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Table 1. Hematological findings in dogs treated intravenously with cefclidin for 4 weeks

Dose RBC(x10*/uet) HT (%) HB(g/dl) | MCH (pg)
(mg/kg) PRE W 3W  R4W | PRE IW 3W  R4W | PRE IW 3W R4W | PRE _ 1W 3W__ R4W
CONT | Mean | 7403  692.3 733.3 50.83 47.50  50.43 16.80 15.93 16.83 22.70 23.07 2297
+S.E. 21.3 44.1 425 177 2.47 2.23 0.46 0.86 0.87 0.35 0.46 0.29
30 Mean | 7337 6867  683.0 §1.07 4783 47.77 17.03 16.07 16.00 23.17 2340 2343
+S.E. 24.2 10.2 11.8 241 1.54 1.34 0.83 0.35 0.45 0.50 0.30 0.49
Male 100 Mean | 697.7 679.3  667.7 46.73 45.97 45.10 15.70 15.07 15.03 22.50 2217 2253
+S.E. 19.6 19.7 18.6 1.48 1.56 1.46 0.53 0.59 0.49 0.15 0.27 0.18
300 Mean | 782.6 7216 696.2 7655 | 52.38  48.66  47.04 51.65 17.48 16.18 15.66 18.00 22.36 2246 2256 2355
+S.E. 18.1 15.6 226 14.5 1.31 0.49 0.68 0.25 0.40 0.14 0.29 0.00 0.46 043 0.40 0.45
1000 Mean | 7498 6674 649.4 7195 | 5112 4528  44.72 48.75 16.94 14.80 14.66 16.60 22.62 2220 2256  23.05
+S.E. 18.5 223 419 7.5 1.00 1.02 2.23 0.15 0.36 0.45 0.94 0.00 031 0.23 0.25 0.25
CONT | Mean | 7263  676.7  656.0 4973  46.70 45.37 16.47 15.57 15.13 2263 2293  23.03
+S.E. 134 45.0 19.0 2.19 4.23 2.39 0.73 1.42 0.92 0.61 0.54 0.73
30 Mean | 816.3 7771 756.0 §6.33  53.17 51.90 18.80° 18.03 17.47 23.07 2323 2320
+S.E. 33.3 45.4 49.8 0.48 1.87 2.11 0.30 0.66 0.82 0.62 0.63 0.61
Female 100 Mean | 795.7°% 7307  748.7° 5310  49.10 50.77 17.73 16.50 16.90 2230 2257 2260
+S.E. 6.1 113 115 1.46 1.95 1.82 0.43 0.56 0.57 0.72 0.70 0.79
300 Mean | 775.8 7136 6816 7105 | 52.64 49.80 47.94 49.25 17.84 16.64 15.84 17.15 | 23.06 2338 2332 2415
+S.E. 36.8 30.1 314 35 179 1.32 1.40 0.45 0.62 0.55 0.54 0.05 0.36 0.40 0.39 0.05
1000 Mean | 777.0 7000 6502 7435 | 52.84 4838 4556  51.65 17.78 16.10 15.06 18.10 2292 2300 2308 2440
+S.E. 15.0 18.4 50.7 24.5 0.89 1.20 3.50 0.25 0.31 0.46 1.30 0.00 0.30 0.33 0.48 0.80
Compared with control by Student t-test (% : 0.01 <p=0.05, ** : ps0.01)
Table 2. (Continued)

Dose MCV (um) MCHC(%) Retics(%) Platelet ( X 10*/nw)
(mg/kg) PRE 1w W R-4W | PRE 1w 3w R-4W | PRE 1w 3w R-4W [ PRE 1w 3w R4W
CONT | Mean | 68.70 68.70 68.90 33.07 3357 33.37 0.13 0.13 0.20 21.70 26.07 20.20

+S.E. 1.47 1.10 1.25 0.33 0.22 0.23 0.03 0.03 0.06 0.25 1.13 3.13
30 Mean | 69.53 69.67 69.93 3337 3360 3350 0.30 0.30 0.23 3433 2750 2597
+S.E. 1.35 1.39 1.33 0.07 0.40 0.06 0.20 0.20 0.03 7.38 5.43 6.80
Male 100 Mean | 6697 67.67 67.53 3357 3277 33.33 0.43 0.20 033 4297 3080  30.67
+S.E. 0.32 0.35 0.30 0.07 0.23 0.22 0.18 0.10 0.15 8.59 10.00 7.98
300 Mean | 6696  67.54 67.74 67.50 | 33.38 3324 3326 3485 0.36 0.14 0.20 025 | 3536  28.06 19.84 2645
+S.E. 1.50 1.38 1.40 1.60 0.12 0.07 0.15 0.15 0.09 0.02 0.08 0.15 3.09 3.15 4.03 1.65
1000 Mean | 6824  67.94 69.12  67.80 | 33.14 3266 3270 34.05 0.16 0.32 0.60 030 | 3482 25.76 1392 3320
+S.E. 1.11 0.89 1.05 0.50 0.17 0.30 0.52 0.15 0.06 0.07 0.18 0.10 4.60 4.34 4.52 3.90
CONT | Mean | 68.40 68.83  69.07 3310 3333 33.33 0.30 0.17 0.23 39.13 2957  39.97
+S.E. 1.82 1.99 171 0.06 0.58 0.30 0.15 0.07 0.09 8.54 12.38 11.06
30 Mean | 67.97 68.60  68.93 3397 3390 33.63 0.10 0.23 0.17 3007  29.07 2897
+S.E. 2.58 2.52 2.46 0.46 0.35 0.27 0.00 0.09 0.03 1.63 0.83 2.77
Female 100 Mean | 66.77 6717  67.83 3343 3360 3330 0.23 0.23 0.17 3587 2927  27.60
+S.E. 2.35 2.29 2.34 0.41 0.23 0.20 0.03 0.07 0.07 4.38 2.70 2.12
300 Mean | 68.04 69.96 7056  69.30 | 33.90° 33.38 33.04 34.80 0.24 0.22 0.24 0.35 3180 27.16 1892 3570
+S.E. 1.22 1.24 1.33 1.00 0.18 0.32 0.25 0.40 0.09 0.04 0.05 0.15 3.05 2.66 4.66 1.90
1000 Mean | 68.04 69.14 70.12 69.55 | 33.64 33.26 3292 3505 0.20 0.24 0.30 0.15 | 32.38  25.82 11.34° 3040
+S.E. 0.85 1.08 1.07 1.95 0.25 0.25 0.41 0.15 0.06 0.14 0.11 0.05 2.30 2.52 5.44 4.40
Compared with control by Student ftest (* : 0.01<p=0.05)
Table 3. (Continued)
Dose PT (sec) WBC(x10?/m) ESR (wa/hr)
(mg/kg) PRE 1w 3w R-4W PRE 1w 3w R-4W PRE 1w W R-4W
CONT Mean 773 7.7 6.77 110.0 117.0 109.7 1.50 2.50 1.33
+S.E. 0.32 0.12 0.24 16.6 18.2 16.9 0.29 1.76 0.83
30 Mean 733 737 6.87 1100 116.0 112.3 383 2.00 0.83
+S.E. 0.09 0.12 0.23 74 6.1 13.7 2.13 0.76 0.33
Male 100 Mean 793 8.17 7.33 1240 126.0 131.7 117 L17 0.83
+S. E. 0.74 0.62 0.68 6.2 23 8.5 0.67 0.17 0.17
300 Mean 8.74 8.88 8.04 6.30 1436 129.8 1146 100.0 1.30 0.90 110 0.75
+S.E. 1.16 1.05 0.68 0.10 10.4 9.2 11.0 2.0 0.34 0.10 0.10 0.25
1000 Mean 8.02 8.28 7.00 6.45 1114 116.0 124.4 95.5 110 270 5.90 1.50
+S.E. 0.55 0.40 0.40 0.25 10.9 9.2 12.0 155 0.29 0.99 2.84 1.00
CONT Mean 10.03 9.33 8.03 128.7 126.0 132.3 1.00 2.00 117
+S.E. 2.68 1.93 1.58 156 25.2 26.7 0.00 1.04 0.33
30 Mean 12.57 10.40 8.80 116.3 109.3 115.7 0.50" 0.50 0.50
+S.E. 4.62 2.60 1.54 9.4 7.5 8.8 0.00 0.00 0.00
Female 100 Mean 10.60 9.63 8.50 125.0 115.3 109.7 1.00 1.00 0.50
+S.E. 2.58 1.87 1.15 7.6 72 4.6 0.50 0.29 0.00
300 Mean 8.66 8.22 7.28 7.35 116.8 117.6 112.4 1135 0.80 0.60 0.70 0.50
+S.E. 0.39 0.38 0.41 0.95 74 94 5.4 10.5 0.20 0.10 0.12 0.00
1000 Mean 9.62 9.20 7.88 6.35 127.0 112.6 118.8 106.0 0.90 1.30 24.00 0.75
+S. E. 1.70 1.17 0.79 0.35 6.0 84 14.1 4.0 0.19 0.46 21.90 0.25

Compared with control by Welch rtest (##: p=0.01)
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Table 4. Hematochemical findings in dogs treated intravenously with cefclidin for 4 weeks
Dose ALP (mU/ml) GPT (mU/ml) GOT (mU/ml) LDH(mU/ml)
(mg/kg) PRE 1W 3W R4W | PRE W 3W R4W | PRE W 3W  R4W | PRE W IW  R4W
CONT | Mean | 1627 1757 1820 373 440 417 267 290 217 1727 2017 1193
+S.E.| 144 22.7 172 13 31 23 15 0.6 2.7 49 791 282
30 | Mean | 1703~ 1647 1593 407 483 530 313 333 307 1930 2097 1063
+S.E. | 170 147 261 8.2 6.1 8.1 23 18 32 397 618 99
100 | Mean | 1760 1550 1643 327 487 380 297 330 290 2660 2497 1003
Male +SE| 148 104 67 28 92 26 13 25 23 984 574 25
300 | Mean | 1742 1848 1748 2000 | 358 596 460 295 | 298 290 288 205 | 1780 1374 1080 735
+S.E.| 124 15.8 147 210 37 18.6 5.4 105 26 14 14 05 | 288 373 114 115
1000 | Mean | 1700 194.6 1774 1290 | 382 636 362 345 | 362 288 236 240 | 1740 1070 854 770
+S.E | 116 203 114 1.0 25 204 3.1 05 38 0.9 1.2 20 | 243 166 111 4.0
CONT | Mean | 1520 1520 1357 420 433 397 290 323 277 107.7 2530 1417
+S.E. | 153 111 13.0 5.7 1.8 18 1.7 3.2 1.7 180 1368 19.2
30 | Mean | 1770 1837 1910 457 467 49.0°7 280 293 303 723 %60  773°
+S.E 69 304 522 5.8 44 15 1.5 0.9 0.9 156 8.0 84
100 | Mean | 1863 1740  180.7 397 477 507 317 303 303 1560 1213 1077
Female +S.E| 21 12 29 27 24 38 18 28 23 30 213 252
300 | Mean | 1844 1834 1808 1185 | 414 526 434 360 | 330 298 296 255 | 1222 788 1038 855
+S.E.| 194 221 216 235 5.4 65 39 1.0 58 1.3 19 35 6.8 6.9 166 165
1000 | Mean | 162.8 1656 1668 1455 | 404 460 436 340 | 326 332 332 240 | 1328 1098 1106 915
+S.E.| 184 90 128 255 4.2 64 86 4.0 17 1.7 34 10 | 188 282 154 35
Compared with control by Student f-test (% : 0.01 <ps0.05)
Compared with control by Welch t-test (# : 0.01 <p<0.05)
Table 5. (Continued)
Dose CPK (mU/ml) Total protein (g/dl) Albumin (%) a,-globulin(%)
(mg/kg) PRE 1W 3W  R4W | PRE W 3W  R4W | PRE 1W 3W  R4W | PRE W 3W  RAW
CONT | Mean | 1703 1707 1373 673 687 667 4653 4760  47.87 1277 1213 1077
+S.E.| 154 225 73 009 007 0.09 179 068 048 002 087
30 | Mean | 2000 1980  154.7 633 657  6.17° 5213 52.20 1180 1177 1267
+S.E.| 116 303 8.6 015 015 007 326 234 025 035 55
Male 100 | Mean | 2527 1987 1553 677 643 617" 46.47 1217 1108 1220
+S.E.| 436 188 5.8 013 026  0.09 0.49 096 019 055
300 | Mean | 2034 1598 1362 1155 6.62 6.50 6.32° 670 | 49.28 51.98% 4635 | 1230 1234 12.80° 1175
+S.E.| 154 9.8 6.3 165 | 017 014 007 010 | 064 LI 145 | 038 012 029 015
1000 | Mean | 3892 1464 1232 1475 | 680 672 640 645 | 50.72 5086 5035 | 1172 1231 1402 1190
+S.E| 913 6.4 43 445 | 009 015 013 035 1.49 159 035 | 079 065 099 060
CONT [ Mean | 1737 1917 1333 617 630 6.7 5383 51.27 1287 1277 1470
+S.E.| 364 526 195 009 021 0.03 0.72 0.90 067 064 032
30 | Mean | 1543 1330 1337 620 640  6.03 57.30 57.10° 1123 1150  12.60°
+S.E.| 106 150 9.7 000 010  0.09 1.46 1.23 147 092 044
Female| 100 | Mean [ 2047 1717 1597 653 620 623 50.17 56.47° 1283 1373 1343
+S.E 80 200 139 009 020 023 2.88 0.82 104 052 044
300 | Mean | 4958 1522 1388 1245 | 618 614 600 605 | 5464 56.34°° 5480 | 1318 1336  1288° 12.05
+S.E | 3272 174 124 75 | 013 ol 009 005 | 1.00 082 410 | o044 127 048 1.35
1000 | Mean | 1822 1636 1418 1200 6.66*° 662 6.52** 660 | 52.46 5298 5075 | 1170 1264  12.22° 1105
+S.E| 238 236 112 20 | 009 010 009 020 | 054 126 206 075 | 099 070  0.74 1.05
Compared with control by Student f-test (% . 0.01 <p<0.05, ** : p£0.01)
Compared with control by Welch rtest (#: 0.01 < p<0.05)
Table 6. (Continued)
Dose a,-globulin(%) B-globulin(%) y-globulin(%) A/G(ratio)
(mg/kg) PRE 1W 3IW R-4W | PRE 1W W R4W | PRE W W R-4W | PRE W W R-4W
CONT [ Mean | 1043 1027 937 1983 1967 22.03 1043 1027 983 0877 0910 0923
+S.E.| 08 035 055 073 104 083 088 035 082 0.063  0.026 0015
30 | Mean | 1080 1030  9.23 1853 1847  18.00° 6.73° 720" 627 L1100 1103 1177
+S.E.| 161 120 074 139 111 061 074 060  1.03 0138 0.098 0116
Male | 100 [ Mean [ 1130 1003 977 2067 1910 1953 947 850  6.83° 0870 1060  1.070e
+S.E| 029 049 035 023 046 086 117 075 050 0017 0.061  0.044
300 | Mean | 1118 8.62 846 1100 | 1964 1912 1952 2060 762° 708°° 724 1025 | 0972  L.124° 1088 0870
*+S.E.| 029 049 062 090 | 044 098 078 030 | 060 042 074 275 | 0024 0041 0052 0.050
1000 | Mean | 9.74 8.68° 850 885 | 2000 1966 2072  20.80 780° 768 590° 815 | 1038 1072 1046 1015
+S.E| 057 043 074 105 | 080 077 078 110 | 044 139 085 035 | 0059 0055 0070 0.015
CONT | Mean | 1027 980 890 1690 17.33  16.77 617 750 840 1163 L110 1.053
+S.E| 049 023 101 065 066 023 013 040 0.70 0032 0.044 0039
30 | Mean | 847 857  7.60 1700 1590 1717 597 683 557" 1347 1340% 1.333°
+S.E| 139 08 078 176 095 043 084 075 043 0.082  0.066  0.067
Female| 100 | Mean [ 960  800° 697 1927 1750  18.30 817 737 483 1017 1143 1.300°
+S.E| 151 032 109 165 097 057 116 072 0.03 0.108  0.019 0045
300 | Mean | 834° 7.6° 8.00 720 | 1752 1650 17.68° 19.40 6.36 552° 5128 655 | 1208  1.342°° 1.294* 1230
+S.E| 03 070 037 18 | 067 047 026 150 | 055 044 052 055 | 0.048  0.038 0045  0.200
1000 | Mean | 8.42 7.88**  8.08 880 [ 1978 1860 1990 2055 764°% 6.04 6.90 885 | 1104 1222 1142 1030
+SE| 114 032 070 120 | 097 098 178 08 | 021 066 109 025 | 0024  0.064 0096  0.030

Compared with control by Student test (* : 0.01 <p<S0.05, %% : pd.01)
Compared with control by Welch test (#:0.01<p=0.05)
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Table 7. (Continued)
Dose Total cholesterol (mg/dl) Phospholipid (ng/d1) Triglyceride (mg/d1) Glucose (mg/d1)
(re/kg) PRE 1w 3W  R4W [ PRE 1w 3W  R4W | PRE W 3W  R4W [ PRE W W R4W
CONT | Mean | 1527 1397 1400 3140 2893 2633 20 467 453 973 917 990
+S.E 38 6.6 5.7 6.4 9.7 52 21 5.0 29 0.9 4.3 1.7
30 [ Mean | 1467 1347 1337 3073 2800 2513 46.0 50.3 50.3 104.0 88.0 98.0
+S.E 18 20 0.9 6.8 32 13 0.6 43 44 3.6 3.6 0.6
Male 100 | Mean | 1577 1237 1370 347 252.7° 2523 46.0 470 473 9.7 87.3 94.7
+S.E 6.4 5.6 6.5 104 8.3 10.1 4.0 06 12 23 0.3 09
300 | Mean | 1476 1328 1342 1390 | 3066 2740 2500 2940 49.0 45.2 474 49.0 | 106.2 948 103 96.0
+S.E 42 22 1.0 11.0 7.2 52 4.9 29.0 36 25 34 3.0 3.1 32 29 70
1000 | Mean | 1512 1508 1506 1425 | 3120 3022 2740 2985 494 49.0 57.2 535 | 102.6 932 1004 97.0
+S.E 5.7 5.0 7.7 20.5 75 72 8.8 315 25 4.1 43 9.5 20 25 20 5.0
CONT | Mean | 1393 1320 1367 2870 2730 2587 373 40.0 39.7 105.0 96.0 99.7
+S.E 7.0 21 6.8 6.2 9.6 32 4.7 4.0 43 17 1.2 2.8
30 | Mean | 1193 1093 1070 2580° 2343  2167° 387 363 353 108.0 993 1010
+S.E 89 8.4 10.6 79 16.0 147 3.7 32 32 45 18 15
Female 100 | Mean | 1413  1163* 1320 3020 2503 2470 477 48.7 51.3 103.3 99.7 98.7
+S.E 20 4.1 55 7.0 6.0 9.6 5.6 5.0 3.2 2.0 0.9 23
300 | Mean | 1308 1188° 1184% 1190 | 2794 2526 234.0° 267.0 40.0 34.0 372 39.0 | 1048 982  100.2 945
+S.E 6.6 34 36 15.0 111 63 6.6 35.0 31 2.6 2.7 2.0 3.2 3.1 4.0 5.5
1000 | Mean | 1244 1244 1188 1065 | 2674 2644 2364 2360 35.0 418 49.6 385 | 1016 96.4 1022 1025
+S.E 6.0 6.6 9.9 125 133 10.6 16.6 27.0 23 29 33 25 4.2 3.0 25 35
Compared with control by Student f-test (* : 0.01 <ps0.05)
Table 8. (Continued)
Dose Urea nitrogen (ng/d!) Creatinine (ng/dl) Uric acid(mg/dl) Cl™ (mEq/1)
(ng/kg) PRE W 3W R4W | PRE  1W 3W R4W [ PRE 1W 3W R4W | PRE  1W 3W_ R4W
CONT | Mean | 1213 1297 1330 0783  0.743  0.760 0347 0350 0.353 1093 1117 1110
+S.E.| 139 0.92 119 0032 0015 0017 0007 0.032  0.033 0.9 09 1.0
30 | Mean | 1493 1393 1593 0820 0810 0813 0310 0410 0.39% 103 1123 1117
+S.E. | 088 0.33 0.66 0017 0.026  0.012 0.021 0025 0038 0.3 09 03
Male 100 | Mean | 1273 1527 15.27 0743 0720  0.760 0327 0593  0.450 1093 1123 1113
+S.E | 038 0.87 0.27 0.003  0.006  0.015 0.041 0150  0.072 0.7 0.7 03
300 | Mean | 1220 1188 1432 1455 | 0842 0748 0774 0735 | 0282 0314 0414 0280 | 1092 1114 1116 1130
+S.E| 129 1.26 1.52 315 | 0034 0045 0026 0035 [ 0029 0013 0045 0.030 1.0 0.7 0.8 1.0
1000 | Mean | 1276 1206 1286 1580 | 0824 0730 0686 0635 | 0316 0350 0418 0265 | 109.0 111.6 1106 1120
+S.E [ 059 0.89 0.45 100 | 0020 0036 0025 0005 | 0028 0045 0.051  0.005 0.6 0.9 0.7 0.0
CONT | Mean | 1350 1347 16.03 0760 0707 0703 0237 0367 0370 L7 127 1123
+S.E| 0m 0.62 1.80 0.031 0019 0015 0019 0073  0.031 0.3 1.2 03
30 | Mean | 1377 1310 1470 0803 0817  0.780¢ 0280 0337 0383 1107 1110 1117
+S.E | 059 0.45 057 0012 0038 0021 0.006  0.003  0.009 03 0.6 0.3
Female| 100 Mean | 1243 1287 1567 0860 0860 0767 0357 0337 0490 120 1133 1130
+S.E| 072 0.87 1.42 0.032  0.087  0.062 0069 0052 0111 1.0 09 15
300 | Mean | 11.00 1130 1332 1425 | 0.784 0728 0698 0700 | 0238 0.29 0462 0280 | 1120 1134 1132 1130
+S.E | 09 1.27 134 245 | 0020 0023 0024 0010 | 0012 0014 0072 0.030 038 0.9 0.7 10
1000 | Mean | 1236 1370 1474 1550 | 0790 0740 0656 0715 [ 0272 0318 0450 0285 | 1102 1122 1124 1115
+S.E| 077 0.63 0.56 060 | 0013 0022 0029 0005 | 0020 0030 0038 0.035 06 04 04 05
Compared with control by Student ¢test ( : 0.01 <p=0.05)
Table 9. (Continued)
Dose Na* (mEq/1) K * (mEq/l) Inorganic P (sg/dl) Ca (wg/dl)
(wg/kg) PRE 1w 3W_ R4W | PRE 1w 3W  R4W [ PRE I\ 3W  R4W | PRE W 3W  R4W
CONT | Mean | 1457 1470 1463 463 453 447 4.80 5.07 AT 1097 1043 1093
+S.E 03 0.0 09 0.09 0.03 0.07 0.06 0.17 0.12 0.13 0.03 0.12
30 | Mean | 1470 1483 7.7 457 453 453 5.07 493 480 1123 1053 1077
+S.E 0.6 0.7 0.7 0.15 0.17 0.09 0.15 0.15 0.10 0.09 0.03 0.09
Male 100 | Mean | 1463 1483° 1483 4.67 4.70 4.60 5.07 5.27 4.80 1103 1033 1073
+S.E 0.3 03 03 0.03 0.15 0.12 0.12 0.12 0.15 0.07 0.18 0.09
300 | Mean | 1466 1466 1478 1470 434 452 442 4.50 5.08 5.00 484 455 | 1090 1022 1060 1090
+S.E 0.2 05 0.2 0.0 0.12 0.09 0.18 0.10 0.09 0.04 0.06 0.05 0.05 0.11 0.08 0.20
1000 | Mean | 1460 1468 1478 1460 446 440 440 4.55 5.02 5.06 4.66 445 | 1104 102¢ 1058 1090
+S.E 05 0.6 0.7 0.0 0.13 0.10 0.12 025 0.10 0.06 0.10 0.15 0.16 0.07 0.11 0.00
CONT | Mean | 1473 1467  147.0 423 4.37 433 483 487 447 1100 1067 1070
+S.E 0.7 03 0.6 0.28 0.23 0.19 0.19 0.22 0.23 0.10 0.12 0.12
30 | Mean | 1477 1473 1480 430 453 417 483 4.9 453 1110 1070 1073
+S.E 0.9 0.7 15 0.15 0.18 0.15 027 030 0.27 0.10 025 0.20
Female 100 | Mean | 1473 1473 1473 410 4.20 423 4.60 473 453 1077 10.00° 1057
+S.E 0.9 0.9 15 0.17 035 0.23 0.12 0.32 0.15 0.12 0.12 0.19
300 | Mean | 1472 1466 1474 1470 448 4.62 446 4.55 4.92 4.88 4.80 440 | 1090 1044 1076 1100
+S.E 0.5 0.6 0.4 0.0 0.07 0.07 0.12 0.25 0.08 0.11 017 0.30 0.10 0.07 0.16 0.10
1000 | Mean | 1468 1466 1472 1465 428 430 418 435 4.68 484 452 425 | 1082 1038° 1046 1065
+S.E 04 05 08 05 0.09 0.07 0.09 0.15 0.16 0.12 0.16 0.35 0.06 0.05 0,08 0.05
Compared with control by Student t-test (% : 0.01 <p<0.05)
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Table 10. Urinary findings in dogs intravenously with cefclidin for 4 weeks
Dose Urine volume (ml/24hr) Specific gravity U-Na* (mEq/24h) U-K* (mEq/24h)
(mg/ke) PRE  1W 3W R4W | PRE IW _ 3W R4W | PRE IW 3W R4W | PRE IW  3W R4W
CONT | Mean | 7783 5867 5150 10240 1.0243 1.0233 1573 2347 2097 4340 3637 3247
+S.E | 3118 2007 1747 0.0089 0.0087 0.0068 088 116 523 035 653 632
30 | Mean | 4217 4200 7117 1.0283 10293 10310 1037°° 1847° 2267 3870 3883  39.40
+S.E.| 794 1300 5123 0.0026  0.0047 0.0108 070 133 687 229 231 7122
100 | Mean | 2400 2650 2617 1.0413 10390 10383 783 1893 1937 3873 3320 3507
Male +S.E.| 676 431 232 0.0065 0.0050  0.0012 288 192 194 321 038 086
300 Mean | 675.0 686.0 676.0 5150 |1.0252 1.0276 1.0276 1.0275 12.72 16.58° 19.86 16.45 41.10 31.96 30.56 46.55
+S.E. | 2369 271.2 278.5 160.0 | 0.0068 0.0068 0.0068 0.0065 2.09 1.56 0.76 0.25 1.86 1.69 3.85 1.35
1000 Mean | 349.0 283.0 263.0 2275 [ 10326 1.0460° 1.0484 10410 10.68°° 19.44 20.46 10.75 42.64 36.86 36.56 39.40
+S.E. 58.1 32.3 23.0 77.5 10.0032 0.0024 0.0015 0.0030 0.86 2.50 1.78 0.05 1.54 0.83 1.68 7.30
CONT | Mean |1171.7 1180.0 1105.0 1.0147 1.0193  1.0220 16.27 30.03  29.40 43.80 43.63 4717
+S.E. | 2789 472.7 455.2 0.0047  0.0108  0.0125 1.55 3.44 4.54 2.42 2.98 3.04
30 Mean | 3583 338.3 328.3 1.0353 1.0303 1.0347 12.90 19.00 16.47 42.70 36.43 36.77°
+S.E. | 1198 57.8 100.5 0.0081  0.0049  0.0066 2.21 2.61 3.54 1.43 3.58 0.65
100 Mean | 4133 271.7 280.0 1.0303 10383 1.0370 1513 14.87°  18.07 41.03 38.43 38.83
Female +S.E. | 100.0 285 236 0.0043  0.0028  0.0020 2.10 1.86 1.99 2.28 1.83 1.79
300 Mean | 609.0 513.0 705.0 457.5 |1.0224 1.0298 1.0278 1.0345 12.18 16.50** 20.82 8.50 38.42 35.24°  40.60 42.50
+S.E. | 107.0 136.2 251.8 222.5 |0.0030 0.0046 0.0050 0.0105 2.55 1.33 3.48 5.10 2.12 1.26 2.98 1.70
1000 Mean | 607.0 625.0 488.0 2875 |1.0266 1.0290 10360 1.0395 12.82° 1318 22.44 12.75 40.90 34.20 41.14 46.00
+S.E. | 2253 193.9 72.1 52.5 |0.0059 0.0064 0.0040 0.0045 0.49 2.05 2.07 3.95 1.95 5.05 1.30 0.90
: Compared with control by Student ttest (% : 0.01<pS0.05, ** : p=0.01)
Table 11. (Continued)
Dose U-CI” (mEq/24h) U-ALP(1U/24h) U-y-GTP(IU/24h) U-NAG (1U/24h)
(mg/kg) PRE W 3W  R4W [ PRE 1w 3W  R4W [ PRE 1w 3W  R4W | PRE 1w 3W  R4W
CONT | Mean | 22.63 24.17 24.47 26.50 29.43 17.20 7.30 9.03 6.43 1.40 1.30 1.37
+S.E 1.23 5.27 4.80 11.32 15.75 7.39 0.97 1.12 1.76 0.42 0.35 0.82
30 Mean | 18.63 25.50 23.23 23.00 1417 17.60 4.87 6.67 4.50 0.57 113 0.93
+S.E. 2.27 0.61 1.98 10.56 3.09 9.11 1.10 0.78 0.60 0.22 0.12 0.26
Male 100 Mean | 1897+ 21.70 20.60 15.00 57.83 1017 5.90 8.67 6.50 0.60 1.70 1.07
+S.E 0.49 1.47 2.20 1.75 46.86 3.71 1.36 2.29 0.38 0.06 0.31 0.19
300 Mean | 21.70 21.86 21.16 2455 | 2072 119.42 12.02 30.60 6.40 14.48 8.90 7.5 118 388%* 216 0.90
+S.E 1.00 1.28 3.24 1.15 6.68 107.34 2.44 7.90 1.42 4.16 1.46 1.75 0.21 0.47 0.47 0.40
1000 Mean | 21.12 27.82 25.74 15.45 72.20  98.08 19.46 775 7.70 12.92 13.72°% 470 0.90 4.30°°  380° 030
+S. E. 1.10 1.59 0.85 3.45 53.69  89.69 5.29 3.85 1.51 170 1.03 1.10 0.08 0.53 0.46 0.10
CONT | Mean | 23.93 34.17 32.77 51.37 13.43 16.90 5.55 7.40 6.70 120 1.43 137
+S.E. 0.98 4.57 5.02 34.62 5.03 7.62 1.85 0.90 1.20 0.31 0.52 0.50
30 Mean | 21.37 23.50 22.47 38.13 9.80 1117 10.10 7.33 6.67 1.00 0.90 0.80
+S. E. 3.53 2.11 1.13 31.80 3.65 4.04 4.86 0.37 0.30 0.65 0.17 0.06
Female 100 Mean | 21.27 21.17 23.13 40.83 53.87 24.03 6.57 8.70 7.20 0.83 1.07 0.90
+S.E. 1.60 1.52 2.13 27.17 48.59 18.23 0.87 2.81 1.60 0.38 0.12 0.06
300 Mean | 2350 23.46 25.28 28.60 | 29.02 9.56 18.88  170.90 6.50 9.04 10.12 18.35 0.86 2.58 2.60 2.5
+S.E. 1.50 2.46 1.34 2.00 9.43 4.07 9.73  165.00 0.37 0.73 141 13.65 0.14 0.22 0.38 1.65
1000 Mean | 21.00* 22.82 27.54 23.80 18.36 15.54 33.38 10.70 5.88 12445 1456 5.10 0.74 4.907 4.78% 040
+S.E. 0.55 3.68 1.88 3.70 4.70 7.83 19.67 3.20 0.52 1.27 1.24 0.30 0.15 0.78 0.66 0.00
Compared with control by Student t-test (* : 0.01<p=0.05, ** : p<0.01)
Compared with control by Welch ttest (#:0.01<ps0.05, ## : ps0.01)
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Table 12. (Continued)
Dose U-Creatinine (mg/24h) Creatinine-clearance (ml/min)
(mg/kg) PRE 1w W R-4W PRE 1w W R-4W
CONT Mean 275.0 272.7 261.0 24.7 253 237
+S. E. 9.2 29.5 57.5 1.8 3.3 4.8
30 Mean 2457 280.0 273.3 20.7 243 233
+S. E. 275 11.7 20.5 24 1.7 1.5
Male 100 Mean 236.3 254.7 2673 22.0 247 24.3
+S.E. 15.9 18.9 21.2 1.5 2.0 1.7
300 Mean 267.8 2828 259.6 3285 224 26.6 234 310
+S.E. 115 114 39.5 175 1.6 2.2 3.5 3.0
1000 Mean 2782 2204 2204 2455 236 212 224 210
+S.E. 115 6.1 8.5 55.5 0.9 1.0 1.0 6.0
CONT Mean 275.0 268.3 284.0 253 26.3 283
+S.E. 115 16.8 10.3 2.0 0.9 0.9
30 Mean 239.7 260.3 2717 20.7 22.3 24.0°
+S.E. 18.2 83 7.3 1.8 19 1.0
Female 100 Mean 269.3 289.3 297.3 21.7 23.7 27.0
+S. E. 19.2 11.7 12.3 0.9 1.9 1.2
300 Mean 258.0 260.2 302.8 295.0 22.6 24.8 30.0 29.0
+S.E. 7.8 11.1 30.8 6.0 0.5 0.9 2.6 1.0
1000 Mean 2372 193.6 225.49 293.0 20.8 182 238° 25
+S.E. 123 26.1 9.9 24.0 1.0 2.5 1.2 25
Compared with control by Student f-test (* : 0.01<p<0.05)
Compared with control by Welch #test (## : ps0.01)
Table 13. Organ weight in dogs treated intravenously with cefclidin for 4 weeks
(m[?;‘}iz) Body weight (kg) Liver(g) Kidney-right(g)  Kidney-left(g) Brain(g) Lung(g) Heart(g) Spleen(g) Thymus(g)
CONT 9.80+0.26 256.0+10.0 22.50+0.21 22.50+0.17 79.57+0.30 84.17+2.90 87.97+5.41 27.33+1.92 6.957+1.020
(261403 ) (2.303+£0.082 ) ( 2.300+0.071 ) ( 8.130+0.187 ) ( 8.610+0.486 ) ( 9.017+0.785 ) ( 2.803+0.264 ) (0.7063+0.0855)
30 9.83+0.38 250.0+8.0 20.07+1.24 20.40+1.24 79.07+4.19 88.476.64 80.73+3.63 2340145 7.873+1467
(255%15 ) (2043%0.129 ) (2077+0.131 ) ( 8.040£0.293 ) ( 9.010+0.650 ) ( 8213+0.252 ) ( 2.373+0.069 ) 10.8063+0.1610)
Male 100 9.87+0.32 2580113 24.13£0.72 23.3310.95 80.20+2.78 86.83+3.03 80.30+0.82 23.07+2.99 7.933+1.814
(26111 ) (2450+0.114 ) ( 2377+0.173 ) ( 8.150+0.392 ) ( 8.800+0.038 ) ( 8.163+0.347 ) ( 2.320+0.231 ) (0.7947%0.1572)
300 10.37£0.47 24471168 22.50+2.41 22.771£2.29 81.47+1.64 83.67+5.57 80.67+5.55 27.93+3.85 11.193+2.867
(23609 ) (21630175 ) ( 2.190+0.164 ) ( 7.887+0.368 ) ( 8.057+0.204 ) ( 7.770£0.300 ) ( 2.680+£0.295 ) (1.0620+0.2344)
1000 9.97+0.58 280.7£10.3 26.30+2.03 26.5012.35 86.30£1.51° 97.33+5.65 82.13£5.01 31.93+3.75 13.013+2.125
(282408 ) (26330078 )* ( 26570128 ) ( 8.733+0.658 ) ( 9.800+0.582 ) ( 8.237+0.132 ) ( 3.183+0.198 ) (1.2900+0.1500)°
CONT 8.93+0.27 237.0+108 21.87+1.38 22471131 76.50+2.74 86.73+3.87 76.8314.74 24.57+1.80 8.5070.607
(265+07 ) (2450%0.125) (251740131 ) ( 8.600+0.567 ) ( 9.700£0.181 ) ( 8597+0.401 ) ( 2.767+0.292 ) (0.9527+0.0616)
30 8.93+0.27 210.7+18.6 18.7310.20 19.67+0.23 77.83+0.87 77.90+4.06 75.80+3.38 27401147 10.283+3.400
(236+19 ) (2100+0.047 ) ( 2.207+0.084 ) ( 8720+0.170 ) ( 8.710+0202 )* ( 8.503+0.495 ) ( 3.063+0.094 ) (1.1427+03589)
Female 100 877+0.28 205.3+3.7 19.77+0.41 20.77£0.49 78.00+1.34 71.271£3.18 . 70.60+0.75 23.97+0.23 9.413+1.333
(235+1.0 ) (2263%0.116 ) ( 2.373+0.095) ( 8920+0.364 ) ( 8.810+0.083 )" ( 8.070+0.276 ) ( 2.740+0.106 ) (1.0683+0.1257)
300 8.77+0.13 231.3£23.0 22.73+1.68 22.9311.52 84.17+5.38 82.83+2.25 76.40+5.31 37.30+3.25 14.437£5.3%
( 263+23 ) (2590+0.166 ) ( 2613+£0.146 ) ( 9.593+0.523 ) ( 9.450+0.167 ) ( 8.700+0.486 ) ( 4.253+0.349 )* (1.642320.6004)
1000 8.93+0.23 226.7+14.4 21.30+1.50 2193+1.73 79.37+2.41 79.70+8.85 72.6316.25 40.07+6.01 6.933+1.897
( 253+1.0 ) (2380+0.21 ) ( 2.453+0.144 ) ( 8.900+0.381 ) ( 8.893+0.841 ) ( 8.107+0.498 ) ( 4.457+0.558 ) (0.7693+0.1939)
Compared with control by Student ftest (% : 0.01<P=0.05)
Compared with control by Welch test (# : 0.01 <P £0.05)
(Note) mean + standard error, upper ; absolute, under ; relative (weight/kg BW)
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Table 14. (Continued)
Dose Adrenal Adrenal Pituitary Thyroid Thyroid Submaxillary Submaxillar
(mg/kg)  gland-right(ng)  gland-left (mg) gland (mg) gland-right(ng)  gland-left(mg)  gland-right (g) gland-left (gSy Pancreas (g)
CONT 464.3%66.1 460.7+57.4 57.3+13 438387 385.7£133 4.837+0.152 4.980+0.275 20.83+2.12
( 47174554 ) (46.80+4.89 ) ( 5874029 ) ( 44.77£0.78 ) (39.40+1.51 ) (0.4953+0.0281) (0.5103+0.0406) ( 2.127+0.215 )
30 521.3+24.2 545.7+254 63.3£6.6 399.0+16.2 407.0£24.0 4.990+0.472 497710453 2547119
(5337+4.67 ) ( 55.83+4.69 ) ( 6.53+094 ) (140.67£195 ) ( 4167396 ) (0.5127+0.0697) (0.5117+0.0675) (2.593+0.143 )
Male 100 467.3+42.3 482.7+69.7 63.0+2.5 354.7+27.1 373.3+46.6 4.44310.607 43270477 24.03+0.94
(147.20+2.80 ) ( 48.60+5.46 ) ( 6.43+045 ) (36.17+387 ) (38.03+540 ) (0.4493+0.0530) (0.4370+0.0368) (24400114 )
300 581.7+56.7 639.7+55.5 66.7+5.5 391.3+34.2 413.7+£33.7 5.713+0.383 5.930+0.279 25.80+1.87
(55.97+3.88 ) ( 61.53+3.17 ) ( 6.43+0.58 ) (137.73+266 ) (40.33+£4.88 ) (0.5510+0.0291) (0.5723+0.0138) (2.500+0.217 )
1000 630.7+43.1 643.7+59.4 76.3+6.7° 407.0+91.3 470.3+33.6 5.467+1.096 5.327+1.149 24.47+0.97
(63.23+2.13 ) (164.33+£2.70 ) ( 7.70+0.74 ) ( 4053+7.71 ) (47.37+£326 ) (0.5397+0.0790) (0.5243+0.0863) (2.473+0.184 )
CONT 496.7+20.3 §57.7+214 70.7+2.0 440.7£108 461.3+59.5 4.583+0.171 4.603+0.205 2210+1.93
(55.83+4.07 ) (62.70£4.38 ) ( 793+044 ) ( 49.50+2.79 ) (52174846 ) (0.5150+0.0338) (0.5177£0.0396) (2.467+0.145 )
30 524.7£16.4 539.0+8.0 68.7+8.0 419.7+93.7 413.3+486 5.387+0.455 $.350£0.324 19.33+0.82
(5897+3.68 ) (60.47+2.41 ) ( 7.77+115 ) ( 46.87+9.85 ) ( 46.33+5.37 ) (0.6020+0.0408) (0.5983+0.0265) (2.163+0.029 )
Female 100 516.7+60.7 544.0+375 58.7£5.0 396.3+16.2 396.3+17.1 4.937+0.207 4.777£0.225 20.03+1.52
( 58931643 ) (62.00+£3.07 ) ( 6.73+054 ) (145304242 ) (45.17£0.72 ) (0.5627 +0.0061) (0.5440+0.0087) ( 2.277+0.105 )
300 552.3+19.5 564.0+22.3 69.7:+6.1 524.7+98.5 491.0+27.0 5.223+0.417 5.100+0.433 24.23+0.15
(63.10+3.20 ) (64.37+274 ) ( 7.93+061 ) (59.67+10.63 ) (55.93+2.27 ) (0.5950+0.0394) (0.5803+0.0413) ( 2.767+0.057 )
1000 606.7+44.8 679.7+108.7 57.7+£38* 416.3+122.4 449.7+£713 4.497x0.618 4.387£0.666 2397+1.73
( 67.77£357 ) (1 7557+10.25 ) ( 6.43+0.38 ) ( 46.37+13.38 ) (50.10+7.31 ) (0.5023+0.0641) (0.4900+0.0704) ( 2.683+0.168 )

Compared with control by Student £test ( : 0.01 <p=<0.05)
(Note) mean * standard error, upper ; absolute, under ; relative (weight/kg BW)

Table 15. Organ weight in dogs having recovery periods of 4 weeks after 4 weeks treatment with cefclidin injection
("[‘:%eg) Body weight (kg) Liver(g) Kidney-right(g)  Kidney-left(g) Brain(g) Lung(g) Heart(g) Spleen(g) Thymus (g)
300 9.60+0.10 245515 21.15+0.85 22.75+0.85 82.45+4.25 87.75+5.55 9295%1.15 27.40+1.90 6.145+1.165
Male (25601 ) (2205£0.065) ( 2.370+0.060 ) ( 8.585+0.355 ) ( 913520485 ) ( 9.685+0.225 ) ( 2.855+0.255 ) (0.6410+0.1280)
1000 9.80£1.10 258.5+30.5 23.85+2.65 24.65+2.35 82.40+1.50 91.20 £3.70 93.60£1.80 25.50£3.90 5.895£1.975
(264+02 ) (243520005 ) ( 2.520+0.040 ) ( 8.500+0.800 ) ( 9.385=0.675 ) ( 9.650+0900 ) ( 2.590=0.110 ) (0.5865+0.1355)
300 9.05+0.95 215.5+4.5 20.25+0.25 20.75+0.15 75.90+0.70 73.60£5.10 76.25£7.95 2445195 9.785+2.505
Female (24231 ) (2265+£0265) ( 2315+0.225 ) ( 8.490+0970 ) ( 81650295 ) ( 8.425+0.005 ) ( 2.755+0.505 ) (1.0640+0.1650)
1000 8.65+0.45 226.0+7.0 19.50£2.00 19.60+1.30 72.20:4.10 68.30£1.40 7560=5.70 27152285 4.635%1.255
(263+22 ) (2245%0115) ( 2.265+0.035 ) ( 8.390+0.910 ) ( 7.910£0.250 ) ( 8.725£0.205 ) ( 3.165%0.495 ) (0.5445+0.1735)
(Note) mean =+ standard error, upper ; absolute, under ; relative (weight/kg BW)
Table 16. (Continued)
Dose Adrenal Adrenal Pituitary Thyroid Thyroid Submanxillary Submanxillar Pancreas(g)
(mg/kg)  gland-right (mg) gland-left (mg) gland (ng) gland-right (zg) gland-left (mg) gland-right (g) gland-left (g nereas(g
300 539.0+13.0 537.5+66.5 60.5+15 434.5%535 442.0+84.0 5.3204.0.030 5.535+0.135 22.70%2.70
Male ( 56.15£0.75 ) (55.95+6.35 ) ( 6.30%0.20 ) (4520+5.10 ) (45954825 ) (0.5540+0.0090) (0.5765+0.0085) ( 2.365+0.255 )
1000 566.0+24.0 544.0+£4.0 74.0+14.0 421.5%105 3685+11.5 5.220+0.060 5.150+0.090 23.55+5.75
( 58.75+9.05 ) (56.25+6.75 ) ( 7.50+0.60 ) ( 43.70%6.00 ) (3825+5.45 ) (0.5400+0.0670) (0.5315+0.0505) (2.370+0.320 )
300 522.0£6.0 564.5£10.5 59.0+4.0 409.0+87.0 397.5+475 4.655+0.005 4.425+0.025 26.55+1.25
Female (58.25+5.45 ) (6320+7.80 ) ( 655+025 ) (44702490 ) (43.85+0.65 ) (0.5200+0.0550) (0.4940+0.0490) (2.980+0.450 )
1000 477.0+0.0 480.0+£40.0 58545 359.0+35.0 369.0£76.0 4.635+0.265 4.860£0.230 22.85%0.45
( 55.30£2.90 ) ( 55.40+1.70 ) ( 6.80+090 ) (41.80£6.20 ) ( 42.30+6.60 ) (0.5390+0.0590) (0.5650 +0.0560) (1 2.645+0.085 )
(Note) mean * standard error, upper ; absolute, under ; relative (weight/kg BW)
WTHALNBRENLDTH - 12, TIIFEBEF M, 1000mg/ kg HHE1IRIT 5 %3810

2)4&E (Fig.1, 2)

WENORERICE T HIER L EmMERL 72,
AR L KR

WFNOBEBICE W TLELIRZBD LN h - 72,
4) R Hy iR

30, 10035 & 1r300mg/kght T3 LIZEBD LN e h
272, 1000mg/kght o ik £ 158 (N0.5269,5752) Iz 11
BRI, #E15E (No0.5752) - BETLRS O TUEAIRIKES
BEIBORE TED LIz, FOM, MNBREOHEIR

ILRHENET (ER) #i& b N2y, ERENEMICE
W, BifALNBELTH), HECERL &L
TixeweFEzZ bnr,
5) £ AR E

WTENDREREICB W TIELIZRDH N h 5 72,

2. mAE¥HIE (Table 1~3)

30, 100+ & Ur300mg/kgBE TR IREE L ORICER
ZIIRD 5N h - 72, 1000mg/kght T I3 /MR
BOWSH, HETHRPEAY A LNz, NBELD
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Table 17. Histopathological findings in male dogs treated intravenously with cefclidin for 4 weeks

Organ Dose (mg/kg) Control 30 100 300 1000

Findings\Grade - £ + ¥|- * + ¥|- £ + |- £ * #|- £ + ¢
Liver

Intranuclear hyaline body 2 1 0 0|2 1 0 0{(3 0 0 0{(3 0 0 02 1 0 0

Intracytoplasmic hyaline body 3 0 0 0/3 0 O 0|3 0 O0 03 0 0 02 1 00

Cell infiltration 2 1 0 0|2 1 0 0]1 2 0 02 1 0 00 2 19

Granuloma o 3 0 0|0 3 0 O0|J]O 3 0 0|0 3 O O[O 3 0 0
Sublingual gland

Cell infiltration 3 0 0 01 2 0 03 0 0 O0[2 1 0 02 1 0 0
Submaxillary gland

Cell infiltration 2 1 0 0|3 0 0 0|3 0 0 0|2 1 0 0|3 0 0 0
Stomach

Erosion in pyloric region 3 0 0 0|1 2 o0 O{1 2 0 O|1 2 0 O|1 2 0 ¢
Duodenum

Cyst 2 1 0 0|1 2 o0 01 2 o0 0|2 1 0 O0}2 1 0 0
Ileum

Ectopic gastric glands 3 0 0 0|3 0 0 03 0 0 0|3 0 0 0|2 0 1 o
Kidney

Pyelitis 2 1 0 03 0 0 03 0 0 O0f(3 0 0 02 1 00

Degeneration of tubular epithelium 3 0 0 0|3 0 O 0|3 O O 0|3 0 0 02 1 000

Intranuclear hyaline body 3 0 0 03 0 0 0|1 2 0 0|2 1 0 01 2 00

Regeneration of tubular epithelium 3 0 0 0|3 0 O 0|3 0 O 0|3 0 0 O0}2 1 00

Increase of eosinophilic granle in 3 0 0 0/3 0 0 0|3 0 0 0/0 3 0 0f0 0 30
Lung

Bronchopneumonia 3 0 0 0(2 0 1 02 1 0 03 0 0 03 0 0 0

Granuloma 3 0 0 03 O 0/2 0 1 0|3 0 0 0|1 2 0 0
Larynx

Cell infiltration in submucosa 3 0 0 0(3 0 O 03 0 O 02 1 0 02 1 0 0
Spleen

Congestion 3 0 0 0/3 0 0 0|2 1 0 0|3 0 0 0|3 0 00

Thickening of capsule 3 0 0 0/3 0 O 0|3 0 O 0|2 1 0 0|3 0 00

Gandy-gamna like nodule 1 2 0 0|3 0 0 03 0 O 0|3 0 0 0|2 1 0 0

Activation of germinal center 3 0 0 0|2 1 0 01 2 0 0|1 1 1 0|2 1 0 O
Thymus

Cyst 21 0 0/3 0 0 0|3 0 0 0|3 0 0 0|3 0 00
Pituitary gland

Cyst 3 0 0 0|2 1 0 03 0 O 0|2 1 0 03 0 0 0
Thyroid

Proliferation of c-cell 3 0 0 0f1 1 1 03 O O O0]1 2 o0 03 0 0 O
Parathyroid

Cyst 1 2 0 0(3 0 0 0f(3 0 0 03 0 0 0|3 0 0 0
Epididymis

Dilatation of ductus epididymidis 3 0 0 0/3 0 0 0|3 0O 0 0|2 0 1 03 0 00
Prostate

Dilatation of prostate duct 2 0 1 03 0 0 0|2 1 0 0|3 0 0 0(3 0 0 0
Metacarpal pad

Folliculitis 2 1 0 0[3 0 0 0|3 0 0 0|3 0 0 0|3 0 00
Injection site

Subcutaneous hemorrhage 12 0 0f1 2 0 02 1 0 0|2 1 0 0|0 3 00

Cell infiltration in subcutaneoustissue [ 2 1 0 03 0 0 0|3 0 0 0|2 1 0 0|3 0 0 O

Cell infiltration in blood vessel 2 1 0 0(3 0 0 0(3 0 0 0|3 0 0 0|3 0 0 O

Degeneration of blood vessel 2 1 0 0(3 0 0 03 0 0 0(2 1 0 0|3 0 0 0

Cicatrix in blood vessel 2 1 0 0|3 0 0 03 0 0 0|3 0 0 0f2 1 00

— : negative, + : slight, + : moderate, # : marked
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Table 18. Histopathological findings in female dogs treated intravenously with cefclidin for 4 weeks

Organ \ Dose (mg/kg) Control 30 100 300 1000
Findings Grade - ++ + #|- £ + #|- £ + #|- + + H#|]- + + #

Liver
Vacuolization of liver cell 3 0 0 0(3 0 O O[3 0 O 02 0 0 1(3 0 0 o0
Hemorrhage 3 0 0 0({3 0 O 0|3 0 O 02 0 0 1/3 0 0 o0
Intranuclear hyaline body 21 0 02 1 0 O3 0 0 0|2 1 0 03 0 0 O
Intracytoplasmic hyaline body 3 0 0 02 1 O 03 0 0 03 0 0 03 0 0 O
Necrosis of liver cell 3 0 0 0({3 0 0 0|3 0 O 0f{2 0 1 03 0 0 O
Cell infiltration 1 2 0 0|2 1 0 02 1 0 00 2 0 1/0 2 1 0
Granuloma 0 3 0 0j0 3 0 0[O0 3 0 0[(3 0 0 0l0 3 0 0

Gall bladder

Hemorrhage in connective tissue layer | 3 0

S
S
w
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o
w
S
(=}
(=]
—
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o
w
(=1
(=}
o

Sublingual gland

Cell infiltration 1 2 0 03 0 0 03 0 0 03 0 0 0/3 0 0 0
Parotid gland
Cell infiltration 3 0 0 0]2 1 0 0]3 0 0 0]3 0 0 0}/3 0 0 0
Stomach
Erosion in pyloric region 2 1 0 03 0 0 03 0 O 02 1 0 0/3 0 0 O
Duodenum
Cyst 3 0 0 0J2 1 0 0|2 1 0 O0Ol2 1 0 0|2 1 0 O
Kidney
Cell infiltration in interstitium 3 0 0 0f3 0 0 0(3 0 O 0|3 0 0 0|2 1 0 O
Vacuolization of tubular epithelium 3 0 0 0|2 1 0 02 1 0 0|3 0 O 02 o0 1 o
Intranuclear hyaline body 3 0 0 02 1 0 03 0 O O3 0 0 02 1 0 O
Increase gg,-igg‘l?ggh‘“c granule in 3 0 0 0[3 0 0 03 0 0 0/1 2 0 00 1 2 0
Heart
Hemorrhage in right auricle 3 0 0 0|2 0 1 O0f(3 0 O 0|3 0 0 03 0 0 O
Telangiectasis in tricuspid valve 3 0 0 0O 0 0 0 013 3 0 0
Aorta
Calcium deposition 3 0 0 0/3 O O O[2 1 0 O[3 0 O O0[3 0 0 o0
Lung
Hemorrhage 3 0 0 0({3 0 0 0{3 0 O 02 0 1 0({3 0 0 O
Bronchopneumonia 2 1 0 0(3 0 0 0|3 0 0 O|1 2 0 0|2 1 0 O
Granuloma 3 0 0 0/2 1 0 Of[2 1 O O0OfJ2 1 0 02 1 0 0O
Larynx
Cell infiltration in submucosa 30 0 0/3 0 O 02 1 0 03 0 0 o0l 2 0 o0
Spleen
Congestion 3 0 0 0(0 3 0 0|3 0 0 0O 2 1 0|2 1 0 O
Gandy-gamna like nodule 2 1 0 0[2 1 0 oO0f(1 2 o0 02 1 0 0|3 0 0 O
Activation of germinal center 2 1 0 03 0 O 0J0O 3 0 O0jO 3 0 O|O0O 3 0 o0
Mesenteric lymph node 2 0 0 0/3 0 0 0[3 0 0 0f(3 0 0 0]3 0 0 0
Pituitary gland
Cyst 2 1 0 02 1 0 0[3 0 0 0fj3 0 0 0]1 2 0 0
Thyroid .
Proliferation of c-cell 3 0 0 0/3 0 O 02 1 0 02 1 0 01 0 2 0
Parathyroid
Cyst 2 1 0 03 0 0 0[3 0 0 0f2 1 0 02 1 0 0
Ovary
Follicular cyst 3 00 0]2 1 0 03 0 0 0|3 0 0 03 0 0 0
Uterus
Hemorrhage in endometrium 3 0 0 0(2 0 1 0|3 0 O 0|2 0 O 1{3 0 0 O
Proliferation of uterine gland 2 1 0 02 1 0 03 0 0 0]3 0 0 03 0 0 0
Vagina
5 Hyperkeratosis 2 0 1 02 1 0 03 0 0 03 0 0 0[]3 0 0 0
kin

Cell infiltration in subcutaneoustissue | 2 1 0 0[3 0 0 0]3 0 0 0]3 0 0 0[3 0 0 0

Injection site
Subcutaneous hemorrhage 1 1
Cell infiltration in subcutaneous tissue | 2 1 0

—
—

0 0|0 2 0 1f(0 3 0 0(0 2 1 0
0]2 1 0 0]2 1 0 03 0 0 0

o o
w
o N
(=]

— ! negative, £ : slight, + : moderate, # : marked
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Table 19. Histopathological findings in male dogs having recovery periods of 4 weeks
after 4 weeks treatment with cefclidin injection

Organ \ Dose (mg/ke) 300 1000
Findings Grade - + + # - £+ + 4
Stomach
Erosion in fundic region 0 0 0 0 0 0 1 0
Erosion in pyloric region 0 0 0 0 0 1 0 0
Kidney
Vacuolization of tubular epithelium 2 0 0 0 1 1 0 0
Eye ball 2 0 0 0 2 0 0 0
Optic nerve 2 0 0 0 2 0 0 0

— : negative, * :slight, + : moderate, # : marked

Table 20. Histopathological findings in female dogs having recovery periods of 4 weeks
after 4 weeks treatment with cefclidin injection

Organ \ Dose (mg/kg) 300 1000
Findings Grade - £ + # - £ + #
Kidney
Vacuolization of tubular epithelium 1 1 0 0 2 0 0 0
Intranuclear hyaline body 1 1 0 0 1 1 0 0
Mesenteric lymph node 1 0 0 0 0 0 0 0
Eye ball 2 0 0 0 2 0 0 0
Optic nerve 2 0 0 0 2 0 0 0
— : negative, * :slight, + : moderate, # : marked
11
10
£ 9
@
3
-
3
@ 8r O— Control
a—— Cefclidin  30mg/kg
-~ Cefclidin 100mg/kg
T+ w—-—Cefclidin 300mg/kg
o= Cefclidin 1000mg/kg
6

-2 -1 0 1 2

Week of administration (W)

3 0 1 2 3
Week of recovery (W)

Fig. 1. Body weight changes in male beagle dogs treated intravenously with cefclidin for 4
weeks and followed by 4 weeks recovery period

U EBZIZA L i h - 7255, #1858 (No.5739) Ti3
7R M Bk # (458 X 104/mm?®), ~=< F 7 1) » I {E(31.9
%), ~®7urrg& (10.0g/dl) nEL B L YESR
(111.5mm/hr) DTTHEH R 5 N7z, %3, 300mg/kg
B, 1000mg/kgEENTE T FRMERE D AR H
Aoz h, ZTOBEREFEGHRARANDLNTH -7,

3. M A {b2E9% % (Table 4~9)

30, 100, 3003 & tr1000mg/kg®E T RBEEL N
BlcBBEILA L NG D > 205 1000mg/kgRENES
BIBTIVTF = ORPBERHBDH LN, BB,
3003 & 11000mg/ kg £ 15E I GPT o i mh &5
HLA(—BME) ICA LN, WTHOBELNRELD
e EEZIZD LN > 72, 72, 1000mg/ kg
DN TN T4 FoOMIMER, y-7 07 RS
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10

Body weight (kg)
oo
T

o— Control

a—— Cefclidin  30mg/kg
w---- Cefclidin 100mg/kg
#—-~ Cefclidin  300mg/kg
== Cefclidin 1000mg/kg

-2 -1 0 1 2

Week of administration (W)

3 0 1 2 3
Week of recovery (W)

Fig. 2.Body weight changes in female beagle dogs treated intravenously with cefclidin for 4
weeks and followed by 4 weeks recovery period

BASEFEHRI N, WL EBENTGEL AR 5
ETIZ D72,

4 . JR## (Table 10~12)

305 & U'100mg/ kg T3 BEE L ORICEEEIZ
BN h - 72, 300mg/kgBLl L5118 LU
LA TIINAGH B A®, 1000mg/kgBEN# 51418 &
USBTIRy-GTPOBMA R b7z,

5. RMEN IR
1) Mg E

BRE5ELAUCE DD MEBREIZ R SAEEr=
0.9978 L BB I3r=0.999TH - 7z, M HIHRIH
Bt 3B 5HABEB L URLREVTNH0.8~0.9
BETh-7, 2, BR5EHBES L URKBENRS
24REME % CTIRCFCLIZ R TE 2o 5 72,
2)BRARE

CFCLmB2NBEIZ, BHELVEEIBWERZ
ATH, WINLHRSRICHEBEL THmL 2.

6. 5%

1) WERRT R

B BBEI21000mg/ kR HE1TE, HE2TEIC 326
Lz,

B EERES L OEE TORBREZELIZ300,1000
mg/kgBEN & 1THIC D & 17z,

Xq2lif2) S INEY L7/ Nl S AR YR (R A
oz,

2) B E & (Table 13~16)

30, 1008 & 1r300mg/ kg TIZEILIZEED L e b
272, 1000mg/kgBENHETIZ B 5 & CIIRE & R
EH LN, B, 300mg/kgBENMETIIRERENY

fin, 1000mg/kgBEN TEAKIZHETIZBIM, #ETITHL
ZENEEIH A LIS, wThi, AEHEEKICZL
W2k, Ny 277 FT—5»b L IEFGERANNE
TH -7z, BEEICIIMEERCIIERD LN h 572,

7. REMEFIRE
1) Je8HIC & 2 8% (Table 17~20)

B RMELERICEBT 5 FEBEER O EMIZ300
mg/kgBENHEITE, ME258, 1000mg/ kgl #EHE &38RI
2 5 17z (Photo 1), & 512, 1000mg/kgBEN 1SR
TIRBOMEIC BT 2B, #1IE TIIRAE LK
NEMEBENFBDH LN,

B2 RGO EEGII N RE O 1 A DT, 30
mg/kgBENHE 1 58, 100mg/kgEEN T 2 58, # 3 58, 300
mg/kgBEN# 2 58, M 3 58, 1000mg/kgBEN 1 55,
i 3 BRICERDH ST,

5 ETEGTHOEL (R, &, nE
BOMILEHE, 85 L OBE) I REOMEL 2 55,
30mg/kgBEN MK 2 58, 100mg/kgBENE 1 58, HE 3
38, 300mg/kgBEH 288, ME3TE, 1000mg/ kg ik
£ IWcBEEIN,

oo ESEICIIRRICERL L ELIZBEEINY
D72,

EEEICIE, Biao CERCERT 22LiIzE8D
& e H - 72 (Photo.2) .

2) B & »MRERE (F, B)

30, 100mg/kgBETIZELIZBD LN b - 72,
300, 1000mg/kghEon £ (&REMEME & 108 % BE) [Tk
ALFRME TNlysosomal dense body H1EHNAFR & 11
7z (Photo.3), EIfE& T 4300, 1000mg/kght 7 £158
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Photo 1. Kidney (cefclidin 1000mg/kg, 4 weeks
treatment) Increase of eosinophilic
granules in proximal tubular epitheli-

um. %350

Photo 2. Kidney (cefclidin 1000mg/kg, 4 weeks
recovery) No remarkable changes.

X350

Photo 3. Kidney (cefclidin 1000mg/kg, 4 weeks
treat ment) Increase of lysosomal dense
bodies in proximal tubular epithelium.

X 3000

“

(i) TIEALIR M TPlysosomal dense body DR
FLoY2% (WA
m. £ £

CFCL%30, 100, 3003 & 1F1000mg/kgi % =7
Ki1H1EGEAMERAZRS L, & 512, 3003 & 071000
mg/kgBEic DO\ Tit, 4BMOERRREE/HLL,

303 & UF100mg/kgBEic 13 ¥ IcBIE L - &1biz2
DN h 72,

300mg/kgBENZEALIZ, RANAGHBEHERM L BR
WEEFICBIT A EBRERROEM TS -2, 20
NAGI3, EICEARME LR Mg Lysosomell 57
LTw b, %72 0FEHEEKIL, B HBIC Heter
olysosome T# % Lysosomal dense body 2—%715
LAHTHY, ceftazidime®, cefodizime?, cefotiam”%
rofe7 7 u XK RUEWE RS L2BRICY
BnA A SN, PEWEOPEICEET 2R EEL
5N %, = HDEgentamysin®cephaloridin Ti3, Heter-
olysosomeN R IC & DR % 18 5k L B RMER
FEN P EERETBIRT LI EHIBEINTEY, L
# L, CFCL#300mg/kg TiLysosomefic b Z{t4*
A 5N T, LysosomeNBEEic & 5 KB e BEHE
fbEBIERIT I & b & h - 7z, CFCLN300mg/kg?
NAGR 8t #n& 13, Heterolysosome D EH %
Exocytosis# KBt L 724N TH Y, BEEEZTTIO
T3 EZ bz,

1000mg/kgBEic DT, —ARRAE, MERE, &
EASFREIC B W I th B b iz, —iRE
TRELHTH, B, REIALNTY, TNbLD
A4 X ICE R KBICES L 2Bl —iiicA
LNnsLNTLH Y, CFCLICERA LB T %D
St F 12, KM% 3B b N BREBR
LEEmE, HEXEOTREEN 2 EE, ENTH
ik E—7 e F THEMLEREETAIL
DR LTV 21019 ARREROZEL b RRBAERERA
NEBHHBEINTY, BELWELTBLT, RR
BEEAELPICT B ENTELP o2, LrL, B
B, BB L UKL CIOREAE R L A iR
BEI NG -2, MBERETIE, HREELOMICH
BRI AL Nk o 72707, METEICBE A m (RIK
¥, ~<t 7Yy ME, ~ESOEYBROBSBLV
ESROTLH) 3 b7z, Lo L, BHi%nE Nk
ADHEH B LN T LW L, B, FAONEYT
)2 RERBAEM E o T Eh b, 0K
IGIZER M b D EHEEI N, D& ) B tidee
phalosporin % % #| o ceftezole?, cefazolin®,
cephapirin? iz L ME S N T 5, 72, M/MRER
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BBV TOARTCES L, #Hic B EEms» RS S

nr, LaL, ZnZEftizflomoxef!, cefpiramide®ic
BUTHRRICBREIN TV 525, [ 2B 285
RELPICL > T, REBHEFOLENEZ, B,
Bt UCRSEHALICBRE I Nz, BoE{biZ, 300mg/
kgBHlc A b N2 bCNZ €, BRAT LENER L

B, BMEOMBRMBTH -2, BoBe, EEHMMN
B URBy-GTPEMOMR L2 TEZ 5 &, 1000
mg/kgBENBNEALIZERDBICEEN 2 B2 722 &

kB LNEEZ LNz, BOERBEIY, HEED
AL NLEPLOFBEELEBEL 2ELEEZ LN
3%, ZORBPLOE R IINBEICLALN TS

ZrhLENENICHBEE L3kl idEZ Sk

olze ZOBLBOEIZ, FTIHREINTEY,
5y P DBASRBETRMOREREICERET 5 K
B BLEENTWBY, 2, FRICALNIERS
IRAT (B TARRE) NE(LIIRBEICLALNTWE T L

2 b, EREHIC L IBBRNRECL2LDEEZL

F (WA

%, 1000mg/kgn i CHRIIREENIEMA A L L7z
7, MBFHRE,LIZZFDEILEIRHFTS ) > 3K
NHEGLELBDHLNT, BENLELEFE-> Ty
o1z, HEN1000mg/ kg Tl TREIC HNWRER
PEEEZRL, BERIHTI2—EORIER2ZHTES
T, BERFHLERILLNEEZ LN,

EERBR DR, KRB LIEIC A 5 LIz fERK & B
W, WTENOE LI RIEENH B Z L HHL LD
272,

DEo#R L0, FEEERS L CRFNAGHEM
A300mg/kg & N A blzds, TbNELIZELRD
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FOUR-WEEK INTRAVENOUS REPEAT-DOSE TOXICITY STUDY
OF CEFCLIDIN IN BEAGLE DOGS.

Tatsuto Iwata, Junichi Nakanowatari, Masayoshi Noguchi, Tadashi Chimoto,

Hiroshi Yamanaka, Kazuhiro Hayakawa, Takashi Mikami, Kiyomi Yamatsu
Department of Drug Safety Research, Eisai Co.,Ltd.
Takehaya-cho, Kawashima-cho, Hashima-gun 501-61, Japan

Cefclidin (CFCL) was administered intravenously to beagle dogs daily for 4 weeks at dosage levels
of 30, 100, 300 and 1000 mg/kg and 4-week recovery study was performed at dosage levels of 300,
1000 mg/kg.

1. No deaths occurred in all dosage groups. No toxicological changes were found in body weight, food
and water consumption and electrocardiographic parameters in all dosage groups.

2. No changes related to the treatment were observed in the 100 mg/kg or less groups.

3. In the 300 and 1000 mg/kg group, urinary NAG and eosinophilic granules of the renal tubular
epithelium increased.

4. In the 1000 mg/kg group, vomiting, salivation and licking were exhibited, and platelet, RBC, Ht
and Hb decreased, and ESR and urinary y-GPT increased. Pathological examination showed
increases in kidney and thymus weights, and discoloration of the kidneys. Cell infiltration in the renal
interstitium, and degeneration and regeneration of the renal tubular epithelium were observed. These
changes observed at 1000 mg/kg during treatment were shown to be reversible through the treatment-
free recovery period. During the recovery period after the 4-week treatment, clinical signs such as
relaxed nictitating membrane and myosis appeared in 2 dogs in the 1000 mg/kg group. However, no
histopathological findings of the eye ball and optic nerves of the dogs were noted.

The non-toxic dose of CFCL in beagle dogs administered intravenously for 4 weeks was considered
to be 300 mg/kg because the only adaptive changes to the drug, the increase in urinary-NAG and
eosinophilic granules, were observed at this dose level.



