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Table 1 Body weight changes in dogs before, during and after the administration of cefaclor or cephalexin for
31 days
Daily Do Experimental period (day)
Sex Compound dose |\ og. before dosage during dosage withdrawal

(mg/kg) " [ —17 —10 -3 4 11 18 25 32|39 46 S3 60 67
Male Control - 1 87* 88 87| 87 86 89 87 89
2 88 9.2 92| 92 92 93 9.0 9.1

3 93 92 93[ 95 95 95 95 9795 94 95 95 96

4 79 78 77|78 17 18 18 18| 17 15 14 15 16
Cefaclor 125 | § 91 90 91|91 90 91 89 9.1
[3 11.0 11.0 11.1|11.1 111 111 114 112

7 82 83 85| 86 86 87 86 86| 86 83 84 82 83

8 94 95 95| 96 96 93 96 95|92 92 91 92 94
250 | 9 10.7 10.5 10.8 |10.7 10.2 10.7 10.7 10.8
10 95 94 94| 96 93 93 94 95

11 10.6 10.4 10.4 |10.6 10.7 10.4 104 10.5 |{10.4 10.2 10.3 10.2 103

12 96 92 93|92 92 93 93 93|90 90 89 89 89
500 | 13 85 85 86| 86 86 88 87 8.6
14 10.5 10.4 10.6 |10.7 10.2 10.1 10.3 10.4

15 88 86 87| 85 88 87 86 85|85 85 86 86 87

16 95 94 94| 94 94 93 94 91|92 91 92 95 95
1,000 { 17 10.4 10.1 10.1 (10.2 9.9 10.0 9.8 10.0
18 10.5 10.4 10.5 [10.6 10.4 10.1 9.8 10.2

19 92 91 92( 95 91 89 90 91|88 88 89 89 91

( 20 95 94 95| 96 93 93 95 95|93 92 92 94 95
Cephalexin 1,000 | 21 9.1 90 9192 90 9.0 89 9.2
22 10.5 10.4 10.2 |10.3 10.2 10.0 9.6 10.0

23 82 81 80| 80 80 80 82 81|77 176 176 177 18

24 96 98 97| 95 96 96 96 99| 95 92 94 94 95
Female Control - 25 95 95 94| 94 95 93 95 9.6
26 99 97 96| 96 97 97 96 97

27 64 63 61| 63 63 64 63 62| 62 63 64 63 63

28 69 68 6972 71 71 173 71|69 70 70 71 12
Cefaclor 125 | 29 87 84 83| 85 84 85 86 86
30 99 94 951 95 93 93 94 94

31 10.4 10.1 10.4 |10.5 10.3 10.3 10.3 10.3 [10.4 10.3 10.5 10.5 10.4

32 65 64 63| 64 64 65 66 64| 63 66 66 67 66
250 |33 87 86 87| 88 88 88 88 88
34 88 88 88|90 90 90 9.1 9.0

35 93 92 94|95 95 97 95 97|91 91 93 93 95§

36 87 84 83|85 83 86 86 84| 83 85 85 87 86
500 |37 10.3 102 99102 9.8 9.8 99 10.1
38 87 86 86| 89 88 87 87 87

39 83 82 82| 85 84 84 83 86| 84 85 87 88 88

40 91 88 86| 89 85 85 86 84| 83 82 84 85 86
1,000 |41 90 89 91| 91 87 86 85 85
42 86 84 84| 84 80 81 81 8.0

43 91 90 91|92 89 88 86 83| 86 86 89 89 90

44 90 87 87|89 85 85 84 86| 85 87 88 85 88
Cephalexin | 1,000 |45 10.2 103 102103 99 98 9.8 9.9
46 75 77 80| 82 80 76 18 179

47 85 83 85| 86 84 83 85 85| 83 84 86 87 88

48 77 175 78| 81 78 75 78 80| 76 78 179 80 83

*kg
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Table 2 Erythrocyte and leukocyte counts in dogs before, during and after the administration of cefaclor or cephalexin for 31 days
RBC (10* / cmm) WBC (10? / cmm)
Dail
Sex Compound dos: %"f- Experimental period (day) Experimental period (day)
(mg/ke) before dosage during dosage |- withdrawal |before dosage| during dosage withdrawal
-15 -2 4 13 26 | 40 61| -15 -2 |4 13 26 | 40 61
Male Control - 1 796 739 | 705 753 797 123 101 [ 110 120 131
2 692 722 | 654 640 674 126 135 | 107 125 140
3 752 740 733 723 752 747 765| 143 112 | 110 118 122 | 187 136
4 740 756 | 707 688 714 | 715 716| 117 92 | 8 96 116 | 99 140
Cefaclor 125 S 648 652 | 517 640 630 117 92 {100 82 91
6 676 606 | 618 657 627 126 108 | 101 98 104
7 671 663 | 676 683 692 732 755| 147 104 {112 115 119 | 128 126
8 661 651 | 636 687 654| 644 672| 141 98 | 105 98 97| 101 103
250 9 758 661 | 661 688 722 152 133 | 118 142 164
10 730 684 | 683 704 699 143 137 | 152 131 124
11 756 695 | 648 720 732| 646 726| 136 114 | 108 104 141 | 93 111
12 715 704 | 648 678 691 | 728 668| 119 86 |101 95 97| 93 105
500 13 752 636 | 596 714 703 159 125 | 134 123 129
14 771 714 | 705 715 776 133 115 | 96 100 145
15 712 678 | 678 716 722 702 759| 135 109 |132 128 129 | 111 120
16 813 740 | 695 719 728| 696 713| 128 89 | 105 94 97| 88 97
1,000 17 808 755 | 664 739 683 152 139 | 120 109 122
| 18 685 635 597 623 597 147 119 | 131 105 116
19 751 728 689 683 671 661 702|160 96 | 114 120 101 | 128 105
20 765 667 651 647 703 | 658 691| 158 134 | 114 129 131 | 101 136
Cephalexin | 1,000 21 779 702 | 661 659 664 124 93 | 106 160 120
22 735 730 | 710 749 744 137 82| 93 129 127
23 689 641 | 604 636 597 | 591 679| 145 108 | 114 118 109 | 144 126
24 742 638 | 700 715 684 | 703 704| 135 118 |122 125 130 127 128
Female | Control - 25 813 755 | 747 1770 694 101 94 | 98 104 131
26 71§ 735 699 708 663 145 112 (119 107 104
27 779 799 716 694 726 | 768 802| 144 119 | 147 107 100 | 114 103
28 617 655 | 626 609 588 | 708 645 119 94 | 126 90 95| 104 98
Cefaclor 125 | 29 692 684 | 696 719 702 115 108 | 111 102 100
30 772 747 | 739 712 763 160 173 | 177 142 117
31 653 659 | 615 650 726 | 657 655| 129 97 | 108 101 90 | 100 90
32 659 696 | 653 689 679| 617 666| 136 116 | 96 103 68 | 114 99
250 | 33 697 752 | 727 685 703 108 105 | 105 91 96
34 618 678 | 655 669 679 115 120 | 120 111 105
35 710 742. | 658 681 664 | 696 657| 123 87 84 83 98 | 104 115
36 650 748 | 710 712 747| 790 755| 142 143 | 180 135 137|129 98
500 | 37 779 792 | 770 738 753 156 138 | 135 115 158
38 723 743 | 749 772 764 122 118 [ 109 101 103
39 704 743 | 681 708 680| 673 677| 136 156 | 166 135 119 | 154 225
40 755 704 | 692 664 627 634 689| 152 109 | 98 100 104 | 103 111
1,000 | 41 691 733 | 684 651 664 133 118 | 92 80 72
42 677 626 | 613 677 619 96 108 [ 90 93 111
43 676 660 | 661 677 813 | 661 646| 120 121 | 102 109 83| 109 123
44 796 787 793 736 735| 756 790| 115 120 | 114 97 124 | 118 106
Cephalexin | 1,000 | 45 676 668 | 648 631 621 113 136 | 128 101 142
46 677 658 | 664 651 639 159 153 | 136 133 141
47 688 727 | 730 742 679| 699 704 107 118 | 105 111 134 | 159 113
48 659 668 | 674 723 644 692 659 104 93| 87 71 162| 85 103
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Table 3 Hemoglobin contents and hematocrit values in dogs before, during and after the administration of
cefaclor or cephalexin for 31 days

. Hb (g/dD) Ht (%)
Daily .
Sex Compound dose l?qoog‘ Experimental period (day) Experimental period (day)
(mg/kg) | ™™ |"before dosage | _during dosage | withdrawal |before dosage during dosage | withdrawal
_15 2| 4 1326 {40 61 |-15 2 ["4 13__26 | 40 61
Male Control 1 17.8* 16.5 [15.5 16.9 18.2 54.2* 49.7 |148.7 53.5 S54.5
2 15.8 159 (145 15.5 16.3 48.5 48.4 |45.2 47.3 48.1
3 16.6 16.3 |16.2 162 16.6 | 17.2 17.6 | 52.2 50.3 |50.5 51.2 50.4|52.5 52.0
4 16.2 16.7 |15.2 15.7 16.0| 16.6 17.1 |51.2 51.7 (48.2 49.7 48.0 | 48.7 50.0
Cefaclor 125 5 144 15.2 |14.7 15.1 14.6 46.1 46.0 |44.2 47.0 447
6 15.1 14.7 |14.6 159 15.2 47.8 44.8 [44.0 50.0 46.3
7 149 158 |15.5 155 157 17.0 17.0|46.7 47.5 |47.0 47.7 47.8|51.2 503
8 15.0 15.8 [15.1 159 15.8| 158 16.1|47.7 47.5 146.0 49.4 47.6|47.0 480
250 9 16.5 15.1 [15.1 15.6 16.8 51.2 459 145.1 48.0 50.0
10 17.1 16.5 [16.4 16.6 16.9 53.6 49.3 |50.7 51.7 51.0
11 16.5 16.4 (14,2 158 16.6| 150 16.5!51.8 49.1 143.8 48.8 49.6| 46.2 495
12 15.8 15.8 |14.5 15.6 15.6|17.0 15.3,49.5 47.8 1453 487 47.3|50.0 46.0
500 | 13 16.4 144 |13.5 16.2 15.6 51.4 44.0 :41.3 51.2 485
14 16.7 16.6 |16.2 16.6 17.0 51.3 50.7 149.8 51.3 517
15 16.5 16.4 [16.3 174 16.7|17.2 17.8|50.6 50.3 {50.0 53.2 50.8|51.6 S53.5
16 17.6 16.3 |15.7 16.4 16.0| 15.6 16.5|54.1 50.3 |47.5 49.0 48.7| 46.5 49.0
1,000 17 17.7 17.1 [15.3 174 15.7 55.2 53.0 (47.1 53.2 48.0
18 15.6 15.2 |14.0 15.1 13.6 48.5 45.8 :42.0 46.2 42.2
19 16.4 16.9 |15.8 15.8 15.2| 14.9 16.1 |50.4 S51.3 {49.4 49.0 46.7!45.2 48.0
20 16.8 14.5 [14.7 14.8 15.8| 15.1 16.2 |52.0 44.5 |44.6 46.4 49.0!| 453 475
Cephalexin 1,000 21 16.8 15.9 |149 15.6 14.9 51.5 48.5 146.0. 49.0 46.5
22 159 16.6 |15.9 16.4 16.1 49.0 50.5 248.3 51.5 49.0
23 147 139 {134 144 13.5|13.6 15.2|45.7 428 :41.8 46.0 40.2142.0 46.0
24 16.4 14.6 [15.5 159 15.4|16.8 16.0|50.2 44.8 ;48.8 52.0 48.0!49.5 49.0
Female Control - 25 18.3 17.1 |17.1 16.9 15.7 56.5 52.3 {52.2 52.1 48.0
26 16.5 16.6 |16.6 16.3 149 49.4 50.3 }49.2 50.4 45.2
27 18.6 18.8 |17.9 17.0 17.1|18.5 18.2 |S56.1 56.3 553.2 51.5 52.0,54.2 553
28 144 15.1 |14.8 14.3 13.9|16.7 15.6 |42.8 452 [44.0 44.0 423|483 46.3
Cefaclor 125 | 29 16.1 16.0 |16.0 16.1 15.5 49.0 48.0 [48.0 49.1 47.5
30 17.6 17.6 {17.9 16.7 17.4 53.0 53.5 153.8 51.3 53.0
31 154 159 |149 158 17.2|15.6 15.7|47.4 48.2 {45.5 48.2 52.0| 46.0 47.8
32 15.6 16.1 |15.8 16.2 15.4|14.6 16.1|46.2 48.5 [46.8 49.0 46.5|42.2 473
250 | 33 15.4 16.9 [16.0 15.4 15.2 47.3 51.2 149.0 48.0 47.2
34 140 15.9 [15.3 15.5 15.8 43.3 48.5 {47.0 47.5 49.2
35 16.2 17.4 {153 16.3 15.9|16.7 15.5[49.8 52.0 |46.2 49.5 49.0; 49.8 46.0
36 15.8 1?.4 17.0 16.8 17.4|19.5 17.8|47.0 52.4 |{50.8 51.1 S53.0| 56.0 52.5
500 | 37 | 17.9 17.9 |17.7 166 16.6 543 547 1532 513 502
38 16.5 16.5 |16.8 17.2 16.8 50.4 49.5 {504 53.0 S51.2
39 15.7 16.4 |15.9 16.0 15.3|155 15.1[49.0 50.4 ;49.5 50.5 48.3| 46.8 46.1
40 17.7 16.5 {16.0 15.0 14.4|15.6 15.9|52.3 49.6 [48.0 45.6 44.0| 453 470
1,000 | 41 15.9 16.3 |15.6 14.7 149 50.0 50.5 |48.2 46.3 47.0
42 15.6 14.6 (145 159 14.3 47.5 45.0 |44.8 49.1 43.1
43 15.3 14.7 |15.2 15.7 18.0|15.7 14.6 [ 47.0 45.0 [46.2 48.5 56.3| 46.7 44.5
44 18.6 18.2 {19.3 17.1 17.0|18.2 18.5|56.0 55.5 [57.3 52.2 51.2| 53.3 543
Cephalexin 1,000 | 45 149 14.6 (14.7 14.1 13.5 46.5 44.8 145.0 43.8 422
46 15.1 14.9 (15.1 15.0 14.5 47.0 46.1 [45.5 47.0 45.5
47 15.2 16.6 |16.6 16.4 15.2|16.1 16.4|47.2 49.8 [50.1 50.2 46.5| 49.5 48.5
48 15.2 14.8 |15.3 16.2 14.3|15.6 14.7|47.0 45.6 [46.7 50.0 44.0| 47.4 44.2

* kg
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Table 4 Differential leucocyte counts in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Dau Experimental period (day)
aly - n
sex | Compound dose Dog before dosage during dosage withdrawal
(mg/kg) | No. -15 -2 4 13 26 40 61
ENLM|ENLM ENLM|ENLM|ENLM|ENLM|ENLM
Male Control - 1 4 6325 8* 85533 4 75436 3| 75134 8| 75040 3
2 36430 3| 65637 1 06136 3| 37323 1| 46723 6
3 5 6027 8| 36430 3 36329 S| 37125 1| 85630 6| 37024 3| 35442 1
4 6 562711 | 86123 8 | 154930 6 (115235 2125528 5 (105534 1| 95336 2
Cefaclor 125 5 66223 9107115 4 |10 6126 3|124836 4| 54543 7
6 56525 5135129 7 |13 6322 2164238 4105336 1
7 47021 5 (166219 3 8 6327 2126717 4| 96921 1| 96622 3| 65833 3
8 17617 6 | 28510 3 77614 3| 77021 2| 56431 0| 27917 2| 86719 6
250 9 4 7321 2| 55833 4 2 6533 0| 74943 1{253738 0
10 6 6920 5| 77317 3 97910 2| 76525 3| 76922 2
11 |10 5729 4| 86823 1 |10 6722 1| 76031 2224731 0[105038 2| 65737 0
12 18116 2| 26924 5 27423 1| 95634 1| 66426 4 (125628 4| 36232 3
500 13 56031 4 (125825 5 76725 1| 45043 3| 84742 2
14 6 6623 5§ (125628 4 |21 5719.3[135828 1264031 3
15 §$7717 1| 67815 1 8 7613 3| 67418 2175723 3| 76221 4| 66230 2
16 5 6527 3135333 1 |11 6521 3|135037 0| 75733 31126321 4 (115333 3
1,000 17 6 5141 2 (184437 1 |12 5729 2|115036 3[154735 3
18 6 6226 6 |116123 5 7 7713 3105139 0224723 3
19 13 6318 6 136419 4 |12 7016 2 [116622 1{105037 3156019 6 |105534 1
20 6 6821 5 (105532 3 |11 5431 4| 84843 1263340 1| 95334 4125531 2
Cephalexin | 1,000 21 9 7019 21126323 2 |18 5328 1[106720 3(2957 9 6
22 | 6 6521 8 (154537 3 4 7420 2| 96226 3(215622 1
23 | 8 6822 2 (174240 1 37620 1| 66129 4304424 2| 17224 3 (185227 3
24 |7 6820 S| 77120 2 36331 3| 75538 0| 95533 3165034 0| 95634 1
Female| Control - 25 | 9 5731 3| 95931 1 6 5438 21105633 1| 66032 2
26 | S 5041 4 [115237 2 4 5440 2 /105138 1114642 1
27 |12 6224 2| 85832 2| 4 6826 2| 65041 3| 65833 3| 85631 1| 76230 1
28 [ 5 5339 3| 84347 2 7 4646 1| 54648 1| 74050 3| 34946 2 [105038 2
Cefaclor 125 29 | 5 5931 5 |125236 1 7 6031 2| 45736 3| 55638 1
30 | 6 6327 4 |155726 3 |14 6518 3| 86625 1| 66326 5
31 (19 4634 1105337 1 |11 5829 2| 94644 1| 74249-2 | 84843 1| 65834 2
32 | 37620 1] 37223 2 77117 5| 06928 3| 25641 1| 46627 3| 67222 0
250 33 |12 5136 1| 94050 1 |13 4440 3| 53855 2114443 2
34 | 7 5139 3[104742 1 9 5635 0| 65142 1| 45041 S
35 (14 4737 2 (124641 1 |12 4936 1| 85139 2| 74944 0 (164439 1| 66429 1
36 | 8 7219 1| 36926 2 28314 1| 37422 2255420 1| 85929 4| 75037 6
500 37 | 56726 2| 65929 6 7 6329 1125431 3 (284030 2
38 | 9 4643 2 (214737 1 |19 S128 2{15424]1 2 (144536 S
39 | 4 6428 4| 95633 2 9 5138 2146123 2| 54747 1105633 1| 57221 2
40 1 7224 3 (136026 1 |13 5432 1[125926 3125334 1115731 1| 76425 4
1,000 41 77514 4 (126223 3 |13 6916 2|196118 2 |116721 1
42 |11 5728 4| 94741 3 |13 5235 0| 46130 S |174141 1
43 |14 3749 0 (244234 0 {28 3731 4(103849 31204037 3 (103452 4| 46132 3
44 75828 7| 66231 1 8 6131 0| 75042 1224433 1| 95137 3| 45139 6
Cephalexin 1,000 45 | 5 5933 3| 55536 4 8 5735 0116424 1254430 1
46 [10 5827 5| 96921 1 [10 5930 1({105829 3 (156516 4
47 | 4 6728 1| 76029 4 |15 5438 2| 45044 2184932 1| 57121 3| 65634 4
48 | 7 4648 0| 75634 3 |13 5432 1| 74546 2 (334616 5125431 3 (105731 2

% E : Eosinophile N : Neutrophile L : Lymphocyte M : Monocyte
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Table § Platelet counts and blood clotting time in dogs before, during and after the administration of
cefaclor or cephalexin for 31 days

Platelet (104/cmm) Whole' Blood clotting time (min.)
Daily : . ) . .
Sex Compound | dose ?Qoog Experimental period (day) Exp Experimental period (day)
(mg/kg) ! "~ | before dosage| during dosage | withdrawal | before dosage |during dosage | withdrawal
-15 -2 4 13 26| 40 61 -9 19 53
Male | Control - 1 30.8 34.8 [28.4 '35.2 26.4 9.5 10.0
2 23.6 36.0 |29.6 40.0 30.0 9.5 9.0
3 30.8 36.0 (28.0 34.8 36.4 |20.4 28.0 9.0 9.5 9.0
4 31.6 33.2 (26.8 25.6 31.6 [27.2 26.4 8.5 9.0 8.5
Cefaclor 125 5 28.8 18.8 (28.8 31.6 31.2 9.0 9.0
6 | 47.6 20.0 |31.2 312 21.6 9.0 8.0
7 38.0 24.8 |34.8 37.2 37.2 |26.0 26.8 1.5 8.5 9.0
8 30.0 27.6 |29.6 35.2 24.0 |24.0 26.4 8.0 9.0 8.0
250 9 31.2 21.6 [32.8 35.6 328 9.5 9.0
10 23.2, 29.2 |26.8 34.4 31.6 8.0 9.5
11 30.8 28.8 [32.4 33.6 31.2 |23.6 28.8 8.5 8.0 8.5
12 23.6 22.4 [22.0 32.0 26.4 |24.0 21.2 8.5 10.0 9.0
500 13 34.8 26.8 |29.6 33.2 26.0 9.5 10.0
14 32.0 23.6 |26.8 33.2 21.6 8.5 9.5
15 32.8 24.4 |26.4 252 23.2 284 200 9.0 10.5 9.0
16 32.4 20.8 {21.2 29.2 26.4|28.0 27.6 9.0 10.0 8.5
1,000 17 21.2 28.8 |32.0 28.0 24.8 9.5 9.0
18 19.6 30.0 [29.2 19.2 20.4 9.5 9.0
19 40.0 27.2 (34.0 39.2 33.2 |304 27.6 10.0 10.0 9.0
20 30.0 22.8 |27.2 26.0 22.0 |22.4 24.8 8.5 9.0 9.0
Cephalexin | 1,000 21 28.0 232 (244 224 144 9.0 10.5
22 29.2 26.4 |25.6 31.6 204 8.5 9.0
23 26.4 25.6 |26.0 344 324|156 376 8.5 9.5 9.0
24 34.8 32.0 |33.2 39.6 35.2|30.8 332 8.0 9.0 9.0
Female | Control - 25 36.4 32.4 |37.2 244 336 8.5 10.0
26 33.6 28.4 [34.0 36.0 31.2 9.5 9.0
27 25.2 28.4 |129.6 25.6 27.6 |25.2 24.0 10.5 8.5 9.0
28 28.8 28.0 |34.4 33.2 34.8 |22.8 36.8 9.5 9.5 7.5
Cefaclor 125 29 32.4 27.6 (252 25.2 24.0 9.5 9.0
30 28.0 24.8 [24.4 28.4 32.0 9.0 8.5
31 38.0 38.8 [40.4 34.8 36.8 |32.8 35.6 10.0 9.0 9.0
32 324 36.8 [30.4 29.6 30.8|32.0 28.4 11.0 9.0 8.5
250 | 33 29.6 28.0 |24.0 24.0 24.4 9.0 8.5
34 324 324 (284 332 224 9.5 9.0
35 28.4 31.2 |23.2 27.2 24.8 |30.8 244 9.5 9.0 9.0
36 25.2 31.6 [25.2 30.4 27.6|24.8 29.2 10.0 9.5 9.0
500 | 37 36.4 27.6 (24.8 41.2 324 9.0 8.5
38 24.0 27.2 |31.6 32.0 224 9.0 10.5
39 35.2 25.2 [36.8 21.6. 32.8 |33.2 304 9.5 9.0 8.5
40 25.6 22.0 |23.2 23.6 23.2(27.2 228 9.0 8.5 9.0
1,000 | 41 34.8 25.2 [25.2 31.6 22.0 9.0 9.0
42 23.2 21.2 |22.8 23.2 17.6 9.5 10.0
43 29.6 28.8 |24.0 36.0 34.4|30.8 38.4 9.0 9.5 9.0
44 34.0 32.0 [33.6 35.2 27.2(39.6 34.0 8.5 9.0 85
Cephalexin | 1,000 | 45 38.0 33.6 [27.6 32.0 32.8 9.5 9.0
46 38.4 30.0 [30.4 29.2 40.0 9.0 10.0
47 30.0 29.2 [25.6 36.0 27.2|34.4 31.6 8.5 8.0 8.5
48 29.6 28.4 |26.0 28.0 23.622.0 304 9.5 9.5 9.0
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Table 8 Urinary protein and urobilinogen in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Protein Urobilinogen (Ehrlich unit/dl)
Sex Compound dose Dog Expemn'ental period (day? Experimental period (day)
(me/ke) No. [before dosagg ~ during dosage withdrawal | before dosage during dosage withdrawal
-15 -2 13 26| 40 61 | -15 -2 4 13 26 40 61
Male Control - 1| —* — | % - x 0.1 0.1 01 01 o1
2| - | - + + 0.1 0.1 01 01 0.1
3| — + - + - - - 0.1 0.1 01 01 01| 01 0.1
4 t - + - - - 0.1 0.1 01 01 0.1 0.1 0.1
Cefaclor 125 5| — — * + + 0.1 0.1 01 10 10
6| £ - | = % + 0.1 0.1 01 1.0 1.0
7] % + + + + + - 0.1 0.1 01 10 01 01 01
8| - - - - - 0.1 0.1 0.1 01 0.1 0.1 0.1
250 9| % * + * + 1.0 0.1 01 0.1 1.0
10— - + + * 0.1 0.1 01 10 10
11 | * — + + + - * 0.1 0.1 01 10 10| 01 0.1
12 + + + + — — | 01 0.1 01 10 10| 01 0.1
500 13 | * b + + + 0.1 0.1 01 1.0 1.0
14 | — % + + + 0.1 0.1 01 1.0 1.0
15— - + + + - - 0.1 0.1 0.1 1.0 10| 01 oO.1
16 | * - * + + - - 0.1 0.1 01 40 10| 01 O01
1,000 |17 | £ - + + + 0.1 0.1 40 4.0 4.0
18| — - kS + + 0.1 0.1 1.0 4.0 4.0
19 | * - | % + + | - - 0.1 0.1 1.0 1.0 40| 01 0.1
20 — — + + +| - = 0.1 0.1 40 40 10| 01 01
Cephalexin | 1,000 | 21 | * — + + + 0.1 0.1 1.0 1.0 1.0
22 | % - + + + 0.1 0.1 1.0 1.0 1.0
23 | £ + + + + - - 0.1 0.1 1.0 10 10| 01 0.1
24 | £ + + + + * - 0.1 0.1 1.0 1.0 1.0 0.1 0.1
Female Control - 25 + * 0.1 0.1 01 01 0.1
26 | — - + - 0.1 0.1 0.1 0.1 0.1
27 | — + - + + + 0.1 1.0 01 01 01| 01 0.1
28 | £ - + + + + 0.1 0.1 01 01 0.1 0.1 0.1
Cefaclor 12§ 29 | — - b + + 0.1 0.1 01 01 0.1
30 | + - - - t 0.1 0.1 01 0.1 1.0
31 | £ - | - * * - - 0.1 0.1 01 1.0 10| 01 01
32| — - + - - % 0.1 0.1 0.1 10 10| 01 0.1
250 |33 | — % - - * 0.1 0.1 0.1 1.0 1.0
34 | — + + 0.1 0.1 01 1.0 1.0
35| — — | % - +| - = 0.1 0.1 0.1 01 1.0 | 01 0.1
36| — % + + + + - 0.1 0.1 1.0 10 10| 01 0.1
s00 |37 | — — + + + 0.1 0.1 1.0 1.0 1.0
38 | — —_ - * + 0.1 0.1 0.1 1.0 0.1
39 | — * + + * + — 0.1 0.1 01 1.0 40 | 01 01
40 | = + + + + + + 0.1 0.1 40 4.0 4.0 0.1 0.1
1,000 41 | — - + + + 0.1 0.1 40 1.0 1.0
42 | £ + + + + 0.1 0.1 40 10 1.0
43 | — + * + + + 0.1 0.1 1.0 40 10 | 01 0.1
44 | — - + + + + - 0.1 0.1 40 40 10 | 01 0.1
Cephalexin | 1,000 | 45 | — — + + + 0.1 0.1 1.0 1.0 1.0
46 | * - + + + 0.1 0.1 1.0 01 1.0
47| — - | % + + t + 0.1 0.1 1.0 01 10 |01 0.1
48 | — - - + + - - 0.1 0.1 40 01 0.1 0.1 0.1
*  —: negative +: trace +: 30 mg/dl ++: 100 mg/dl
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Table 9 BSP and PSP test of dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily BSP (ug/dl) PSP (ug/dny
Dog Experimental period (day) Experimental period (day)
Sex Compound dose " ~ =
(mg/ke) No. |before dosage| during dosage | withdrawal before dosage during dosage | withdrawal
-8 20 54 -1 21 55
Male Control - 1 74 105 126 111
2 25 161 63 89
3 123 175 203 118 133 103
4 131 147 175 100 126 42
Cefaclor 125 5 57 133 104 96
6 139 126 100 111
7 180 224 168 89 100 103
8 164 210 203 133 130 110
250 9 147 231 107 118
10 164 203 126 96
11 66 154 168 111 115 65
12 254 336 168 - 130 107 76
500 13 25 154 96 71
14 139 280 148 137
15 157 210 245 133 111 110
16 188 224 259 111 96 65
1,000 17 106 168 118 96
18 164 189 144 96
19 188 273 273 133 130 91
20 139 42 175 107 111 107
Cephalexin | 1,000 | 21 115 154 104 93
22 172 140 89 162
23 123 168 182 115 133 7
24 172 224 189 104 141 99
Female Control - 25 119 112 93 115
26 245 203 126 111
27 266 245 231 141 137 159
28 168 266 140 111 152 115
Cefaclor 125 29 217 224 100 100
30 287 231 107 93
31 182 147 140 93 152 170
32 175 224 182 93 130 163
250 | 33 259 210 152 115
34 210 252 130 126
35 259 378 182 111 133 96
36 266 252 182 107 96 104
500 37 245 238 107 111
38 252 203 130 104
39 84 189 126 111 111 74
40 259 336 105 118 111 93
1,000 | 41 231 168 107 104
42 210 217 107 107
43 196 231 105 115 67 78
44 189 210 161 152 152 122
Cephalexin 1,000 45 210 91 130 107
46 175 112 126 126
47 182 217 231 130 144 167
48 250 126 259 130 137 133
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Table 10 Serum glucose and urea nitrogen in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Glucose (mg%) Urea-N (mg%)
D - - - -
Sex | Compound | dose o8 Expenmfental period (da)f) Expen.m?ntal period (day) .
(mg/ke) No. ppefore dosagd  during dosage | withdrawal | before dosage during dosage withdrawal
-15 =2 4 13 26 40 61 -15 -2 4 13 26 40 61
Male Control - 1|88 77 76 72 73 13.3 14.3 15.6 15.8 14.4
2 18 76 77 62 67 14.7 14.0 16.9 15.0 15.1
3 181 69 | 71 66 69 81 74 | 16.0 16.6 | 21.0 19.6 19.6 154 202
4 |76 69 70 69 72 68 72 | 16.6 16.8 17.0 15.4 14.5 14.5 14.5
Cefaclor 125 5|8 75 5 64 74 132 152 | 17.8 16.6 17.1
6 |83 70 76 64 66 13.8 16.2 17.9 16.2 17.9
7|87 74 75 70 79 77 75 | 144 13.9 13.6 12.2 13.8 122 158
8 | 81 68 74 69 72 78 77 134 13.8 15.9 12.8 12.6 11.7 13.8
250 9177 67 70 67 75 15.1 16.8 16.8 13.8 144
10 |78 71 71 64 75 175 15.4 18.2 13.4 12.7
11 | 85 70 | 71 63 71 71 76 | 17.2 177 | 20.6 16.8 17.0 | 14.0 18.8
12 | 81 68 66 65 74 | 77 72 | 15.8 159 | 15.0 146 14.4 14.1 16.1
500 13 |72 64 69 59 63 140 16.6 15.8 140 135
14 | 85 71 65 71 70 12.2 16.4 15.6- 128 14.3
15 | 78 66 64 69 68 66 68 |15.2 159 14.6 11.8 11.3 | 13.0 16.5
16 | 77 66 69 70 69 69 71 | 149 16.1 152 1.0 123 13.2 14.9
1,000 17 | 69 57 62 63 65 124 14.5 12.8 10.8 9.4
18 | 82 73 72 74 77 13.7 15.3 16.2 13.8 13.2
19 | 88 70 64 72 77 71 74 | 13.1 16.6 19.0 14.2 16.3 15.2 18.6
20 | 77 71 70 67 65 75 83 [ 148 16.0 18.8 14.6 14.0 13.8 17.2
Cephalexin 1,000 21 | 69 61 63 68 65 13.8 16.3 17.5 228 17.0
22 (84 61 74 72 1 14.8 15.4 162 19.8  20.0
23 (8 71 68 63 67 71 68 | 15.3 19.2 | 26.5 20.6 19.7 16.6 20.1
24 | 76 64 60 63 66 61 66 |10.3 121 17.9 13.8 155 14.5 16.0
Female Control - 25 | 65 75 76 75 73 9.1 10.5 11.2 10.1 13.7
26 | 75 70 73 72 75 137 12.9 15.7 15.9 18.2
27 | 58 54 67 67 69 63 61 |11.7 99 | 152 15.5 164 | 189 140
28 {72 70 | 81 78 71 66 72 |[12.8 13.8 16.7 169 228 14.7 134
Cefaclor 125 29 | 66 71 72 72 71 12.7 12.6 15.3 18.2 19.1
30 | 70 73 72 76 69 10.6 9.6 11.0 11.5 11.6
31 (72 72 77 73 70 | 66 64 |16.0 142 16.6 16.8 218 15.9 14.8
32173 72 79 73 69 64 66 |21.8 20.6 16.5 198  21.7 | 221 209
250 33173 76 76 75 75 14.7 17.0 15.6 14.6 18.0
34 | 73 69 90 69 71 179 174 | 206 150 223
35 | 71 64 74 71 75 65 64 | 11.6 13.1 15.2 149 15.6 137 120
36 | 67 65 73 64 68 62 59 | 10.6 9.0 | 108 11.2 14.0 98 131
500 37 | 64 72 70 71 71 13.8 88 | 13.6 12.6 185
38 | 68 70 78 64 68 15.6 135 15.0 132 145
39 | 75 76 77 70 73 76 70 [ 15.0 15.0 | 1S5 142 197 | 204 18.0
40 | 72 63 | 73 67 70 64 63 | 11.0 123 | 143 122 156 9.3 16.5
1,000 41 | 78 72 82 77 72 13.0 143 16.5 10.6 215
42 | 83 67 72 66 67 12.1 11.6 | 142 128 18.0
43 | 74 72 74 66 65 69 66 | 126 119 | 148 109 103 13.7 17.3
44 [ 70 65 73 69 68 65 62 | 14.7 12.8 | 185 11.5 16.4 | 146 14.2
.Cephalexin 1,000 45 | 71 62 81 72 75 15.0 140 | 171 12.8 19.9
46 | 69 63 70 66 69 15.6 125 19.1 17.0 209
47174 73 81 76 79 67 68 | 11.9 118 174  16.1 20.3 116 157
48 70 71 74 65 74 67 65 | 125 13.1 13.8 199 157 16.7 15.2
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Table 11 Serum haptoglobin and total protein in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Heptoglobin (Hb-BC mg%) Total protein (g%)
Dog Experimental period (day) Experimental period (day)
Sex Compound dose - ~ - -
o) No. |beforedosage| during dosage withdrawal | before dosage during dosage withdrawal
(me/ke 15 2| 4 13 26 |40 61 | -15 -2 4 13 26| 40 61
Male Control - 1236 191 {174 179 161 7.00 642 | 639 657 6.55
2 [197 173 | 160 158 265 630 599 |58 592 5.89
3 (239 212|206 201 210 | 268 197 |6.64 628 | 6.25 6.30 6.39 | 6.07 623
4 (219 167 | 178 168 167 | 166 172 [6.39 6.01 | 587 581 585 | 560 572
Cefaclor 125 5 |185 115 | 108 108 109 6.62 622 | 594 578 590
6 (189 166 | 173 158 156 641 6.08 | 598 571 6.07
7 (239 224 | 200 171 152|166 167 |6.53 6.66 | 6.57 590 6.35 | 6.21 6.30
8 229 202|173 166 136 | 174 182 |6.32 6.16 | 6.07 6.01 590 | 508 6.10
250 9 |229 180 | 177 149 126 6.64 607 | 590 589 6.01
10 {196 159 | 160 138 142 680 640 | 6.10 558 5.87
11 |235 207 | 163 135 119 | 168 211 |6.34 6.07 | 558 567 544 | 491 576
12 225 192 | 159 157 129 | 225 195 |6.55 6.26 | 5.62 545 S5.65 | 5.87 6.05
500 13 [227 192 | 216 186 168 7.09 662 | 639 625 6.28
14 [185 227 | 191 159 137 6.70 657 | 599 5.78 5.96
15 {154 146 | 128 117 89 | 126 140 |6.46 622 | 578 583 545 | 567 S5.99
16 {190 167 | 162 151 136 | 172 186 {639 595 | 549 556 572 | 5.60 6.12
1,000 17 (208 187 | 174 140 139 671 655 | 580 6.03 S5.74
18 |208 185 | 163 133 129 6.46 624 | 562 533 522
19 |213 1s1 | 135 113 100 | 146 131 |6.73 6.52 | 567 556 6.25 | 5.54 6.28
20 |231 173 | 168 138 118 | 158 177 |6.64 6.12 [ 580 S5.56 5.96 | 5.62 6.26
Cephalexin | 1,000 | 21 (242 199 | 222 123 168 6.61 642 | 5.74 657 545
22 (248 214 | 212 162 172 6.68 668 | 6.28 628 5.85
23 |181 157 | 165 110 102 | 271 162 |6.28 6.14 | 571 5.62 533 | 581 580
24 | 189 157 | 268 173 144 | 168 154 |6.21 6.12 | 594 553 562 | 549 594
Female Control - 25 |158 117 | 128 146 125 6.00 597 [ 593 570 5.49
26 |137 122 | 131 160 139 591 633 | 610 629 5.87
27 | 143 100 | 136 142 120 | 110 111 |6.25 6.37 | 6.08 6.00 6.06 | 5.99 6.14
28 (174 118 | 120 135 134 | 104 99 [ 6.06 6.23 | 6.35 6.10 599 | 4.67 6.04
Cefaclor 125 29 {158 105 | 108 121 95 640 642 [ 599 593 5.68
30 {133 83| 94 102 73 6.42 6.16 | 6.02 576 S5.74
31 [179 124 | 102 126 104 | 106 133 | 6.21 6.27 | 5.78 5.68 5.80 | 559 589
32 (182 123 | 132 112 118 | 137 167 | 6.02 6.08 | 5.81 S5.87 557 | 5.78 599
250 | 33 (162 103 | 93 93 68 644 646 | 6.06 580 5.57
34 1206 159 | 156 143 137 675 682 | 656 587 5.99
35 |137 116 | 117 128 110 102 131 [ 6.69 6.46 | 6.08 587 583 | 593 599
36 {128 99| 105 120 98| 124 137 [ 6.38 6.31 | 6.10 5.85 595 | 6.08 6.21
500 | 37 {147 145| 147 159 131 652 646 | 621 583 6.67
38 | 162 128 | 122 139 102 6.31 650 | 635 6.33 6.10
39 |196 166 | 157 187 142| 151 176 | 7.13 7.47 | 7.49 7.28 6.52 | 587 1701
40 | 136 113|120 118 87| 102 86| 6.25 646 | 591 574 564 | 526 6.08
1,000 | 41 |165 108 | 93 101 103 6.02 6.12 | 574 S5.15 543
42 | 155 133 | 110 128 113 595 637 | 580 561 572
43| 95 140| 26 50 88| 101 115|581 6.06 | 559 540 6.12| 570 5.99
44 (177 146 | 124 93 86| 134 129 | 6.50 6.27 | 6.04 S5.11 561 | 6.06 608
Cephalexin | 1,000 | 45 |223 134 | 125 144 138 623 638 | 595 526 5.40
46 | 184 125|129 133 158 6.18 566 | 5.76 545 5.4§
47 | 182 131 132 138 135| 230 151|631 6.61 | 6.16 566 591 | 6.00 621
48 [ 163 140 | 119 216 132| 231 144 | 6.27 627 | 557 570 515 | 574 599
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Table 12 Serum total cholesterol and triglyceride in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Total Cholesterol (mg%) Triglyceride (mg%)
Dog Experimental period (day) Experimental period (day)
Sex Compound dose No. [before dosage| during d i duri i 1.
(mg/ke) 8! uring dosage withdrawal | before dosage uring dosage withdrawal
-15 -2 4 13 26 | 40 61 -15 -2 4 13 26 40 61
Male Control - 1 (189 160 | 155 154 15§ £2 56 62 88 68
2 (164 146 | 142 132 143 36 50 48 48 56
31172 160 | 148 140 138 151 142 66 66 54 68 52 36 60
4 1162 152 | 150 137 138 152 141 60 58 56 58 58 42 60
Cefaclor 125 S |175 156 140 129 118 44 42 42 72 46
6 | 155 137 | 108 106 96 44 54 44 56 46
71194 178 | 119 127 106 | 150 144 60 58 56 56 60 50 48
8 (172 174 | 130 135 120| 151 148 54 58 60 92 72 54 60
250 9 1192 198 | 138 117 107 56 56 52 62 50
10 | 215 221 | 168 141 118 54 84 84 86 94
11 (167 173 {114 105 101 146 129 54 50 64 84 58 48 56
12 | 247 256 | 168 162 140 269 222 60 76 80 100 102 56 54
500 13 [201 216 | 173 144 127 54 56 76 108 74
14 184 202 (138 118 110 46 62 74 84 52
15 (201 216 [ 160 115 128 206 200 42 64 82 84 80 56 66
16 | 170 170 | 127 113 98| 195 177 42 58 68 102 62 54 80
1,000 17 {174 188 | 105 93 91 56 68 64 86 68
18 [185 189 {105 90 95 46 52 68 82 66
19 |205 214 | 121 122 120 225 208 48 58 56 80 62 72 62
20 {176 174 | 102 96 86| 174 171 44 72 68 90 78 84 74
Cephalexin | 1,000 21 {168 173 | 120 106 146 36 46 52 60 64
22 [176 156 | 114 113 106 42 44 44 74 46
23 [165 169 | 130 117 115| 209 163 40 46 76 68 66 54 56
24 | 116 117 | 101 96 72| 134 124 32 40 42 48 50 52 50
Female Control - 25 | 97 102 | 99 106 118 40 48 26 40 66
26 [136 158 | 139 160 140 40 56 52 64 70
27 | 181 200 | 182 194 202 | 192 164 42 40 50 72 58 56 40
28 (133 158 | 156 186 181 | 163 118 48 56 50 58 56 56 28
Cefaclor 125 29 | 153 149 | 121 128 130 44 34 46 52 64
30 | 140 132 [ 110 106 103 38 32 24 42 40
31 (172 186 | 135 136 147 186 176 34 46 42 52 66 46 40
32 (124 145 (109 117 114 165 137 76 48 24 78 52 74 34
250 33 (152 178 | 129 106 108 42 44 46 40 68
34 (158 190 | 138 123 128 52 66 62 52 98
35 | 151 192 | 154 169 168 | 178 139 56 80 82 114 120 42 46
36 | 168 193 | 146 140 122 198 192 50 40 44 56 58 60 50
500 37 {157 181|110 99 115 50 48 44 88 68
38 | 140 158 | 117 114 10§ 54 48 42 34 88
39 (127 126 | 94 89 80| 137 123 42 38 42 44 66 46 44
40 [ 127 130 | 90 116 127 177 136 46 38 74 96 94 44 48
1,000 | 41 |162 152 (100 75 104 50 44 60 56 154
42 | 136 143 | 92 90 100 38 46 34 52 88
43 [ 116 119 | 83 81 84| 142 122 40 34 30 36 52 40 42
44 [ 144 166 | 104 79 88| 158 142 56 58 50 58 104 74 46
Cephalexin | 1,000 | 45 (132 153 | 105 97 80 34 34 40 32 40
46 | 155 153 | 137 124 136 40 50 72 46 120
47 | 144 170 | 136 121 114( 216 189 50 60 78 58 94 72 62
48 | 160 175 | 115 140 105| 188 150 38 42 46 40 52 48 34
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Table 13 Serum phospholipids and chloride in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Sex

Compound

Daily
dose

(mg/kg)

Phospholipids (mg%)

Chloride (mEq/])

Dog

Experimental period (day)

Experimental period (day)

No.

before dosage]

during dosage

withdrawal

before dosage

during dosage

withdrawal

-15

-2

4

13

26

40

61

-15 -2

4 13 26

40 61

Male

Control

360
360
401
334

360
334
360
334

320
307
334
307

360
334
320
307

307
360
360
280

280
320

347
360

111.9 1123
109.5 109.0
105.2 109.4
112.3 989

1025 113.6 1189
102.3  119.0 117.3
109.6 117.5 109.1
1107 117.6 117.1

107.5  109.4
106.3 1122

Cefaclor

125

250

1,000

O 00 NN O n W=

e
N - O

T
AN AW

D =
S v ® 2

200
320
347
347

401
414
334
441

427
401
401
334

360
374
414
347

334
307
374
360

374
414
347
441

347
387
320

347
347
374
320

334
267
307
307

320
360
280
360

307

240
240
254
267

240
267
227
374

294
254
280
254

227
247
280
214

280
254
280
294

254
267
214
294

267
214
240
227

187
187
267
200

334
360

334
521

467
387

401
454

441
334

494
360

307
307

104.8 104.5
109.6 111.1
108.2 106.0
107.9 1104

106.6 112.8
1025 109.0
108.4 107.0
104.6 105.8

106.3 107.7
105.5 105.2
103.9 104.8
1108 109.7

1105 102.2
103.3 107.7
103.0 109.9
111.1 106.4

1127 109.5 112.6
112.7 116.8 109.8
103.9 117.8 109.9
108.2 113.3 107.6

111.9 1121 107.1
108.0 117.2 109.1
1123 1203 119.1
107.2  119.2 116.8

112.8 116.6 108.0
1109 1189 111.0
107.4 121.8 115.0
110.3 120.5 108.8

107.1 118.0 115.2
109.0 116.8 120.5
121.0 116.3 1159
116.3 117.6 104.8

1104 1138
108.2 1114

101.8 1159
101.3 1106

105.5 108.6
1034 1035:

102.7 106.9
100.5 113.1

Cephalexin

1,000

NN NN
W N -

347
360
347
254

320
267
307
227

347
254
254
200

227
280
254
214

320
307

108.8 105.8
109.5 110.1
110.3 1052
104.6 116.2

107.1 1138 1054
110.8 115.1 107.5
103.9 117.3 119.0
105.0 122.8 118.7

110.8 111.1
105.5 1134

Female

Control

NN DN
00 N N L

320
360

401

267
360
427
334

427

267
260
441
374

294
320
441

414
294

115.6 115.6
127.1 1151
120.4 117.0
125.6 112.6

112.6 118.0 109.1
116.2 1133 118.1
106.8 112.8 1188
112.0 1148 119.1

112.7 108.1
116.8 1116

Cefaclor

12§

250

1,000

W oW W N
N - O W0

W oW W W
AN AW

HwW W w
S 0 ®© 2

S S D
W -

427
374
441
347

401
414
360
454

387
360
334
307

401
334
334
374

374
294
374
401

401
414
334
360

347
334
294
320

347
307
307
360

254
307
280

280
307
374
320

280

294
334

187
227
227
214

294

294

360
387

307
360

307
334

387
320

334

307
320

307
334

117.7 1177
118.7 1187
120.3 1189
113.1 113.1

127.9 1119
123.0 1174
113.5 1135
1204 1204

120.1 120.1
125.1 1207
1245 1214
128.7 1125

125.9 121.1
127.3  119.0
117.1 120.8
122.6 122.6

115.7 119.1 119.6
117.5 1152 1118
1185 1205 114.3
1148 1204 1104

112.8 115.7 104.9
1145 1138 105.6
1102 115.6 111.0
104.0 113.3 109.2

1109 114.8 1053
120.8 111.8 104.1
116.3 1101 109.1
120.0 113.2 109.0

121.8 116.7 110.0
106.7 1148 1115
117.0 116.4 119.5
117.3 120.0 115.0

1174 1153
1135 1131

116.0 1138
1121 1120

119.1 1115
1174 1124

1139 1137
117.0 1149

Cephalexin

1,000

S H B
~N N a

294
387
374
360

»
oo

320
347
360
360

254
294
320
294

254
307
294
334

214

401
374

334

118.2 1193
124.2 1203
1235 1208
119.5 118.8

120.0 111.1 1165
1144 1167 115.6
1152 1159 114.8
115.3 105.6 1127

1199 1138
122.0 114.8
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Table 14 Serum GOT and GPT ‘activities in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily SGOT (Karmen U/ml) SGPT (Karmen U/ml)
Dog Experimental period (day) Experimental period (day)
Sex Compound (r::;: No. |before dosage|  during dosage | withdrawal | before dosage during dosage withdrawal
o -15 -2 | 4 13 26| 40 61 | —15 -2 4 13 26 40 61
Male Control - 1127 22|22 23 23 30 32 22 33 29
2(39 24 (21 21 20 40 25 22 30 17
3131 25 |30 22 24| 14 24 12 10 10 11 10 10 14
4123 29 27 21 21 16 22 24 14 17 18 17 20 18
Cefaclor 125 5(3 30|30 37 32 25 24 26 54 38
625 22|30 27 24 20 18 23 29 20
7(28 29 |26 26 24| 16 25 24 19 21 23 21 23 24
8|21 22|24 22 25| 13 22 22 20 22 35 54 36 30
250 9123 23 |25 27 29 10 14 16 16 16
10123 20|24 25 23 21 21 20 29 22
11|27 26 | 28 30 30| 18 21 12 11 12 15 14 13 12
12 (30 24 | 28 26 24| 15 23 24 21 22 29 25 22 23
500 { 13|26 25 | 22 25 24 27 28 27 42 29
14 | 21 35 31 30 30 12 16 13 17 12
15127 24 | 26 30 24| 16 24 26 25 25 41 25 24 25
16 |30 20 | 24 26 26| 15 27 30 31 32 47 34 26 25
1,000 17 | 47 23 25 33 31 36 29 28 35 32
18 |22 22 | 23 23 29 10 13 15 12 9
19 {35 26 | 32 30 28 13 26 15 9 18 19 14 5 11
20 | 26 19 22 21 24 13 19 27 21 32 38 23 22 31
Cephalexin | 1,000 | 21 [ 26 23 [ 24 31 66 21 21 18 34 719
22 (29 26 |32 26 26 16 22 31 33 21
23 /30 23 |30 26 16| 15 24 29 21 24 27 18 16 18
24 [ 32 23 | 34 29 28| 23 31 11 13 15 17 12 14 13
Female Control - 25 | 20 21 19 18 16 18 19 26 21 21
26 | 19 24 23 24 19 23 18 17 25 22
27 | 27 19 17 17 15 16 21 69 15 14 i1 10 13 11
28 | 21 24 21 16 20 16 22 35 14 14 12 12 18 16
Cefaclor 125 | 29(19 26 | 21 21 18 16 18 20 15 17
30(19 52|21 21 21 70 58 26 18 22
31| 22 26 19 17 17 23 20 30 28 30 30 27 26 30
32| 32 35 21 22 19 27 23 128 168 59 17 21 18 18
250 33| 30 51 25 24 23 25 27 23 19 21
34 | 20 31 21 21 21 22 23 20 17 18
35 (31 31| 22 24 17| 28 25 34 17 19 20 17 18 16
36|28 24.{19 21 19| 23 21 | 155 33 29 18 21 22 27
500 37119 22 17 19 19 35 12 14 11 7
38|31 24|18 19 17 178 34 21 22 14
39121 26 |22 25 271 21 2 35 21 21 18 21 18 19
4024 30|22 29 21| 25 27 24 41 21 15 17 30 21
1,000 | 41|24 30 | 23 27 24 13 9 6 5 9
4221 26 | 21 21 16 61 23 40 26 25
4326 34 | 22 27 28| 22 21 27 23 24 22 21 20 16
44 118 32 (21 22 21| 23 21 20 18 20 15 24 16 22
Cephalexin | 1,000 | 45|21 34 [ 26 22 26 13 6 9 13 7
46 | 18 24 17 19 15 33 16 21 17 16
47119 31 | 25 44 24| 27 22 24 35 43 25 23 25 28
48 | 18 27 | 24 24 19| 65 23 25 15 20 14 15 91 31
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Table 15 Serum Al-P and LDH activities in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Dally Al-P (KA/dD) LDH (mU/ml)
Sex Compound dose Dog Experimental period (day) Expe.rimental period (day)
(me/ke) No. [before dosage| during dosage | withdrawal | before dosage | during dosage withdrawal
-15 -2 | 4 13 26 |40 61 |-15 =2 4 13 26 40 61
Male Control - 1179 54|47 55 14 155 84 | S2 68 56
2|54 42|36 65 58 158 210 | 68 132 122
3 (133 11.6 [105 118 11.8|11.6 9.4 | 261 272 (108 300 220 83 146
41140 114 | 9.8 11.3 120|121 89 93 395 |[145 313 143 90 157
Cefaclor 125 5174 51|49 62 6.7 158 150 87 114 77
699 74|74 85 8.1 112 162 | 93 225 173
71128 98| 7.6 9.0 11.6|11.8 8.5 |130 368 (163 240 117 St 126
8 (104 69|69 79 85| 96 83113 170 | 95 154 N1 36 118
250 9199 72|63 65 69 93 111 70 78 59
10 |106 85| 80 81 9.0 118 91 66 53 85
11| 74 51|47 58 58| 49 38123 231 (194 133 175 63 123
12 |11.7 87| 74 8.1 102|147 9.6 | 176 193 | 98 115 96 45 92
500 13| 81 63| 54 67 9.5 184 227 63 125 117
14| 56 45| 40 44 58 182 161 95 83 171
15 (10.1 83| 7.8 83 9.0|114 9.6 | 129 115 (104 112 59 39 88
16| 81 65|51 6.7 76| 92 6.7 ]|171 81 79 102 101 54 178
1,000 17| 54 38| 34 49 7.2 146 82 (112 S5 72
18| 86 58| 5.1 6.0 6.5 135 151 74 75 176
19 |20.7 14.7 |11.8 132 17.1|16.8 159 | 156 139 [ 96 91 82 34 150
20 97 65|56 6.0 81[11.8 6.9 |180 161 69 151 121 50 99
Cephalexin | 1,000 | 21| 5.1 40| 36 S5 69 97 75 78 69 176
22| 83 60| 58 62 5.1 216 216 |146 233 67
23 (142 105 (105 11.3 11.1 (123 94 | 141 126 |134 189 170 30 100
24 | 59 47|51 51 51| 45 38270 322 (172 225 206 [230 293
Female Control - 251 95 86|80 7.6 65 57 40 41 40 32
26 |11.2 11.2 [10.2 10.2 8.1 45 95 9 76 43
271109 109 [10.6 102 9.0| 68 6.6 | 71 65 31 65 71 |105 105
28| 72 72|48 43 45| 36 37| 95 91 (117 64 99 82 101
Cefaclor 125 29179 79|59 56 5.6 85 85 (112 112 44
30 67 67|56 54 63 45 73 | 48 48 49
31 88 88|76 72 72| 70 172|108 127 69 42 55 |108 78
32| 74 74|52 61 59| 65 59122 122 | 51 124 65 |[120 136
250 | 33|95 95|69 67 6.3 107 112 | 85 85 54
34| 88 88|95 76 88 97 79 | 69 36 51
35| 63 63| 43 48 54| 43 40128 128 |140 99 36 [160 114
36| 72 72169 65 54| 56 6.4 118 118 91 91 57 59 81
500 | 37] 95 95| 82 74 117 81 81 [102 102 102
38| 84 84| 61 61 65 42 68 70 124 88
391 63 63|52 50 54| 50 51| 48 142 75 156 82 61 75
40 74 74| 46 46 70| 59 51106 130 | 46 121 87 87 84
1,000 | 41| 56 56| 43 35 6.1 133 151 84 88 150
421 177 17|50 50 77 49 149 | 53 71 32
43 53 53| 46 43 59| 59 40121 240 | 82 167 77 79 132
44 1100 100 | 82 59 54| 63 64| 60 131 58 45 S0 49 47
Cephalexin | 1,000 | 45| 5.6 56| 43 35 4.1 66 262 (111 134 88
46| 79 79| 69 61 14 15 152 (110 115 82
471 70 7.0 87 69 63| 65 6.1 | 68 142 (110 96 56 |111 50
48 | 63 63 54 54 45| 65 42| 71 175 (118 90 66 52 43




voL. 27 S-7 CHEMOTHERAPY 829

Table 16 Serum total bilirubin and creatinine in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Total bilirubin (mg%) Creatinine (mg%)
Dog Experimental period (day) Experimental period (day)
Sex Compound dose - 4 . i
(mg/ke) No. | before dosage | during dosage | withdrawal | before dosage during dosage withdrawal
-15 -2 | 4 13 26 (40 61 | -15 -2 4 13 26 40 61
Male Control - 1 ]0.13 0.12 {0.15 0.15 0.14 0.80 0.77 { 0.81 0.79 0.79
2 (0.12 0.12 {0.13 0.13 0.13 0.85 0.80 [ 0.89 0.80 0.80
3 10.14 0.12 |0.14 0.14 0.15)0.14 0.14 | 0.90 083 [ 090 090 0.90 0.73  0.90
4 (0.15 0.14 {0.14 0.14 0.13(0.16 0.12 | 0.83 0.82 | 0.83 0.81 0.76 0.73  0.86
Cefaclor 125 5 |0.16 0.15 |0.14 0.16 0.13 080 080 (0.86 078 0.74
6 [0.15 0.14 {015 015 0.15 0.90 093 | 1.00 090 0.88
7 {0.13 0.14 {0.13 0.13 0.15|0.16 0.13 | 0.80 0.70 | 0.75 0.65 0.63 065 084
8 |0.14 0.15 |0.15 0.16 0.15|0.15 0.13| 0.80 0.76 | 0.87 0.77 0.64 0.69 0.84
250 9 10.15 0.14 |0.15 0.16 0.1S 1.00 086 | 0.96 084 072
10 {0.14 0.13 |0.14 0.14 0.15 0.90 0.80 | 0.87 0.80 0.66
11 |0.14 0.14 |0.14 0.15 0.13 {0.13 0.12 | 090 090 | 0.95 086 0.81 074 092
12 (0.16 0.15 [0.14 0.15 0.14 |0.14 0.13 | 092 0.79 | 0.80 0.79 0.68 0.65 0.80
500 13 (0.13 0.14 [0.14 0.11 0.13 090 0.75 | 0.81 0.76 0.70
14 (0.14 0.14 (0.15 0.14 0.13 1.02 0.83 | 0.92 0.83 0.76
15 |0.15 0.15 {0.15 0.15 0.15|0.16 0.14 1.00 0.86 | 0.88 0.80 0.73 0.70 0.87
16 |0.15 0.14 [0.14 0.15 0.15|0.14 0.13 | 098 0.80 | 0.84 0.76 0.65 0.67 0.84
1,000 17 |0.14 0.16 |{0.15 0.17 0.15 090 082 | 0.82 0.75 0.63
18 |0.14 0.16 |0.15 0.15 0.16 096 090 | 093 0.90 0.73
19 |0.15 0.16 |0.15 0.17 0.16 [0.14 0.13 | 0.94 090 | 095 081 0.73 0.68  0.90
20 |0.15 0.14 [0.16 0.16 0.16 |0.14 0.13 094 0.87 | 093 0.82 0.70 0.67 0.85
Cephalexin 1,000 21 |0.15 0.16 {0.14 0.31 0.15 0.92 0.84 | 090 095 0.77
22 |0.1S 0.15 {0.14 0.15 0.16 090 0.85 092 095 093
23 |0.14 0.14 |0.14 0.14 0.13(0.13 0.13 | 090 0.88 | 1.00 0.91 0.84 0.67 0.82
24 |0.15 0.16 |0.15 0.16 0.15(0.18 0.14 | 091 0.79 | 1.02 0.81 0.73 070  0.80
Female Control - 25 |0.13 0.13 {0.12 0.12 0.1S 0.64 0.65 | 0.67 0.68 0.68
26 (0.12 0.13 {0.11 0.12 0.11 0.80 0.85 0.83 0.81 0.88
27 (0.14 0.20 |0.11 0.11 0.14{0.14 0.14 0.80 0.85 0.80 0.82 0.79 0.82 0.82
28 (0.10 0.14|0.11 0.12 0.12}0.12 0.12 0.68 0.65 0.67 0.78 0.80 0.86 0.86
Cefaclor 125 29 (0.12 0.15|0.10 0.12 0.11 0.72 0.72 | 0.72 0.80 0.70
30 {0.12 0.15 |0.13 0.12 0.18 0.75 0.85 | 0.82 0.80 0.70
31 {0.13 0.13,0.13 0.11 0.12|0.14 0.12 0.80 0.87 | 0.88 0.87 0.88 0.90 0.90
32 |0.12 0.13|0.11 0.08 0.13|0.12 0.11 | 0.83 085 | 091 0.88 0.82 092 097
250 33 |0.10 0.13]0.10 0.11 0.10 0.74 079 | 080 0.78 0.72
34 |0.12 0.14 |0.11 0.12 0.10 0.74 0.80 | 0.88 0.84 0.80
35 [0.12 0.15{0.11 0.11 0.10|0.10 0.11| 0.70 0.75 | 0.77 0.72 0.70 083 077
36 |0.12 0.17 {0.12 0.12 0.14 |0.18 0.13 0.68 0.70 | 0.73 0.70 0.70 0.74 0.74
500 37 (0.12 0.15]0.12 0.11 0.12 080 080 [ 085 080 0.53
38 (0.12 0.15 |0.12 0.16 0.12 072 0.79 | 0.71 0.77 0.70
39 {0.14 0.130.11 0.11 0.10|0.11 0.11 0.79 0.89 | 0.82 0.88 0.85 0.87 0.90
40 (0.12 0.17 [0.11 0.10 0.11]0.12 0.13| 0.80 0.83 | 080 0.77 0.70 082 087
1,000 | 41 |0.13 0.15 [0.11 0.16 0.1§ 0.80 0.85 | 0.84 0.83 0.84
42 |0.12 0.13|0.11 0.11 0.11 0.80 0.82 [ 0.82 0.78 0.86
43 |0.12 0.16 |0.12 0.15 0.14(0.12 0.11 | 0.73 0.80 [ 0.75 0.80 0.79 0.80 0.81
44 |0.14 0.15]0.12 0.12 0.11{0.12 0.12| 070 0.79 [ 090 0.81 0.80 0.77  0.80
Cephalexin | 1,000 | 4S [0.14 0.14 |0.10 0.14 0.10 0.72 079 | 089 090 094 .
46 [0.12 0.11 |0.10 0.11 0.10 0.77 0.77 | 0.84 0.88 087
47 |0.12 0.13)0.10 0.12 0.11{0.10 0.12] 0.78 0.80 | 0.89 0.95 0.90 0.86 0.97
48 (0.13 0.14]0.10 0.15 0.10]0.10 0.12| 0.72 0.70 | 0.77 0.88 0.80 0.80 0.80
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Table 17 Serum sodium and potassium in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

. Sodium (mEq/l) Potassium (mEgq/l)
Daily " " - -
Sex Compound dose Dog Experune.ntal period (da.y) Experimental period (day)
No. | before dosage during dosage |withdrawal | before dosage] during dosage | withdrawal
(mgfke) 15 —2 | 4 13 26|40 61 |-15 -2 | 4 13 26| 40 &1
Male Control - 1 (155 150 | 151 156 151 4.7 5.2 |48 5.1 5.1
2 {148 149 [ 147 150 151 438 54 |49 4.9 5.0
3 [153 143 [ 147 151 142|155 157 |S.1 53 (5.0 5.3 46 | 48 4.7
4 (153 140 | 145 152 145 152 152 | 4.8 5.0 |5.2 5.3 48 | 49 48
Ceraclor 125 5 (151 144 | 147 149 148 5.1 5.0 |45 52 49
6 |143 140 | 145 149 149 4.8 4.8 | 5.1 5.1 5.2
7 (147 138 | 143 151 148 | 154 155 [5.2 4.5 |47 §52 47| 47 46
8 [150 154|146 151 150 | 151 154 |S.0 43 | 5.1 5.6 54149 46
250 9 |152 140 | 149 143 143 52 48 (48 46 4.7
10 152 144 | 149 148 149 4.8 49 | 4.7 48 48
11 [150 146 [ 148 152 147 | 148 156 |4.9 4.8 | 47 55 49| 48 47
12 |148 140 (147 149 145 | 147 150 | 4.8 4.9 | 49 53 49| 45 41
500 13 |152 152 | 147 156 157 5.4 60 |49 49 56
14 |155 157 | 147 150 154 5.1 54|46 49 53
15 [153 144 | 148 149 155 | 153 151 | 4.8 48 | 45 4.9 5.1] 45 4.6
16 |156 148 [ 150 151 153 | 155 153 | 4.8 49 | 48 52 54| 48 45
1,000 17 151 145 [151 157 154 4.8 49 | 45 52 52
18 (152 142 [ 145 167 157 4.9 4.6 | 47 54 53
19 |152 143 [ 144 153 149 | 155 155 |S5.0 47| 46 50 52| 49 49
20 |152 147 | 144 150 149 | 155 155 |S5.2 49 | 48 51 52| 49 S0
Cephalexin | 1,000 | 21 [150 147 |149 154 158 4.6 48 | 45 47 56
22 |154 149 [ 147 158 150 4.5 49 | 47 50 5.0
23 (154 152 |148 160 150 | 154 140 | 4.8 49 | 48 55 53| 47 41
24 (153 149 | 146 160 156 | 156 148 |S.1 56| 49 67 59| 53 5.1
Female Control | - 25 (178 160 | 152 163 155 5.7 50| 49 S5.1. 47
26 (169 158 | 149 155 152 5.1 53| 48 50 5.0
27 |151 160 | 146 157 150 | 155 153 | 4.8 53| 49 56 57| 47 48
28 (160 154 | 144 151 148 | 152 152 | 5.2 55| 48 56 57| S.1 4.9
Cefaclor 125 29 (161 147 | 148 157 159 5.1 50( 44 52 50
30 {167 159 [ 148 158 156 5.1 521 42 49 52
31 |166 155 [148 156 154 | 150 153 [ 5.2 54] 5.1 54 50| 50 49
32 |179 156 [143 157 157 | 152 155 | 6.0 59| 46 54 55| 5.0 5.2
250 33 [169 153 [149 157 154 5.4 55| 47 49 55
34 |163 154 [145 155 152 4.6 48| 4.7 47 49
35 |178 156 [146 153 154 | 152 150 | 5.7 60| 5.8 5.1 55| 49 5.0
36 |167 156 [150 160 157 | 150 150 | 5.0 53| 44 49 50| 46 4.5
500 37 {167 159 [151 160 154 5.5 51| 47 50 50
38 |164 158 | 147 152 150 5.1 5.1| 4.7 48 4.7
39 {162 150 [152 154 155 | 152 152 | 5.3 52| S§.1 48 51| 5.6 5.1
40 (156 157 | 146 152 1517| 153 151 | 4.6 53| 44 50 47| 48 4.5
1,000 | 41 |156 154 |151 156 155 4.7 5.0] 5.0 49 5.6
42 (160 156 | 146 153 160 4.9 52 43 48 58
43 |151 152 | 149 149 166 | 154 153 [ 5.0 51| 49 49 56| 47 5.0
44 |156 161 [151 158 163 | 156 153 | 4.6 49| 47 52 48] 48 4.1
Cephalexin | 1,000 | 45 (167 158 | 146 157 160 5.4 48| 49 43 50
46 |158 162 [160 156 158 52 5.1 55 49 5.1
47 {159 158 [ 150 158 157 | 154 152 | 5.1 51| 51 52 49| 51 438
48 1157 158 (160 152 157 | 154 154 | 5.0 52| 52 46 46| 5.1 4.9




VOL. 27 S-7 CHEMOTHERAPRPY 831

Table 18 Serum calcium and magnesium in dogs before, during and after the administration of cefaclor or cephalexin for 31 days

Daily Calcium (mg%) Magnesium (mg%)
Dog Experimental period (day) Experimental period (day)
Sex Compound dos: No. | befare dosage during dosage withdrawal |before dosage during dosage withdrawal
(mg/ke) -15 -2 | 4 13 26 |40 61 |[-15 -2 4 13 26 40 61
Male Control - 1 /108 10.8|10.8 11.2 10.6 22 20 (21 21 2.1
2 (10.3 10.3 (10.0 10.3 10.3 20 19 |19 20 20
3 (11.1 10.3/10.0 109 10.0]10.3 10.0 | 2.1 20 (21 21 2.0 2.0 2.0
4 |110.6 10.0|10.0 10.0 100 95 9.6 | 2.1 21 (21 21 2.1 20 2.0
Cefaclor 125 5 |10.8 10.6|10.3 103 9.7 2.1 1.9 120 20 2.0
6 |10.8 9.8 |10.0 10.9 10.6 20 20 |21 21 22
7 |10.6 10.6 |10.3 115 10.3|10.3 10.5 | 2.0 1.8 (20 22 2.1 1.9 2.0
8 [10.8 11.1|10.0 109 103| 99 103 (20 21 |20 21 2.0 1.9 1.9
250 9 |11.1 98106 100 9.7 2.1 1.7 |19 18 1.8
10 {114 103|103 10.3 10.6 2.1 1.8 |2.0 20 2.0
11 |10.8 9.5|10.0 106 100| 99 98| 22 18 |21 22 21 1.9 2.0
12 |10.6 9.8]10.3 103 97| 9.9 100 | 2.1 1.9 |20 20 1.9 1.8 1.9
500 13 [11.4 11.7{10.8 11.5 115 22 22 |19 22 22
14 (108 11.7|10.6 10.3 10.6 23 22 |20 22 2.2
15 |11.1 10.6|108 10.3 10.6| 99 103 | 22 19 |20 20 2.1 1.9 2.0
16 (10.8 10.3(10.3 10.0 10.6|103 105 | 2.0 1.9 |19 1.9 2.1 1.8 1.9
1,000 17 |11.1 111|111 109 109 22 18 (18 20 2.0
18 (11.1 10.3|10.3 11.5 10.3 22 20 (21 24 2.1
19 |11.7 10.6|10.3 10.3 103|103 11.0| 20 2.0 |20 21 2.1 1.9 1.9
20 (11.4 10.3|106 10.6 10.6| 103 11.2 | 24 2.1 |21 22 2.2 2.0 2.1
Cephalexin | 1,000 | 21 |11.1 108|106 11.2 109 20 20 (19 22 2.1
22 {11.1 10.6|10.3 11.2 10.0 22 21 (21 2.3 2.2
23 |11.4 10.0{10.0 10.9 10.0|10.6 94| 22 20 |21 2.4 2.1 1.9 19
24 (108 10.0| 9.8 109 103|103 98| 23 23 |23 2.4 25 2.2 2.1
Female Control - 25 |12.8 117|105 11.3 10.8 23 21 {19 2.1 2.2
26 (114 122 {107 115 11.0 21 22 (20 22 20
27 |10.3 120|105 11.7 11.2[105 104 | 20 2.1 (2.0 23 21 2.2 2.0
28 (11.2 120108 11.5 108|105 108 | 2.1 22 |20 2.1 2.1 2.1 2.0
Ceraclor 125 29 [11.9 120105 11.9 12.0 22 22 |21 22 21
30 [11.7 11.5]108 11.3 115 21 20 |19 2.1 1.9
31 |11.9 109|102 11.1 11.5|103 106 | 23 21 |2.0 21 21 2.0 2.0
32 |119 115102 11.3 11.5|10.8 106 | 24 23 |20 22 21 2.0 21
250 33 {12.1 124103 11.3 11.3 23 22 |20 22 21
34 {119 12.2]10.8 11.1 108 21 22 (22 21 22
35 |12.6 11.7|106 11.9 113|107 108 | 22 21 |20 20 1.9 1.9 1.8
36 |11.0 11.5|10.5 11.3 11.3|105 106 | 2.1 21 |20 22 20 | 20 1.9
500 37 [12.3 12.2]108 11.7 11.2 22 22 |21 22 23
38 (11.9 12.2]108 11.7 11.0 24 23 (20 2 20
39 [11.4 11.5]10.5 11.5 10.8|10.1 106 | 24 24 |22 22 23 | 22 2.1
40 |11.0 11.7|100 11.3 107|108 108 | 2.1 21 |19 21 20 1.9 1.9
1,000 | 41 |11.0 11.3|10.2 11.1 10.8 23 23 |22 22 23
42 |11.0 12.0|10.2 11.3 125 22 21 (20 21 25
43 |112 122|106 11.3 112|107 106 | 22 24 |21 21 24 | 21 21
44 [11.0 12.0|108 11.3 115|105 108 | 2.1 22 |23 22 22 |20 2.0
Cephalexin | 1,000 | 45 |11.9 117|103 115 125 25 23 |21 21 24
46 [11.2 11.5(108 11.7 117 22 21 |23 21 22
47 (107 11.7|10.8 121 11.2{103 104 | 21 21 |21 23 21 1.9 19

N
oo

11.7 117110 117 117|108 106 23 22 |23 22 21 |20 20
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Table 19 Hepatic cytochrome P-450 content, aniline hydroxylase, aminopyrine N-demethylase and acid phosphatase, and renal acid
phosphatase activities in dogs after the administration of cefaclor or cephalexin for 31 dyas
Liver Kidney
Daily Cytochrome Aniline Aminopyrine Acid Acid
P dj N-demethyl
Sex Compound dose Dog 450 hy ro.x'ylase em.e' ylase phosplh.atase phosphatase
No. content activity activity activity activity
(mg/kg) - -
nmol/g nmol/g nmol/g nmol/min/mg nmol/min/mg
Male Control - 1 31.15 7.66 0.85 3.98 8.69
2 22.50 5.52 0.75 4.20 8.39
(26.83) (6.59) (0.80) (4.09) (8.54)
Cefaclor 125 5 23.75 2.45 0.74 3.69 8.25
6 24.90 1.83 0.74 4.24 9.75
(24.33) (2.14) (0.74) (3.97) (9.00)
250 9 17.89 3.06 0.74 4.08 10.49
10 22.50 0.92 0.75 3.32 8.08
(20.20) (1.99) (0.75) (3.70) 9.29)
500 13 18.37 2.76 0.75 3.94 8.19
14 17.69 - 0.75 3.90 8.56
(18.03) (0.75) (3.92) (8.38)
1,000 17 21.15 2.76 0.77 3.84 9.55
18 19.90 2.15 0.77 4.24 9.81
(20.53) (2.46) 077 (4.04) (9.68)
Cephalexin | 1,000 | 21 14.71 2.76 0.74 5.73 8.80
22 22.31 1.84 0.86 4.59 791
(18.51) (2.30) (0.80) (5.16) (8.36)
Female Control - 25 22.31 9.40 0.48 3.67 1.22
26 21.54 7.05 0.40 3.90 9.40
(21.93) (8.23) (0.44) (3.79) (8.31)
Cefaclor 125 29 22.21 7.46 0.44 3.43 8.12
30 33.27 8.68 0.52 3.55 8.78
(27.74) (8.07) (0.48) (3.49) (8.45)
250 | 33 23.94 6.03 0.48 3.61 8.91
34 18.85 5.62 0.38 3.30 9.33
(21.40) (5.83) (0.43) (3.46) 9.12)
500 | 37 23.46 6.54 0.48 3 9.24
38 21.25 6.84 043 345 8.90
(22.36) (6.69) (0.46) (3.58) 9.07)
1,000 | 40 18.75 5.00 0.34 2.92 10.06
41 19.33 5.82 042 3.69 893
(19.04) (5.41) (0.38) (3.31 (9.50)
Cephalexin | 1,000 | 44 25.19 7.35 0.35 4.32 7.15
45 25.77 8.89 0.49 4.02 8.47
(25.48) (8.12) (0.42) (4.17) (7.81)

() : mean values

D, FEHRBFOHHIT L O LM UM IR E T HIC
>t CTNSIEARDIRRE, BE LS & ORI
Ao, 125 mg/kg HERETS, ADWBBITEH S TN
\ZHEI% X 7zo CEX, 1,000 mg/kg #¥5RETHIZIZMH
FRDSiARZ 5 L 726 35 ARz L O, CCL B LT
CEX #e55mEE iz Mo iz L2uvizmiL 72,

(2) (KEZAL BT HEMG (Table 1) : CCL &

U CEX WFhoEERC BT, SREHCHLN, &
TEAKCHEEREOEER A SN - 12,

(3) 1H/kE: : CCL, 500 # X tf 1,000 mg/kg, CEX,
1,000 mg/kg 4RS5BT FKRIINAA Shtds, K
I X O i hic@EBIL 22,

(4)  MHESEIARR (Table 2~5) : CCL kU CEX
B ABETRSIA® 26 A BICAKM MO FHEREE
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Explanations for photographs

Renal cortex of a control male dog. H. E. staining, X 400 : Yellow pigment granules (ar-
row) are seen in the proximal tubular epithelial cells.

Renal cortex of a male dog administered CCL, 1,000 mg/kg/day, for 31 days. H.E. staining,
X 400 : Slight increase in the number of yellow pigment granules (arrow) are observed in
the proximal tubular epithelial cells compared with that of control.

Renal cortex of a male dog administered CEX, 1,000 mg/kg/day, for 31 days. H. E. stain-
ing, X 400 : Slight increase in the number of yellow pigment granules (arrow) are seen in
the proximal tubular epithelial cells.

Liver of a control male dog. H. E. staining, X 250.

Liver of a male dog administered CCL, 1,000 mg/kg/day, for 31 days. H. E. staining, x
250 : No notable changes are seen.

Liver of a male dog administered CEX, 1,000 mg/kg/day, for 31 days. H. E. staining, X
250 : Slight hyperplasia of the Kupffer cells is seen, but the hypatocytes are normal.
Proximal tubular epithelial cells of a control female dog. X 4,200 : Large autolysosome-
like granule (Ap) containing amorphous material is seen in the center.

N : Nucleus, Mt : Mitcchondria, Mr : Microvilli, Ar : Apical vacuole, Ly : Lysosome, Bm :
Basement membrane

Proximal tubular epithelial cells of a male dog administered CCL, 1,000 mg/kg/day, for 31
days. X 3,000 : High density autolysosome-like granules (Ap) containing membranous ma-
terial are see at either side.

N : Nucleus, Mt : Mitcchondria, Mr : Microvilli, Cz : Clear zone, Ly : Lysosome, Bm : Base-
ment membrane

Proximal tubular epithelial cells of a female dog administered CEX, 1,000 mg/kg/day, for
31 days. x 2,400 : Numerous autolysosome- or lysosome-like granules are seen.

N : Nucleus, Mt : Mitochondria, Mr : Microvilli, Ly : Lysosome, Bm : Basement membrane
Hepatocytes of a control female dog. X 4,200: Well develored microvilli surrounding the
bile canaliculi (Bc) are seen. Glycogen granules (Gly) are dense in the glycogen fields.
Mt : Mitochondria, Ly : Lysosome, Mb : Microbody, rER : Rough endoplasmic reticulum
Hepatocytes of a male dog administered CCL, 1,000 mg/kg/day, for 31 days. x 5,400 :
The figures (Aly) in which the cytoplasma surrounded by 1 or 3 layers of membrane
are seen in the lower 3 hepatocytes. The density of the glycogen fields (Gly) decreased.
N : Nucleus, Mt : Mitcchondria, Mb : Microbody, Ly : Lysosome, SER : Smooth endoplasmic
reticulum

Hepatocytes of a male dog administered CEX, 1,000 mg/kg/day, for 31 days. x 5400 : Slight
swelling of mitochondria (Mt) and increased sER are seen.

N : Nucleus, Mb : Microbody, Bc : Bile canaliculi
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(5) B8t (Table 6~7) : CCL kU CEX #
EABO—THY CHREK T HRIERUEE SR
SICIFRERROMEMARY S hichs, fhoieBiciIZAt
RBESNIED -1

6) RFB (Table 8) : CCL, 500 X7 1,000 mg
kg SR TIREFORE AL, ROBMEICEER
Uvuv) /=¥ vomER»ss S A, BIERE
BFHICREIRA 5N h - 12, CEX, 1,000 mg/kg 5
BTHERORBELERD S SN, TAREED 2 4
(No. 21 ¥X U No. 22) cHEhHIiIc—BHOEMK
BBHEsS LN, L LMOREHEEEICIIRENE
Hohiih - o

(71 BSP KU PSP &k (Table 9) : CCL Xi3 CEX
WFhOBRSEHCHN TS, BSP XU PSP omthi#
ERNBEEENEL, B, BLhomFHutiicEs
(F &Y (RAG IR

(8) MMt ARE (Table 10~18) : CCL &
U CEX g% 5B TR0 a v x5 o -, #IEE
BIXONT o VOBEETENY 27 2) FOR
Elnb iR I h b, MOREEBICIIEFT T NER
(A CACY (RAG ISP AN

9) FRUOBORERZ (Table 19) : i CCL kX
U CEX #5583, FBAEEY YD cytochrome P-
4650 48, 7= VKBRItEBREROBRERLHA LN
18, #ETi3, CCL, 1,000 mg/kg H5BICDH, TD
ErssShic. ThoEKRMBEREROBL S, FE
Bo#inhsd 270, FekE U TIRER VY ~NVERL
to —H, BERRT 7 2 —¥EBICONTES L,
o CEX 5B THEE 2 7 7 4 — ¥ EHOREH
mn, H#D CCL B 5HTERE X7 » 2 —€EHEOD
BEBNsL SN,

10 [R#%E : CCL 31U CEX #50&&YT, B
B8, 2) v 7 v BIUOHEBFNRETESHRRI
KRB SN 5 o

() Ms2EE (Table 20~21) : > CCL 1,000
mg/kg ¥y58i% L CEX 1,000 mg/kg #5HED—
BeEERE®EERN, CCL kU CEX ¥ 5ifH#RT,
fF, BIERCETREROERERNKCHRER DR
BER I,

13 B RUHEEFTR (Table 22, 23) : B (Photo
1~3) : CCL 1,000 mg/kg # k78 CEX 1,000 mg/kg
DEREPO—IPT, BRELBERSASNIH, HE
N EZR A oI, FRRICOEET 2EMREE
LRty e e R BN O WINER S S S ic DA T,
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coiEmsd 35 BEOKETEIBEL 720

JF (Photo 4~6) : CCL 500 mg/kg Pl E¥ XU CEX
1,000 mg/kg #E5EO—IFT NIRKICEE ZFFEADS
Aohtzds, EEZEANICRFRRICEEIRD ST,
—WOFY T v ¥ —FRDO~EY T o - RDEEH
MMBHSNIICTEE Dote TNHEMTOTNRD
35 BRORETEHEL 1o

HEHAR : CCL 500 mg/kg LIt CEX 1,000 mg/
kg BEBRO—FEHYCHEFNIC TR XUETR
IR ER Il D REEERASA S htchs, 35 HEOD HRIEIC
LhEEL

B : CCL 500 mg/kg Ul t# & CEX 1,000 mg/
kg # 5B THIRNIC BBORENRNS Schs,
BEMICRERZADSNIID 270 TOEIROTNS
35 ARDKETEEL 72

B8 : CCL 31U CEX #5RTHBIRRMROME
nAERTHIEE SNz, CCL 3k CEX ##5ifmE
BEETYH, ChoDEMBBDLSNEHNH -1,

Zofh : BB OREERMMZERL B TRERINC
RiRBHiROBEREX, MR TRERRLZRL LBY
T, BB v BROBLENS MROERIA S It
CEX, 1,000 mg/kg #¥58##ED—#H (No. 21) icExe&
U CHFEIRE v 72 2IBEFEX 450, Fik ReH
12, 1BZE, BB BIUMAERELLL O N

U EoFRRLAC, I, KBk &8 B, +i
g, ZeRg, @RS, B, BRER, N, TEEK EER, §nr
PR, SREL, FE, B, R B, ®RE, XBNE
B, BEMHRE, HRE, WEKY) o8, BRRY v
5, RUKRUE 7 (UBREAL) K20 THRIEDESEIC
EHETZLEZIOSNIREFREBBD SNED - 1,

1y =BERR

& (Photo 7~9) : CEX 1,000 mg/kg 541 EhL
PR RIS @ autolysosome BRFEH O IR BE H4fm A3
H5N1cDHT, CCL #E5HTIINTho fE5RICE
DT HXRG & RBALOAEA/NEEIC OV TERIZE
HoNEh o1

FF (Photo 10~12) : CCL 1,000 mg/kg K& CEX
1,000 mg/kg 54T FFEEMIEAD autolysosome
RN OREHEMMBA S NIcDAT, MoMIBA/NGS
IS & ZRIZBAD Shidh -7,

% =
R e — 2 v Kic CCL 713 CEX %kt 31 HRY
BOF/S L AZRICEODTHE I W —BERE, B
i, WEBITTHTH - 7o
WEekid, —icRKICEDEEORST K, LiFLiE
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BEAERSRENEZSI MY, 4E0 CCL, CEX X
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KROBEICE3EE EDbNE,

CCL kU CEX KRE#S5HTBLLVKFEROR
E#NBE Sl BOXERATRMRBRRICHEDS
N BRI RAE bRl P o # e RIER D IR EE S L
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BIUBREET CCL B5HOBEHERNERYET + X 7
7 4 —¥EEOEE FRS, Bicki) 3Ky ARO
EHAE KL T3 LER Shhs, Coftuciz
PSP 2B THEEXAHY, CCL KU CEX ick 3H
FEEIIAEDERICBNTIRIZEAERN D ERDN
tzo FRITHBNTS, NEICTFMARICEEEEDT, B
SRMIC & autolysosome AEERN D BEFHEIM D A DD
Stz BERMICIFFAKL L TEYRBBERTERICR
BERLh o705, BT + X7 7 4 —EiEIIRER
LT, kT HEDHEMBREOTTELRD
5, AEiC k) FROZE(IZMEEL CCL BXU CEX
HICFBEEERIITV IO EBDN S,

ABEOERT, CCL ¥/:13 CEX 2#EL —¥0D
D2 v/ —{ifIC~EY F o — S XOBREHER
UFKIIMRNT + 7 0 & VEORBED TRERROBS S
s, MRERICHMBRE, ~E7 o vy, ~=<}
7Yy ME, BRMBRYEORBICRELL, BificT
b, FFHRR, ERKBRICEREL BDUL-KOT,
CCL XU CEX JuciAMfEm-omaErEEEmg
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WdDEEZSNB, Dt CCL BXU CEX 50
—ERD B T RBKEHED ORI OIF B ER 81,
BHRICBOTRER TS X CEERRBICE Y 2175
BRIINA S 7D, —BEEREEZHEL TEA 7L
EEZ D E0IL, BENSEE RBRY L OB Hh
bDEBHLNB,
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SUBACUTE TOXICITY STUDY ON CEFACLOR IN BEAGLE DOGS

Fuminiko KoBAayasHi, MINORU MATSUURA and TosHIAK! HASEGAwWA
Shionogi Research Laboratory, Shionogi & Co., Ltd,,

Subacute toxicity study on cefaclor (CCL) was carried out in beagle dogs, 24 males and 24 females, by
giving the compound orally for consecutive 31 days. Several toxicological parameters were examined before,
during and after the administration of CCL, and compared with those of cephalexin (CEX). The dose levels
tested were 125, 250, 500 and 1,000 mg/kg/day for CCL and 1,000 mg/kg/day for CEX.

In male and female dogs given CCL, especially in higher dosage groups, the following findings were ob-
served as the toxic signs of CCL; (1) vomiting, salivation and diarrhea during and after the administration,
(2) slight increase in the concentration of triglyceride in the peripheral blood, (3) slight swelling of the liver
and kidney, (4) slight increase in the activity of acid phosphatase in the liver and kidney, and (5) slight in-
crease in the number of autolysosome-like granules in the liver cells and in the epithelial cells of the pro-
ximal tubules of the kidney under the electron microscopic observation. The dogs given CEX also exhibited
the similar toxic signs as observed in the animals administered the same dosage of CCL. All of these
findings, however, were minor changes to be mentioned and recovered after the withdrawal of either com-
pound. No other toxic findings were observed by the administration of either CCL or CEX. It is concluded,
therefore, that subacute toxicity of CCL in beagle dogs is similar to that of CEX qualitatively and quantita-
tively.



