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Fig. 1. Chemical structure of BMY-28100.
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Table 1. Therapeutic results of BMY-28100
Case | Age .. . . Isolated Dose Clinical  |Bacteriological|  Side-
no. (year) Sex | Clinical diagnosis organism (per day) efficacy effect effects
1 69 F asymp.t orpatlc E. coli 750 mg/3 x 7 excellent eradicated (=)
bacteriuria
2 67 F acute E coli | 750 mg/3x7 good eradicated (=)
pyelonephritis
lacunar normal .
3 23 F tonsillitis flora 750 mg/3 x 7 good inevaluable (=)
4 33 M lacunar. normal 750 mg/3x7 | excellent inevaluable (=)
tonsillitis flora
lacunar normal .
1 -
5 47 M tonsillitis flora 750 mg/3 x 7 good inevaluable (=)
6 | 40 | M | e normal | 7oh 10/3x5 | excellent | inevaluable | (=)
pharyngitis flora
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Table 2. Laboratory data before and after BMY-28100 administration
Case WBC RBC Hb Pits. GOT GPT Al-P BUN S-Cr
no. (x10% (g/dl) (x10") | (mU/ml) | (mU/ml) | (BLU/L) | (mg/dl) (mg/dl)
1 B 5,300 450 13.1 22.1 16 12 1.7 18 0.6
A 5,200 463 13.6 24.0 17 12 1.8 14 0.8
9 B 13,300 419 12.0 26.8 18 13 2.6 16 0.8
A 4,700 366 10.7 33.6 75 80 3.5 11 0.7
3 B 10,700 482 15.3 22.6 10 9 1.6 9 0.7
A 5,700 411 13.3 21.3 10 6 14 9 0.7
4 B 10,600 528 15.6 29.3 18 20 2.7 10 1.1
A 20 20 2.3 12 1.1
5 B 10,800 444 14.1 20.6 46 40 4.2 9 1.1
A 8,700 426 13.3 29.2 16 18 3.3 13 0.9
6 B 13,800 478 14.6 24.6 29 31 2.3 11 0.9
A 7,600 490 15.0 28.0 23 32 2.5 14 0.9
B : before A : after
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Fig. 2. Effect of cephalosporins on GABA (y-aminobutyric acid) receptor binding.
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Table 3. ICso values of cephalosporins

Drugs ICs0 (M)

Cefazolin 1.3 x 1073
Cephaloridine 2.8 x 1073
BMY-28100 2.5 x 10°¢
Cephalexin 5 x 102

Each value represents mean of two separate experiments carried out in
duplicate. The deviations of the two experiments were within 10%, and

those in duplicate 2.5%.
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EPILEPTOGENICITY AND CLINICAL INVESTIGATION OF BMY-28100

Jincoro StiMaDA, ATsushi Saito, Konva Shisa, Masanosu Kat, Seut Hori, Masaki Yosuipa and Tapasut Mivanara
Second Department of Internal Medicine, Jikei University School of Medicine,
3-19-18 Nishi-Shinbashi, Minato-ku, Tokyo 105, Japan

We used BMY-28100 in 6 patients for the treatment of upper respiratory (4) and urinary tract infections (UTI) (2). The
clinical efficacy of the drug was excellent in 3 and good in 3 patients. Causative organisms were isolated from 2 patients with
UTIL They were eradicated by the treatment with BMY-28100. No adverse effects were observed during the treatment.

Since it has been reported that cephalosporins induce convulsions clinically and experimentally, we studied the effect of
BMY-28100 and other cephalosporins on the receptor binding of y-aminobutyric acid (GABA ), an inhibitory transmitter in
the mammalian central nervous system. BMY-28100 and other cephalosporins inhibited GABA receptor bindings in a
concentration-dependent manner. Their ICso values were : 1.3 X 10-*M for cefazolin, 2.8 X 10-3M for cephaloridine, 2.5 X
10-2M for BMY-28100 and 5X 10-2M for cephalexin. From these in'vitro results, we suggest that BMY-28100, as well as

other cephalosporins, may induce convulsions when it accumulates above a threshold level in the central nervous system.



