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Table 1-1 Urinalysis findings of juvenile beagles in subacute cral toxicity studies of CXM-AX

Vol . ity
Dose ¢ un:e pH Specific gravity
Sex (e/ke) (ml)
B e 1w 5W R:5W | —1W 5W R:5W |, —1W 5W R:5W
43.6 61.8 74.0 6.1 6.5 6.3 1.031 1.031 1.033
Control | o~ 7.6 71 10 £0.5 £0.5 | £0.006 | £0.005 | *0.006
- 48.5 60.5 6.0 7.0 1.027 1.031
025 1 4y £7.3 +0.0 +0.8 +£0.003 | £0.004
Mate , 500 | 621 | 685 6.3 6.6 68 | 1.023 | 1035 | 1.0%
0.7 <13.5 | +12.0 +4.7 0.5 +0.7 £0.5 | +£0.009 | +£0.010 | +0.005
, 33.8 69.0 80.8 6.4 6.8 6.5 1.031 1.030 1.030
2.0 +10.1 +13.8 +11.5 +0.5 +0.7 +1.0 +0.009 | £0.008 | £0.010
. 45.8 70.8 73.3 6.1 6.9 7.0 1.029 1.028 1.034
Control 1116 | 2141 | 121 | =04 | 208 | +0.8 | £0.007 | £0.011 |0.01
i 44.0 71.5 6.5 6.3 1.033 1.027
0.25 o5 | +16.3 +0.6 £0.5 +£0.002 | £0.013
o
Female 31 | 650 | 70 6.3 6.8 6.5 1.026 | 1.050 | 1.0
0.7 £17.1 | 2119 | +10.1 +0.5 +0.9 +0.6 £0.012 | £0.010 | £0.010
| 250 66.5 82.0 6.4 6.9 6.5 1.031 1.031 1.028
2.0 £13.5 | +129 | £15.7 +0.5 +0.8 £0.6 | £0.008 | £0.009 | £0.010
Table 1-2 Urinalysis findings of juvenile beagles in subacute oral toxicity studies of CXM-AX
PSP Ca Na
Sex | Pose (%) (mg/dl) (mEq/1)
(g/kg)
4w R:i4W —-1W 5W R:5W —-1W 5W R:5W
53.75 52.50 6.03 2.14% 3.13 9.6 11.3 43.0
Control _ -
+5.18 +6.45 +1.07 +1.23 +0.36 +£11.4 +12.1 +35.4
0.25 53.75 6.65 2.03 8.0 58.3
: +6.29 +1.69 +0.81 +4.4 +91.3
Male
0.7 54.5% 53.75 5.39 3.34 6.95 5.9 35.3 38.0
: +4.96 +6.29 +1.09 +2.08 +4.79 +4.7 +28.2 +30.2
20 55.00 52.50 5.71 3.86° 5.18 22.5 18.3 46.5
‘ +5.35 +6.45 +1.11 +1.61 +2.16 +19.0 +10.4 +47.9
Control 53.75 56.25 5.54 3.50 3.50 12.6 29.4 39.0
) )
+5.18 +4.79 +0.95 +1.17 +2.25 +12.9 +34.2 +24.7
0.5 53.75 5.80 2.48 10.0 28.8
: +7.50 +1.56 +0.73 £11.1 +23.3
Female
0.7 52.50 51.25 5.13 3.33 3.23 5.5 56.9 52.0
’ +5.98 +6.29 +0.93 +1.73 +1.49 +4.7 +110.7 +27.8
50 52.50 55.00 6.10 3.94 5.73 18.8 32.5 37.5
‘ +4.63 +4.08 +1.64 +1.77 +2.78 +15.6 +26.4 +28.9

Significance of treatment-control difference : *P<0.05 ; dose response : #P<0.05
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Table 1-3 Urinalysis findings of juvenile beagles in subacute oral toxicity
studies of CXNM-AX
b K Cl
ose / -
Sex (mEq/1) (mEq/1)
(g/kg)
—-1\W 5W R:5W -1W 5W R:5W
89.5 64.3 164.0 48.1 39.6 31.8
Control
+64.1 +30.8 +52.8 +31.4 +18.7 +23.2
0.5 103.0 2453 9.0 58.8
fpise ]
+36.7 +158.7 +29.6 +30.3
Male
0.7 67.8 8.4 192.3 23.1 40.1 108.0
’ +46.1 +58.8 t35.7 +25.5 +25.7 +94.9
9.0 112.6 75.1 129.0 42.9 26.3 5.3
’ +81.9 +18.4 +12.1 +25.6 +12.5 +37.2
. 69.6 5.8 177.3 39.4 37.0 27.5
Control _ -
22,0 +23.9 +53.8 +34.1 +35.1 9.5
. 154.5° 85.8 20.8 41.0
0.25 . _
+56.0 +69.7 +15.5 +16.9
Female
0.7 €9.0 81.6 169.0 3403 43.5 20.0
' +21.7 +115.7 +71.1 +29.7 +47.7 +47.5
9.0 101.1 7.9 191.3 24.3 29.9 36.8
. £72.5 +30.1 +61.4 +21.5 +15.8 +15.4
Significance of treatment control difference @ * P<0.05
Table'2-1 Hematological findings of juvenile beagles in subacute oral toxicity studies of CXM-AX
RBC WBC Hematocrit
Sex Dose (10*/mm?) (102/mm?) (%2)
(g/kg) : ;
-1W 5W R:5W -1W 5W R:OW —1W S5W R:5W
370.4 457.4 534.5 169.5 71.9 180.0 29.06 31.88 33.38
Control _ o - - - - .
+26.3 +27.8 +58.2 +65.5 +52.5 +18.7 +2.51 ~1.25 +3.12
0.25 394.5 480.8 137.5 164.0 30.50 32.75
' +12.2 +20.9 +18.8 £64.7 +1.41 £2.23
Male
0.7 353.1 451.5 513.5 153.5 166.0 167.5 23.63 51.00 31.50
’ +34.4 +25.0 +16.2 +50.2 £55.1 +30.1 =2.08 £1.63 | *+0.71
2.0 367.6 18%.6° 561.3 139.0 166.8 145.0 23.75 24.3% i 34.38
' +18.9 +28.6 +51.8 +38.2 +51.0 +19.1 +1.63 z2.63 | 2.50 .
398.1 471.4 538.8 145.3 173.3 171.8 39.19 31.38° 31.88
Control _ _ - . - . -
+20.8 +£21.2 +31.5 +56.6 +52.9 +66.3 +1.25 +£1.30 +1.7¢
0.25 388.0 491.3 118.8 1238.0 30.38 34.65°
' +28.3 +65.4 +29.9 +10.6 =2.56 +£3.04
Female
0.7 361.3 453.1 531.5 130.9 163.1 164.5 29.06 31.00 33.63
' +44.9 +25.0 +25.1 +40.9 +49.6 +25.5 +2.82 +2.82 +2.25
2.0 387.8 506.1 497.5 146.6 154.1 201.8 29.63 35.50**|  32.13
’ +32.7 +72.9 +20.4 +64.0 +77.5 +35.5 +2.66 +2.82 +1.55

Significance of treatment-control difference : *P<0.05, **P<0.01 ; dose response : # P<0.05
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Table 2-2 Hematological findings of juvenile beagles in subacute oral toxicity studies of CXM-AX
Hemoglobin Blood platelet MCV
Sex Dose (g/dD) (10*/mm®) (1
k ; ; . s
(/ke) -1W 5W | R:sW | —1W 5W | R:s5W | —1W 54 R:5W
8.74 9.81 11.33 28.15 27.00 27.83 78.4 69.8 62.8
Control | 076 | +0.45 | +0.8¢ | +3.63 | +6.82 | +4.53 | +3.9 +2.6 +2.9
_ 9.13 9.73 27.40 21.68" 77.3 68.3
025 | Lo6s | +0.43 +4.27 | +1.28 +3.4 +3.6
Male -
8.40 9.41 10.70 26.84 31.78 39.75 81.5 68.8 61.5
0.7 +0.52 +0.43 +0.29 +4.89 +9.74 +6.98 +3.9 +3.7 +2.1
5 8.54 10.29 11.25 27.51 28.43 28.65 78.4 70.4 61.5
2.0 +0.56 +0.75 +1.08 +3.98 +9.90 +3.32 +3.2 +5.4 +2.5
. 9.09 9.81 11.18 27.09 31.65 42.85 76.0 66.8 59.5%
Control | 045 | +0.40 | +0.63 | £5.20 [+10.06 |£17.11 | #5.2 | #4.2 | £19
95 9.00 10.55 28.60 31.88 78.3 71.0
05 1 Lo | <120 11.68 | £12.46 +1.7 +4.8
Female
_ 8.61 9.50 11.33 27.33 30.44 25.10 80.8 68.4 63.3
0.1 +0.76 +0.71 +0.91 +4.80 +7.30 +5.65 +3.9 +4.3 +2.4
8.90 11.06 10.50 26.49 27.78 45.28 76.6 70.8 64.8
2.0 +0.83 +1.59 +0.18 +2.60 +4.50 +12.95 +2.9 +5.9 +4.7
Significance of treatment-control difference : * P<0.05; dose response : # ’<0.05
Table 2 3 Hematological findings of juvenile beagles in subacute oral toxicity studies of CXM-AX
MCH MCHC Reticulocyte
sex | Do (pg) (%) (%)
(g/kg)
—1W 5W R:5W -1W 5W R:5W -1W 5W R:5W
Control 23.59 21.49 21.25% 30.08 30.80 33.98 7.3 8.3 8.3
C )
+1.42 +1.05 +0.97 +0.87 +1.41 +1.04 +0.7 +1.3 +1.0
0.95 23.13 20.23*" 29.88 29.78 7.5 8.8
2]
+1.51 +0.13 +1.12 +1.32 +1.0 +1.0
Male
0.7 23.90 20.85 20.85 29.36 30.44 33.98 7.9 8.5 7.0
’ +1.41 +0.41 +0.84 +0.80 +1.58 +0.33 +0.6 +1.2 +0.8
2.0 23.25 21.06 20.03" 29.70 29.98 32.70 7.8 8.4 7.5
' +1.09 +0.96 +0.43 +1.15 +1.60 +1.53 +1.3 +1.7 +1.3
Control 22.88 20.85%F 20.73 30.10 31.33 35.05% 7.9 8.5 7.8
)
’ +1.82 +0.29 +0.38 +0.78 +1.48 +0.40 +0.8 +1.2 +1.3
0.25 23.18 21.55 29.65 30.43 8.0 8.3
1038 | +0.93 +0.26 | +1.85 +0.8 +1.3
Female
0.7 23.94 20.94 21.30 29.66 30.70 33.65 7.6 8.6 7.3
' +1.40 +0.80 +0.95 +0.79 +1.18 +0.84 +1.3 +1.2 +1.5
20 22.94 21 81 21.13 30.05 31.05 32.70* 7.3 7.6 7.0
' +0.59 +0.71 +0.93 +1.03 +2.36 +1.10 +0.9 +1.3 +0.8

Significance of treatment control difference : * ’<0.05, ** P<0.01 ; dose response : # P<0.05, ## P<0.01
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Table 2-4 Hematological findings of juvenile beagles in subacute oral toxicity studies of CXM-AX

Differential count (%)
D ) ]
Sex ose Stab. Segment Eosinophil
(g/kg)
-1W 5W R:5W —-1W 5W R:5W -1W 5W R:5W
12.9 14 .47 14.0 51.6 51.1 49.8 4.5 3.8 5.3
Control
+3.5 +2.2 +3.2 +7.9 +4.7 +3.0 +2.1 +2.8 +1.3
0.25 14.0 13.0 48.8 51.3 4.0 4.0
2 +2.9 +2.6 +6.0 7.7 +2.9 +1.6
Male
0.7 12.6 10.9" 12.0 49 .4 52.6 50.8 5.1 3.9 5.3
' +1.7 +2.6 +3.6 +3.2 +3.2 +3.0 +0.8 +1.2 +2.2
2.0 11.8 11.8* 13.3 51.3 51.8 50.8 5.9 5.3 3.5
’ +3.5 +2.1 +2.1 +6.8 +3.4 +5.5 +1.9 +1.8 +2.1
10.8 11.5 12.0 49.0 50.9 50.5 6.3% 4.0 4.5
Control
+4.8 +2.1 +3.6 +10.8 +4.9 +1.9 +1.7 +1.1 +0.6
0.95 9.3 11.0 54.0 52.8 5.3 3.5
' +1.7 +2.9 +3.6 +6.0 +1.3 +1.7
Female
0.7 9.8 10.0 11.0 50.9 52.4 52.5 5.6 4.5 4.3
’ +2.1 +2.1 +1.4 +3.3 +3.3 +2.6 +2.2 +2.1 +1.7
2.0 12.0 10.3 14.8 54.0 52.6 48.0 2.4 3.5 5.0
' +3.7 +3.2 +3.0 +6.4 +6.1 +6.2 +1.4 +1.9 +2.7

Significance of treatment-control difference : * P<0.05, ** P<0.01 ; dose response : # P<0.05, ## P<0.01

Table 2-5 Hematological findings of juvenile beagles in subacute oral toxicity studies of CXM AX

Differential count (%)
Sex Dose Basophil Monocyte Lymphocyte
(g/kg)
-1W 5W Ri5W | —1W 5W R:5W | —-1W 5W R:5W

Control 0.0 0.0 0.0 3.3 3.1 2.0 27.8 27.6 29.0
R I +0.0 +0.0 +1.0 +1.0 +0.8 +4.9 +2.8 +3.4

0.25 0.0 0.0 3.3 3.0 30.0 28.8

’ +0.0 +0.0 £1.5 +1.4 +4.2 +3.2

Male

0.7 0.0 0.0 0.0 3.1 2.6 2.3 29.8 30.0 29.8
’ +0.0 +0.0 +0.0 +0.8 +1.1 +1.0 +2.7 +3.3 +3.3
20 0.0 0.0 0.0 2.3 2.5 1.5 28.9 28.8 31.0
' +0.0 +0.0 +0.0 +1.2 +0.9 +0.6 +6.4 +3.9 +3.8
Control 0.0 0.0 0.0 3.0 2.8 2.0 31.0 9 31.0
Ot 1000 +0.0 +0.0 +15 +1.3 £1.2 +6.9 +3.8 4.2

0.0 0.0 2.0 3.3 29.5 5

0.25
+0.0 +0.0 +0.8 +1.0 +2.9 +2.5
Female

0.7 0.0 0.0 0.0 2.3 2.8 1.8 31.5 30.4 30.5
’ +0.0 +0.0 +0.0 +1.0 +1.2 +0.5 +3.1 +2.9 1.7
20 0.0 0.0 0.0 1.9 2.8 2.0 29.8 30.9 30.3
) +0.0 +0.0 +0.0 +0.8 +0.9 +1.2 +4.5 +5.5 +4.8
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Table 2-6 Hematological findings of juvenile beagles in subacute
oral toxicity studies of CXM-AX

Prothrombin time Partial thromboplastine time
Sex D?Sek (sec) (sec)
(g/kg) - -
5W R:5W 5W R:5W
6.30 7.08 17.60 18.28
Control +0.39 +0.38 +0.59 +0.49
6.30 17.65
0.25 +0.36 +0.85
Male —
; 6.48 6.78 18.05 18.23
0.7 +0.40 +0.22 +1.00 +0.54
- 6.53 6.83 i7.08 18.23
- +0.41 +0.39 +1.36 +0.5%
Contral 6.75 7.03 17.18 18.45
ontro +0.42 +0.25 +1.20 +0.57
025 6.95 17.93
< +0.47 +1.37
Female
o 7.10 6.90 18.40 13.28
v 40.22 +0.29 +0.47 +£0.25
y 6.60 7.15 17.08 18.08
- 40.50 +0.54 +1.30 £0.29

Table 3-1 Biochemical findings in the serum of juvenile beagles subacute oral toxicity <tudies of CXM- AX

r GOT ' GPT ALP
Sex (Jf’k*e) (v v/ TERE
Z2/Kg
-1W 5W R:5W | —1W 5W R:5W ~-1W | 5W R:5W
Control 22.4 32.0 27.0 15.9 20.5 20.5 15.4 | 42397 274.5
+5.0 +6.4 +4.2 +3.8 +5.4 +7.0 +41.8 +94.1 +62.6
0.95 21.0 31.5 5.3 33.3 303.8 288.3
il ' +3.2 +11.7 +1.0 +17.3 +61.7 +79.8
AMAade
0.7 20.4 30.1 29.3 13.6 22.1 23.5 313.8 303 * 317.5
’ +5.2 +8.3 £2.2 +3.7 +£4.2 +7.9 +£35.3 +85.4 | +123.5
”0 21.8 26.8 29.0 13.9 26.0 20.3 300.3 296.4* 353.5
- +1.9 5.7 +10.8 +3.4 +9.7 +3.3 +33.8 | £122.5 +54.8
Control 23.4 26.8 2.5 14.5 19.0 19.3 291.3 305.4 319.8
(9]
+£2.0 +6.8 +£7.0 +2.8 +3.3 +3.6 +51.1 +73.4 +23.8
0.95 22.5 32.0 15.5 23.0 353.8 316.5
Femal - +4.5 +11.4 +4.0 +7.5 +51.0 +46.3
emale
0.7 22.3 29.5 28.3 13.9 20.6 19.8 292.5 394.6 338.3
’ +7.4 +7.2 +5.1 +3.4 +4.7 +2.6 +55.4 | £143.3 +47 1
50 27.6 30.1 28.5 15.8 22.3 21.8 283.8 339.5 277.5
’ +6.2 +4.8 +5.4 +4.1 +5.5 +4.6 +57.1 | £111.6 | £143.4

Significance of treatment-control difference : * P<0.05 ; dose response : # P<0.05
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Table 3-2 Biochemical findings in the serum of juvenile beagles subacute oral toxicity studies of CxM AX

LDH r-GTP Tota! bilirubin
Sex Dose (1u/n (1u/1) (mz'al
(g/kg)
—1W 5W R:5W | —-1W 5W R:5W | —-1W 3W R:5W
Control 342.3 353.0 256.0 2.05 2.58 3.70% 0.281 0.208 0.138
+72.4 +81.9 |[+144.6 | £1.12 +1.25 +1.16 | £0.127 | £0.079 | £0.046
o | 3808 | 3135 2.98 1.68 0.460 | 0.7 |
’ +31.3 | £102.8 +0.68 +0.24 +0.287 | 206746
Male
0.7 302.0 343.3 274.0 2.70 2.51 2.33 0.255 0.161 0.103
’ +94.2 +65.1 +36.1 | +0.81 +1.17 +0.67 | £0.262 | £0 013 | +0.017
20 340.6 331.6 231.0 3.14 2.58 1.80 0.456 0.190 0.123
’ +98.5 | *112.2 +£29.0 | +£0.93 +1.13 +0.60 | £0.270 | £0.066 | ~0.010
Control 334.8 325.5 179.5 2.33 2.04 2.60 0.291 0.209 0.105
+67.1 | £119.7 +61.3 | £0.93 +1.11 +1.08 | £0.105 | =0.034 | =0.006
0.95 398.5 305.5 3.28 2.65 0.395 0.123
) +16.6 +65.7 40.68 +1.14 +0.279 | =0.013
Female
0.7 295.9 329.0 213.5 2.61 2.33 3.10 0.341 0.169 0.128
’ +77.0 +86.6 £78.4 | +1.08 +0.55 +0.98 | £0.261 | +£0.078 | =0.041
20 346.1 364.1 304.8 2.76 2.86 1.80 0.334 0105 0.128
' +67.0 +58.2 | £106.2 +0.92 +1.25 +0.96 +0.235 | =0 o | - 0.031

Dose response : # P<0.05

Table 3-3 Biochemical findings in the serum of

juvenile beagles subacute oral toxicity studies of CXM-AX

Total protein Total cholesterol BUN
Sex Dose (g/dl) (mg/dl) (mgz'dl
(g/kg) , ] -

-1W 5W R:5W -1W 5W R:5W —-1W 5W \ R:5W
- 4.31 1.55 5.05 214.5 124.6 111.0 13.79 9.19 7.60

Control _ o - . - P
+0.51 +0.35 +0.74 +51.3 +51.7 +25.5 +3.70 =514 +1.10

0.95 3.90 1.13* 205.5 107.8 14.60 13.25°

' =0.14 +0.19 +37.6 +35.3 +3.17 +1.28

Male

0.7 4.10 4.45 4.98 170.0 112.4 114.0 14.15 5.84 9.53
' +0.21 +0.27 +0.17 +44.0 +37.9 +19.7 +4.34 =2.4 +1.39
2.0 4.29 1.75 1.80 132.8 133.8 135.8 13.90 11.36 8.23
’ +0.38 +0.58 +0.08 +63.8 +.48.1 +39.6 +2.54 £2.87 +2.49
Control 4.23 4.40 4.83 215.0 108.4 117.3 15.76 11.24° 10.10
MM soss | s0.39 | x045 | +436 | 294 | £23.3 | £3.39 | <200 | 0.9

0.25 4.10 4.55 199.5 117.8 14.88 10.95

' +0.29 £0.26 +57.8 +23.2 +6.77 +1.71

Female

0.7 4.23 4.55 5.00 178.9 120.5 114.0 15.31 9.05° 9.25
' +0.36 +0.26 +0.24 +63.7 +23.8 +17.8 +4.21 +1.77 +1.10
2.0 1.24 4.41 5.08 178.0 123.5 95.0 14.41 9.84 9.43
’ +0.29 +0.34 +0.78 +63.6 +25.8 +18.2 +5.90 +3.28 +1.11

Significance of treatment-control difference : * P<0.05 ; dose response : # P<0.05
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Tatle 3-4 Biochemical findings in the serum of juvenile beagles subacute oral toxicity studies of CXM-AX

Creatinine Uric-acid IP
Sex (Dfse) (mg/dl) (mg/dD) (mg/dl)
/k -
gre -1W 5W | R:I5W | —~1W 5W | R:5W | —1W 5W | R:5W
0.321 | 0.341 0393 | 0.570 | 0.791 0.823% | 7.505 | 7.401 7.893
Control | | 1 049 | +0.035 | +0.062 | £0.276 |+0.389 |20.274 | +0.877 | £0.812 | +0.503
. 0.323 | 0.330 0.960 | 0.445 7.563 7.033
025 | o062 | +0.014 +0.592 | £0.093 +0.916 | +1.116
Male
“ 0323 | 033 | 038 | 058 | 0.564 | 0.520 | 6.956 | 7.308 | 7.920
07 1 40.043 | 20.028 | £0.017 | +0.530 |£0.120 | £0.029 |20.561 | +1.512 | +0.349
) 0.351 0.45 | 0.378 | 1.238° | 0.768 | 0.495 | 7.701 7.589 | 7.730
20 | o042 | +0.139 | £0.059 | £0.739 | £0.331 |20.082 |+0.99% |=1.156 |+0.728
(| o0 | o3se | 04t | 0.605 | 0.631 0.508 | 7.506 7.423 | 7713
Control | | 035 | £0.050 | £0.051 | £0.233 | +0.284 | £0.099 |+0.553 | +1.383 |+0.137
N, 0.350 | 0.338 0.965 | 0.420 7.490 | 7.948
025 110029 | +0.005 +0.834 | £0.024 +0.882 | £0.593
Female
o 0.345 | 0375 | 0.448 | o0.829 | 0.573 | 0.600 | 7.301 7.868 | 7.860
07 1 10.037 | +0.055 | £0.062 | +0.598 | +0.132 | +0.084 |+0.596 | =0.653 | +0.433
, 0.343 | 0.383 | 0.335 1170 | 0.620 | 0.658 | 7.239 | 7.814 | 6.393
200 0037 | £0.077 | £0.079 | £0.895 | £0.167 | +0.115 | £0.692 | £0.534 | +1.078

Significance of treatment-control difference : * P<0.05 ; dose response : # P<0.05

Table 3-5 Biochemical findings in the serum of juvenile beagles subacute oral toxicity studies of CXM-AX

Fe Triglyceride Phospholipid Glucose
Sex (kase) (10 mg/dl) (mg/dl) (mg/dl) (mg/dD)
g/ Kg

-1W 5W R:5W 5W R:5W 5W R:5W 5W R:5W
Contral | TALO 105.9 101.0 47.5 37.0 259.3 207.5 102.0 99.3
+64.9 +37.7 +18.8 | +22.9 +12.0 +27.1 +77.7 +7.4 +8.3

0.5 144.8 105.3 41.3 212.3 76.8

= £60.2 | +45.1 £17.3 +£49.2 +23.3

Male

0.7 158.3 87.3 111.5 43.0 31.5 224.3 231.3 %.3 89.5
: +71.9 +32.0 +18.2 | £11.8 +3.7 +26.5 +39.6 +11.5 +6.8
0 148.8 107.8 76.3 42.8 37.3 274.5 255.3 93.3 104.5
’ +65.1 +24.0 +28.0 | +17.7 +15.9 +39.5 | +39.3 +16.8 +6.1
Control | 1444 84.0 93.0 32.5¢ 30.5 225.0 235.3 94.3 9.5
+34.9 +34.7 +36.3 | +15.9 +3.9 +29.3 +44.5 +6.6 49.3

0.95 157.5 65.3 31.5 242.5 100.5

- +85.7 +30.4 +7.0 +42.4 +11.0

Female

0.7 149.1 77.0 113.8 34.0 3.8 226.3 233.8 9%.3 99.5
' +63.3 +20.2 +25.1 +4.2 +7.8 +40.9 | +30.6 +10.1 +3.9
20 110.9 84.6 80.0 53.5 3.5 251.5 203.0 95.0 79.0
i +29.1 +26.0 +43.4 | £20.9 +5.8 +27.1 +46.9 +19.0 +8.5

Dose response : # P<0.05
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Table 3-6 Biochemical findings in the serum of juvenile beagles subacute oral
toxicity studies of CXM-AX

Ca Na K
Sex Dose (mg/dl) (mEg/1) (mEq/1)
(g/kg)
5W R:5W 5W R:5W 5W R:5W
Control 11.18 10.38 143.8° 141.5 4.93 4.55
(0]
+0.82 +0.39 +0.5 +1.3 +0.26 +0.37
0.95 10.43 140.8" 4.70
: +1.19 +1.0 +0.54
Male
0.7 10.93 10.88 140.5" 141.5 4.90 4.93
’ +0.49 +0.48 +0.6 +1.9 +0.61 +0.57
2.0 11.00 10.85 140.8 140.0 5.23 4.70
: +0.18 +0.95 +1.5 +0.8 +0.21 +0.65
Control 10.78 11.00 143.0 142.0 4.95 4.93
n
+0.81 +0.37 +2.0 +1.6 +0.31 +0.50
0.95 11.25 141.8 5.05
2 +0.06 £1.0 +0.21
Female
0.7 11.00 10.88 141.3 142.5 5.13 4.45
’ +0.54 +0.13 +1.5 +1.3 +0.10 +0.54
2.0 10.93 10.23 141.8 139.8 5.05 4.50
’ +0.82 +0.55 +1.3 +0.5 +0.29 +0.32

Significance of treatment-control difference : * P<0.05 ; dose response : % P<0.05

Table 3-7 Biochemical findings in the serum of juvenile beagles subacute oral toxicity studies of CXM-AX

T Cl Albumin a1-globulin a:-globulin
Sex i Dose (mEq/D) (%) (%) (%)
' (g/kg)
‘ 5W R:5W 5W R:I5W 5W R:5W 5W R:5W
| control 99.0 102.3 50.68 51.00 10.63 6.13 10.35 8.08
( © £3.2 +1.5 +8.50 £4.18 +1.16 £0.77 +6.77 +1.46
| 0.5 100.3 53.90 10.18 10.98
el | +2.6 +6.41 +0.97 +4.24
wlale
o 100.8 103.8 50.08 54.40 12.03 6.58 8.28 9.43
' £1.7 +2.5 +£2.89 +£1.85 +1.89 £1.07 £1.75 +0.69
)0 99.8 99.8 62.10 53.80 7.43 6.90 9.45 11.65
‘ £1.0 +1.7 +5.61 £6.22 +1.16 £1.07 £1.81 +6.48
Control | 1003 101.5 48.85 53.45 10.93 6.45 10.53 9.75
)
‘ 1.7 +2.5 £2.88 £2.61 +1.46 +£0.42 +£4.40 +0.44
1‘ _ 101.5 64.48" 9.83 5.80
I 0.25
‘ +1.7 +5.46 L +2.61 £2.14
Female |
| o 100.8 102.5 56.00 56.00 7.38* 6.40 9.98 8.53
: +1.3 £2.6 +6.94 +1.67 +£1.54 £0.32 £2.64 +0.61
20 98.5 103.8 54.70 49.00 8.98 5.90 11.93 12.45°
: £1.9 £2.2 | £11.11 +£5.32 +1.06 +0.60 £7.16 +3.04

Significance of treatment-control difference : * P<0.05
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Table 3-8 Biochemical findings in the serum of juvenile beagles subacute oral
toxicity studies of CXM-AX
B-globulin r-globulin
A/G
Sex | Dose (%) (%)
(g/kg)
5W R:5W 5W R:5W 5W R:5W
" 22.10 25.13 5.93 9.38 1.075 1.060
Control . - =
+2.06 +2.14 +1.85 +3.22 +0.311 +0.185
93 - R 51
0.%5 23._:3 1.48 1.210
+2.85 +1.70 ) +0.309
Male
0.7 24.78 22.50 1.58 6.85 1.013 1.203
’ +1.43 +1.68 +2.05 +1.36 +0.115 +0.088
2.0 17.93 21.95 2.88° 5.43 1.695 1.203
' +2.43 +1.82 +1.04 +3.00 +0.409 +0.291
23.98 23.10 5.40 7.00 0.968 1.158
Control N
+2.95 +0.92 +1.58 +2.30 +0.115 +0.120
_ 18.93 0.63* 1.888*
0.25
+4.00 +0.57 | +0.508
Female
0.7 20.28 23.38 6.03 5.45 1.330 1.283
’ +2.66 +2.01 +2.59 +0.69 +0.374 +0.090
2.0 20.13 23.88 4.03 8.50 1.325 0.985
' +3.17 +0.91 +2.06 +2.33 +0.603 +0.204
Significance of treatment-control difference: * P<0.05
Table 4-1 Organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
—at 5-week treatment—
Body Kidney Adrenal )
s Dose oht Heart Lung Liver | Spleen Thymus | Brain
ex . wel > i o N
(he) | TN o | @) | Ge) | e | Left | Risht i Left o) Right gy (g
(kg) (g) (g) (g) (g)
Control 2.88 19.45 27.53 95.63 8.25 9.58 9.65 0.215 0.205 5.60 59.40%
ntr
ontro +0.53 +3.37 =3.17 | %19.11 +1.36 +1.31 +1.45 | £0.013 | £0.013 £1.45 15.42
0.25 2.50 19.58 25.75 90.78 10.23 9.75 9.23 0.220 0.223 5.50 5.03
e +0.34 +3.714 =405 | £13.26 +1.64 +1.45 +0.83 | =0 M8 | £0.024 =2.A £3.12
Male
0.7 3.04 17.78 27.83 93.35 9.90 12.35 12.63 0.213 0.203 6.28 55.00
' £0.47 +1.92 +1.37 | £14.25 =1.15 +£2.06 £1.55 | 20.026 | =0.034 | £2.30 22.20
2.0 2.88 17.13 27.58 91.20 11.05 10.20 10.95 0.230 0.230 4.9 50.93
' 0.42 +2.53 +3.12 | £14.72 £2.59 +1.24 £1.77 | £0.036 |10.056 | £1.23 +3.92
. 2.93 17.75 22.05 89.23 8.15 9.80 9.60 0.230 0.223 4.65 57.33
Control _ . .
+0.54 +3.36 +6.85 | =14.68 +3.03 +1.45 +1.59 | £0.041 +0.043 +1.82 +2.08
0.95 2.33 17.45 24.28 98.78 11.00 12.85 12.28 0.203 0.220 6.05 53.13
' +0.48 +5.05 +7.07 | £19.47 +4.01 12.72 +3.38 | £0.053 | £0.078 +2.72 +7.11
Female
0.7 2.84 18.55 23.15 89.75 8.70 9.93 9.68 0.205 0.210 4.70 53.90
' +0.45 +2.74 +4.8 | £19.75 +2.17 +1.66 +1.34 | £0.042 | £0.042 +2.82 +2.05
2.0 3.00 19.05 26.83 9%.78 10.10 10.93 9.98 0.210 0.205 5.15 53.43
' +0.44 +3.36 +4.00 | £14.30 +2.84 +1.41 +1.48 | £0.016 |£0.013 +1.35 15.22

Dose response : ## P<0.01



Table 4-2 Organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
—at 5-week treatment——
Urinary | . . Thyroid Submandibular gland| Testis (Ovary) Epididymis Prostate
Dose Pituitary
Sex (/kg) | D2dder |" oy | Left | Right | Left | Right | Left | Right | Left | Right (Uterus)
(g) @ | ® | & | @ | @ | @ | & | 2 | (&
Control 1.68 3.5 0.160 0.153 2.20 2.23 0.23 0.23 0.15 0.18 0.43
OMTON 1 2010 | #3.7 | £0.037 |£0.029 | 2071 | £0.82 [£0.10 [#0.20 | 0.06 | #0.05 | +0.10
0.25 1.55 33.3 0.168 0.173 2.33 2.28 0.20 0.20 0.15 0.15 0.50
: +0.24 +5.5 +0.060 | £0.057 +0.59 +0.78 +0.08 +0.08 +0.06 +0.06 +0.08
Male
0.7 1.63 33.8 0.193 0.185 2.10 2.10 0.20 0.18 0.23 0.23 0.43
’ +0.26 +6.9 +0.015 | £0.019 +0.29 +0.14 +0.00 +0.05 +0.05 +0.05 +0.13
2.0 1.70 31.8 0.185 0.190 2.28 2.35 0.18 0.18 0.18 0.18 0.50
' +0.18 +2.8 +0.049 | £0.067 +0.39 +0.38 +0.10 +0.10 +0.05 +0.05 +0.08
Control 1.63 32.8 0.165 0.160 1.9 1.80 0.168 0.145 0.58
OMOL 1 1033 | £3.6 | 20017 |20.016 | £0.41 | £0.42 |£0.033 |+0.06 +0.21
0.25 2.05 32.5 0.193 0.170 1.75 1.98 0.163 0.173 0.63
' +0.75 +6.2 +0.034 | £0.022 +0.26 +0.32 +0.059 | £0.057 +0.40
Female
0.7 1.48 34.8 0.163 0.150 2.00 2.03 0.158 0.173 0.65
’ +0.29 +10.3 +0.061 | £0.050 +0.47 +0.40 +0.039 | £0.049 0.4
2.0 1.55 27.0 0.198 0.19 2.33 2.38 0.168 0.155 0.48
' +0.19 +3.5 +0.043 | £0.033 +0.43 +0.56 +0.041 | £0.047 +0.17
Table 4-3 Crgan weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
—at 5-week recovery——
Body Kidney Adrenal
Sex Dose weight Heart Lung Liver | Spleen - - Thymus | Brain
‘ (g/kg) (g) (g) (g) (g) Left | Right | Left | Right | () (g)
(kg) (g) (g) (g) (g)
Control 5.05 35.85 52.50 187.65 14.75 13.98 17.63 0.378 0.363 10.30* 62.35
+0.68 +4.52 | £11.81 +45.05 +2.99 +1.23 +1.44 | £0.091 | =0.091 +4.97 +6.31
Male 0.7 4.78 31.58 49.40 179.53 13.75 17.43 18.18 0.348 0.345 11.58 65.13
‘ ’ +0.48 +6.10 | *10.58 +16.50 +1.87 +1.86 +2.15 | £0.064 | £0.062 +2.02 +2.66
2.0 4.93 31.55 53.60 174.65 14.15 17.00 16.53 0.285 0.280 4.60 62.23
’ +0.59 +5.29 +6.47 +39.41 +1.02 +0.96 +1.47 | £0.024 | £0.038 +1.75 | £10.00
Control 4.9 33.85 47.75 173.35 13.28 16.85 16.83 0.310 0.308 5.23 64.43
° 1+0.53 +5.25 +5.80 +19.14 +1.07 +1.53 +1.69 | £0.036 | £0.033 +1.36 +5.60
4.78 29.68 43.00 154.15 13.40 17.13 17.15 0.353 0.375 8.73 60.65
Female 0.7
+0.38 +3.76 +4.01 +17.86 +2.33 +2.50 +1.99 | £0.048 | £0.059 +4.61 +4.48
2.0 4.63 31.65 4.8 157.65 13.28 17.00 17.28 0.310 0.308 5.98 61.05
’ +0.63 +5.43 +6.26 +29.54 +2.9 +1.56 +1.67 | £0.041 +0.030 +1.13 +3.42

Dose response : # P<0.05
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Table 4-4 Organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
——at 5-week recovery——
Urinary Thyroid Submandibular gland| Testis (Ovary) Epididymis Prostate
Dose Pituitary - ; (U
Sex (g/kg) | D2dder | oy7| Left | Right | Left | Right | Left | Right | Left | Right terus)
(g) (g) (g) (g) (g) (g) (g) (g) (g) (g)
Control 2.95 50.5 0.320 0.335 3.13 3.20 0.43 0.43 0.40*% 0.40° 0.9
MU | to68 | £6.0 |0.071 |[£0.079 | 0.7 | #0.67 |+0.15 [£0.15 | £0.08 | £0.08 | 0.0
Male 0.7 2.53 17.8 0.235 0.273 3.43 3.48 0.48 0.48 0.33 0.35 0.85
' +0.50 +6.5 £0.051 | £0.089 +0.70 +0.40 +0.10 +0.10 +0.05 +0.06 0.3
20 1.93 12.0 0.225 0.228 2.83 2.58 0.45 0.45 0.28 0.28 0.73
' +0.78 16.6 +0.097 | +0.088 +0.61 +0.57 +0.13 $0.13 +0.05 +0.05 +0.28
Control 2.28 45.8 0.278 0.253 2.73 2.60 0.230 0.225 1.15
+0.63 +3.9 +0.075 | £0.05%6 +0.15 +0.27 +0.054 | £0.048 =0.31
2.25 43.3 0.293 0.273 2.78 2.83 0.205 0.225 1.03
Female 0.7
+0.71 +12.3 £0.103 | £0.099 +0.73 +0.52 +0.042 | £0.041 +0.48
2.0 1.73 40.5 0.210 0.235 3.10 3.00 0.223 0.228 0.80
' +0.33 +5.7 +0.037 | £0.070 +0.73 +0.74 +0.068 | £0.061 +0.42

Dose response : # P<0.05

Table 5-1 Relative organ weight of

juvenile

beagles in subacute oral toxicity studies of CXM-AX
at 5-week treatment—

(g/kg B.W.)
Dose Body Kidney Adrenal

Sex (a/k weight | Heart Lung Liver | Spleen Thymus | Brain

ekl ) Left | Right | Left | Right
Control 2.88 7.530 10.770 | 36.938 3.195 3.715 3.743 0.0843 | 0.0808 2.193 23.18
£0.53 | £0.850 | +1.363 | £4.434 | =0.153 | £0.122 |£0.249 |+0.00% |[£0.0132 |£0.595 | z1.680
0.25 2.90 6.775 8.890 | 31.615 3.610 3.415 3.233 0.0768 | 0.0778 1.833 19.745
Mal ' 20.54 +0.737 +0.663 | £3.447 | £0.792 | £0.569 |=z0.410 [£0.0165 [£0.0120 | =0.483 =3.107

ale
0.7 3.04 6.463 10.198 | 34.593 3.643 4.528 1.638 0.0773 | 0.0738 2.245 20.218
' +0.47 +0.19% +1.119 | +£8.965 | x0.639 |£0.852 |£0.749 [£0.0033 [£0.0090 | =0.719 +2.860
2.0 2.88 6.495 10.500 34.855 4.253 3.868 4.170 0.0873 0.0873 1.915 19.350°
’ *0.42 +0.915 +1.522 | £7.480 | =1.226 | £0.452 | £0.798 |£0.0132 [£0.0207 | £0.637 £1.75%
Control 2.93 6.865 8.423 34.688 3.098 3.885 3.810 0.0908 0.0875 1.738 22.575
+0.54 +0.431 £1.647 | £2.889 | £0.727 | £0.898 |£0.929 [+0.0202 |£0.0188 | £0.437 +2.624
0.95 2.53 6.825 9.505 39.075 4.378 5.073 4.810 0.0798 0.0865 2.373 21.3%
- +0.48 +0.906 +0.979 | £1.367 | £1.504 | £0.348 | £0.498 |£0.0062 [£0.0206 | £0.943 +3.158
Female

0.7 2.84 6.898 8.535 33.055 3.188 3.695 3.618 0.0758 0.0778 1.678 20.385
’ +0.45 +0.541 +0.405 | £2.545 | £0.339 | £0.390 | £0.483 |£0.0070 |£0.0076 |+0.715 +3.474
20 3.00 6.828 9.683 | 35.018 3.590 3.653 3.600 0.0758 | 0.0743 1.843 19.313
’ +0.44 +0.625 +1.271 | £5.121 | £0.722 | +0.472 | £0.445 [£0.0057 |£0.0055 | £0.362 +1.732

Significance of treatment-control difference : * P<0.05



VOL. 34 S-5

CHEMOTHERAPY

Table 5-2 Relative organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
—at 5-week treatment——
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(g/kg B.W.)
Dose Urinary Piwltéﬂ' Thyroid Submandibular gland| Testis (Ovary) Epididymis Prostate
Sex ) (mg/kg

(g/kg) | bladder | 'gw)| Left | Right | Left | Right | Left | Right | Left | Right |(Uterus)

Control 0.663 14.33 0.0635 0.0605 0.843 0.848 0.088 0.088 0.060 0.070 0.165

+0.109 +2.27 £0.0212 |£0.0180 | +£0.186 |£0.219 [£0.034 |*£0.034- {£0.018 |=0.022 |=£0.021

0.95 0.550 11.75 0.0565 0.0583 0.810 0.785 0.070 0.070 0.033 0.033 0.173

- +0.155 +2.95 [£0.0127 |£0.0099 |+0.194 |[£0.241 [£0.016 |%0.016 |=£0.017 |=0.017 |=£0.005

Male

0.7 0.598 12.33 0.0710 0.0675 0.768 0.768 0.070 0.060 0.080 0.083 0.158

' £0.128 +2.54 |£0.0114 [£0.0045 | £0.116 |=£0.059 [=0.008 |%0.014 +0.022 | =0.032 | £0.049

2.0 0.645 12.18 0.0720 0.0725 0.873 0.895 0.063 0.063 0.063 0.063 0.193

- +0.064 +2.28 [£0.0267 |£0.0272 | £0.212 |£0.188 [£0.033 |+0.033 +0.017 | £0.017 | £0.050

Control 0.640 13.00 0.0643 0.0628 0.735 0.705 0.0655 0.0575 0.225

ontro

0.139 +2.80 [£0.0033 [+£0.0083 |+0.132 |£0.178 |=0.0122 |%0.0086 +0.097

0.95 0.798 13.03 0.0765* | 0.0680 0.703 0.798 0.0633 0.0680 0.235

’ +0.187 £2.29 [£0.0047 |+0.0054 | £0.105 | £0.170 |£0.0102 |£0.0166 *0.110

Female

0.7 0.565 12.90 0.0588 0.0545 0.748 0.758 0.0580 0.0640 0.245

) +0.163 +3.44 |£0.0134 [£0.0104 | £0.172 |£0.138 {£0.0101 |=0.0164 +0.171

2.0 0.560 9.80 0.0728 0.0698 0.835 0.855 0.0618 0.0575 0.173

' +0.050 +1.57 |£0.0238 [+0.0182 | £0.121 | £0.177 |£0.0221 |£0.0243 +0.057

Significance of treatment-control difference : * P<0.05

Table 5-3 Relative organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX

——at 5-week recovery——

(g kg BW.)
Dose Body Kidney Adrenal
Sex weight | Heart | Lung Liver | Spleen Thymus | Brain
(g/ke) | (4q) Left | Right | Left | Right
Controy | B | 75 [ 1098 | &5 | 2005 | 379 | 33| 000 | 0070 | 2015 | 1240
ontrol | 068 | 20810 | £1.500 | £4.83% | 20240 |20.381 |£0.409 |+0.0118 |£0.0102 |=0.805 | %0.945
Vial 07 478 | 6588 | 10390 | 37.628 | 2.893 | 3.650 | 3.803 | 0.0725 | 0.0718 | 2.438 | 13.743
wake : +0.48 | £0.908 | £2.219 | £0.727 | £0.409 | £0.115 |*0.167 |£0.0000 |+0.0084 | 20563 | +1.413
) 493 | 6433 | 11125 | 35125 | 2898 | 3.508 | 3.423 | 0.0383 | 0.050 | 0.943 | 12.82
0 $0.59 | £0.951 | £2.713 | £4.320 |£0.35 |20.651 |=0.747 |£0.0056 |+0.0030 | +0.360 | =2.7%4
Controp | 490 | 895 | 078 | mas | 270 | 3460 | 3460 | 0.080 | 0.063 | 1065 | 13238
ontrol | 1053 |+0.9% | 20561 | +2.537 | +0.169 |£0.372 |+0.471 |£0.0101 |20.0073 |£0.251 | +1.509
Femal 07 478 | 6198 | 9.040 | 32235 | 2.803 | 3588 | 3.598 | 0.0743 | 0.07%0 | 1.868 | 12.755
emaie : £0.38 | £0.319 | £1.003 | £1.609 | £0.407 |+0.451 |+0.418 |£0.0131 [£0.0163 |=1.068 | +1.28
20 463 | 6973 | 9713 | 33.945 | 2.875 | 3.743 | 3.808 | 0.0688 | 0.0685 | 1.330 | 13.463
: £0.63 | +1.708 | £0.545 | £2.518 | 0515 | +0.709 |£0.761 |£0.0171 [£0.0204 | =0.410 | £2.600

Dose response : # P<0.05
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Table 5-4 Relative organ weight of juvenile beagles in subacute oral toxicity studies of CXM-AX
——at 5-week recovery—
(g/kg B.W.)
Dose | Urinary | Pituitary Thyroid Submandibular gland | Testis (Ovary) Epididymis | Prostate
Sex ) . (mg/kg .
‘g'kg' | bladder | "B | Left | Right | Left | Right | Left | Right | Left | Right |(Uterus)
c 0.5%0% | 10.05 | 0.0628% | 0.0655 | 0.613 | 0.633 | 0.08 | 0.08 | 0.080%| 0.080% | 0.178
ontrol v 1mr | s06s [20005 |<0.0003 |£0.090 |£0.061 |£0.026 |+0.026 |+0.014 |£0.014 |+0.025
Nl o 0528 | 10.00 | 0.0%3 | 0058 | 0.730 | 0733 | 0100 | 0.0 | 0.068 | 0.073 | 0.1%
ae . £0.062 | £0.88 |£0.0077 |£0.015 |+0.215 |+0.113 [£0.023 [£0.023 [£0.010 |£0.010 |£0.03%
"o 0385 | 863 | 0045 | 0.0453 | 0573 | 0.50 | 0.090 | 0.05¢ | 0.055° | 0.05° | 0.1%
£0.1%6 | *1.65 |+0.0144 |£0.0130 |£0.101 |£0.092 |£0.018 |+0.013 |£0.006 |+0.005 |=0.04
Contrgy | 0455 | 940 | 0058 | 0.0505 | 0580 | 0.53 | 0.048 | 00460 0.233
TN ioaml | £0.95 |£0.0100 |£0.0090 |+0.040 | £0.041 |+£0.0083 |+0.0067 £0.048
Fermal o7 0.473 | 8.98 | 0.0613 | 0.0565 | 0.583 | 0.593 | 0.0428 | 0.0468 0.218
emale : £0.144 | £2.01 [£0.0205 |+0.0160 |£0.153 |+0.110 |£0.0078 |+0.0071 £0.104
2o 03758 | 8.80 | 0.0460 | 0.0528 | 0.683 | 0.673 | 0.0465 | 0.0500 0.170
- £0.000 | £0.88 [£0.0100 |£0.0235 |£0.200 |+£0.256 |£0.0167 |+0.0154 £0.073

Significance of treatment-control difference :

* P<0.05;

dose response : # P<0.05, ## P<0.01

Table 6-1 Histopathological findings of juvenile beagles in subacute toxicity studies of CXM-AX

—— at 5-week treatment —
(4 dogs’/sex/group)

Dose (g/kg) Control 0.25 0.7 2.0
Sex Male Female Male Female Male Female Male Female
Findings Grade® 1 2 3|1 2 31 2 3({1 2 3|1 2 3|1 2 3{1 2 3|1 2 3
Pone marrow | Sternum)
Fatty change 1 0 0j0 0 0f1 0 O[O O OO O O|{O O O[O O OfO0 O O
Lung
Granulomatcus region o 0 0(0 0 Ofj1 0 0O O 0|2 0 0j0 O 0[O O O[O O O
Colon
Leukocyt. infilt. in submucosa| 0 0 0|0 0 O0O{1 0 0|0 O O[O0 O O{O O O|0 O O[O O O
Rectum
Erosion 0o o0 o0f0 0 OO O OO0 O O[1 0 0|0 O O[O0 O|O O O
Liver
Portal inflammation o 0 0{0 0 0Of{0 O 0[O O O[O O OfO O O|1 O O|1 0 O

* Grading was done as follows ;

1 = very slight, 2

lbliﬁﬁﬂﬁrﬁﬁmﬁt@ibb%@f‘féof;o
EE MR TR OB Tk, #iD 2.0g/kg BEHT

2. FRLENIRE

(1) 3EERE (Table 4-1~4-4, 5-1~5-4)

-ra 7)) v pEOEEIEDENTDARTH s

= slight,

B 5T 03 2.0 g/kg {25 RE O HED RGAE ) B iy
VAEAE, IR TR O 2.0g/kg 2 GREORS L

(/EE) MMER CHEHEBMEME, EDbhicnk T,

BV VR T TS LT

Kb ‘;)31 7‘;7’)\ ~ 1,
(2 ) FREEEE B AL

3 = moderate

P52 Tt T2, 2.0g/kg 12 5RO fI
DORFRRIZHT 1 mm DFfRE "W)*aﬁEL TRuR, A0
1Pl Bz A GH o Ry igss, 0.7g/ke
Z5REOHE 1 iz O E @j\'/‘*”)l%ﬁﬁbﬂﬁo
feks, WBH A EUET TEKORRY, 0.7 g/ke 25
TEOHE 1 XKooy R 5hicn, chbsiut
RLBETHD, EHEDEFH ROSRBARENLDT
7

B TR LD R TEF RO ABEOR
KO RRE 720, CozRyIEE I nieh
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Table 6-2 Histopathological findings of juvenile beagles in subacute toxicity studies of CXM-AX
at b week recovery
{4 dogs/sex/group)
Dose (g/kg) Control 0.7 2.0
Sex Male Female Male Female Male Female
Findings Grade* |1 2 3|1 2 3|1 2 3[1 2 3|1 2 3|1 2 3
Bone marrow (Femoral)
Fatty change 0 0 0|0 0 O[O O 0]J0O O O|1 0 0|0 0O 0
Bone marrow (Sternum)
Fatty change 0 0 00 O 0}/0 O O[O O 0|1 0 0[O0 O O
Lung
Granulomatous region 0 0 0[O0 0 0|0 O 0|0 O O|1 0 01 0 O
Jejunum
Catarrh 0 0 00 O 0|0 0 0|0 O 0|1 0 0|0 0 O
Kidney
Fatty dcpesition 01 0(0 0 0|0 O O 0 0|0 0 0|0 O O
Interstit. round cell infilt. | 0 0 0{0 0 0{0 O 0Oj1 0 0|0 O 0|0 O O
Bronchus
Bronchitis 0 0 00 O OfO 1 0|O O 0O|O O OjO 0 O
* Grading was done as follows; 1 =very slight, 2 =slight, 3 =moderate
Photo.1 Liver from a juvenile
female beagle (No.55)

27

(3) FEESFIORE

D E*HEMHEHKRE (Table 6-1, 6-2)

BREHER TRORE CREBORET Ak,
HEDOCOHAMK, FRFIRRED $EMRSHEL EH R
bhichl, ThooFRRRCThGERCEERSh
PBERSIVHAEOELTH- 1 (Photol, 2),

DB THEMBERE

Frlicou T fF i, EBAEYE, iR EREER
TRERBR UICRR, 2,0g/ke HEFOHO—HI T
E A ORAE GBS hi, AAIDEDELDHS
TREAFIARIWY, RELLLFles - TRERR

orally administered CXM~
AX 2. 0g/kg/day for 5
weeks. The liver appears
normal. H & E X100

Hhhiehotc, B oWTE, & LTB/ME, *
7 VIR ORI, EEELERBE LIS,
BRE LBV TRERRR ) -1,

II1. # =®

CXM-AX $e# T 0.25, 0.7 35 XX 2.0g/kg/
day ©» CXM-AX # 3BEWMOShE Y — 71 5 8FH
HEEPES L CHES M EERRYERE L1,

AR, ECARROKh T, —RE, EEE,
HKE, #FH, 4R REK BREEORE OEBEX,
EEMRAET S REAELRRD L Rich -1 RRE
TRERERTROMCIRF Ca BEOHMATZD LI
2, ZOMO—RIERKRES L OREXHREO KK



BRCORBRB O LERTH L, KPS L 0Bk
it EBbhis,

MBEFHIRE COEEHIME TR £ 2otic s U
T, RMERE, ~=+ 29V, MEk L MCH o
BREFFRRLEROMD», EHEMIME TR MCH
¥ LU MCHC oEA»RsHh, X6 eibyay
BETIE, BFEHEETIHZ, 74707327 72—
Y, o= 7Y YHEORELD, EEIARE TR ax-7
w7y yA@EOHMARED bR, UL, ZhbDH
Bk 2 @5IREBE IS RE 2R TEX L, —
JIRAB I X OYREEEAIRE S, 5 b & R b 0% L & B3
HHMARBLR TRV Enb, Thbik CXM-AX
BECIHEEIELRLS, BROKLLEBbRI,

REFHRE T, REMMRTROHEO K X O
IR T RO EE B Th L ENEROEE
BREDLIhT, UL, ChLDBEOHENERICIZE
RALKTHRBERAETLREIRDbhighotcz b &
h, TOBLMBERNLELTH I EERRLEE LS
Vo T, BRCIIBRCHRESOBER LB oG
KEERZENIFICBEIRI, LrL, Zhbizouw
THUThIRBETHECRENR WY, FoRBHE
LEWC ENLBROELEEZ bR, BROKRKEE
HEMEORE S S0 B EMCERDH 5T Tt
WeBbhic, BRYCCEFERE CRLA LTz
NTHBRCIBREIIDD, BEHEATCLILIER
bhaZ &b BREELBbhic,

- T, CXM-AX D¥iFEE~ 7 Akt 2 5 BEE
SEFERBRTIL, CXM-AX ##51 k5t BbhsE
HRELRBED bR ol Enb, EEERIT 2,0
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Photo. 2 Kidncy from a juvenile
male beagle (No. 43) oral-
ly administered CXM-AX
2.0 g/kg/day for 5 weeks,
The kidney appears nor-
mal. H & E x100

glkg/day TH B LHBEINI,
o} #
CORBROFHEFAORE LR oERiiz, ERE
KEHFEBRRAE € v 2 - HRSHEH—KoBB 2B
foz LIRBT B,

X ik
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5-WEEK SUBACUTE ORAL TOXICITY STUDY ON
CEFUROXIME AXETIL (CXM-AX) IN
JUVENILE BEAGLES

Ryoicut Nacata, Keizo Kosavasui, Mizvo Onisni, Mitsuru Sato,
Terunisa Katavama and Tsucio Nacata

Shin Nippon Biomedical Laboratories, Ltd.

Subacute toxicity study on cefuroxime axetil (CXM-AX) was carried out by 5-week oral administra-
tion at doses of 0.25, 0.7 and 2.0 g/kg/day in 3-week-old beagles. The experimental results obtained
are as follows :

There was no death in the test animals, and no abnormalities attributable to CXM-AX were observed
in general clinical laboratory tests or pathological tests, excepting for a few accidental changes.

From the above-mentioned results, the non effect dose level of CXM-AX in juvenile beagles was
considered to be 2.0 g/kg/day in this 5-week subacute toxicity study.



