEN,
He4 B2 RICBEOMEAN/ N AMMREE»ALH
7o

b. 100mg/kg B

1) BT : HE4 GIL 2 Gl KIBRATE, #f 2 G BREFE
Eniabh, #1ACHMROBEDERS, #1 6lc
FNERINBIEE 7 v A —HRDERILLE A LR,

2) B:fE2fice7 ) vAELKLAGR, F05 b1
FUIRPE TR ERL foo HED 4 FlE D 2 fliciz
ZEOMAN/PAMMAREENEZ O, #1 FcREYT
LEMROTFERE M1 Al BE O ARBERA A L H
oo

3) L EE1fEERLHRANR LR,

4) B EE1ACRSBEOKRTREEABOIEE L
INEFARBELRAL R,

c. 250mg/kg B¥

1) FF: B4 BI& i 3 Bl KEBBF@EN A b iz, D
1 Gle R DR A bh, IO & Eilih
e 7y R—HREHIENED bR, BOM2 ik

EML 7 » A —ARDTEHAIABD LI,

2) Bfi: HE1 GUCHRREEAS, #E 1 PIIC SEXEHNRS
hTCo

3) FEB: SREEEN 1 fAbhis,

4) BEM 1L ACEH SR ETRAARD
JEE L As@Es A bh, okl Fic —SBAFERLA
Abhit,

d. 750mg/kg ¥

1) BF: B2 GUE M1 I KBSREREAS, &1 GlcBE
DI MIRER & MM R bhis,

1 Gl 5 -1 & B\RILER, 260 7 » < —@ROE
tf, o 1 A FAROBERG EALRI,

2) B HRE 1 GIOMEFRAEREE, ot
1 flic RAIE A BEOMIRA A b hic,

3) L EElFICFEEESE ALbNT,

4) KW E1FORERMCEESAROEE L /N
HiagErabhi,

9. EEFR

1) FF: 8y, REHE LCBEWERLZ Y 25
vEROBMAR bR T,

2) BB, REHLICRETRIVE-<Y
BOXEBIEE LR{EVAGh, RATAE XCRAE
REERNCENRYBERLE A bR, RATD b=
v ¥V 7 O—RERE RETERERBATOELN L ER
&p)hféo

C. BHEARTHINAETCOHS

1. —REER, BEF XIU4E (Fig. 1)

—REROEIT R SN h T

& 3~6 AT 750mg/kg FOBIZLLh-BRE
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OEEHINAH A ONIE Ieotzo 750mg/kg TEHE 1
fl& 100mg/kg Bl 1 AIDFETHRD » 1o

2. £kH%h® (Table 2-3)

NBEEOMITIE, BEALERXE) o1,

3. RATR (Table 11)

pH, ¥, BH, ¥ bvé, @M, CUAE VIS IOY
rEY 7 —FVRE LR o s,

4. MR (Table 12)

FRMERY, BmERE, mERE mERANS IUHn
BRESHRCTR O BE & ORI EL L 51,

5. MmiE4E{L¥FTR (Table 13)

1) ToRbhich -1-FiR : s-GOT, s-GPT, 7
NBVKRAZ » =4, MK, BEH 71473V,
AlG H, sv7F=v, REER 20ATr-—4,
K* X0 Clm iRTFh b BEEE DI o o

2) BYYaAEy :750mg/kg RO Rz A E ORI
A rohf\:o

3) ' Nat : 250, 750mg/kg B e H EORIMA L
hize

6. HIBFTR

BRA%, 31ABIV6rACKLRIERAMMET
DRGBBEEDOBRF I AN I, 750mg/kg B
O 1 FOFERNCEEBDO KEHORZH, 250mg/kg
BoOKE 1 FicBEROIEAA, 100mg/kg BEDOHE 1 FIOK
Bz 2mm BOEER A Shic, 750mg/kg FEOMHE1
FichEoFTmMA AR bh, 250mg/kg BEDOMETIII T =
BOEANRZ LRI, Ik, FFEFATIRHFCREITHRS
hich o,

7. BERES (Table 14)

a. XEE

1) #MLBE B (250mg/kg BHE), KT EE
(100, 250mg/kg EEMHE) o

2) BALHE : BIB(750mg/kg BEHE), JIH (250,
750 mg/kg ),

b. IHtEEE

1) Bl 7-BE :F (250mg/keg FEHE)o

2) WALHE : BIF (750mg/kg B,

8. XEEFTR

a. xR

1) FF:#TRIBMRE NERNEER R EREH1
ﬁJ& 5%7‘:0
2) BiHET2ACREEACT Y v FREL 4 ik
B/ NHEAERBIED, o 1 e kERE0BEOER
M Y (e
3) L HETCHMIEMOHRE OHEXRLThER 1
Abhis,

4) e e VMBI A B R,

b. 100mg/kg it

1) JF: fEeikiRlsg e RIREIEDR, £hEh 16
Abhtce M CIXIFAINAD KNTREL 1 AR BRI

2) WS HIEME 2 I RAMIER e T Y v EREAAKR
bhtco BETIXOIRSHI L & T 4 FliC MR AR
&?M?)"Jﬁa)hﬁo

3) L M1 IR OB A bR,

c. 250mg/kg B¥

1) FF: o 3N BIEMY A DR, & 1/AT
(23331 AN NP AN SY B

2) B:RMEAeT Y vARSBHE4AAIEHE2 AT A
b, FEMAMMRZE OREAZ D THS flE
M3 Pl Abhic, HETIZ 2 FITHIEME A BRI,

DEDORRIRBEFRROAL W TIRLFIC, #D
1 fICRIABEC A bhlo,

3) O BE2 OICREMOERY, 1B DA BEAD
Abiice

4) FE: 1LBYETERRE FEHKS LU
HRAD 7 7 X<ffanibhi,

5) KW :#E1AITHRERICERBNR AR,

d. 750mg/kg B

1) FF: 80 1 Bl KBRRAEY, o 1 B FFfERRD
FERLAPTEE, BRCERLARRE AL,

HED 1 Flic NERMBRBEN A LRI,

2) B o 4 fIORE/DFPHARRE L i 1 fiic
RERGEEBA A DRI,

3) L HE1BICREMEOBHRRRLRTS,

4) FE: 1HACTFEOREARLE, o1 fick
KL E2bh b RUEBER XOFERDFWKED D
FHE, —MCAEDOEIER AT,

9. BEFR

1) F: MR ESDEHCBEERL SV 2 -5y
ERoHEMA AL,

2) B RMERIVE— < BOEKBIEE & BL
e EMnAbhic, RIMEAS X OEERPACERNRYE
DREL RO LLEDRTRIL, BEHBRES Lot
BRI HETH - 7o

(m) CET (MBR¥E)

A. BHE3IMLAETOHER

1. —ffER, #ESR XU (Fig 1)

BETREERBE I B DRI 5 T A, 750 mg/kg
HREREALR, RICPRERTH -

BEIMNBECHERZEAEE LT, CXM o
100, 750 mg/kg B L DETBE A ETh otco FEH
LAY (/e Y
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Table 12 Hematological findings
Dose RBC wec | Hb ’ Ht
Sex No. of rats | ‘ o
(mg/kg) (104/mm?*) (10¥Ymm?) | (g/d) | (%)
Control 8 735 a7 | 14.2 | 43
+26.2 +4.8 +0.4 +1.0
CXM 100 8 753 57 | 14.7 45
8.8 +6.6 | 0.2 0.4
CXM 250 8 746 57 4.5 | 45
Mal +11.3 6.7 40.2 0.5
€| cxm 750 6 717 52 | 14.9 | 44
+33.8 £1.7 | +0.2 | +0.9
CET 100 8 748 48.0 | 14.6 44
+17.7 £2.0 | 0.3 0.8
CET 750 8 731 59* 12.9 40
+55.4 +1.1 | +1.1 +2.7
Control 7 733 35 14.6 42
+14.0 2.0 0.2 +0.8
CXM 100 7 694 37 14.2 42
+16.9 +2.5 +0.2 0.6
CXM 250 7 684 36 14.3 42
Femal +18.1 +2.5 +0.3 0.8
male 1 cxm 750 8 713 48 14.6 4
+12.8 +2.2 +0.2 +0.5
CET 100 8 715 27 13.7+ 41
+9.7 +3.3 +0.2 =0.5
CET 750 8 (AS 41 14.6 42
+11.1 | +2.8 0.2 +0.8
* Significant (P<0.05), ** Significant (P<0.01)
b. Erythroblast
Table 13 Biochemical findings
Dose | No. of | ,,5-GOT s-GPT Al-P Glucose T-Bil | T-Pro
Sex | (mg/kg) | rats (Karmen ) | (Barpen | (k-A Unio‘l (mg/kg) | (g/d) | (g/dD)
Control 8 85 40 18.6 | 180 0.32 5.90
+2.2 +3.8 +2.43 | +10.1 +0.04 +0.09
CXM 100 8 94 43 21.4 l 185 0.34 5.95
+5.3 +6.7 +2.77 +11.6 +0.02 | +0.06
| CXM 250 8 84 36 24.1 | 167 0.5  5.86
Male | +3.9 +2.7 +2.04 | +7.4 +0.10 +0.08
| CXM 750 6 123 39 22.5 157 0.59%+ | 5.91
+31.1 +5.3 +0.08 +14.8 £0.08 | 10.27
CET 100 8 99 61 20.7 163 0.34 ! 5.73
+17.1 +15.7 +1.55 +4.7 +0.03 | +0.12
CET 750 8 91 47 20.7 170 0.26 | 5.65
7.1 +8.4 +1.30 +6.5 £0.03 | +0.13
Control 7 101 | 54 14.9 158 0.72 | 7.00
| +5.8 | 7.2 +1.31 +12.0 +0.19 +0.23
CXM 100 7 %6 | 44 16.1 151 0.58  7.06
£6.1 | 4.2 +2.29 +9.0 +0.15 | +0.14
CXM 250 8 18 | 73 15.4 159 1.18 7.47
Female +16.2 | £17.7 +1.89 +7.4 +0.38 |  +0.24
CXM 750 8 108 | 62 14.6 147 0.50 6.72
+12.3 | +12.9 +2.16 +6.2 +0.07 +0.23
CET 100 8 136 | 75 16.2 134 1.36 7.50
+18.6 +14.8 +1.96 +4.2 +0.28 +0.18
CET 750 8 123* 75 17.8 | 159 0.54 6.95
+7.6 +7.7 +1.81 | 6.0 +0.06 +0.21

" * Significant (P<0.05),

** Significant (P<0.01)
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(s.c., 8 months recovery) (Mean+S.E.)
Differential blood count (%)
Baso Eosino N-st N-seg l Lymph Mano Others
0 8.6 0 28.9 66.0 1.5
0 +0.9 0 +2.7 +3.3 +0.5
0 2.3 0 30.6 65.3 1.9 b) 2
0 +0.6 0 +3.3 +3.5 +0.6
0 2.4 0 36.6 57.8 3.1
0 +0.8 0 +3.9 +4.0 +0.7
0 2.6 0 26.6 67.0 3.8
0 +0.7 0 +2.8 +2.8 +0.4
0.1 3.8 0 34.9 53.5 7.0%%
+0.1 +1.0 0 +5.0 +5.2 +0.5
0 3.1 0 46.1* 43, 6%* 7.3%* b) 1
0 +0.8 0 +5.2 +5.1 +1.2
0 1.7 0 40.4 51.0 2.7 b) 1
0 +0.6 0 +3.8 +2.8 +0.5
0 3.1 0 38.3 54.6 4.0
0 +0.6 0 +2.1 +2.8 +0.9
0 2.6 0.1 36.1 56.3 4.9
0 +0.7 +0.1 +3.1 +3.7 +1.0
0 3.0 0.1 34.6 59.4 3.1
0 +0.6 +0.1 +3.4 +3.3 +0.6
0 1.0 0 28. 3% 69.4 1.0% b) 1
0 +0.3 0 +3.5 +4.6 +0.4
0 1.6 0 29. 6% 66. 1** 2.8
0 +0.5 0 +2.9 +2.7 +0.7
(s.c,, 3 months recovery) (Mean+S.E.)
Alb AJG CRT BUN CHL Na* K+ Cl-
(g/d1) (mg/dI) (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
3.23 1.24 1.0 20.2 68 159 4.6 109
+0.08 +0.09 +0.05 +1.13 +2.4 +2.1 +0.09 +0.7
3.38 1.32 1.0 19.9 67 162 4.3 109
+0.06 +0.04 +0.08 +0.91 +4.1 +2.1 +0.13 +0.5
3.16 1.18 0.9 19.8 91 163 4.3 109
+0.08 10.05 +0.06 +0.75 +14.1 +5.0 +0.12 +0.6
3.30 1.30 0.9 23.5 74 162 4.4 109
+0.13 +0.08 +0.07 +2.40 +9.0 +2.9 +0.16 +0.9
3.24 1.25 0.9 19.1 79 156 4.4 110
+0.10 +0.06 +0.04 +0.75 +5.9 +3.9 +0.11 +0.8
3.16 1.29 0.9 18.5 75 156 4,3* 109
+0.06 +0.07 +0.05 +1.11 +5.8 +4.2 +0.10 +0.5
3.95 1.33 0.9 22.0 79 154 4.0 109
+0.21 +0.13 +0.03 +1.46 +3.8 +2.4 +0.11 +1.3
4,01 1.33 0.9 23.0 82 157 3.7 111
+0.09 +0.06 +0.05 +0.96 +5.7 +2.3 +0.08 +0.4
4.00 1.19 0.9 25.4 95 165%* 3.9 111
+0.13 +0.09 40.04 +0.98 +6.1 +2.5 +0.05 +0.5
3.85 1.35 0.9 22.8 76 164* 3.9 112
+0.23 +0.10 +0.06 +1.48 +4.7 2.3 £0.10 +0.6
4.03 1.18 0.9 23.0 88 158 4.2 111
+0.11 +0.06 +0.03 +1.19 +4.1 +4.1 +0.11 +1.0
4.08 1.46 0.9 25.5 84 154 4.2 112
+0.10 +0.10 +0.04 +2.02 +5.9 +2.6 +0.16 +0.7
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Table 14 Wet organ weight
. Body Heart Lung Liver
Sex Dose No. in weight
(mg/kg) | oS (8) wt % wt % wt %
Control 8 584 1.36 0.23 2.87 0.41 16.6 2.86
+20.1 +0.05 +0.01 +0.38 +0.07 +0.50 +£0.08
CXM 100 8 653 1.51 0.25 2.35 0.40 18.7 3.02
+52.5 +0.07 +0.02 +0.26 +0.05 +0.87 +0.18
CXM 250 8 612 1.50 0.24 2.10 0.35 18.4 2.99
Male +29.8 +0.06 +0.02 +0.15 +0.03 +1.51 +0.13
CXM 750 6 608 1.49 0.25 1.82 0.30 18.3 3.04
+41.3 +0.11 +0.01 +0.10 +0.01 +1.01 +0.08
CET 100 8 582 1.40 0.24 1.90 0.33 16.6 2.85
+20.3 +0.03 +£0.00 +0.09 +0.01 4+0.57 +0.08
CET 750 8 575 1.51 0.26 1.97 0.35 16.5 2.86
+14.8 +0.06 +0.01 +0.07 +0.02 +0.47 +0.08
Control 7 304 0.88 0.29 1.54 0.51 9.24 3.07
+15.1 +0.04 +0.02 +0.18 +0.06 +0.63 +0.21
CXM 100 7 312 0.91 0.29 1.23 0.40 9.71 3.12
+17.2 +0.04 +0.01 +0.07 +0.04 +0.56 +0.08
CXM 250 8 316 0.90 0.28 1.26 0.40 10.3 3.26
Female +10.0 +0.05 +0.01 +0.05 +0.02 +0.43 +0.11
CXM 750 8 297 0.88 0.30 1.50 0.51 8.75 2.95
+7.3 +0.03 +0.01 +0.15 +0.05 F0.40 +0.13
CET 100 8 321 0.93 0.29 1.39 0.44 9.49 2.94
+14.3 +0.04 +0.00 +0.04 +0.02 +0.87 +0.20
CET 750 8 303 0.91 0.30 1.39 0.46 8.77 2.90
+8.4 +0.04 +0.01 4+0.05 +0.02 +0.34 +0.08
Adrenal gland® Testis/
Sex Dose Right Left Right
(mg/kg) wt % wt % wt %
Control 23.0 3.98 23.5 4.05 1.83 0.31
+1.9 +0.34 +1.3 +0.25 +0.11 +0.02
CXM 100 22.3 3.75 25.1 4.20 1.70 0.29
+1.0 +0.25 +1.1 +0.20 +0.09 +0.02
CXM 250 23.4 3.86 22.9 3.82 1.81 0.30
Male +1.8 +0.35 +1.9 +0.40 +0.11 +0.02
CXM 750 27.5 4.41 29.0 4.68 1.62 0.28
+4.4 +0.37 +4.4 +0.38 +0.10 +0.03
CET 100 25.0 4.31 25.6 4.42 1.74 0.30
+1.3 +0.18 +1.1 +0.16 +0.04 +0.01
CET 750 27.5 4.84 27.9*% 4.89% 1.74 0.31
+1.1 +0.31 +1.2 +0.29 +0.03 +0.01
Control 27.9 9.27 30.7 10.2 28.1% 9. 44
+1.1 +0.47 +1.7 +0.59 +1.5 +0.80
CXM 100 30.9 10.1 31.4 10.3 23.6 7.79
+1.5 +0.82 +1.6 +0.84 +2.3 +1.04
CXM 250 26.1 8.35 27.3 8.68 25.6 8.12
Female +1.4 +0.58 +1.3 +0.51 +0.9 +0.24
CXM 750 24.8 8.42 25.6* 8.67* 20.9%* 7.07
+1.7 +0.74 +0.9 +0.41 +2.0 +0.81
CET 100 36. 3%* 11. 4%* 37.5%* 11.8 38. 4** 12.1%
+1.3 +0.44 +1.5 +0.59 +1.9 +0.69
CET 750 25.0 8.31 25, 8% 8.55* 22.9 7.56
+1.1 +0.42 +1.4 +0.50 +1.6 +0.47

* Significant (P<0.05),

** Significant (P<0.01)
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(s.c., 3 months recovery) (Mean+S.E.)
Kidney
Spleen Thymus " Right Left
wt % wt % wt % wt %
0.86 0.15 0.16 0.03 1.48 0.25 1.47 0.25
+0.04 +0.01 +0.02 +0.00 +0.06 +0.01 +0.05 +0.01
1.08 0.18 0.22 0.04 1.65 0.28 1.59 0.27
+0.10 +0.02 +0.04 +0.01 +0.07 +0.01 +0.07 +0.01
0.90 0.15 0.30 0.05 1.77+ 0.29* 1.68 0.28
+0.06 +0.01 +£0.13 +0.03 +0.12 +0.01 +0.12 +£0.01
1.21 0.19 0.17 0.03 1.65 0.28 1.61 0.27
+0.36 +0.04 +0.02 +0.00 +0.09 +0.01 +0.09 +0.01
0.91 0.16 0.14 0.02 1.59 0.27 1.54 0.27
+0.03 +0.01 +0.01 +0.00 +0.06 +0.01 +0.04 +0.01
0.97 0.17 0.14 0.02 1.61 0.28* 1.56 0.27
+0.05 +0.01 +0.01 +0.00 +0.05 +0.01 +0.06 +0.01
0.50 0.17 0.11 0.04 0.83 0.27 0.86 0.29
+0.03 +0.01 +0.02 +0.01 +0.04 +0.01 +0.05 +0.02
0.57 0.18 0.14 0.05 0.89 0.29 0.95 0.31
+0.05 1+0.01 +0.02 +0.01 +0.04 +0.01 +0.04 £0.01
0.52 0.17 0.09 0.03 0.92 0.29 0.90 0.29
+0.03 +0.01 +0.02 +0.01 +0.04 +0.02 +0.03 +0.01
0.51 0.17 0.13 0.04 0.90 0.31 0.91 0.31
+0.03 +0.01 +0.02 +0.01 +0.03 +0.01 +0.04 +0.01
0.52 0.16 0.13 0.04 0.92 0.29 0.92 0.29
+0.04 +0.01 +0.01 +0.00 +0.04 +0.01 +0.03 +0.01
0.50 0.17 0.12 0.04 0.90 0.30 0.87 0.29
+0.02 +0.01 +0.02 +0.01 +0.05 40.01 +0.03 +0.01
Ovarium Thyroid® Pitui o Brai
Teft yroi ituitary rain
wt % wt % wt % wt %
1.69 0.29 23.0 4.01 14.4 2.48 1.90 0.33
+0.07 +0.01 +1.1 +0.33 +1.1 +0.19 +0.04 +0.01
1.73 0.29 22.8 3.85 15.5 2.62 1.87 0.31
+0.11 +0.02 +2.3 +0.43 +1.4 +0.26 +0.13 +0.02
1.57 0.26 24.1 3.97 16.6 2.75 2.06 0.34
+0.16 +0.03 +1.8 +0.30 +1.3 +0.23 +0.06 +0.02
1.62 0.28 22.8 3.84 16.3 2.72 1.99 0.33
+0.09 +0.03 +2.4 +0.49 +1.0 +0.20 +0.03 +0.02
1.69 0.28 26.1 4.49 16.6 2.87 2.00 0.35
+0.06 +0.01 +1.6 +0.23 +0.6 +0.11 +0.04 40.01
1.74 0.30 29. 5%* 5.14% 18.1 3.16%** 2.01* 0. 35%x*
+0.04 +0.01 +1.5 +0.28 +0.7 +0.10 +0.03 +0.01
27.1» 9.11% 23.0 7.68 19.0 6.35 1.78 0.59
+1.1 +0.70 +2.1 +0.74 +1.4 +0.59 +0.02 +0.03
24.9 8.16 24.9 7.95 24. 4% 7.92 1.83 0.60
+1.6 +0.73 +2.6 +0.67 +1.4 +0.47 +0.04 +0.03
24.8* 7.89 22.9 7.28 24.9* 7.85 1.77 0.56
+0.3 +0.27 +1.4 +0.53 +1.7 +0.43 +0.05 +0.02
21.6%* 7.31 19.8 6.68 19.0 6.41 1.78 0.60
+1.6 +0.67 +1.4 +0.54 +1.1 40.37 +0.02 +0.02
34.3* 10.7 34.6** 10. 8** 33.6%* 10. 5** 1.77 0.56
+2.2 +0.37 +1.5 +0.31 +1.7 +0.32 +0.05 +0.02
25.4 8.40 20.8 6.87 20.3 6.68 1.79 0.59
+2.2 +0.73 +0.7 +0.20 +1.4 +0.40 +0.04 +0.02

(wt: g, a:mg, mg/gx100)
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2. kR (Table 2-1)

CXM LU xR BN 50

3. RFTR (Table 3)

pH, 8%, &M, ¥ bvik, #M, CUYALLVYEIVY
LRVIVEY DA & ¥ (AT 473 10

4. MmwEPTR (Table 4)

1) Bbleh- R AmERY, mEyks Xuim
AR L OMICERIZ D o0

2) FRMERY : 750mg/kg MM HEDOMMATED S
hiz

3) AMmIRES I : 750mg/kg BEHEIC 7 31T ERM N,
100, 750mg/kg BEMEIC V v R BROMA & HBRD BNt
&Btho

5. MiWEL¥RTR (Table 5)

1) Fiblehr o 1R : s-GOT, s-GPT, By r v
v, RER, RREX, Na* 10 Cl- ku@ickt
NERI Mot

2) TABVKRAT » Z—+ :750mg/kg Bt HE
DBY MR GNT,

3) 2V AFr—:750mg/kg B BEEORL
&5}17’;0

4) [mkE: 100, 750mg/kg HHECHE ORI HRL
hfio

5) 7A7 sy :100, 750mg/kg BEHEcHEDORD
75:&51‘17\:0

6) A/G !t :100, 750mg/kg M HRDE T A4
bhi,

7) 2v7F=v:100, 750mg/kg BEMiEL LEE
a7 A O o

8) K*:100, 750mg/kg HHEECAEDOHINRALR
7o

6. FRATR

BB ed 5 oo

7. BEERESE (Table 6)

a. RER

1) #WMLAHBE T (750mg/ke Bik)

2) B L28E: HE (100mg/keg 2), L (100
mg/kg FEEE)

b. HBAEHE

1) #Hml -%E : B Q00mg/kg B, EIFF (100
mg/kg FifE), A% (100mg/kg BEitk)

2) BALIBE: kLo

8. XEFA

a. 100mg/kg %

1) BF: 81 I BEOIRBEE # 1 6Iic 7 » <—
FIiEEAL, fBD 1 G BF NPV AT MRRREAM 2 b h

oo

2) WMl McMRESERAREBRAZLRT,

3) Ll AICMBEOH LS RLRT,

4) B2 Bl ER AL BT RS M IR
Jﬁ’)h'f;o

b. 750mg/kg B¢

1) FF: 21 U PN RIRIE L HE 1 Bl 2 » ¢~ flifa
EHeh bt

2) W MREDEHMARRMA, K2 ALl Fic
Abhtch, H1FzLeEGELLYRL fo

3) L HlAROHREY AbRTS

4) Bt : HE 1 QU RIEB R D AR,

5) WIZBR: 1Bl RENADRI.

6) FW: MAMIC R TRESHEBOREN XL,

B. #E3IMAMLLE6MAXTOHE

1. —gafERR, BEB X U4 (Fig 1)

750mg/kg HIZBEORMEMM AL hIc@MRER
FTAREERIEL, ECIRERLLACALALN
b tcs

2. f¥i%K (Table 2-1)

CXM L AR ELid oD » 1o

3. [RPTR (Table 7)

PH, 8, BA, ¥ vk B, CIAEYEIUY
LR Y A &Y (AT 379 1

4. IM#FTE (Table 8)

1) FRMmERY : 750mg/kg FHc HEOMP A AbI
o

2) mf3%E 100, 750mg/kg WM HEDOHEY M
Abhitc,

3) MmERZM : 100 mg/kg BEME, 750 mg/kg BF ik
CHEEOEA B ABRI,

4) BMmERE : 100mg/kg FRIZHEEORP AL
oo

5) BmMREIH : ML LS EFRROMME Y v
SEROBA A ALK, 100mg/kg gL 750mg/kg B
HEREIC B BN bhte, 100mg/kg Bk CIFRERD
Hin& BROFAH, 750mg/kg BEMEc HER © B0 b
IThEhEEIZ bR,

5. MmEFEIL¥PR (Table 9)

1) BlhoteHB : TAIVRARAT v X — ¥,
AlG b, REEFE, a2V AT w—L% XV Na*t 258
HEORMicE I 5T

2) s-GOT :100mg/kg I HEDET ALK
oo

3) s-GPT:100, 750mg/kg M HEDETHADL
hf:o
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4) BV rrv :100meg/kg B, 750mg/kg Bt
HICERORDHBTED I,

5) IikE : 100mg/kg B FEE ORI B ABR I,

6) &AM :750mg/kg HEREICHE ORI AbH

oo

7) TASLIv 750mg/kg BRECHERORA AR
hio

8) suv7F=v :100, 750mg/kg BEHLCHHEOMR
1088 (B

9) K+ :100mg/kg BEfic BEEOMMMA A LR,

10) CI- : 100mg/kg Biftic A EOMMMN AL 1z,

6. HIKAR

750mg/kg PO ALK T RIERBEDOERTN A
Hhicidds, 100, 750mg/kg REDO BT R MR DR D 1
&, 750 mg/ kg BED M EHIREEAS 1 B, B SNEKEA 1 6
Abhic, BHRILEY 750mg/kg BOMRIC A bR,

7. BEBESR (Table 10)

a, ¥EE

1) #LBE : B(750mg/ke BEHikE, 100mg/kg
PHiE), 0 (100mg/kg B¥ifE), MR (750mg/keg B¥itf), Ha
I8 (750 mg/kg BifE), FNF (100, 750mg/kg BEifE)

2) RALBE : i (100 mg/kg BEHE), O (100,
750 mg/kg BEiE), B (750 mg/kg BE#E), R (100 mg
Jkg BERE), FRRR (100mg/kg BfHE), T EHh (100
mg/kg FKE), BT (100mg/kg F¥iE)

b. HAEME

1) #LBE - F (750 mg/kg BFMERE), O (750
mg/kg FEHE), B (750mg/kg B¥f), EIF (750mg/kg
i), FIRIR (100mg/kg BEME), BIAR (750 mg/kg B¥iE)

2) BALBE : M(750meg/keg BE), FRIGEMET
ik (100mg/kg #), R (100mg/kg )

8. XEWR

a. 100mg/kg 3

1) BF: 400, MBI KIRRETE, #E1 GIicFEE
DNETE L D 1 I RIANE & 7 » »3— KIBIE AL A
abh‘ko

2) F:#3foMEC/)AVMEREE AL,

3) L EELFAREAEROHRERRLRI

4) B B 1 U RIE MM L REMAL G TH
5“7’&0

5) KB :#2A0MARMCETREABIEEL 1
A/ AEERRER AR LRI

b. 750mg/kg B

1) BF: 83 60& M1 U RIBEGTE, #E1 Bl 7 v o8
—MRESHIE AL,

2) B:R1fREEAReT Vv AELRE6 G, M

3 Bl o/ NE TG R A & S o

3) Ifi: 1 FUC MV PEM Gt & AR KA A B T A
bhto,

4) REE: 1 IR R B e,

5)  BCREc k2B, ME6 DA AL B F IS £ A LA
DXL, 1HCAFHBRRZLNI,

C. MARTHINAETCOHR

1. —REER, fhm¥s XUESE (Fig 1)

—RHER S LU BEITIE LT RO hish o o FET
b Rbhich oo

2. fAkI%E (Table 2-3)

CXM LREER, 12&AEEIZEM 2T

3. RFE (Table 11)

pH, §, B/A, ¥ bk, #@if, CIVAEVYBIVY
e Y 2 —FVRIREE D 5 Ko

4. MEFR (Table 12)

1) FARMEREK : ML ORI EIXh 10

2) MmEFEE: 100mg/kg B HEOHIRALR
o

3) IMERAR : AR L OMICELILA 50

4) AMmBRY : 750mg/kg PR HEOHMM AN
<o

5) AMMRESL : T HEFRROMME U v K
DEP N HLH, T50mg/keg BT HEEN T bhis,
100, 750mg/kg HOBEICEEOHMM Kb,

i 100mg/kg BT EEIFHER L BERDOHY, 750mg/
kg B DEFFROBA, Vv ROHMBERIC &
bhie

100mg/kg BMEL 750mg/kg BERECRFERM T DB
D 1SRRI,

5. MiEE(LFRR (Table 13)

1) Bt -7fTR :s-GPT, 7A A VKA T7 7 &
—¥, ¥, BYyrry, B&AE, 7TA7v, AG
, 7v7F=v, REEBE, a2vATFr—N, Natk
XU ClIm i RERC LR TEAIR e 5 7o

2) s-GOT :750mg/kg BEMTHEDLAMNZ bR
o

3) K*:750mg/kg BETHEDORA N AL,

6. TRFTR

BRASMETORGBEEOREIIALAT, 100 mg
[kg BEHED 1 G IEREHEM, D 1 Gt BIRREKE,
o 1 I EDERER A hbhic, 750mg/kg B D1
B EMIVEKEL R DR,

7. BEREE (Table 14)

a. XHEE

1) #inL <B8BF : &% (100mg/kg B, 750mg/
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kg BEME), JPEE (100mg/kg [f), VLR (750mg/kg FikIM (100mg/kg FEdf, 750mg/ke FEME), BT s
PERE, 100mg/kg REif), AT fifk (100mg/ke HEie), (100 mg/kg Ftifk, 750 mg/kg BE4E), 6 (750 mg/kg FikE)

1§ (750 mg/kg {7 iE) 2) WAL Ic#E : BIW (750mg/ke BEH)
2) WA LB : BW (750mg/kg [Tk 8. PR
b. HAXRME a, 100mg/kg It

1) L 2207 W (750mg/kg PEHE), (W (100 1) IF: HiE% 1 U RAFAED XD hTchs, B
mg/kg BEil, 750mg/kg BERE), DPME (100mg/kg #4i),  RMVGELE L oo HEL BIC KIERG, 2 (liC 2 5 o

:‘ Dose 5wéeks 10 weeks I 15 weeks
. — h . ey S I - T——T” TS T T ""““'“'T—‘ a1
Sex Net gain i’ggatile Efficacy | Net gain in:’:ae lEfﬁcoacy‘Net gain | iI?atlile JEfﬁgacy
| (mg/kg) (g) (%) (%) ‘ »(g) () ‘ _'(fl_ ‘-(g) ey (%)
{ Control 206.7 897.8 | 23.0 307.5 | 1856.3 | 17.0 | 359.0 | 2682.4 | 13.4
Mal CXM 50| 212.9 | 909.3 | 23.4 | 323.4 | 1923.1 | 16.8 | 373.9 | 2776.4 13.5
ale  vMi12s| 2115 | 939.2 | 22.5 | 325.2 | 1981.5 | 16.4 | 371.5 | 2863.9 | 12.3
| CXM375| 205.4 975.3 | 21.0 316.7 | 2028.2 | 16.0 | 360.7 I 2018.2 . 12.4
iControl 107.0 625.7 | 17.1 149.4 | 1287.5 | 11.7 | 169.3  1872.3 9.0
Femal CXM 50| 110.5 655.5 | 16.9 149.8 | 1356.7 | 11.0 | 166.6  1964.0 8.5
emale| ~vM125| 108.8 | 652.9 | 16.7 | 150.8 | 1351.1 | 11.2 | 165.9 ' 1947.7 | 8.5
CXM375| 112.3 667.2 | 17.8 152.2 © 1361.6 | 11.2 | 168.7  1952.0 8.6
Table 15-2 Food efficacy (i.p.)
Dose 20 weeks 25 weeks | 30 weeks
Sex : Total .| Total | .1 Total
Net gain | . Efficacy | Net gain| . Efficacy | Net gain = . Efficacy
(mg/kg) | (2) | ke [TigyT| Tigy | inake Ty T(e) WA (%)
(g) (g) (g)
| Control 393.3 | 34838.5 @ 11.3 391.4 | 4235.8 { 9.2 | 403.4  5066.7 8.0
Male !CXM 50| 410.7 | 3631.5 | 11.3 403.0 | 4366.7 9.2 426.2  5203.8 8.2
€ | cxM125| 411.1 | 3723.8 | 11.0 a1 | as32.4 | 9 | 429.0 ' 5403.4 7.9
CXM375| 386.9 | 3759.8 | 10.3 380.2 | 4532.0 8.4 | 399.8 ' 5383.0 ' 7.4
Control 184.4 | 2437.0 7.6 182.0 | 2973.4 . 6.1 ‘ 203.3 | 3592.9 5.7
Femal CXM 50| 176.6 | 2532.2 7.0 180.1 | 3091.3 ' 5.8 = 200.1 : 3722.9 5.4
male .
CXM125| 174.8 | 2525.8 6.9 179.1 | 3090.8 5.8 ° 190.9 ' 3705.5 5.2
CXM375| 185.9 | 2512.0 7.4 188.4 | 3068.4 6.1  202.6  3667.8 5.5
Table 15-3 Food efficacy (i.p.)
Dose 35 weeks 40 weeks 45 weeks
Sex . Total | . Total | T~ . | Total |
Net gain | . Efficacy | Net gain | . Efficacy | Net gain | . |Efficacy
(mefig) | (g) | mEke [Ty | T(g) | imake Pyt | V(g | imake (o)
. (&) (&) ! (8)
Control 419.4 | 5850.3 | 7.2 397.9 | 6684.5 6.0 | 408.4 ' 7390.4 = 5.5
Male CXM 50| 448.3 | 6018.1 7.4 406.6 = 6833.7 5.9 ' 401.8 7602.1 | 5.3
CXM125| 465.3 | 6281.5 | 7.4 428.9 | 7064.2 6.1 | 437.3 | 7870.4 | 5.6
CXM375| 427.1 | 6207.2 | 6.9 402.1 | 7039.6 5.7 ‘ 410.7 | 7802.4 : 5.3
| Control | 223.8 | 41711 | 5.4 | 218.9 | 4620.4 | 47 | 219.9 | 5134.0 | 4.3
Female CXM 50| 187.9 | 4319.4 ) 4.4 197.1 | 4815.9 4.1 1 202.6 | 5354.5 l 3.8
CXM125| 223.3 | 4306.1 ) 5.2 161.0 = 4740.1 3.4 ! 188.3 | 5296.6 i 3.6
CXM375| 220.3 | 4227.4 | 5.2 231.6 i 4718.5 l 4.9 | 216.3 | 5263.7 | 4.1
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—MBOBEHER AL,

2) B R7OMRDEEAREN 555 IR
EEe7 Y AR 1 ISR —TMBEIE L Bk
JURRUEEALRI,

H2fce7 Y vyAE, 2 ACKEONA MR,
R 1 AR R AL R,

3) Ol AICHREOH RN AR,

4) B HE1 GNCRIE MR A DR,

6. 750mg/kg B

1) B4 AcMBoATMEEN 5B 2 A
RAERERALR T,

M5 B ORI, 5 b 2 flc kRO BREM
BARbiic,

2) B BEL B REZENRLRI,

3) KW :H1AOERMEE THEEREDOIEEMIN D
bhiz,

(1) MREEAEAR

(1) CXM (&f)

A. HA3INAETOHEB

1. —MER, #EHR IV4FE (Fig 2)

FERE IUCHERTIRLL, BT ALRIL,1
12

2. sty (Table 15-1)

125, 375mg/kg HBETETOETLEALII,

3. [RFE (Table 16)
pH, A, Y v, #M, CIALEVYEIVYeY
PV g " (AT 929/ 137% o
4. MR (Table 17)

1) FmEE : RELBHETHEEORIHALhT,

2) m&EFKE:S0mg/kg BECHEEOHSARZLH
oo
3) MERAH : NBELOERIALI -1
4) AMmIRY : #D 125, 375mg/kg FIAEOH D
7)'@.&) Bhﬁ'.o

Fig.2 Average weight gain of administered
CXM for 6 months and 3 months reco-

very (i.p.)
500}
Male \fv—‘
400f =
C —_
=
E)
,.‘::0300—
»
E Female
>
2 :
T /42% —
100+ | / —— Contrul
—a 50mg kg
——125mg kg
—— 375mg/kg
0516 15 20 25 30 35 40 45
——Administration period—+Recovery period<

(week)

5) AMmM¥RES L : 375mg/kg Bl IFRAER DN,
125mg/kg BHEDOHIROBMACERENR AL RIS,

5. MmiE4IL¥RTR (Table 18)

1) FEibikd - TR : s-GPT, MmlE, #Beyrey,
avAFr—n, Cly

2) s-GOT : 50mg/kg HHEETHBEDOH M AbhTc,

3) #%ENH :375mg/kg B TR, 125, 375mg/ke
HHTHML, WThiFEENRLhT,

4) 7r7 3 v :375mglkg BHETH L,
mg/kg FMETHMMNEE TH - o

5) A/G b :125, 375mg/kg B EE L ERNR
bhto

6) 7V7F=v:125 375mg/kg HIEC HEE DK
YAz bRl

125, 375

Table 16 Urinary findings (i. p.,, 3 months)

Dose | No. pH Glucose Protein Kg’;g;’,e Qecult| Bilirubin ‘\gﬁg’gogen
Sex of
(mg/kg) | rats (6.0 6.57.07.58.0 — = |— + + 4 fff | — % |— | — = +| — x +
Control | 8 1 4|8 13 4 8 8 8 | 8
Mal CXM 50| 8 |1 2 4 1 8 125 8 8 8 ‘ 8
aile
CXM125| 8 2 5 1|8 8 8 8 8 l 8
CXM375| 8 |1 2 2 3|8 152 8 7 1|8 8
Control | 8 |2 3 2 1|8 3131 8 8 8 8
Fee |CXM 50| 8 |1 1 2 1 3|8 1 61 8 8 8 L8
male| CXM125| 8 |2 2 1 3|8 12 41 8 8 8 |8
CXM375| 8 |1 2 1 1 3|8 1151 8 8 8 I
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Table 17 Hematological findings
Dose RBC WBC Hb Ht
Sex No. of rats ;
(mg/kg) (10¢/mm?) (10?/mm?) (g/dl) (%)
Control 8 848 53 151 | 45
+13.9 +7.1 +0.19 | +1.3
CXM 50 8 832 44 14.4* 43
Mal +15.3 +5.8 +0.23 +0.5
ae CXM 125 8 829 54 14.6 3
+14.7 +5.0 +0.18 40.3
CXM 375 8 846 64 15.6 44
+11.6 +3.0 +0.18 +0.6
+ Control 8 816 67 15.4 43.3
+16.6 +9.1 +0.23 +0.7
CXM 50 8 749% 54 14.5 44
Femal +23.6 +2.9 £0.40 | +0.7
emale | cxM 125 8 754+ 3g4# 14.8 | 3
+14.2 +1.5 +0.22 +0.7
CXM 375 8 750% 30%* 15.0 43
+17.2 +2.7 +0.20 +0.8
* Significant (P<0.05), ** Significant(P<0.01)
a) Polychromatic erythrocyte, b) Howell Jolly body
Table 18 Biochemical findings
Dose No. of s-GOT s-GPT Al-P Glucose T-Bil T-Pro
Sex | (mg/kg) | rars | (Karpen | (Karmen | (k-A Unit)| (mg/d) | (g/d) | (g/d)
Control 8 201 35 28.8 | 164 0.41 6.72
+10.8 +3.5 +4.83 | +5.0 +0.03 +0.11
CXM 50 8 172+ 34 28.6 167 0.54 6.61
Mal +6.8 +1.4 +3.48 +11.5 +0.07 +0.10
e
2 CXM 125 8 181 31 22.8 156 0.51 6.51
+15.8 +1.8 +1.72 +8.2 +0.08 +0.05
CXM 375 8 195 36 19.3 156 0.44 6.27¢
+20.5 +5.6 +2.77 +5.8 +0.14 +0.11
Control 8 87 24 25.9 180 0.45 6.24
+4.5 +2.9 +2.24 +11.4 +0.05 +0.10
CXM 50 8 122 30 24.3 190 0.53 | 6.52
+25.6 +3.2 +2.93 |  +8.5 +0.16 +0.25
Female i
CXM 125 8 93 31 23.6 | 202 0.32 6.64*
+9.5 +6.7 +2.99 +5.8 +0.08 +0.12
CXM 375 8 75 33 21.6 | 179 0. 46 6.76*
+5.9 +4.1 +2.71 \ +5.5 +0.06 +0.18

* Significant (P<0.05),

** Significant (P<0.01)

7) REB/FK :125 375mg/kg BHRECHFEORA M
AZbhice
8) Na*:125mg/kg BHFECHEEORA N AbIIc,

375 mg/kg Fif), FRIF (375mg/kg BHE), BT ES
(50mg/kg B¥RE, 125mg/kg FEiE)
2) BALIBE R (125mg/kg FEkE)

9) K*:375mg/kg BHCHEOMMA R LRI, b. HGEE
6. HIRATR 1) #HmMLABE: F (50 mg/kg F#), =IF @5
50mg/kg BRI RIERR, OB NEBE ZONhi,  mg/kg Bi)

375mg/kg B BIBILEA R b hico 2) ROLABE: F 75 mg/kg HHE), B (125
7. BEEER (Table 19) mg/kg FEHE)
a. EEE 8. FEFR
1) L 7cBE : i (50mg/kg B#E), EIF (125, a. wER
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(i. p» 3 months) (Mean+S.E.)
Differential bloodcount (%)
Baso Eosino N-st N-seg Lymph Mono Others
0 0.5 0 12.4 87.1 0 a) 6
0 +0.3 0 +1.4 +1.5 0
0 1.0 0 11.5 87.4 0.1 a) 1
0 +0.3 0 +1.9 +1.8 +0.1
0 1.6 0 14.8 84.6 0.3 a) 1
0 +0.3 0 +2.8 +2.0 +0.2
0 1.8+ 0.1 13.0 83.9 1.3 a) 2
0 +0.5 +0.1 +1.5 +2.0 +0.5
0 2.3 0 15.0 79.3 3.5
0 +0.6 0 +3.5 +4.7 +1.0
0 1.9 0 22.0 74.8 1.4 b) 1
0 +0.4 0 +4.7 +4.8 +0.3
0.3 2.5 0 18.9 78.0 0.9*
+0.2 +0.5 0 +2.1 +2.5 +0.3
0 3.0 0 23.3 71.3 2.7
0 +0.8 0 +3.0 +3.5 +0.4
(i. p., 3 months) (Mean+S.E.)
Alb A/G CRT BUN CHL Na+t K* C1-
(g/dD) (mg/dI) (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
3.67 1.21 0.9 20.9 62 192 4.0 98
+0.06 +0.04 +0.02 +0.68 +3.8 +14.1 +0.25 +0.9
3.71 1.28 0.9 19.5 65 152 3.5 99
+0.06 +0.03 +0.04 +0.85 +3.8 +21.3 +0.33 +1.1
3.53 1.19 0. 8** 18.1* 68 129* 3.3 98
+0.04 +0.03 +0.01 +0.77 +1.7 +19.9 +0.32 +0.9
3.48* 1.26 0.8* 16. 8** 59 169 4.0 98
+0.06 40.05 +0.04 +0.38 +4.5 +17.7 +0.34 +1.2
3.61 1.35 0.8 22.6 76 139 2.2 104
+0.12 +0.11 +0.04 +0.94 +3.8 +15.7 +0.3 +0.6
3.96 1.55 0.8 23.2 77 123 2.3 103
+0.19 +0.05 +0.06 +1.61 +4.9 +15.8 +0.24 +0.6
4.12% 1.64* 0.8 21.4 75 133 2.7 103
+0.13 +0.08 +0.02 +0.44 +4.9 +12.3 +0.45 10.7
4,2]1%* 1.67* 0.8 21.8 84 116 3. 9%* 103
+0.12 +0.08 +0.02 +0.89 +5.1 +19.3 +0.30 +0.8

1) F:g26&il FleBo/ AVMERRHE & 2) Ol ACBEORMAMOH RN ALRI,
1 g 04 L RAEMRO—MBIER, #2Flic d. 375mg/kg B

BEORMERKILE, H DI, 1) F:#1fcsy Y 8RN AREREE) RS
2) Bfi : M1 Bl E AR BN R AL v, hice

b. 50mg/kg % 2) B:#2AcHBEY/AEEREERAALRT,
1) BF: 1 SN EO/NBIEER Z bR, 3) Mi:HE1ACBEEOMEMNME #1MIKS oM
2) Ol ACRIEROH RSB DbR TS, NRabht,

c. 125mg/kg B 4) Bl REDCREBE NALR T,

1) B:l1fcRETe7 ) vARLBEORMERX 9. EEMR
IR MRREN A DR, 1) F: B, REFLIBETNEELRALH
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Table 19 Wet organ weight
Body Heart Lung Liver
Sex Dose No.t of weight
(mg/kg) | T2 (8) wt % wt % wt %
Control 8 522 1.36 0.26 1.59 0.31 17.9 3.49
+16.1 +0.05 +0.01 +0.03 +0.01 +0. 46 +0.08
CXM 50 8 532 1.29 0.24 1.58 0.30 20. 3* 3.82%s
Mal +15.5 +0.07 +0.01 +0.04 +0.01 +0.82 +0.09
©lcxmizs | 8 585 | 1.32 0.25 | 1.51 0.28 | 18.7 3.50
+10.4 +0.07 +0.01 +0.03 +0.01 +0.65 +0.11
CXM 375 8 527 1.30 0.25 1.46 0.28 16.5 3.12¢
+14.5 +0.05 +0.01 +0.09 +0.02 +0.52 +0.04
Control 8 279 0.81 0.29 1.49 0.55 10.0 3.58
+10.0 +0.03 +0.01 +0.27 +0.12 +0.44 +0.05
CXM 50 8 281 0.79 0.28 1.19 0.43 11.0 3.93
Female +7.2 +0°02 +0.01 +0.03 +0.02 +0.53 +0.20
CXM 125 8 284 9.83 0.29 1.21 0.43 | 10.7 3.78
+7.9 +0.01 +0.01 +0.06 +0.02 | £0.39 +0.15
CXM 375 8 279 0.80 0.29 1.14 0.41 | 10.2 3.64
+7.0 +0.03 +0.01 +0.04 +0.02 4+0.37 +0.07
Adrenal gland® Testis/
Sex Dose Right Left Right
(mg/kg) wt % wt % wt %
Control 23.8 4.56 24.8 4.75 1.66 0.32
+1.0 +0.20 +1.2 +0.22 +0.05 +0.01
CXM 50 25.4 4.78 28.1 5.29 1.67 0.31
Male +1.0 +0.17 +1.3 +0.20 +0.05 +0.01
CXM 125 25.4 4.75 25.6 4.80 1.66 0.31
+1.1 +0.22 +1.3 +0.26 +0.03 +0.01
CXM 375 26.0 4.95 27.3 5.20 1.72 0.33
+1.0 +0.20 +0.9 +0.23 +0.06 +0.01
Control 26.5 9.65 26.8 9.69 36.1% 13.1»
+1.5 +0.75 +1.2 +0.58 +2.6 +1.11
CXM 50 28.6 10.3 31.1 11.1 35.8 12.9
Female +2.3 +0.89 +1.8 +0.75 2.4 +1.05
CXM 125 28.4 10.0 31.0* 11.0 38.5 13.7
+1.3 +0.35 +0.9 £0.43 | +2.9 +1.25
CXM 375 27.6 9.96 31. 3** 11.3* ‘ 36.5 13.1
+0.8 +0.36 +0.8 +0.43 i +3.1 +1.09

* Significant (P<0.05), ** Significant (P<0.01)

Tehr ot

2) B, REHL L RETEAERIEE S XU
ilthihbh, 375mg/kg B TIZEERNICENRYE
DUE, RREEHDSAZDRT,

B. HA3IHLANLDLE6MLEETOHE

1. —MHER, BEF IV4EE (Fig. 2)

—ERE XOBECE IR eh 570

FETiE 375mg/kg BT 3~5 m ARSI 1 8,
Mz 1 4l, 125mg/kg BETIiX 42 ARTHICHE 1 flis X O
HE 3 i A bRt

2. fFkgE (Table 15-2)

SMHAFTCAHRLRAT: 125 375mg/kg BHOEMED 6 5
AHRENBHREDZIPEL o1,
3. RPFE (Table 20)

pH, #, A, CILEVYEIVYRrEY J-FVEC
BiLixied oo

4. MEFFE (Table 21)

1) FRiuEkE : 125mg/kg HoH
*L'/’Co

2) mMERE: SHEBECEE IR o1,

3) MmIRAMK:50mg/kg BORTHEDHML D -
1o

BEOHMLARD
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of rats (i.p., 3 months) (Mean+S.E.)
] Kidney _
Spleen Thymus T Right - Lefi
wt % wt % wt % wt %
0.90 0.17 0.87 0.07 1.52 0.29 1.51 0.29
+0.04 +0.01 +0.03 +0.01 +0.04 +0.01 +0.03 +0.01
0.87 0.16 0.33 0.06 1.46 0.28 1.49 0.28
+0.03 +0.01 +0.03 +0.01 +0.03 +0.01 +0.03 +0.01
0.79*% 0.15* 0.31 0.06 1.50 0.28 1.49 0.28
+0.03 +0.01 +0.02 +0.00 +0.04 +0.01 +0.03 +0.01
0.88 0.17 0.34 0.06 1.53 0.29 1.56 0.30
+0.03 +0.01 +0.03 +0.00 +0.04 +0.01 +0.02 +0.01
0.56 0.20 0.28 0.10 0.91 0.33 0.94 0.34
+0.03 +0.01 +0.03 +0.01 +0.03 +0.01 +0.03 +0.01
0.57 0.20 0.27 0.10 0.95 0.34 0.94 0.33
+0.04 +0.02 +0.02 +0.01 +0.04 +0.02 +0.04 +0.01
0.53 0.19 0.27 0.10 0.93 0.33 0.93 0.33
+0.03 +0.01 +0.01 +0.00 +0.02 +0.01 +0.02 +0.01
0.55 0.20 0.26 0.10 0.93 0.34 0.95 0.34
+0.01 +0.01 +0.02 +0.01 +0.03 +0.02 +0.02 +0.01
Ovarium Teft Thyroid® Pituitary® Brain
wt % wt % wt % wt %
1.68 0.32 21.3 4.08 14.6 2.82 1.93 0.37
+0.04 +0.01 +1.4 +0.26 +0.3 $0.12 +0.05 +0.02
1.67 0.32 23.1 4.39 16.9%* 3.21 1.90 0.36
+0.02 +0.01 +1.6 +0.35 +0.9 +0.24 +0.02 +0.01
1.68 0.31 23.4 4.37 14.8 2.76 1.90 0.36
+0.03 +0.01 +1.2 +0.22 +0.9 +0.19 +0.05 +0.01
1.72 0.33 21.0 3.99 16.4 3.13 1.91 0.36
+0.06 +0.01 +1.6 +0.28 +0.8 +0.20 +0.04 +0.01
35.6% 13.0® 18.4 6.62 17.5 6.34 1.81 0.65
+1.8 +0.97 +1.3 +0.49 +1.0 +0.45 +0.03 +0.02
35.0 12.5 18.0 6.40 19.1 6.79 1.77 0.63
+2.0 +0.75 +1.3 +0.41 +1.3 +0.37 +0.04 +0.01
33.1 11.8 18.8 6.63 20. 6* 7.34 1.85 0.65
+3.2 +1.34 +1.3 +0.42 +0.9 +0.42 +0.02 +0.02
32.0 11.5 22. 3% 8.03 20.1 7.28 1.72 0.62
+2.2 +0.73 +1.3 +0.52 +0.12 +0.50 +0.03 +0.02
(wt:g, a:mg, mg/gx100)
4) Am¥kH : 125 375mg/kg FOMECHEDORY Abhico

7323‘5}1«7’:0

5) BIMmMIKESH : 375mg/kg B DT S EFFERD
Hink Vv RO, LICEBECAbR,

5. ImiEAE{¥ERTR (Table 22)

1) Tk 7R : s-GOT, s-GPT, mi, A/G
HEXU7v7F=vicBLTINBE L OMICERMN
oo

2) 7ABVKRRZ yX—%:50mg/kg BOMTH
EoLRENRALRT,

3) fBY Y aAvy :125mg/keg BEORICHEEDMMA

4) 2V AFw—:50, 125mg/kg BOBICEED
WA abhic

5) #EA :375mg/kg B HZORY HA bR
o

6) 7AF3v :3Tomg/kg HHEZEEDRA MRLD
}’L‘f:o

7) RERZEFR :125mg/kg BRECHEEORA B AOH
2o

8) Na*:125mg/kg B HEEOHMMN L b h
oo
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Table 20 Urinary findings (i. p, 6 months)
No. . Ketone [ Occult | p.y: . [Uro-
Sex | Dose o? pH Glucose Protein body | blood Bilirubin |"pifinogen
(mg/kg) | rats 6.0 6.5 7.0 7.5 8.0 — % | — £ + —t|— |-+ 1= £ +
Control 10 |2 2 6 10 4 3 3 10 10 10 10
Mal CXM 50| 10 |2 7 1 10 2 52 1(10 10 10 10
€ lcxMizs| 10 |8 2 10 226 |10 |10 |10 10
CXM375| 10 |8 2 10 1 2 25 10 10 10 10
|
Control 10 (4 1 5 10 2 6 2 10 10 10 | 10
Fe- CXM 50| 10 |4 1 3 2 10 6 4 10 10 10 10
male CXM125| 10 |1 1 3 3 210 7 21 110 |10 L1
CXM375| 10 |3 4 10 6 31 1, 9 1|10 j 10
Table 21 Hematological findings
Dose RBC WBC Hb Ht
Sex No. of rats
(mg/kg) (10¢/mm?) (10*/mm?) (g/dl) (%)
Control 10 720 31 13.8 43
+8.6 +2.2 +0.15 +0.2
CXM 50 10 742 37 14.1 44+
Mal +7.3 +4.0 +0.5 +0.4
€ | cxmzs 10 748* 29 13.9 m
: +7.1 £2.4 +0.12 +0.6
CXM 375 10 f 719 34 13.5
; +£27.4 +4.7 +0.46 +1.5
Control 10 602 54 13.8 40
+30.5 +8.9 +0.17 +0.5
CXM 50 10 | 685 37 13.5 40
F 1 | +12.2 +5.2 +0.11 +0.5
emale | cxMm 125 10 ; 681 23%+ 13.7 40
‘ +20.5 +2.2 +0.26 +0.8
CXM 375 10 658 22.2%* 13.7 40
+21.6 +1.8 1+0.24 +0.6
* Significant (P<0.05), ** Significant (P<0.01)
Table 22 Biochemical findings
-GOT s-GPT .
Dose No. of S Al-P Glucose T-Bil T-Pro
S K K .
| (mg/kg) | ras | Karpen | (Karmen Al Unity| (gd) | (g/a) | (g/d)
Control 10 101 27 17.6 150 0.17 6.11
+4.8 +4.7 +1.37 18.4 +0.03 4+0.07
CXM 50 10 114 28 18.4 150 0.41 6.11
Male +7.6 +3.0 +1.41 +10.0 +0.16 +0.09
CXM 125 10 101 23 18.5 139 0.32% 6.06
+5.9 +2.4 +1.56 +4.9 +0.05 +0.09
CXM 375 10 95 22 17.4 144 0.42 5.82%
+4.5 +2.7 +1.32 +5.7 +0.18 +0.09
Control 10 147 49 16.7 132 0.58 6.86
+19.5 +12.6 +1.46 +4.7 +0.22 +0.18
CXM 50 10 132 33 22, T** 141 0.50 7.08
+9.9 +4.9 +1.43 +4.2 +0.06 +0.16
Female
CXM 125 10 141 43 20.6 132 0.52 6.86
+10.5 +7.3 +1.81 +5.7 +0.06 +0.16
CXM 375 10 118 33 18.8 137 0.62 6.54
+9.1 +5.7 +1.32 +5.6 +0.07 +0.17

* Significant (P<0.05),

** Significant (P<0.01)
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9) K*:375mg/kg B EEOMANASLN T,
10) Cl~:125mg/kg B HEEOHMMM LSt

6. EIATR

RBRETIIRE 1 U IFO/NESES, MERER 1 Gl DAY
A, oo 1 T EMEHMA A Bhi, 375mg/kg
BTRROBIENHED 1 AITABHR, FOfciIRlk
BEEHAGHTE 1 AALR, BREENZORT, 5
BROM 125mg/kg 35 LUt 375mg/kg BEOMD % 1 B
CHBER RN, B HATIIFCRIASR
Teh ot

2. RER

1) MinU7c#w: I (50, 125mg/kg f¥ME), MM
(Meth4xtt), TR (50, 375mg/kg Hih)o

2) WHLURBE : M(50mg/kg Hi, 125mg/kg It
#)o

b. WEEME

1) MmLABE:IF (50, 125mg/kg BKE),
I (BetbLREE) o

2) MYUILRE : M(50mg/ke T, 125mg/kg Bt
HE), % (125mg/kg B¥HE)o

SRS

7. HBEBER (Table 23) 8. XEWR
(i. p, 6 months) (Mean+S.E.)
Differential bloodcount (%)
Baso | Eosino } N-st N-seg Lymph Mono Others
0 2.3 0.1 26.4 67.4 3.8
0 +0.7 +£0.1 +2.6 +3.0 +0.6
0 2.3 0 24.0 70.2 3.5
0 +0.7 0 +1.8 2.7 +0.9
0.1 2.5 0 25.1 67.6 3.7
+0.1 +0.8 0 +2.6 +2.1 +0.5
0 2.3 0 26.1 68.1 3.5
0 +0.7 0 +2.4 +2.6 +0.4
0 1.2 | 0 16.9 78.9 2.0
0 +0.5 | 0 +1.8 +2.6 +0.5
0 1.6 { 0.2 19.5 77.2 1.5
0 +0.7 | +0.1 +3.6 +4.2 +0.6
0.1 | 2.5 | 0 24.0 72.3 1.1
+0.1 | 0.7 | 0 +3.7 +3.4 +0.4
0 1.5 | 0 30. 9%+ 65. 3% 2.3
0 ' +0.4 | 0 +4.1 +3.9 +0.4
(i. p., 6 months) (Mean+S.E.)
Alb AJG CRT BUN CHL Na* K+ Cl-
(g/d1) (mg/dl) (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
3.37 1.25 0.8 16.6 68 145 4.3 108
+0.11 +0.08 +0.02 +0.58 +2.0 +3.7 +0.11 +0.5
3.48 1.34 0.8 17.1 85% 147 4.3 108
+0.08 +0.07 +0.02 +0.54 +7.6 +2.4 +0.09 +0.5
3.33 1.22 0.8 14.5% 102** 153* 4.3 108
+0.07 +0.03 +0.04 +0.47 +11.3 +1.2 +0.12 +0.6
3.30 1.32 0.8 14.6 80 147 4.3 110
+0.04 +0.03 +0.04 +0.79 +9.2 +2.3 +0.16 +0.9
3.87 1.31 0.8 19.0 88 153 4.6 110
+0.20 +0.09 +0.05 +1.07 +9.4 +2.1 +0.07 +0.9
3.79 1.21 0.8 18.7 99 155 4.5 111
+0.18 +0.12 +0.05 +0.95 +6.9 +2.4 +0.16 +0.8
3.63 1.15 0.7 17.8 88 162* 4.4 113*
+0.17 +0.09 +0.03 +0.73 +3.1 +2.6 +0.11 +0.8
3.38%* 1.11 0.8 17.7 88 157 4.3* 112
+0.07 +0.08 +0.04 +0.76 +7.8 +2.0 +0.09 +0.7
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Table 28 Wet organ weight
Dose No. of | Body Heart Lung l Liver
Sex ’ weight
(mg/kg) | rats | " g wt % wt % | wt %
i
Control 10 553 1.29 0.24 1.87 0.34 & 17.3 3.12
+20.9 +0.04 £0.00 +0.08 +0.01 +0.80 £0.07
CXM 50 10 568 1.31 0.23 1.01 0.34 20.2* 3.55%*
Male + 8.3 £0.02 +0.00 +0.10 £0.01 +0.79 +£0.11
CXM 125 10 580 1.32 0.23 1.65* 0.29** 20.7**  3.57**
+ 9.2 £0.03 +0.00 +£0.07 +0.01 +0.77 +0.11
CXM 375 10 545 1.28 0.24 1.95 0.36 17.7 3.26
+16.2 +0.04 +0.00 +£0.15 +0.03 +0.57 +0.08
Control 10 311 0.89 0.29 1.44 0.47 ( 10.4 3.34
+ 7.0 +0.02 +0.01 +0.07 +0.03 +0.35 +£0.11
CXM 50 10 323 0.92 0.29 1.27* 0.39* 11.2 3.46
Female + 7.4 +0.03 +0.01 £0.03 +0.01 £0.43 +£0.10
CXM 125 10 297 0.87 0.29 1.31 0.44 10.3 3.48
£10.2 +0.02 +0.01 £0.06 +0.03 +0.32 £0.13
CXM 375 10 310 0.86 0.28 1.29 0.42 10.5 3.38
+ 6.0 +0.02 +0.00 +0.05 +0.01 +0.40 +0.13
' Adrenal gland® Testis/
s Dose Right Left Right
ex I
(mg/kg) wt % wt % wt %
Control 23.1 4.15 26.3 4.77 1.53 0.28
+ 1.8 +0.26 + 1.2 +0.18 +0.06 +0.01
CXM 50 23.0 4.05 25.1 4.43 1.60 0.28
Male + 1.3 10.22 + 0.8 £0.16 +0.02 +0.00
CXM 125 26.1 4.49 24.7 4.26 1.62 0.28
+ 1.7 +0.27 + 1.3 +£0.21 +0.04 +0.01
CXM 375 24.9 4.58 24.3 4.46 1.60 0.30
+ 1.0 +0.17 + 1.9 +0.33 +0.03 +0.01
Control 23.3 7.54 27.3 8.77 29.4% 9.51%
+ 2.6 +0.83 + 1.4 +0.44 + 4.0 +1.33
CXM 50 24.8 7.73 28.8 8.98 32.1 9.95
+ 1.5 +0.52 + 1.9 +0.68 + 6.0 +1.88
Female
CXM 125 25.0 8.55 26.9 9.15 24.6 8.29
+ 0.9 +0.52 + 1.9 +0.75 + 2.1 +0.66
CXM 375 25.0 8.10 30.6 9.88 33.5 10.90
+ 1.5 +0.51 + 1.6 +0.50 | 3.1 +1.07
* Significant (P<0.05), ** Significant (P<0.01)
Table 24 Urinary findings (i. p., 3 months recovery)
. Ketone | Occult | . .y . Urobi-
4 Dose I:,I?' pH Glucose Protein body | blood Birilubin linogen
@| (me/%E) rats| 6.06.57.07.58.0 | — | — x + H WM | — |- |-+ —x+
Control 8 5 3 8 1 313 8 8 8 8
-%’ CXM50 | 8 5 3 8 1 4 3 8 8 8 8
=|CXM125| 7 4 3 7 151 |7 7 7 7
CXM375| 7 3 1 3 7 1 3 3 |7 7 7 7
° Control | 8 4 1 3 8 521 8 8 8 8
Té CXM50 | 8 2 1 2 3 8 1 4 3 8 8 8 8
K CXM125| 4 1 2 1 4 2 2 4 4 4 4
. CXM375| 7 4 2 1 7 3 2 2 7 7 7 6 1
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(i.p., 6 months) (Mean+S.E.)
Kidnes
Spleen Thymus Right idney Left
wt % wt % wt % wt %
0.78 0.14 0.16 0.03 1.46 0.26 1.46 0.26
+0.02 £0.01 +0.02 +0.00 £0.09 +0.01 +0.10 +0.02
0.84 0.15 0.14 0.03 1.54 0.27 1.58 0.28
+0.05 +0.01 +0.02 +0.00 +0.05 +0.01 +0.04 £0.01
0.85 0.15 0.13 0.02 1.60 0.27 1.60 0.28
+0.04 +0.01 +0.01 +0.00 +0.06 +0.01 +0.06 +0.01
0.82 0.15 0.14 0.03 1.56 0.29 1.59 0.29
+0.05 10.01 +0.02 +0.00 +0.03 +0.01 £0.04 +0.01
0.50 0.16 0.17 0.06 0.92 0.30 0.90 0.29
+0.02 +0.01 +0.02 +0.01 +0.02 +0.01 £0.01 £0.01
0.55 0.17 0.18 0.06 0.96 0.30 0.94 0.29
+0.03 +0.01 +0.01 +0.00 +0.03 +0.01 +£0.03 +0.01
0.52 0.18 0.18 0.06 0.89 0.30 0.89 0.30
+0.02 10.00 +0.02 +0.01 +0.04 +0.01 +0.04 +0.01
0.54 0.18 0.22 0.07 0.96 0.31 0.95 0.31
+0.02 +0.01 +0.02 +0.01 +0.02 +0.01 +0.03 +0.01
Ovarium | : 18 s o .
Teft | Thyroid Pituitary ] Brain
wt % wt % wt % i wt %
1.52 0.28 25.5 4.62 15.5 2.78 1.93 0.35
+0.05 +0.01 + 1.8 +0.28 + 1.2 +0.15 +0.03 +0.01
1.71* 0.30 22.8 4.02 16.3 2.86 1.91 0.34
+0.06 +0.01 + 1.2 +0.23 + 1.3 +0.19 ‘ +0.02 +0.01
1.66* 0.29 24.9 4.30 15.3 2.64 1.72 0.30*
+0.03 +0.00 + 0.8 +0.13 + 0.5 +0.09 ‘ +0.10 +0.02
1.65* 0.30 22.0 4.07 16.0 2.95 | 1.94 0.36
+0.03 +0.01 + 0.7 +0.18 + 0.6 +0.11 | +0.02 +0.01
28.9% 9.38% 12.5 3.99 19.3 6.20 1.78 0.57
+ 2.0 +1.00 + 1.3 +0.38 + 1.9 +0.59 +0.03 +0.02
31.8 9.89 17.2%* 5.33* 20.4 6.26 1.74 0.54
+ 5.7 +1.77 + 1.0 +0.30 + 2.2 +0.56 +0.04 +0.02
26.3 8.73 15.8 5.34* 17.8 6.05 1.72 0.58
+ 3.6 +0.97 + 1.3 +0.42 + 1.3 +0.49 +0.03 +0.02
47.6 15.4 22.3** 7.18%* 20.0 6.47 1.72 0.56
+15.8 +5.05 + 2.5 +0.79 + 1.4 +0.45 | +0.03 +0.02
(wt : g,a: mg, mg/gx100)
a. xtmB b. 50 mg/kg Bt

D FF:#E2 Gl RIRRAE, HE1 01 HE 2 Bl fRBiE 1) B BETIRKIERRE, EREER IV smhi*x
DNEIER, M1 P NERNMRRE ol flic hER1FIARLR, 25 M1 AR bhis

%l [l A\ N 2F (R N 2) B:ios fcHERIAEMREE 55485
2) B2l AEEEALT ) vARNS  CRAEReT Y vEAEAZLR, 2 CICREREND
bh, HETIIEHTH-Tco HE3FILHEL FCHED/N HARBENRA bR, #D3MANEMNRAT LEOR
ARBARBER bR, RATER H 1Mk, &%  BER: —SEHELLLRIS
BEENED 2 flic Zbhicd, WThIBETH - 3) i : EEMEOHRIAED 1ROl
oo fliDiE 1 Pl BAIHR A R LRI, 4) Bhi: 5 oMl ficRShts

3 O HELBICHEROHERRDRI, 5) BIZER : BEAR1AZRLRT,

4) B w2 B RIEMMARROR, ZD5H 14 c. 125mg/kg Bt
EEBLMRDOHRNROh T, 1) FF:#E0 2 A RIBHER RO, #oD 2 fiic 7
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Table 25 Hematological findings
5 Dose No. of RBC WBC Hb ‘ Ht
o (mg/kg) rats (10¢/mm?) (10t/mm?) | (g/dD) %)
Control 8 716 52 13.5 | 41
+40.8 + 2.0 + 1.0 + 2.6
CXM 50 8 773 59 14.7 45
+15.8 + 7.2 £ 01 | + 1.1
Male |
CXM 125 7 751 77 13.5 | 42
+ 5.7 +18.0 + 0.7 + 1.4
CXM 375 7 778 53 | 14.4 | 44
+15.2 32 | + 0.3 | + 1.4
- -7
Control 8 691 ( 30 f 13.4 | 40
+17.8 + 4.4 + 0.1 | + 0.5
CXM 50 8 760 25 13.3 | 42
Female +39.0 + 1.7 + 0.3 + 0.6
CXM 125 4 695 27 | 13.9* 41
+ 4.1 +31 | + 0.2 | t 0.5
CXM 375 7 717 24 | 13.9* 40
+19.0 + 2.8 i + 0.2 ! £+ 1.0
* Significant (P<0.05), ** Significant (P<0.01)
b : Erythroblast
Table 26 Biochemical findings
Dose No. of s-GOT s-GPT Al-P Glucose | T-Bil T-Pro
X | (mglkg) | rars | (Rarmen | (Kermen |(¢ A'Unit) (mg/d) | (s/a) (/)
Control 8 81 26 21.1 | 169 0.46 6.02
+ 6.7 + 2.2 +1.09 + 6.2 +0.05 +0.17
CXM 50 8 78 32 19.9 189 0.61 | 6.10
Male + 5.7 + 1.8 +1.65 +16.2 +0.10 ©  +0.13
CXM 125 7 93 37 24.5 195* 0.43 6.07
+ 9.4 + 6.2 +2.06 + 7.6 +0.04 +0.13
CXM 375 7 83 41 19.2 189 0.59 5.96
+11.6 +11.0 +2.57 +13.5 +0.06 +0.09
Control 8 104 55 21.6 148 1.18 6.95
+10.1 + 8.6 +1.83 + 9.0 +0.18 +0.17
CXM 50 8 115 64 13.3 155 0.76 7.01
Female +21.8 +17.5 +2.45 +10.2 +0.10 +0.19
CXM 125 4 87 50 18.3 167 1.00 7.23
+ 7.3 +4.64 +2.86 + 3.5 +0.20 +0.18
CXM 375 7 82 41 16.3 170 0.80 ] 6.94
+ 4.1 + 2.7 +2.19 + 7.7 £0.18 |  +0.25

* Significant (P<0.05),

** Significant (P<0.01)

v R—HRADEMELE LD 1 FICKBEBER OITE &

bhi,

4) B 16, 2 ACERBEOBEOIU AL

Bht:o

2) B:fo8FLMED 1 ARAFHN LT Y vEE
NEhbh, TD5 LD 3 FlRLBEOZB LAY R
Lo EERDOMEEED S b, # 3 FIcRE /A MaR
H, #10TREATO—TEMI e THROh, HED
1 Bl RMEE L MR D JEM & IR AE D — B A
Thbhic, o1 FINEL R LK DR EER
Abh, H1fATIIHEA RS,

3) Ol GICEEROHRY AR,

d. 375 mg/kg B
1) L 1 I KEBE R AbR I, oKk
RFBED/NRIER & FLBIRAE O/ NI MRBRENE
16, 5-m&ERAAMRBECAHA 1 ARLIRE,
e FFlRoBEMEIRE 7 » < —EIROFESLISA 1A
Abhtc,
2) B:HE3MCRETARAeT Y YARAZLR, 5
L 1GIEERRTRERL foo B2 B & HE 1 BlORIEI
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(i.p., 3 months recovery) (Mean#£S.E.)
Differential bloodcount (%)
Baso Eosino N-st N-seg T Lymph Mono Others
0 1.5 0 33.3 63.8 1.5 b)1
0 + 0.5 0 + 4.8 + 4.9 £+ 0.4
0 2.4 0.1 26.5 69.4 1.6
0 + 1.1 + 0.1 + 3.2 + 2.9 + 0.6
0 2.1 0.1 30.3 66.1 1.3
0 + 0.7 + 0.1 + 4.1 + 4.3 + 0.4
0 2.6 0 23.1 71.6 2.4
0 + 0.8 0 + 2.3 + 2.9 + 0.8
0 1.6 0 28.3 67.8 2.4
0 + 0.5 0 + 1.3 + 1.8 + 0.8
0 3.5 0 33.0 61.5 2.0
0 + 1.0 0 + 4.6 + 4.2 £+ 0.5
0 1.3 0 34.5 60.8 3.3
0 + 0.6 0 £+ 9.0 + 9.8 + 1.5
0.2 3.4%* 0 43.3** 49. 7** 3.4
+ 0.2 + 0.4 0 + 1.7 + 2.1 + 1.0
(i.p., 3 months recovery) (Mean+S.E.)
Alb A/G CRT BUN CHL Na* K+ Cl-
(g/dD) (mg/d1) (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
3.53 1.42 0.8 24.9 78 161 4.7 113
+0.10 +0.05 +0.03 +6.96 + 4.7 + 0.8 +0.16 + 0.8
3.40 1.27 0.9* 19.4 106* 163 4.8 111
+0.05 +0.05 +0.05 +0.72 +11.7 + 2.7 +0.15 + 0.8
3.43 1.35 0.7 19.2 95* 157 4.8 111
+0.11 +0.09 +0.05 | +0.80 + 3.7 + 3.2 +0.16 + 0.8
3.51 1.44 0.8 | 19.0 114** 165 4.3* 109**
+0.06 +0.06 +0.05 +0.58 +11.6 + 4.1 +0.08 + 0.4
3.69 1.15 0.9 22.9 75| 156 3.9 113
+0.11 +0.06 +0.04 +0.56 + 4.5 | + 3.0 +0.07 + 1.0
3.73 1.14 0.9 22.9 69 ‘ 161 3.9 113
+0.12 +0.03 +0.03 +£0.78 + 4.8 | + 2.0 +0.10 + 1.2
4.00 1.25 0.9 22.1 82 | 155 4.0 113
+0.12 +0.08 +0.05 +1.27 + 4.7 ‘ + 1.5 +0.13 + 1.3
3.86 1.29 0.8 20.7 76 156 4.0 111
10.09 +0.08 +0.06 +1.18 + 4.5 ‘ + 2.7 +0.08 ‘ + 0.8

MAEMRBESAALR, H#O 1 ATREROBR LA
bhi,

3) LD 1 FICIFBEEESAADRTS

4) Bfi: #0 1 I K EXM%L & BB O R
&Bhto

9. EEFA

1 FF:xNBR REHLICBWE®RE SV =2—5
vEROHMMM R bIT,

2) B:xBE REHLICRETRSIVA-—<v
BOXERIRE LRbic LR Aabhl, &ORMREE

AE LOCRATNEERCENRDEOREI RO,
RAES bav ¥ ) 70—REMRL RETERAMRAL
DERILENRBRT,

C. HRRTHINBETOHER

1. —fER, BERIV4EFE (Fig 2)
—HERCELLAOh T, SELHBECHENTE
fbidieh 1o, REEIC 125 mg/kg BEOME1 FIHIE
Tl

2. fK%E=R (Table 15-3)

MR DB L OMICIZE A EEXZLRI i
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Table 27 Wet organ weight
Dosec  No,| Bedy Heart 1 Lung i Liver
Sex (mg/kg) | of W;" T
(g) rats (ggt) wt % wt % ‘ wt %
Control | 8 | 558 1.35 0.25 1.70 0.31 16.2 2.92
I ] £21.3 +£0.04  +0.01 +0.05 +0.01 1  £0.33  +0.08
cxmso | 8 573 1.42 0.25 2.24 0.40 ! 17.9**  3.13
Male I | £15.4 +0.04  £0.01 +0.30 +0.06 +£0.35  £0.07
CXM 125‘ 7 591 1.50 0.26 2.36 0.42 | 17.9**  3.08
| £32.3 +0.07  £0.02 +0.40 +0.09 | £1.13  +0.24
CXM375! 7 573 1.41 0.25 1.82 0.32 | 18.5**  3.28%
| | +12.5 +0.04 +0.00 +0.19 +0.03 +0.94 +0.12
Control | 8 | 333 0.89 0.27 1.57 0.48 10.9 3.27
i + 8.7 +0.04  £0.01 +0.17  £0.05 |  £0.70  0.20
CXM50 | 8 319 0.90 0.28 1.49 0.47 | 10.1 3.14
Female | +£12.9 +£0.04  £0.01 4£0.15  £0.05 4£0.76  $0.12
CXM125| 4 329 0.90 0.29 1.09 0.35 10.5 3.30
+18.6 £0.02  £0.01 +0.14  +0.05 +0.74  £0.20
CXM3751 7 330 0.89 0.27 1.40 0.43 | 9.76 2.98
i +16.5 4+0.03  +0.01 £0.10  £0.04 |  £0.45  £0.14
) - " Adrenal gland T T  Testis]
Sex Dose | Right Left Right
X (mg/kg) | T
g/ke | wt % wt % ¢ wt %
Control |  21.3 3.83 21.9 3.94 1.70 0.31
L +10 £0.16 £ 0.8 £0.15 | £0.10 £0.02
CXM 50 20.3 3.57 21.4 3.76 | 1.66 0.29
Male + 1.0 +0.23 + 0.9 +0.19 +0.05 40.01
| CXM 125 22.0 3.76 21.6 3.70 1.65 0.28
‘ £ 1.6 +0.29 + 1.9 +0.36 +0.05 +0.01
. CXM375 2.09 3.67 22.7 3.96 1.80 0.32
+ 1.7 +0.32 + 1.4 +0.22 +0.02 +0.01
Control 30.3 9.15 34.0 10.3 27.5% 8.29"
+ 2.7 +0.95 + 2.5 +0.87 + 3.0 +0.94
. CXM 50 26.1 8.18 25. 3% 7.93% 29.6 9.15
‘ .+ 1.5 +0.37 + 1.5 +0.43 | + 3.7 +0.83
Female |
| CXM125 | 24.0 7.62 27.5 8.68 24.8 7.83
| + 2.1 +0.93 + 1.7 +0.66 + 1.7 +0.74
| CXM375 21.0* 6.33* 23. 7** 7.17%* 25.3 7.04
+ 1.8 +0.37 + 1.8 +0. 44 + 4.6 +0.93

* Significant (P<0.05), ** Significant (P<0.01)

1o

3. [RPFE (Table 24)

pH, 8, B/H, 7 bvik, #BM, CIVAEYEIVY
REY 7 —FUOWTIIHBECEE I A bR
Mhotco

4. MmEPFTR (Table 25)

1) ZTibigd - R : ARmERE, AmERE X0tm
BRAEBRCOWTIIHBER L OMCXENRAL K it d »
Tco

2) MmEFEE: 125 375mg/kg HHHCHEOHMA
Hbhize

3) AMIEFL : 375 mg/ke BT FFEARR & LT

FEROBIME LT Y v AEROBYHALR, WThd
BEENZED LRI,

5. MmE4EIL¥RR (Table 26)

1) F{tich - -FrR : s-GOT, s-GPT, 7A %Y *
A7y ¥—¥, B¥Vrvry, £EA, TAT7 IV,
AlG t, REREXF IV Na*t @onTik R BREOMIT
EXARbhigh o 1o

2) IVATR-A: RBORTHEEOHMMAALL
o

3) 1f¥E : 125mg/kg HHEECHEOMMA RO T,

4) 7s7v7F=v:50mg/kg B HEOHM AR
bhic,
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(i.p.., 3 months recovery) (Mean+S.E.)
T o Kidney T
Spleen ' Thymus T Right et
wt % ‘ wt % wt 9% wt %
0.88 0.16 0.18 0.03 1.43 0.26 1.43 0.26
+0.05 +0.01 +0.03 10.01 1£0.04 +0.01 +0.03 £0.01
0.84 0.15 0.15 0.03 1.54 0.27 1.53* 0.27
+0.03 +0.01 +0.02 +0.00 +0.03 +0.01 +0.03 +0.01
0.85 0.15 0.17 0.03 1.56 0.26 1.52 0.26
+0.03 +0.01 +0.02 +0.00 +0.03 +0.02 +1.11 +0.02
0.89 0.16 0.17 0.03 1.50 0.26 1.53 0.26
+0.02 +0.00 +0.03 +0.01 +0.05 +0.01 +0.06 +0.01
0.62 0.19 0.14 0. 04 0.90 0.27 0.92 0.28
+0.03 +0.01 +0.02 +0.01 +0.04 +0.01 +0.05 +0.01
0.61 0.19 0.13 0.04 0.93 0.29 0.88 0.28
+0.05 +0.01 +0.02 +0.00 +0.04 +0.01 +0.03 +0.01
0.56 0.17 0.10 0.03 0.91 0.29 0.91 0.29
+0.04 +0.02 +0.02 +0.01 +0.06 +0.01 +0. 04 +0.01
0.60 0.18 0.12 0.04 0.93 0.29 0.91 0.28
+0.03 +0.01 +0.01 +0.00 +0.03 +0.02 +0.02 +0.01
Ovarium Thyroid® Pituitary® Brain
Left yro y ra
wt % wt % wt % wt 9
1.62 029 22.9 4.14 12.5 2.27 1.94 0.35
0 04 +0.01 + 1.0 +0.22 + 0.9 +0.20 +0.04 +0.02
1.58 0.28 20. 3* 3.56* 13.9 2.44 1.96 0.34
+0.08 +0.02 + 0.3 +0.12 + 0.9 +0.16 +0.02 +0.01
1.75 0.30 20.9 3.60 14.3 2.45 2.02 0.35
+0.06 +0.01 + 1.1 +0.29 t+ 0.5 +0.14 +0.03 +0.02
1.75* 0.31 19.7 3.46 15.0* 2.63 1.96 0.34
+0.03 +0.00 + 1.7 +0.30 + 0.2 +0.07 +0.02 +0.01
29.8% 8.96% 29.1 8.79 24.5 7.38 1.76 0.53
+ 2.8 +0.87 + 1.6 +0.56 + 2.2 +0.68 +0.06 +0.02
29.8 9.26 24.5* 7.77 18.8 5.88 1.80 0.57
+ 4.2 +1.10 + 1.3 +0.53 + 2.2 +0.67 +0.04 +0.02
24.0 7.68 21.3* 6.89 20.8 6.56 1.84 0.58
+ 3.4 +1.39 + 1.9 +1.01 + 1.4 +0.58 ] +0.04 +0.02
23.9 7.02 19.9** 5. 98** 17.3* 5.24% | 1.76 0. 54
+ 4.0 +0.85 + 1.6 +0.23 + 1.2 +£0.26 | +0.08 +0.03

5) K*:375mgkg BERETHEDOHAL N AbRT,

6) Cl-:375mg/kg HHETHEORL K A bh
1o

6. TR

50mg/kg B IHEHEERE AIPEKENE 1 FARD
hiz, 375mg/kg BEOMT EHIIEDKERS TUFER
RRmEDO AR 1523b b, BIEEL L FIic X
bhilc, MBEOHICHIEE L MIEAThEh 1
Abh, 50mg/kg BEOMEC EAMATMOES S LV
—HIREH 1 AR Db hic, 125mg/kg BEDHE 1 FlickiD
BELEHrEALRT,

FEEFTIFIC RE I RO RIch 5 7o

(wt: g,a: mg, mg/gx100)
7. 2BEBES (Table 27)

a. ®@ B

1) EMLAHE: F (Re2HE), B (50 mg/kg

BHE), KB (375mg/kg ), BT Ef (375mg/ke
BEHE) o

2) WMALLHE: EIF (50, 375 mg/kg Fif), =
K GOmg/kg BEiE, WRBLBEM), KT ZH# (375
mg/kg BEiE)o

b. HEEME

1) HLAHE  F (375mg/kg BE#E),

2) BMALIBE: BT (50, 375mg/kg i), B
RER (50 mg/kg B, 375mg/kg BEHf), M T E 4



(875mg/kg i) o

8. AL

a. xpgr

D 0T 2 HEHES 1 GRS IT N IEP N BIE A I e, &
DI 1 G AR I UR O /)8 DA 31, A oD il 1
B 5 o il & KRIRWIE, Do 1 Hi SURA A4
MHEBRID, TR AL TH - Foo

2) W4 BIEME L P IRMIBEN e T Y v P E
HOPNMIBHBE N 2 B, 5 Bk 1 Bl F il
Botoo MET BN BRNED JRANAF £ WK A5 532 6t

3) L HED 1 BRI EIPE O R A RS Rt

4 il MO 1T PRSI R A R B Rt

b. 50mg/kg BF

D e GRS NIEP N RBERL, HE L filie 2 5 ot
— HIRQIE AL A B e,

2) T k8 BU& ME 1 I PR M FIAE & B /NI
MR MESE RO, D 5 b5 Gl AR ZE
fLamL, SRERGIEIES XOEEEMC e 7 Y v RN
J%Bhf\:o

3) L HETOOME SR & B OB AN ERER L G
&6&‘17‘;0

4) Bl c 2 G EMER R R DR,

c. 125mg/kg B

1) BF : BECIRRFZYE, NERMIRRRE, FRAERa A
AR5 oA E 1T HbRtc,

METIXBEREIEL 7 o S —HIADIEMALA S 1 filic 2
(5% ¢

LA UBEIAZE M2 B TR BREE e BL T H » 1o

2) B HEAGILHEL FCRAIEAR T Y v AR
bh, 5 b2 GITILATEEOMCELTH » 10 HET
Bl & 1 Pl AR MRZEL RS,

Photo. 1 Liver(rat) : CXM 250 mg/kg (s.c.), male,
x100,H.E.
Fatty degeneration and dilatation of sinusoid
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3) i M1 Gl R g5 & USRI 96 O F R 25 5
bhico

d. 375mg/kg It

1) MM 1 e 2y v NIRRT B R
teo EACHITIRMEOHEL ~E ST Y v kD% 1
s, ZDIEMY o il EANABRZEO &AL
o, BWMMAERIME 7 » o4 — MGV DO &P n 1 61
Abhitc,

2) o HE4 I EMEL RS IRAVERN e T Y v RS
i abh, cod b2 AITIRE AT B2 "L
oo T DIRHHETIRANE S IEH & RAVE - 5 M REIE
WO O EBFRBLEN T AHR BRI,

3) Lo HE1 BICRVEYECH %A, HE 1 GIICIFRRBES
Y, ThXfhXibhic,

1. # %

1. ZfexpoEl T

UEDRTRE, WFhb—ftt, »5ixmeeicd
DT, FCHEL HANBERRY L AAM AR
Abhithote, Tiebb, ETEHEHEOCIZEBALE
HoOVWFTRTH CXM Iz k5 —RBEFDORE XL LAY,
R b BEANT e h » oo

KT EHORSMA & 750 mg/kg B O MmEHE Ciik
MERZBIE L 2o EF LB EHAMB 3 R LU 6 AR
CiAbhicc L EE D, MFELERRETLETOLE
MALNIREEN BT LL, ZhoOEELE
EEBHATH OBRETIIVL-ThEHEL T, CXM
DMERH S LOBFICHToHBIED T i e EL
bh b,

HBFTR TR L h - BRI ERHANE T —BH
ZHAbhb 30T CXM iR DTV, OO
ZHLREEMMSC I EE L coTC— B0 EETHS

Photo. 2 Liver(rat) : CXM 375 mg/kg(i.p.), male,
x 400, H.E.
Fat droplets in hepatic cells and congestion
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Photo. 3 Kidney(rat) : CXM 250 mg/kg (s.c.), male,
x100, H.E.
Hyaline casts in the tubules

Photo. 4 Kidney (rat) : CXM 250 mg/kg (s.c.), fe-
male, X100, H.E. Hyaline castsin the tubules
and cell infiltration

Photo. 5 Skin (rat) : CXM 750 mg/kg (s.c.), male,
x40, H.E.
Thickening of subcutaneous connective tis-
sues
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207

Photo. 6 Kidney (rat): Control(s.c.), male, x 10,000,
Degeneration of tubules and thickening the
Bowman's capsule basement membrane

Photo. 7 Kidney(rat):CXM 750 mg/kg (s.c.), male,
% 10, 000.
Degeneration of tubules and thickening of
the Bowman's capsule basement membrane

Photo. 8 Kidney(rat):CXM 125 mg/kg(i.p.), male,
% 10, 000.
Quellung and thickening of the Bowman's
capsule basement membrane
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L Tdlg &7 LI B &, M X O MBEALEREI IS\ T
153 B I 3 X ORI Tis, AR A (b B CET D 4{th Vifid » 1o

PIDFEEHIA AR B IcAY, LR dsus TR Wbk 2. LateonT

ZbhT, WhHMC XA MRBIEEL BRI D, Lo Lotk h CXM 05 . + 6 53 itk oR4

WEOMWE K& AT & AN X TET D H b By, BCFiEg4T 750 mg/kg/day, IV P §4C 375
NICBERSDEAEL 22, CXM ik liNT5 L ilbh mg/kg/day & HEL &b, ZOHMiuLe  TOHTE
DU SR BEWNIAFEL 7800 - 1o [ IK B 37.5 mg/kg/day D) 10~20 {5+ 5,

et S e, dH6 2 RO RL3 % "
L BB ) kG oancnts <

' M, 2@ 7o b SAMERE ML 5AME

bh b, #9260, Chemotherapy : 130~151, 1979
BTSN O R CET T bhicd by CXM ©

STUDY ON THE SAFETY OF CEFUROXIME
(4) : SIX-MONTH CHRONIC TOXICITY AND 3-MONTH RECOVERY
IN RATS

Ryuta Ito and Hironort KawaMuURA
Department of Pharmacology,
Toho University School of Medicine

Sasuro Kaniwara, Susumu Toipa, SHingo Matsuura, Tomio
Hipano, Makoto Mivasaka, Hironort KimMura, MiHoko

Takauasui, Noriko Saito and YAasuHiRo Seki
Yokosuka Institute for Applied Pharmacology

Jou Tamura

Tokyo Research Laboratories, Shin Nihon Jitsugyo Co. Ltd.

For the study on the safety of CXM, 750, 250 and 100 mg/kg and 375, 125 and 50 mg/kg of CXM
were injected daily for 6 months subcutaneously and intraperitoneally, respectively. In subcutaneous
group, 750 and 100 mg/kg of CET were used as control.

No czYnormalities and death attributable to CXM were observed in any rat. The body weight gain
and feed efficacy in male rats were slightly suppressed at 750 mg/kg of CXM, though those recovered
at 6 th month. In urinary analysis, no abnormality was observed. In hematological and biochemical
findings, some changes were found at both 3rd and 6 th month in 750 mg/kg group. These findings,
however, were transient and recovered after the termination of CXM administration. No specific
change was observed in liver, kidneys and others in absolute and relative weight and histological
findings. The changes observed in CET groups were similar to those of CXM.

Maximum safety daily dose of CXM was assumed to be 750 mg/kg subcutaneously and 375 mg/kg

intraperitoneally.



