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Fig. 2. Group mean body weights — female.
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Table 1-1. Hematological findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week [No.[ Mean |No.|Mean P [No.[Mean P |No.|Mean P [No.[| Mean |No.|Mean P |No.|Mean P |[No.|Mean P
Hemoglobin -2 |6]15.08 |3(16.33 |2|1495 |6 (14.50 |5]|16.80 |3 [15.60 |3 [16.70 |6 [15.93
(g/dl) -1 |6]15.12 [3(15.90 |3|14.77 |6 (14.48 |6|16.98 |3 (15.67 |3 [16.83 |6 [16.30
4 6|15.17 | 3 [16.00 3115.23 614.90 |6(17.30 |2 |15.50* |3 [16.90 |6 [16.55
8 |6(15.70 |3[16.63 |[3[15.20 |[6(15.20 (6 |17.40 |3 |15.60* |3 |16.40 |6 |16.47
13 | 6[15.20 |3 (15.67 |3(14.77 |6 (13.92* [6|16.93 |3 |14.67 |3 [15.10 |5 |14.70*
19 |3(15.30 3 (1410 |3(17.93 2 [13.85
Red blood cells -2 |6]| 645 [3|6.87 |2]630 (6612 |5| 7.06 [3|6.60 |3]|6.97 |6]| 6.70
(x10'2/1) -1 |6| 652 (3673 |3]|620 (6618 |6| 7.17 [3|6.63 |3]| 7.13 |6]| 6.88
4 |[6| 643 (3663 [3]630 [6]|625 (6| 727 |2 6.40* |3]|7.07 |6 6.93
8 |6] 672 |3]|7.00 [3(6.37 |6|645 [6| 7.32 |3]|6.63* {3]690 |6] 6.95
13 |6] 652 |3]|653 |3|6.07 |6]|587**|6| 7.08 (3] 6.20* |3]| 6.23* |5]| 6.28*
19 |3] 6.57 3(16.00 |3]| 7.47 21 5.90
Hematocrit -2 [6] 042330458 [2] 0415 |6 0.405 |5 0.468 |3 | 0.437 (3| 0.463 | 6 | 0.444
un -1 |6] 0429 (3| 0.448 |3 | 0.413 (6| 0.409 |6 | 0.473 |3 | 0.437 |3 | 0.473 |6 | 0.456
4 [6] 0.420(3]0.438 [3]|0.416°(6| 0.410 |6 | 0.478 |2 | 0.426*(3 | 0.467 | 6 | 0.456
8 |6 0439|3|0.461 (3| 0.420 |6 | 0.421 |6 | 0.481 |3 | 0.435*|3 | 0.454 |6 | 0.456
13 | 6| 0428 3| 0.436 |3 | 0.410 (6| 0.387*(6 | 0.473 |3 | 0.415 |3 | 0.422 |5 | 0.419*
19 |3 0.428 3(0.398 |3]| 0.493 2] 0.389
Mean cell -2 |6|65.62 [3(66.70 |2 (6585 |6 (66.18 |5]66.30 |3(66.20 |3 (66.43 |6 [66.23
volume (f1) -1 (66578 [3]66.63 |3 66.67 |6 (66.07 |6|66.02 |3]6593 |3(66.30 |6 ]66.25
4 |6(6520 |3]6597 |[3(66.03 |6/6548 |6 6575 [2(66.60 |3[66.10 |6 |65.83
8 |6[65.33 |3(65.93 |[3(65.97 [6]65.20 |6 (65.72 |3(65.50 |3[65.80 |6 [65.55
13 |6[65.62 |3(66.63 |3 |67.57* |6]65.90 |6 |66.82 |3(66.77 |[3/67.60 |5 [66.70
19 |[3]65.13 3166.43 |3 |65.87 2 166.00

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05 **p= <0.01.
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Table 1-2. Hematological findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week [No.| Mean [No.|Mean P [No.|Mean P|No.|Mean P [No.| Mean [No.|Mean P |No.|Mean P [No.|Mean P

Mean cell -2 |6[2340 |3(2380 (2(23.75 [6(23.70 (5| 23.80 |3 23.60 (3[23.93 [6(23.75
hemoglobin -1 62320 |3(2360 (3(23.83 (62342 (6| 23.68 (3 23.60 |3[23.60 |6 [23.67
(pg) 4 |6]2355|3|24.13 |3(24.20 |6(23.80 |6 23.82 |2 24.15 |3 [23.90 |6 [23.87
8 62337 |3|23.73 |323.87 |6(23.55 |6 23.77 |3| 23.50 |3|23.77 |6 |23.68
13 |6]23.32 |3]23.97 |3)|24.33*|6(23.72 |6 23.90 |3 | 23.60 |3 |24.23 |5]23.36
19 (3] 23.27 3123.50 |3 23.97 2123.50
Mean cell -2 63565 |33570 |2|36.00 |6(35.80 |5| 3588 |3| 3570 |3]36.03 |6 |35.88
hemoglobin -1 6| 3527 | 33543 (33573 |6(3545 |6 3590 |3]| 3583 (33557 |6|35.75
concentration 4 |6]36.15|3|36.53 |3]|36.60 |6/36.37 |6 36.22 |2 | 36.35 |3]36.17 |6 |36.28
(g/dD) 8 [6]3578 |3)36.03 |3]36.17 |6/36.13 |6 36.18 |3 | 35.90 |3|36.17 |6 |36.08
13 |6 3553 |3)|36.00 |3)|36.03 |6/36.00 |6 3575 |3| 35.37 |3]35.83 |5]35.04
19 (3] 35.73 313540 (3] 36.43 2 | 35.60

White blood -2 |6| 145 [3]12.7 2(14.2 6 (12.2 51135 |3 11.9 [3]13.7 6 (12.0

cells (x 10%/1) -1 6129 (3121 3113.7 6 |11.4 6136 |3]|11.9 [3[13.4 6113.3

4 [6]13.2 [3]10.6 3127 6(11.8 6120 |2]| 124 |3]14.0 6]14.9

8 |[6f126 |3[11.1 3(13.7 6110.1* (6119 |3]| 129 [3(|14.5 6]13.2
13 (6] 125 [3]13.1 3(15.9 6 [12.2 611.7 |3| 144 |3|19.2* |5]|17.6*

19 (3] 17.7 3 (12.0 3| 12.7 2(11.8
Neutrophils -2 |6 935 |3 87 |2 834 |6/ 8.11 5| 10.01 {3| 826 (3| 8.04 (6| 8.94
(x10°N) -1 6| 792 (3| 668 (3| 7.73 |6|6.36 (6| 9.87 |3| 7.99 (3| 6.82 |6| 8.20
4 |6| 791 3| 5.18*|3| 698 |6]|6.97 |6| 691 |2| 6.10 (3| 6.39 [6| 9.63
8 |6| 7.70 |3]| 6.00 [3| 7.18 |6 5.19**|6| 7.83 |3| 835 3| 7.16 [6| 7.88
13 (6] 7.60 [3]| 830 |3 | 866 |6[7.66 |6| 7.78 (3| 838 [3|11.78 |5|12.36*
19 |3] 12.27 31806 |3| 853 2| 6.43

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05

**p=<0.01,

Table 1-3. Hematological findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week [No.| Mean [No.|Mean P |No.[Mean P |No.[Mean P|No.| Mean [No.|Mean P [No.|Mean P [No.|Mean P

Lymphocytes -2 |6 426 |3(3.01 2457 |6|3.16 5| 2.89 (3| 2.72 [3]4.47 6| 2.34
(x 10%/) -1 |6 436 |3(4.37 31531 |6(4.21 6| 3.03 [3| 2.78 |3|5.39* (6| 4.26
4 (6] 418 |3]4.23 31486 |[6][3.63 6| 3.87 |2| 467 [3]6.07" [6]| 3.76

8 |6 401 |3(4.24 3| 567 |6]3.93 6| 339 [3]| 3.08 |[3]6.16** |6 | 4.14

13 | 6] 4.10 [3[4.22 3| 5.85* |6]3.33 6| 3.14 |3| 451 |3]5.83 5| 4.03

19 [3] 4.58 313.12 3] 3.01 2| 3.9

Monocytes -2 |6 0.58 |3(0.36 2|05 |6(0.36 5[ 031 |3] 0.19 |3[0.54 6| 0.26
(x 10%/1) -1 |6 0.30 |3{0.37 31023 |6]|0.44 6| 047 |3]| 0.45 [3]0.27 6| 0.53
4 |6| 044 (3045 31020 |6]0.52 6| 068 |[2]| 0.73 |3]0.66 6| 0.69

8 |6] 045 (3]0.28 31009 |6]0.28 6| 030 [3| 027 |3]0.34 6| 0.58

13 |6] 033 [30.25 3]1026 [6(0.26 6| 031 |3]| 0.09 [3]0.45 5| 0.37

19 |3] 0.58 310.53 3] 0.50 2] 0.57

Eosinophils -2 |6 032 |3(0.54 21079 |6(0.54 5[ 025 |3]| 0.70 |3 (0.67 6| 0.42
(x 10%1) -1 |6 033 |3(0.67 31047 |6(0.40 6| 020 (3| 0.65 [3]0.89 6| 0.30
4 (6] 066 [3]0.78 3]066 |6]0.63 6| 056 [2| 0.85 [3]0.89 6| 0.80

8 |6 042 |3(0.61 31076 |6(0.72 6] 039 [3] 1.24 [3]0.83 6| 0.57

13 (6] 0.48 [3]0.33 31114 |6/0.90 6| 044 (3| 1.43 {3]1.17 5| 0.87

19 (3] 0.31 310.30 3| 0.62 2| 0.76

Basophils -2 |6 0.00 |3(0.00 210.00 |6(0.00 5] 000 [3]| 0.00 [3]0.00 6| 0.00
(x10%1) -1 6| 0.00 |3]0.00 31 0.00 |6]0.00 6| 0.00 {3 0.00 |3]0.00 6| 0.00
4 |6 0.00 [3]0.00 3(0.00 |6]0.00 6| 0.00 (2| 0.00 |3]0.00 6| 0.00

8 |6 0.00 [3]0.00 310.00 |6]0.00 6| 0.00 3| 0.00 |3]0.00 6| 0.00

13 (6] 0.00 (3]0.00 31 0.00 |6]0.00 6| 0.00 [3( 0.00 |3]0.00 5| 0.00

19 |3] 0.00 310.00 3] 0.00 2| 0.00

Statistical significance assessed by comparison with control using Student’s t-test, *p=<0.05 **p=<0.01.
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Table 1-4. Hematological findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control | 120 | 240 ] 500 Control [ 120 [ 240 ] 500
Index Week |No.| Mean [No.[Mean P [No.[Mean P[No.[Mean P[No.| Mean [No‘ Mean P [No.[Mean P[No.[Mean P
Platelets -2 |[6(346.7 (3 (286.7 |2]400.0 |6370.0 |5]294.0 |3 |353.3 |3(376.7 |5 (344.0
(% 10°/) -1 |6]370.0 |3]300.0 (3(380.0 |6|333.3 |6|306.7 |3|376.7 |3 (353.3 |6 (378.3
4 |(6(331.7 |3)226.7* |3 (313.3 |6[318.3 | 62850 |2[390.0 |3 [266.7 |6 (331.7
8 |6|341.7 |3 |266.7* |3 {363.3 |6|303.3 [6]285.0 {3 ]323.3 |3|356.7 |6 (313.3
13 |6]310.0 |3(320.0 |3 [420.0* |6350.0 |5(258.0 |2 |400.0 |3 |426.7* |5 |378.0
19 |3]320.0 31326.7 |3]310.0 2 |435.0
Prothrombin -2 |6 7.87|3| 783 |2| 7.65 |5 7.9 (5 7.84 |3 8.07 |1 7.00*|16 | 8.00
time -1 |6 7.78 |3 7.87 |3| 7.77 |5 740 (6 7673 8.07|3| 7.80 |6 7.93
(sec) 4 |6 7.73|3| 7.77 |3| 7.63 |6 742 (6 7823 7.73(3| 7.87 |5 8.00
8 |5 764|3| 797 |3| 7.70 |5 7.58 |6 7.63|3 8.07)3| 7.7 |6| 7.58
13 |6 8403 | 843 |3| 8.17 |6 8.30]6 8.55 (2 840 (3| 817 |5| 8.56
Activated partial| -2 |6 17.03|3 | 16.70 |2 | 16.65 |6 | 18.07 |5 | 17.66 |3 | 18.47 (1] 20.00 |6 | 17.72
thromboplastin -1 (6| 17.72 13| 17.67 (3| 17.30 | 5| 18.28 |6 | 17.18 |3 | 18.53 |3 | 18.53 | 6 | 19.00*
time (sec) 4 (5| 16.66 3| 17.57 (3| 17.10 |6 | 17.22 |6 | 17.17 (3| 18.70 |3 | 17.20 |5 17.92
8 |5 19.10|3| 18.00 (3| 17.97 |6 | 18.33 |6 | 18.52 (3| 19.23|3 | 18.67 | 5| 18.40
13 |6 15.82 (3] 1550 |3 | 1587 {6 | 16.15(6 | 1547 |2 | 16.60 |3 | 16.20 [ 5| 16.08

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05.

Table 2-1. Blood biochemical findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500

Index Week | No. | Mean | No. [Mean P{No. |Mean P{No. |Mean P|No. | Mean |No. |Mean P|No. [Mean P|No. [Mean P

Glucose (mmol/T) -2 |6 [610] 3 5.63*| 2 6.15 ) 6 6.05 5 580 | 37| 630 3 560 | 6 | 570

-1 66173 57313 ] 610] 6 588 | 6 588 | 3 6.37*| 3 557 | 6 | 5.53

416|573 53713 610]| 6 575 | 6 580 | 3 593 | 3 563 | 6 | 5.65

8 16| 55]3 5.00*) 3 550 | 6 533 [ 6 523 | 3 553 | 3 510 | 6 | 513

13 (6 |548)3 | 5303 | 557 |6 538|6| 5473 | 560|3 [ 510/ 5] 518

19 | 3| 533 3| 517(3 | 530 2 | 510

Total protein -2 |6 | 588(3 603 | 2 59.0 | 6 573 | 5 576 | 3 5731 3 58.7 | 6 | 58.0

@n -1 |6 [588|3) 5833 ) 5906 | 53|61 575|3| 583[3 ] 580]6]|57.3
4 (6 (56.2)3) 5803|587 6| 5886 | 568|3 | 5873 | 5723 6 | 60.0°
8 (6577 3] 587|3(573|6]| 52)6]| 55|3|573|3] 572.3(6 | 603

13 (6 (57213 ) 59.0]|3 | 5836 | 580|5| 5703 | 5873 | 570/ 5 | 58.6

19 | 3 | 59.7 3| 5733 | 517 2 | 59.0

Albumin (g/1) -2 | 630003 3100 2 |250 |6 (2017 |5 |3040 ) 3 2967 | 3 | 2967 6 30.50

-1 6 (2983)3 (2933 |3 [29.00 6 [29.00] 6 |30.67| 3 |30.00] 3 |3033( 6 [3017

4 )6 129673 |31.00 |3 30336 (3050 |6 |31.50| 3 |31.67| 3 |3067 | 6 [31.33

8 6 )20.67|3 (3133 )3 30336 2983 |6 |30.8 (3 |31.00|3 |30.00] 6 [3067

13 [ 6 30.00) 3 (31.00 | 3 |30.33 |6 |29.67 | 6 |31.67 | 3 |30.67 | 3 | 2067 | 5 [30.20

19 | 3 |32.67 3 |32.00 | 3 [34.00 2 133.00

Albumin Globulin | -2 | 6 |1.048( 3 (1057 | 2 |1.000 | 6 |1.043 | 5 | 1.120 | 3 | 1.0% | 3 | 1.025 | 6 [1L.111

ratio -1 16 [1036)3 |1.010] 3 |096 |6 |1.072 |6 (1.145]| 3 |1.061 | 3 1101 | 6 [1.111
4 (6 (10263 |1.147 | 3 [1.069 | 6 [1.083 | 6 |1.246 | 3 | 1.174 | 3 [ 1.151 | 6 |1.101**
8 |6 |1.066| 3 |1.146 ( 3 [1.123 | 6 [1.018 | 6 |1.202 | 3 | 1.178 | 3 | 1.102 | 6 [1.038**

13 {6 (1.106)3 |1.109 | 3 (1.083 (6 (1.055| 5 1229 |3 |1.097 | 3 | 1.091 | 5 |1.066*

19 | 3 [1.220 3 11264 | 3 |1.441 ’ 2 |1.269

Statistical significance assessed by comparison with contro] using Student’s t-test, *p= <0.05 **p= <0.01.
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Table 2-2. Blood biochemical findings in dogs intravenously treated

with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week | No. [ Mean | No. (Mean P |No. [Mean P|No. |Mean P|No. | Mean |No. |Mean P|No. |Mean P|No. [Mean P
Triglycerides -2 |6 (0340 3 {039 [ 2 {0305 [ 6 |0302 |5 |0.328 | 3 {0413 | 3 [0.490 | 6 [0.405
(mmol/l) -1]6 (03373 0337 |3 {0297 | 6 10292 | 6 |0.290 [ 3 |[0.307 | 3 |0.363 | 6 |0.412
4 |6 (0360 3 |0.527* 3 (0493 | 6 [0.513* | 6 [ 0.347 | 3 | 0.503 | 3 |0.727*1 6 |0.690**
8 | 6 0323 3 | 0.427*| 3 [0.457*% 6 |0.482* 6 | 0.290 | 3 [ 0.463 | 3 |0.683*% 6 |0.668"
13 | 6 [0.345| 3 | 0.543*| 3 (0537 | 6 [0.512* | 6 | 0.415 | 3 | 0.580 | 3 [0.713*| 5 |0.726*
19 | 3 {0.327 310327 | 3 | 0.483 2 |0.565
Cholesterol -2 | 6| 440 3 | 490 |2 | 475 (6 |480 (5| 404 | 3 | 403 | 3 | 387 | 6 | 4.63
(mmol/l) -1 |6 | 4173 | 4373 | 490 | 6 |447 |6 | 408 | 3 | 393 |3 | 360 | 6 | 4.52
4 |6 |337| 3| 437*| 3 | 430*| 6 [438=| 6 | 352 | 3 | 3873 | 397 | 6 | 505"
8 | 63603 | 437 |3 | 417 [ 6 |442* |6 | 358 |3 | 38| 3 [ 3.60 | 6 | 498"
1316|383 4103|433 (6 [422 |6 | 373|3 | 433|3 | 380 |5 ]536*
19 | 3| 3.80 31367 | 3| 507 2 | 595
Total bilirubin -2 |5|100(3 ) 1.00[2 (200 |6 |08 |5] 1203 | 1.00[3 [ 100 |6 |150
(emol/l) -1 |6 | 183 | 1673|133 |6 |08* |6 | 15 |3 | 2003|167 [6 |233
4 (62003 1673|167 [6 |15 |6 | 250 (3| 200|3|133 |6 183
8 |6 |35 (3| 2333 |233*|6 2176 | 283 |3 | 2673|233 |6 |28
13163173 ] 3003|267 |6 |267 |6 | 28 |3 | 333|323 |5]260
19 | 3 | 367 3 1400 | 3| 4.67 2 |6.50
Urea (mmol/l) -2 |6 4983 | 5602 (470 |6 (470 |5 | 550| 3 | 503 |3 | 563 |6 |553
-1 |6 |460|3 | 523 |3 |48 |6 |47 |6 | 48 |3 | 487 |3 | 517 | 6 | 5.28
4 |6 | 5633 | 5273|417 |6 |467 |6 | 555(3 | 480 | 3 | 473 [ 6 | 4.08*
86 |592|3 | 5233|403 |6 |415° |6 | 545 3 [ 4.23*| 3 | 440 [ 6 | 4.25°
1316|6273 | 543 |3 | 387*|6 [4.18 |6 [ 557 | 2 | 520 2 | 480*| 5 | 3.88"
19 | 3|67 3 (547 | 3| 6.63 2 | 630
Statistical significance assessed by comparison with control using Student's t-test, *p=<0.05 **p=<0.01 ***p=<0.001.

Table 2-3. Blood biochemical findings in dogs intravenously treated

with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week | No. | Mean [No.| Mean P [No.| Mean P [No.| Mean P [No.| Mean [No.| Mean P [No.| Mean P [No.| Mean P
Creatinine -2 | 6| 87(3| 91.7 (2| 780 |6 817 [5| 804 |3| 8.7 |3| 793 |[6] 90.2*
(umol/l) -1 |6 |81.2(3]| 9.3 [3]| 780 |6 81.2 [6| 8.7 |3| 8.0 |3]|790 [6] 8.5
4|6 |8.8|3| 8.0 |3]| 737 |6| 785 |6| 83 |3| 77.3 |3 69.3* |6 | 77.0°
8 6] 91.0{3| 8.3 [3| 75.0* 6| 752=|6| 882 [3 | 75.0° 3] 69.7" | 6| 76.7*
13 6] 925(3| 8.3 [3| 74.0* [6| 73.8=|6| 853 (3| 74.3% |3 | 653" |5 | 71.0™
19 | 3| 92.0 3| 813 |3]| 810 2| 79.0
Alanine -2 | 6 | 4783 | 49.7 |2| 63.0 |6 | 467 [5| 414 |3 | 547 |3 | 463 |6 | 588"
aminotransferase -1 | 6| 4933 487 |3| 58.0 (6| 53.0 [6| 482 |3 | 493 |3 ]| 46.7 6| 61.5
(/)] 4 |6 |592|3| 703 |3| 667 |6| 465 |6 | 527 |3 | 60.7 |3 | 633 |6 59.7
8 (6| 765(3| 700 |3| 71.7 |6 723 [6| 572 |3 | 623 |3 | 587 |6 803
13 (6| 6273 523 (3| 607 {6 51.3 |6 | 540 [3| 657 [3| 67.0 |5 66.6
19 | 3| 633 3| 453 (3| 393 2| 46,5
Aspartate -2 | 6| 34.0(3| 31.7 [2| 345 |6| 300 [5| 258 |3| 323 |3307 |6]315
aminotransferase -1 |6 |320(3]| 357 [3]| 31.0 [6| 333 [6| 308 [3[ 300 [3|320 |6 348
aum 4 | 6| 41.7|3| 363 |3| 367 |6 350 6| 343 |3| 357 |3]|373 |6 365
8 |6 | 425|3| 410 |3 | 41.7 |6 33.7 |6| 412 |3 | 340 [3]| 377 |6 392
13 | 6 4183 387 (3| 363 [6| 315 (6| 335 (3| 410 (3| 440 |5 34.0
19 | 3 [ 400 3| 320 |3 277 2| 230
Alkaline -2 | 6 |2045(3 | 1693 [2|269.0 |6 2143 [5]| 1326 |3 |182.0 |3 |212.0 |6 |187.7"
phosphatase -1 |6 {19353 | 159.0 (32237 [6|199.8 |6 | 132.7 |3 | 1653 |3 [201.0* |6 [172.0
aum 4 |6 |176.3|3| 209.7 | 3| 274.0* | 6| 261.2* |6 | 116.8 |3 | 207.7 |3 |336.0® | 6 |269.3*
8 |6 |159.0 3| 2157 | 3| 267.3* |6 |268.7*|6 | 104.8 |3 |219.3 |3 |394.0™ |6 |280.0®
13 | 6 [131.2 3| 213.7* [ 3| 234.0* | 6 | 218.0® |5 | 102.8 |3 | 201.0 |3 [345.7* |5 [242.6*
19 | 3 [107.3 3(1167 |3]| 870 2| 725
Statistical significance assessed by comparison with control using Student's t-test, *p=<0.05 **p=<0.01  ***p=<0.001.
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Table 2-4. Blood biochemical findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500

Index Week [ No. | Mean [No.| Mean P [No.| Mean P No.| Mean P [No.| Mean [No.| Mean P [No.| Mean P [No.| Mean P
~-glutamyl -2 | 6| 26713| 2332 3.00 |6 1.83 |5 140 | 3| 2003 1.67 [6 [ 3.17=
transpeptidase -1 16| 3333 333 (3| 333 |5| 3.00(6 250 (3] 333 |3 267 (6| 3.67
aum 4 |6 3.50| 3 233 |3 267 | 6 217 |6 2.67 |3 2.67 |3 233 |16 4.00
816 4.50( 3 4.00 | 3 267 | 6 317 | 6 3.00 |3 333 |3 333 |5 3.8

13 (6 2.83(3 233 |3 2.00 |6 1.17 | 6 1.83 |3 2.67 |3 133 |5 2.60

19 |3 5.00 3 4.00 | 3 3.67 2| 450

Lactate -2 |6 ]123.3|3 | 1220 (2| 106.0 |6 | 1427 |5 994 (3| 184.0 |3 | 104.7 | 6 | 142.0
dehydrogenase -1 |6 1101.2)3 | 1150 {3 | 1147 |6 | 1403 [6 | 121.0 |3 83.7 |3 98.3 |6 1198
aum 4 |6 ]109.713| 1033 |3 96.3 | 6 853 |6 948 |3 84.0 3 66.0 |6 | 97.2
8 | 6 [1422{3 | 1257 [3| 123.0 (6| 1150 (6| 1462 |3 71.3 |3 853 | 6 | 126.3

13 |6 [19.2)3| 1007 |3 | 1103 |6 993 |6 121.0 | 3| 176.7 |3 76.3 | 5| 187.0

19 | 3| 937 3| 8.0 (3| 917 2| 8.0

Calcium (mmol/T) -1 |6 [26803( 2643 3| 2.667 |6 | 2.737 |6 | 2.652 |3 | 2.693 |3 | 2.723 | 6 | 2.693
4 | 6 |2.745/3| 2613 (3| 2.667 |6 | 2.752 (6| 2.778 |3 | 2.720 |3 | 2.650 |6 | 2.695

8 | 6 |2677|3| 2613 (3| 2623 |6 | 2.660 (6| 2.712 |3 | 2.647 |3 | 2.597*| 5| 2.618

13 | 5 |2602|3| 2577 |3 | 2670 (5| 2.658 [6| 2.732 3| 2.653 |3 | 2.607 | 4 | 2.620

Sodium (mmol/l) -2 | 6 (148.33| 3 | 149.33 | 2 | 146.50 | 6 | 147.83 | 5 | 149.40 | 3 | 148.67 | 3 | 148.00 | 6 |148.40
-1 | 6 [148.00 3 | 149.00 | 3 | 146.33 | 6 | 148.17 | 6 | 149.33 | 3 | 148.00 | 3 | 147.00*| 6 (147.33*

4 | 6 |148.00| 3 | 149.67 | 3 | 148.00 | 6 | 147.33 | 6 | 150.33 | 3 | 148.33 | 3 | 148.00 | 6 |148.00*

8 | 6 {149.17| 3 | 149.33 | 3 | 147.00 | 6 | 147.00*| 6 | 150.50 | 3 | 149.00 | 3 | 149.00 | 6 |148.00*

13 | 6 |147.3313 | 147.67 | 3 | 148.33 | 6 | 147.67 | 6 | 149.17 | 3 | 147.67 | 3 | 147.33 | 5 [146.80*

19 | 3 [147.67 3| 148.67 | 3 | 148.00 2 |147.00

Statistical significance assessed by comparison with control using Student'’s t-test, *p= <0.05 **p=<0.01.

Table 2-5. Blood biochemical findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female

Dose (mg/kg) Control 120 240 500 Control 120 240 500
Index Week | No. | Mean [No.| Mean P [No.| Mean P [No.| Mean P [No.| Mean [No.| Mean P [No.| Mean P [No.| Mean P
Potassium -2 16 4.40|3 427 |2 410 | 6 457 |5 3.8 |3 413 |3 417 (6 | 4.38*
(mmol/l) -1 | 6| 422|/3| 457 3| 437|6| 4.60 |6 4.03 |3 387 |3| 407 |6 4.18
4|6 4.35(3 420 (3 443 |6 433 |6 413 |3 4.00 |3 417 [6 | 4.05
8|6 425|3 440 |3 453 |6 418 | 6 410 |3 410 |3 407 | 6| 4.03
1316 4.55(3 427 |3 4.17*( 6 4.25%| 6 415 |3 423 |3 410 [ 5| 4.02
19 |3 4.27 3 473 |3 4.20 2| 4.60
Chloride -2 | 6 |115.67| 3 | 114.67 |2 | 115.00 | 6 | 115.00 | 5 | 116.00 | 3 | 114.00 | 3 | 113.33 | 6 {115.50
(mmol/T) -1 |6 |113.00] 3 | 118.00 | 3 | 113.67 | 6 | 116.00 | 6 | 113.50 | 3 | 116.00 | 3 | 112.00 | 6 [113.17
4 | 6 |116.67| 3 | 117.00 | 3 | 113.67 [ 6 | 116.50 | 6 | 116.17 | 3 | 113.00 | 3 | 114.00 | 6 |114.67
8 [ 6 [114.00( 3 | 114.33 |3 | 112.33 |6 | 115.00 | 6 | 114.83 | 3 [ 113.33 [ 3 | 113.00 | 6 [113.17
13 | 6 (112173 | 113.33 {3 | 111.33 | 6 | 114.67*| 6 | 114.00 | 3 | 113.67 | 3 | 111.00 | 5 [112.60
19 | 3 (113.00 3| 116.00 | 3 | 110.67 2 1113.00

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05 **p= <0.01.
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Table 3-1. Urinary findings (semi-quantative indices) in dogs treated intravenously with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 I 500 Control 120 240 500

Index Week [No.|- + ++ #{No.|- + ++ #{No.|- + +++#[No.|- * ++#[No.|- + + +#[No.|- * ++#[No.|- £ ++#[No.|- * + H#
Protein pre- (6(41100/3[20010{3(30000/6(60000{6[50010/3|130000{3(30000/6|60000
4 16(21210/3(10200{3(30000/640200/6140101({3|30000{3[20100[6[60000

8 16/01410/3(00120{3(11100/6[40200/6[40110[{3(21000{3]12000[(6[60000

12 [6[40200/3/00120{3(30000/6(60000{6(60000{3(30000{3[30000/5(50000

19 [3(02100 2120000{3[30000 220000

Glucose pre- |[6[60000{3(30000[{3(30000{6[60000/6[60000{3[30000(3[30000(6[60000
4 16[60000{3(30000{3(30000{6[60000/6[60000/3[30000(3[30000(6[60000

8 |6/60000/{3[30000/3(30000{660000/6[60000/3(30000(3(30000/6[60000

12 ([6/60000/3[30000/3/30000(6[60000/6[60000{3|30000{3(30000{5150000

19 |3[30000 2120000/{3[30000 220000

Ketones pre- (6(42000/3[21000/3(30000{6(51000{6(51000{3|130000{3(30000{6[60000
4 16/22200{3(21000/3|130000/6[51000/6/42000{3[30000{3/21000[6[60000

8 16/33000{3(30000/3|30000{6[60000/642000{3[30000/3|130000[6[60000

12 {6(51000/{3(12000{3(30000/6[60000/6[60000/3(30000{3[30000/5[50000

19 |3(12000 2120000{3(30000 220000

Bilirubin pre- [6(50100/{3[20100/3(30000/6(60000{6[60000/3|130000{3(30000{6[(60000
4 16/40200{3(00300/3|30000{6[50100/6(50100{3[30000/3|30000(6(60000
816140200{3(00300/{3|130000(6(40200/6(50100{3[30000/3|30000{6(60000

12 [6(50100{3[(00300/3(30000{6(50100(6(60000/3|30000{3[30000/5[50000

19 |3{30000 220000/3(30000 2120000

Blood pre- {6/60000/3(21000{3(20100{660000/6(51000{3(30000(3[30000(6(50010
41660000{3(30000/3/20100/6(60000/6(60000/3[30000(3(30000(6[60000
816/60000/3(30000{3(30000/6[(60000/6[60000[{3|30000[{3/30000[6[60000

12 |16(60000/3(30000{3(30000/6[51000/6(50010(3|30000[{3/30000[5[50000

19 (330000 220000/3(30000 2120000

Table 3-2. Urinary findings (sediment) in dogs treated intravenously with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 500

Index [ Week [No.| - £+ 2#No.| ~%+2#No.| —%+2#No.| -+ +2#No.| - %+2#No.| - +2#No.[ -t +Z#No.| - +24
Red pre- |6(4110(|3|3000|3(3000|5[5000(5({3200(3|3000(3|3000(6[5100
blood 416/4200({3|/3000(3|3000(6|/5100|6(6000|3({3000|3|3000|6(4200
cell 816/3300(3(2100(3|3000(6(5100|6/3300{3|2100(3[/1200(6[6000
count 12 (6(3300(3[{2100(3(2100|6[3300(6(5100|3)3000(3{3000|5|5000
19 |1|11000 2(2000(2(2000 212000

White pre- [6(4200(3|2100(3(3000|5|5000(5[4100(3|2100{3{3000(6|5100
blood 4 16(3300(3]2100(3(2100{6|4200(6|5100(3|3000(3|1200(|6|5100
cell 816/3300(3(1200(3|2100(6[5100(6|/6000|3[2100(3(3000(6[6000
count 12 |612400(3(1200)3|3000(6[5100|6|/3300|3[{3000(3|3000|5[5000
19 |1(1000 2(2000)2(2000 212000

Epithelial pre- |6(1320)3(1200(3({0300|5[1400(5/1400({3|1200(3|1200(6|0510
cells 416/1320(3|0300(3|0300(6|/0600|6|1500(3(0300|3(0210|6|0510
816/0411(3(0120(3|/0030(6[0312(6(0600|3|0300(3(0210]6|0510

12 [6/1500(3[0300|3|0300(6|/0600|6[/0600|3|0300(3(0300(5(1400

19 (210200 2(0200(3|0300 211100

Casts pre- [6[6000(3[3000|3(3000{5{5000(5[5000|3|/3000(3[3000|6|6000
4 (6/6000(3|3000|3(3000{6|6000(6(6000|3|3000(3[(3000(|6|6000
816/6000|3[3000|3[3000(6[6000(6|6000(3|3000(3(3000(6|/6000

12 [6(6000|3|{3000|3[3000(|6|6000(6[{6000|3|3000(3({3000|5/5000

19 (22000 212000(3(3000 212000

Sediment: —: 0/5 grid squares,

+: ~20/5 grid squares,

+: ~60/5 grid squares,

=+ : over 60/5 grid squares.



216

CHEMOTHERAPY

APRIL 1992

M F IR T BB I N TR S B CRILEREK
RANETFOEVE, NT )y MEDIET 2807
B, TS T BELETH 72 T/, RMEK
FHEBCHBINRIERBUC I RE 23207, REAK
FRI LR TR LICREN 2D o2 e bE
BEMICEELT L IZEZ SNk h ol AL
ZHRETIRALPB LN 7Y &5 4 FoEm, 2

L7 F oy BIUREDET 220, FWREBENR
ETEFREBOWMEERD, LErLInbiIVT
NLBELELTH Y, FHERECRRE, BEiHK
BABFIREICBOTOREET L LELONAE
FRDL DI LEREMNIIEELEE L3
AN hol

L Eoin < MEPM®120, 2408 & B AHKS T

Table 3-3. Urinary findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/ke) Control [ 120 [ 240 | 500 | Control [ 120 [ 240 [ 500
Index Week [No.| Mean [No.| Mean P [No.[Mean P[No.[Mean P[No.] Mean [No.[Mean P|No.[Mean P|No.| Mean P
pH pre |[6]| 6.83]|3 6.33 {3]| 567 |6| 617 |6]| 6.67|3| 667(3| 6.67|6| 6.67
4 [6| 6333 6.67 |3| 6.00 /6| 6.17|6| 6.83|3| 6.67|3| 567|6| 6.50
8 [6] 6.67|3 6.33 |3]| 667 |6 68 |6| 7.00/3| 6.67(3]| 7.67|6| 6.83
12 |6 6.67|3 633 |3| 667|6| 667 (6| 6.83|3| 6.67{3| 6.33|5| 6.40
19 3] 7.00 3] 6.00|3| 6.67 2| 6.50
Sodium 8 [6] 705 |3| 639 |3|19.1 |6[263 [6]| 144 |3 37.1 [3]| 612 |6| 7.3
(mmol/l) 12 |6) 341 |3| 77.7 [3|242 (6206 |6] 40.0 |3]| 158 |3 | 61.6 |5]| 5.3**
19 |3] 205 3| 4.5% 3| 22.7 2] 114
Potassium 8 |6] 721 |3 134.2* |3|414 |6|28.7* (6| 574 (3] 13.1 (3] 38.7 |6 12.1
(mmol/l) 12 |6 414 |3)| 140.7 |3]|10.1 (6147 (6] 143 (3| 7.8 (3] 173 |5| 3.2*
19 |3( 534 3]14.3* |3] 10.8 2] 72
Total protein 8 |6 233 |3| 334 (3132 [6| 9.6**(6| 7.0 {3| 65 3| 48 [6]| 3.5
(mg/dl) 12 |6 17.0 |[3]| 438 (3| 56 [6| 53 |6| 3.5 |3| 24 |3| 3.0 |[5] 1.5**
19 (3] 213 31108 (3| 24 2| 19
Osmolality 8 |[6]810.5 |3(1250.0 |3 [339.7* |6 [429.8* |6 |528.0 |3 |481.7 |3 ]403.3 |6 [139.2*
(mosm/kg) 12 |6 (488.3 |3|1340.7* |3 107.0* {6 [198.7 (6 |234.3 |3 |140.0 {3 [378.3 |5 | 80.6***
19 |3(598.3 3 [259.0* | 3 {206.7 2 179.5
N-acetyl 8 (6] 3.88(3 837*(3] 2.75|6| 2.14 |6| 1.62{3| 2.25|3 1.50(6| 1.52
glucosaminidase | 12 (6| 2.10(3| 6.68 (3| 0.97*(6| 1.07*(6| 095(3| 1.13{3| 1.18|5| 0.89
un 19 (3| 1.68 3| 157 |3| 0.84 2] 0.78
Statistical significance assessed by comparison with control using Student’s t-test, *p=<0.05 **p=<0.01  ***p=<0,001.

Table 3-4. Urinary findings in dogs intravenously treated with meropenem for 13 weeks

Sex Male Female
Dose (mg/kg) Control | 120 | 240 | 500 Control | 120 [ 200 T 500
Index Week |No.| Mean [No.|Mean P [No.(Mean P |No.|Mean P |No.| Mean |No.|Mean P [No.|Mean P |[No.|Mean P
Glucose 8 6| 01633 | 0453*[30.130 |6 0180 |6 0.163 |3 | 0.153 |3 | 0.123 | 6 | 0.078
(mmol/l) 12 6] 01083 0.480°* 30030 |6]0057 |6]| 0052|3] 0050 [3] 0107 | 5| 0.026
19 3| 0117 3(0.063 |3| 0.037 2| 0.025
y-Glutamyl 8 6 31713 89.0 (3| 193 |6]| 255 |6 193 (3] 220 |3 14.7 |6 7.2
transpeptidase 12 6 1523 87.7%| 3 57 |6 122 |6 6.7 |3 73 |3 123 |5 44
aun 19 3 19.0 3 110 (3 4.7 2 4.5
Creatinine 8 61112453 | 3 [21098.0*( 3 [4938.3* | 6 [6044.8* |6 | 8935.0 | 3 | 7598.7 | 3 | 4427.0 | 6 | 1940.5
(umol/l) 12 6| 61153 | 3 |20874.7*| 3 (1593.0**( 6 [2927.8 |6 | 3167.3 | 3 (2877.7 | 3 | 4508.0 { 5 | 1191.0*
19 3| 8834.0 3 14222.0 |3 | 2306.0 2 11970.0
Chloride 8 6 385(3 3873 11.0 |6] 212 |6 12.7 |13 253 |3 277 (6| 14.0
(mmol/l) 12 6 2533 293 |3 47 |6 83 |6 28.0 13| 13.7 |3 530 |5 0.0
19 3 14.3 31 0.0** |3 7.3 2| 105
Alkaline 8 6| 19422 | 2065 |3|1733 |6| 9.8 |6 150 13| 423 |3 38.7 (6] 287
phosphatase 12 6 7023 124.7*|3| 183 |6 452 |6 6.7 (3| 17.7*|3 183 15| 158
aum 19 3 57.0 2| 610

Statistical significance assessed by comparison with control using Student’s t-test, *p=<0.05

**p=<0.01.
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Table 4. Hepatic microsomal mixed function oxidase enzyme activities in the male dogs treated intravenously
with meropenem for 13 weeks

Dose (mg/kg)

Control

120

240

500

Index

Mean P

No.

Mean P

No. M

ean P

No. Mean P

Cytochrome
P450
(nmol/mg protein)

0.63

0.51*

0.55

0.58

NADPH-cytochrome
¢ reductase
(nmol/mg/min)

64

67

79

Aldrin
epoxidase
(nmol/mg/min)

0.33

0.33

0.27

0.33

Ethoxycoumarin
O-deethylase
(nmol/mg/min)

0.59

0.46*

0.33*

0.59

Ethoxyresorufin
O-deethylase
(pmol/mg/min)

172

86*

80*

140

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05.

Table 5-1. Organ weights in dogs treated intravenously with meropenem for 13 weeks (after treatment period)
Sex Male Female
Dose (mg/kg) Control 120 240 500 - Control 120 240 500

Index No.[ Mean |No.| Mean P |No.| Mean P |No.| Mean P |No.| Mean [No.| Mean P [No.| Mean P |No.| Mean P

Body weight (kg) (3 | 14.45 |3 15.73 [3|1520 |3|1592 [3|13.66 |3]13.79 3113.88 3| 14.10

Testes (g) 31276 31248 3249 31276

Epididymides (g) (3| 4.51 |3 | 4.87 [3]| 3.75 |3 | 4.16

Prostate (g) 3| 7.8 3] 6.9 3| 5.0 3| 6.2

Ovaries (g) 3] 150 |3]| 2.68 3| 1.62 3] 1.81

Uterus (g) 3(11.8 3115.7 3| 9.8 31109

Adrenals (g) 3| 1.233 |3 1.434 |3 1461 (3| 1.500 |3| 1.341 [3| 1.287 |[3| 1.429 [3]| 1.277

Kidneys (g) 3637 3|72.4 3] 74.5 3]831* |3]532 3163.3* 31]61.8* 3| 68.4**

Heart (g) 31147 3 (137.2* |3 [110.7 3 [112.5 3 [108.1 3 1109.4 31123 3(107.8

Liver (g) 3 485.0 3 |507.4 3 (548.3 3 [565.6* |3 }421.8 3 |454.2 3 1509.7 3 471.7

Brain (g) 3|81.8 3(921* |3]82.0 3|87.1 3| 84.8 3| 80.5 31769 3] 828

Thyroid (g) 3| 0.9 3] 11 3| 1.0 31 1.1 31 09 3] 1.0 3] 09 3] 0.8

Pituitary (g) 3| 0.0890{ 3| 0.0953[3 | 0.09603 | 0.0933| 3| 0.0833|3 | 0.0947*|3| 0.0923*| 3| 0.0920

Thymus (g) 3] 15.2 31183 3(19.3 2| 14.0 31176 31181 3236 3115.5

z;z’::’“(;“y 3[130 |3|168 |3|124 |[3]|122 |[3|113 |3|11.2 [3[11.3 [3[132

Statistical significance assessed by comparison with control using Student’s t-test, *p=<0.05 **p=<0.01.
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Table 5-2. Relative organ weights in dogs treated intravenously with meropenem for 13 weeks (after treatment period)

Sex Male Female
Dose (mg/kg) Control 120 240 500 Control 120 240 I 500
Index No.| Mean [No.| Mean P [No.| Mean P |No.| Mean P [No.| Mean [No.| Mean P |No.| Mean P |No.| Mean P
Testes (g%) 310191 [3{0157 [3|0.164 [3]0.174
Epididymides (g%) |3 | 0.0312 |3 | 0.0309 | 3 [ 0.0248 |3 | 0.0260
Prostate (g%) 3 0.0528 | 3] 0.0439 |3 0.0334 |3 0.0375
Ovaries (g%) k 310.0108 3] 0.0189 | 3| 0.0118 |3 [ 0.0127
Uterus (g%) 3[0.082 30109 [3]0.071 |3]0.07%
Adrenals (g%) 3] 0.0088 | 3{0.0091 {3 |0.0096 |3]0.0095|30.0098 |3 |0.0094 |3]0.0103 |3 | 0.0089
Kidneys (g%) 3|0446 |3]0450 [3]|0.490 [3]0521% |3|0.389 [3]0.459* [3]0.447 [3]0.487°
Heart (g%) 3(0.799 |3{0.872 [3]0.728 |3]0.707* [3|0.780 |3]0.792 [3[0.809 |3 [0.764
Liver (g%) 3|3.400 [3(3222 (33605 [3]355 |3[3.101 [33.292 [3]3.680* [3]3.344
Brain (g%) 300573 [3|0.585 [3[0.540 [3]0.55 [3[0.624 [3]0586 |3[0.557 |3]0.590
Thyroid (g%) 3|0.006 [3]0.007 |3]0.007 [3]0.007 |3]0.006 |3]0.007 [3]0.006 |3][0.006
ff"liéz‘(')")(g"]") 3|0609 |3]0606 |3|0632 [3]0587 |3|0612 |3|0.690 |3]|0.669 |3]0.655
Thymus (g%) 310.1060 [3{0.1163 [ 3] 0.1267 | 2 | 0.0845 |3 | 0.1280 | 3 | 0.1308 |3 | 0.1670 |3 | 0.1100
(S;,,Z')“a"i"“y glands |31 5000 |3|0.208 |[3]0.081 |3|007 [3]0.083 |3|0.082 |3]0.08 |3]0.004

Statistical significance assessed by comparison with control using Student's t-test, *p= <0.05.

Table 5-3. Organ weights in dogs treated intravenously with meropenem for 13 weeks (after withdrawal period)

Sex Male Female
Dose (mg/kg) Control 500 Control 500

Index No. Mean No. Mean P No. Mean No. Mean P
Body weight (kg) 3 15.98 3 15.92 3 15.92 2 15.73
Testes (g) 3 28.6 3 27.8
Epididymides (g) 3 4.82 3 5.06
Prostate (g) 3 8.1 3 9.9
Ovaries (g) 3 2.06 2 2.24
Uterus (g) 3 30.2 2 23.6
Adrenals (g) 3 1.48 3 1.62 3 1.54 2 1.75
Kidneys (g) 3 69.1 3 75.7 3 60.2 2 65.9
Heart (g) 3 125.1 3 124.6 3 125.6 2 105.1
Liver (g) 3 551.7 3 580.0 3 469.3 2 509.3
Brain (g) 3 83.2 3 85.0 3 82.3 2 84.9
Thyroid (g) 3 11 3 1.1 3 1.0 2 1.2
Pituitary (g) 3 0.0873 3 0.0933 3 0.0827 2 0.0972
Thymus (g) 3 12.0 2 8.6 3 21.2 2 15.1*
Submaxillary glands (g) 3 13.53 3 12.54 3 12.50 2 10.90

Statistical significance assessed by comparison with control using Student's t-test, *p=<0.05.
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Table 5-4. Relative organ weights in dogs treated intravenously with meropenem for 13 weeks (after withdrawal period)

Sex Male Female
Dose (mg/kg) Control 500 Control 500

Index No. Mean No. Mean P No. Mean No. Mean P
Testes (g%) 3 0.180 3 0.175
Epididymides (g%) 3 0.0304 3 0.0318
Prostate (g%) 3 0.0502 3 0.0623
Ovaries (g%) 3 0.0130 2 0.0143
Uterus (g%) 3 0.19 2 0.15
Adrenals (g%) 3 0.0093 3 0.0101 3 0.0097 2 0.0111
Kidneys (g%) 3 0.434 3 0.476 3 0.379 2 0.422
Heart (g%) 3 0.785 3 0.783 3 0.788 2 0.668
Liver (g%) 3 3.46 3 3.64 3 2.95 2 3.26*
Brain (g%) 3 0.523 3 0.534 3 0.519 2 0.542
Thyroid (g%) 3 0.007 3 0.007 3 0.006 2 0.008
Pituitary (g%) (x 1000) 3 0.545 3 0.586 3 0.521 2 0.625
Thymus (g%) 3 0.074 2 0.054 3 0.133 2 0.097
Submaxillary glands (g%) 3 0.0854 3 0.0788 3 0.0786 2 0.0687

Statistical significance assessed by comparison with control using Student’s t-test, *p= <0.05.

Table 6. Incidence of salient histopathological findings of dogs treated intravenously with meropenem for 13 weeks

After treatment period After withdrawal period
Sex Male Female Male Female
Ind Dose (mg/kg) Dose (mg/kg) Dose (mg/kg) | Dose (mg/kg)
ndex
Control[ 120 | 240 | 500 [Control| 120 | 240 | 500 [Control| 500 |Control| 500
Liver
Multifocal portal chronic 1/39 | 1/3 2/3 1/3 1/3 | 0/30 | 0/3 313 1/3 1/3 1/3 2/3
inflammatory cell
infiltration
Focal capsular cysts 0/3 0/3 0/3 0/3 0/3 1/3 0/3 0/3 0/3 0/3 0/3 0/3
Hepatic vacuolation 0/3 1/3 0/3 1/3 0/3 0/3 1/3 0/3 0/3 0/3 0/3 0/3
Kidneys
Multifocal papillary and 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
corticomedullary casts
Bilateral chronic pyelitis 0/3 0/3 0/3 0/3 0/3 0/3 1/3 0/3 0/3 0/3 0/3 0/3
Focal unilateral cortical 0/3 0/3 0/3 0/3 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
chronic inflammatory cell
infiltration
Tubular vacuolation 0/3 0/3 0/3 3/3 2/3 0/3 0/3 1/3 173 0/3 1/3 0/3
Tubular mineralization 0/3 1/3 0/3 2/3 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
Adrenal glands
Selective vacuolation of 0/3 0/3 1/3 1/3 0/3 0/3 0/3 2/3 173 1/3 0/3 0/3
zona glomerulsa
Salivary glands
(Submaxillary glands)
Sialoadenitis 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 | 1%/3
Salivary glands
(Parotid glands)
Sialoadenitis 1/3 1/3 2/3 1/3 0/3 0/3 1/3 2/3 0/3 0/3 0/3 0/3
Salivary glands
(Sublingual glands)
Sialoadenitis 1/3 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3

a): Number of animals (recognized/observed)  b): Animal sacrificed on day 75
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Fig. 3. Meropenem (500 mg/kg), male.
Liver: No abnormalities detected. Kidney: No abnormalities detected.

ig. 5. Control, female. Fig. 6. Meropenem (500 mg/kg), male.

Kidney: Mild cortical tubular vacuolation. Kidney: Mild cortical tubular vacuolation.
BETHAH500 mg/kg/ B ¥ NKIZ3» Bix5 L7 spontaneous subclinical disease in beagle dogs.
R, BRREEELZ EIIBELZELROLN, & Vet Path 11: 240~258, 1974
BMESFENOREL LB S P RIBEFEERIZT 5 2) Morishima H, Nonoyama T, Sasaki S, and
FFRIER L, WEFNLERFEMIIEELETLLEZS Miyajima H: Spontaneous lesions in beagle
Nenor, dogs used in toxicity studies. Exp Anim 39:

X 73 239~248, 1990

1) Hottendorf G H and Hirth R S: Lesions of
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SUBACUTE INTRAVENOQUS TOXICITY STUDY OF MEROPENEM IN
DOGS

Koji Hanai
Environmental Health Science Laboratory, Sumitomo Chemical Co. Ltd.
1-98 Kasugade-naka, 3-chome, Konohana-ku, Osaka 554, Japan

C.D. Berent and J.C. Topham
Safety of Medicines Department, ICI Pharmaceuticals
Alderley Park, Macclesfield, Cheshire, SK10 4TG, England

A subacute intravenous toxicity study of meropenem (MEPM) was carried out in beagle dogs treated
with 120, 240 and 500 mg/kg/day for 13 weeks. The following results were obtained.

1) There was no evidence of any compound-related effect in clinical signs, food and water consump-
tion, body weight, ophthalmology or physiological measurements.

2) In hematology, erythrocyte count was slightly reduced in all dose groups, and hemoglobin and
hematocrit were also reduced slightly at 500 mg/kg/day compared with the control.

3) In blood biochemistry, alkaline phosphatase and triglycerides were increased and urea and
creatinine were decreased at all dose groups compared with the control. However, the magunitude of
these changes was slight and there was no evidence of any compound-related effect in urinalysis or
hepatic function tests.

4) Kidney weight was slightly increased at 500 mg/kg/day compared with the control. However, no
histophathological changes considered to be caused by treatment of MEPM were seen in any organs.

5) As mentioned above, no toxicologically important effects were seen when MEPM was adminis-
tered to beagle dogs for three months at doses of 120, 240 and 500 mg/kg/day.

Only some slight changes associated with MEPM treatment were seen in clinical pathology and kidney
weight. There were no associated histopathological changes indicating organ toxicity.



