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Fig. 1 Nephrotoxicity of CS-1170, CET and CEZ in rabbits
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Fig. 2 Photomicrograph of a kidney from a rabbit Fig. 3 Photomicrograph of a kidney from a rabbit
which was injected intravenously CS-1170 which was injected intravenously cephalothin
(1 g/kg/day) for 5 days (1g/kg/day) for 5 days
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Fig. 4 Photomicrograph of a kidney from a rabbit
which was injected intravenously cefazolin
( 1g/kg/day) for 5 days.
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Fig. 5 Nephrotoxicity of CS~1170 and CET in rabbits

. CS-1170 2g/kg iwv. CET 2g/kg iwv.
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Table 1 Clinical data and results of treatment of 33 patients with CS-1170
Cnse B.W Daily Dura-| Clinical Underlying
N i is i te| tion .
No. Age|Sex (kg) Diagnosis Organism dosage Route {he)| result disease
-TN-KS F 51.5- Pneumonia Normal flora 1g X2 iw, 11 Cure -
2 | 49| M | 57 |Pneumonia Normal flora 1gX2| iwv. 12 |Improvement -
3 | 40| M | 40 |Pneumonia Normal flora 1gX2| iw. 13 |Improvement -
4 | 24! F | 47 |Pneumonia Normal flora 1gX2| iw. 11 Cure -
5 | 30| F | 42 |Pneumonia Normal flora 1gx2]| iwv. 11 Cure -
6 |43 | F | 52 |Pneumonia Normal flora 2gx2| d.i. 18 Cure -
7 |62 | M | 44 |Pneumonia 2g X2 | d.i. 15 Cure -
i Enterobacter ; -
8 | 57| M | 46 |Pneumonia aerogenes 2g X2 | d.i. 32 Cure
9 | 60| M | 52 |Pneumonia Normal flora 1gX2| iv. 16 Cure -
10 | 70| M | 61 |Pneumonia 1gX2| iwv. 14 Cure -
11 49| F | 39 |Pneumonia Normal flora 1gX2| iwv. 11 Cure -
12 |56 | F | 40 | Pneumonia Ps.aeruginosa }gi% d.i. 149 Cure -
13 |48 | M | 58 |Pneumonia Normal flora X k] 2 Cure -
14 | 55| M [48.5| Pneumonia Ps.aeruginosa 2gx2 | im | 34 Cure |Acute dilation
Strept. faecalis Sarcoidosis
15 [ 58 | F | 50 | Pneumonia Enterobacter 1gX2| i.m. 25 Cure Diabetes
‘cloacae -mellitus
. Ps.aeruginosa : -
16 {71 | M |36.6| Pneumonia Serratia 2g X3 | d.i. 102 Cure Honeycomb-lung
17 | 63 | F |21.8| Pneumonia Candida albicans %g;% ':l':l 19 Failure |Honeycomb-lung
18 | 52 | M |50.5|Mycoplasmal pneumonia 1gX2| iwv. 8 Failure -
19 | 16 | F | 47 {Mycoplasmeal pneumonia %gig g: 1; Cure —
20 | 14 | F | 55 [Mycoplasmal pneumonia 0.5gX2| i.m. 9 Cure -
21 |70 | M | 56 |Mycoplasmal pneumonia 15;% :z 1(2) Failure -
22 |46 | M | 54 |Mycoplasmal pneumonia 1gX2 | iwv. 29 Cure -
23 |44 | M | 64 |Mycoplasmal pneumonia 1g X2 :ir:\ 15 Cure -
24 |58 | M | 50 [Mycoplasmal pneumonia 1gX2| iv. 10 Cure -
25 | 32| M | 51 |Lung abscess Normal flora 1gX2 | iv. 13 Cure -
26 | 71| M | 59 |Thoracic empyema (Obli.gale)Gl"ﬂr.n 2g X3 | d.i. 39 ? -
negative bacilli
Gram negative
27 | 43| M | 52 |Chronic bronchitis bacilli 2g X2 | d.i. 30 |Improvement| -
Strept. pneumoniae
28 [ 35| M | 69 [Cholecystitis %gi% g: g Improvement|Cholelithiasis
29 | 51| F | 50 [Cholecystitis 2gX2 | d.i. 13 (Improvement| Hepatoma
30 |59 | M | 48 [Cholecystitis 1gX2 | im. 14 |Improvement -
31 | 55| F [37.5|Chronic pyelonephritis | Klebsiella 0.5gX2| i.m. 6 |Improvement|Parkinsonism
32 | 46 | F | 51 |Acute pyelonephritis E.coli 0'15gg>><<11 ?‘:‘ 9 Cure -
33 |56 | F | 46 |Acute pyelonephritis E.coli 0.5gX2| i.m. 9 Cure -
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Table 2 Laboratory findings before and after treatment of CS-1170 st
Case| Proteinuria | Hematuria (x loR‘Ij:m’) Hb(g/dl) WBC(/mm?) Eonzr;;;;hnle T(‘h;:g:l;:::::;
Ne. before after |before after |before after |before after before after |before after (before after
1 - - - - 360 350 11.5 12.2 5,300 5,200 | 28 9 18.1
2 + - - - 437 463 14.5 13.3 6,000 5.200 0 5> 43.8
3 - - - - 498 501 15.1 14.3 5,800 7,000 2 3 28.2 2.2
4 - - - - 482 423 | 13.8 13.2 10,200 6,200 ;! 14 15.3
5 - - - - 369 386 12.3 11.9 10, 300 3,900 1 3 27.8
6 - - - - 415 396 13.3  12.7 19,900 4,600 0 4
7 - - - - 380 336 12.8 11.4 5,600 4,300 1 9
8 - - - - 296 352 9.8 12.0 9,900 4,700 0 0 40.0
9 + - + - 378 389 | 84% 81% 14,800 4,500 0 0 4.1 29.3
10 - - - 418 85% 17,000 7,800 1 5 21.5
11 - - 381 73% 7,500 6,200 1 4 4.2
12 - - hs + 469 456 13.0 12.3 16,600 7,500 1 8 28.7 30.4
13 - - - - 542 441 18.0 14.1 12,900 6,800 1 8 29.9 18.6
14 + - - - 564 494 15.5 13.4 22,400 10,600 0 10 23.0
15 - - 375 482 12.0 11,750 11,800 0 1 12.0
16 - - \— - 416 360 11.4 10.7 13,400 8,200 1 0
17 - - 392 11.6 8,000 4 38.0
18 - - 484 91% 6,500 10,400 0 1 16.6
19 - - - - 425 415 12.0 11.5 3,300 4,900 3 6
20 - - 410 82% 8,100 0 23.5
21 + - - - 416 370 13.5 13.0 5,900 8,900 0 1 21.2  29.9
22 - - 425 471 13.4 13.1 7,700 6,100 3 4 31.5 223
23 - - - 472 471 15.2 15.0 5,300 5,400 2 2 22.9
24 - - - - 413 395 12.4 12.0 5,400 6,300 9 1 15.9 16.6
25 - - - - 450 469 14.9 15.2 5,500 5,200 5 12 25.8 23.9
26 - + 374 10.7 18,500 0
27 - - - - 521 491 15.8 14.2 8,300 4,300 2 1
28 - - - - 480 477 15.0 14.8 16,500 7,200 0 2 21.4
29 - - - + 398 413 13.1  12.5 9,700 16,100 9 4 26.9
30 - - 476 14.2 6,100 2 16.0
31 - - - it 469 526 12.8 14.3 12,100 6,600 0 0 21.0, 20.0
32 + - - - 442 412 13.0 11.4 11,700 6,300 0 2
33 - - - 449 464 5,700 7,900 0 1
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2 _Table. 3 - Laborotory findings before and after treatment of CS-1170
C.;, Rash s-goT $-GPT Al-p s'(i"“/’d‘;‘)’i" BUN(mg/dl) 5'?:;;‘1")“"
Ne. before during|before after |before after |before after |before after |before after |before after

1 - 13 1 7 13 4.5 0.8 18 14 1.1 1.0

2 | - 20 15 13 15 53 86| 08 06| 27 16 | 1.5 1.1
3 - 11 50 13 90 10.4 0.5 0.6 13 13 1.4 1.5
' 4 - 11 18 9 21 4.7 5.6 0.5 0.5 12 10 1.0 1.1

5 - 13 13 13 10 5.6 5.3 0.6 9 11 1.0 1.0
6 - 1 19 13 17 59 31 2.1 20 10 0.7 0.8

7 - 17 20 8 19 18 20 2;6 37 26 1.1 1.3

I 39 2 | 25 16 |22 2 | 13 0.8

9 ad » 19 17 20 11 7.6 8.3 26 17 1.8 1.1
10 - 26 17 9.2 15 0.8

11 - 26 9 8.3 16 1.1

12 - 11 18 5 12 6.7 7.5 0.4 ‘ 11 ’12 1.0 0.8
13 - 16 24 8 25 5.5 6.7. 0.6 0.6 10 11

14 - 21 13 8.3 1.8 82 3.8

15 - 12 18 16 29 6.8 5.2 0.4 0.6 19 0.7 0.8
16 - 46 14 17 12 8.5 5.9 0.2 0.3 11 7 1.0 1.4
7 | - 150 12 5.9 9 0.8

18 - 34 4 28 11 11.0 13.6 0.7 18 1.2

19 - 34 19 41 8 0.7

20 - 15 17 11.3 10 0.7

21 24 17 6.5 24 23 2.3 1.4
22 24 23 24 18 6.8 5.4 0.6 14 1.2

23 —l 17 10 17 11 6.7 6.3 0.6 11 11

24 - 18 22 18 24 4.2 0.6 19 1.2

25 - 27 33 24 37 4.8 4.6 13 10 1.0 1.0
26 — 26 22 29 14 0.8

27 - 14 27 9 9 30 18 15 8 1.2 0.8
28 - 17 20 17 23 6.0 6.8 0.5 11 13

29 - 27 79 23 111 16.5 32.9 0.6 8

30 - 68 80 41.3 13.5 3.9 1.0 16 1.1

31 - 20 22 19 21 7.1 8.0 0.6 0.7 11 10 1.0 0.8
32 - 16 12 14 10 8.5 7.1 0.6 0.5 9 10 0.8 0.8
33 - 12 14 12 8 6.0 6.0 0.7 0.6 10 10 0.9 0.7

I
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NEPHROTOXICITY IN RABBITS AND THERAPEUTIC EFFICACY

HanME TAKEDA, MASATOSHI NIWAYAMA, MORITO IWANAGA,
ToMoko KaBasawa, Yo TANAKA and YAsuTaMi KINOSHITA
Second Department of Internal Medicine, Niigata University School of Medicine

The nephrotoxicity of CS-1170 was compared with that of -cephalothin or cefazolin in experimental
animals. Rabbits were injected intravenously with lg/kg of CS-1170, cephalothin or cefazolin for 5
days. In rabbits treated with CS-1170 or cephalothin, changes in renal tubular cells were not found,
while the kidneys of animals receiving cefazolin had degeneration and necrosis in tubular cells. In
addition, rabbits treated intravenously with 2g/kg of CS-1170 or cephalothin for 10 days had no

notable lesion in tubular cells.

Clinical application of CS-1170 was attempted in 26 patients with various infectious diseases. The good
responses were demonstrated in 24 patients, and there was no side effect nor toxicity observed, except
for one patient who showed a transient elevation of transaminase.



