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Table 1. Antibacterial activities of grepafloxacin and reference compounds against clinical isolates
. MIC (ug/ml) Inoculum size 10 CFU/ml
Organism Drug MIC, | MICy
(no. of strains) =0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 =>100
grepafloxacin| 2 1 1 =0.1 0.39
S. aureus (MSSA) | norfloxacin 2 1 1 1.56 12.5
) ofloxacin 1 2 1 0.78 1.56
ciprofloxacin 1 2 1 0.78 6.25
grepafloxacin| 5 2 1 =0.1 12.5
S. aureus (MRSA) | norfloxacin 4 1 2 1 =0.1 | >100
® ofloxacin 4 1 2 1 =0.1 |[>100
ciprofloxacin 5 2 1 =0.1 | >100
grepafloxacin| 3 5 1 0.39 0.78
E. coli norfloxacin 4 2 1 2 3.13 12.5
9) ofloxacin 4 4 1 0.78 1.56
ciprofloxacin 4 1 4 0.78 1.56
grepafloxacin| 9 1 1 2 =<0.1 0.78
K. pneumoniae | norfloxacin 7 1 2 1 1 1 =0.1 6.25
13) ofloxacin 6 3 2 1 1 0.2 3.13
ciprofloxacin 9 1 1 1 1 =0.1 1.56
grepafloxacin| 3 2 1 6 3 1 1 0.78 6.25
P. aeruginosa | norfloxacin 1 4 1 3 4 2 1 1 1.56 12.5
an ofloxacin 2 6 5 2 1 1 3.13 12.5
ciprofloxacin 7 1 3 4 2 0.39 12.5
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Table 2. Summary of cases treated with grepafloxacin

Age Diagnosis Treatment Clinical Bacterio- Side
No. oov underlying disease daily dose  duration total dose  Organism  WBC CRP effect logical effects
(mg x times) ~ (days) (g effect Remarks
91 acute pharyngo-laryngitis normal flora 9600 1.2
1 p _ 200x1 3 06 = omalfora 700 02 &°4  nd -
% acute bronchitis normal flora 8700 0.7
2 F — 200x1 3 0.6 ND 5400 01 good n.d. —
5 acute bronchitis ND 3900 0.2 nausea
3 F _ 200x1 5. 06 ND 4100 01 “wkmown o nd o dache
53 acute bronchitis ND 7600 0.2
4 P — 200x1 7 14 ND 5500 0.2 good n.d. thirst
a acute bronchitis normal flora 2800 4.0
5 F — 200x1 7 14 ND 3900 01 unknown n.d. —
acute pyelonephritis ;
; 54 (urosepsis) 300x 1 1 7 K. pneumoniae 18400 17.0 5 dcated
F - — 200 x 2 14 . — 5800 0.9 excellent eradicate —
DM, chronic cystitis
, 39 acute pyelonephritis 9200 x 2 3 12 - 6700 35.7 o iy GPT: 73-217
F — — 6000 19.0 8 € Alp210-426
5 53 acute cystitis 200x 1 7 1.4 — 10100 0.4 o iy
F — - 4300 01 8 ¢ -
P. aeruginosa
; . E. aerogenes
) 7% chronic UTI (with catheter) E. faecalis 790 0.7
M - 200x1 14 2.8 poor  unchanged —
supranuclear paralysis P. aeruginosa 6000 0.3
cerebral infraction E )
. aerogenes
E. faecalis
MRSA
K. pneumoniae
68 chronic UTI (with catheter) P. aeruginosa artial
10 X partialy _
cerebral infraction 200x1 10 2.0 E. faecalis 6700 0.9 P  eradicated
MRSA 6800 0.8
K. pneumoniae
DM: diabetes mellitus MRSA: methicillin-resistant S. aureus ND: not done n.d.: not determinated
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OBELIBITH o 72, BIE GEF 3) 13528 BICHER
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L7zht, &5HT3IRHOMRETIIRXBEEmZRLTY
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THEHERIEISESN S,
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Table 3. Laboratory findings before and after treatment with grepafloxacin

N B RBC Hb WBC Eos. Plt GOT GPT Al-p BUN s-Cr
o A (10%/ul) (g/dD (/D) (%) (10*/pl) (8)) ) ()] (mg/dl) (mg/d))
L B 458 13.8 9600 3 17.1 15 14 145 11.2 0.5

A 483 14.2 7700 2 25.9 13 11 170 9.9 0.7
) B 429 11.9 8700 0 11.4 21 14 63 13.1 0.7
A 438 12.3 5400 2 24.5 49 59 53 14.9 0.5
3 B 411 13.0 3900 24.8 27 24 143 16.5 0.6
A
4 B 507 14.8 7600 24.9 17 18 181 15.3 0.7
A 474 13.8 5500 23.8 14 17 18.9 0.8
s B 403 12.3 2800 19.9 18 16 110 13.3 0.7
A 391 12.4 3900 35.1 21 17 18.0 0.7
6 B 279 7.7 18400 1 32.6 14 9 288 11.5 0.9
A 346 9.3 5800 6 37.8 13 8 225 20.9 0.9
7 B 309 8.6 6700 1 28.6 85 73 210 5.0 0.6
A 428 12.0 6000 4 38.1 117 217 426 5.1 0.6
8 B 426 12.5 10100 0 20.1 20 11 197 11.0 0.8
A 410 11.6 4300 2 22.8 22 16 191 16.6 0.9
9 B 414 12.7 7900 3 24.7 13 6 173 20.3 0.5
A 417 13.4 6000 3 23.6 17 11 174 27.4 0.7
10 B 294 7.5 6700 1 56.4 9 22 426 32.6 1.1
A 326 8.5 6800 2 35.0 12 13 469 34.9 1.2

B: before treatment  A: after treatment
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Basic and clinical studies on grepafloxacin

Atsuko Guji, Isao Ohyatsu, Yasuo Ono, Taku Miyashita, Hajime Nishiya, Yasumasa Tokumura,
Hajime Sugiyama, Morimichi Yamaguchi, Masumi Aoki, Toshiaki Haga,
Otohiko Kunii and Hideo Miyashita
Second Department of Internal Medicine, Tcikyo University School of Medicine
2-11-1 Kaga, Itabashi-ku, Tokyo 173, Japan

Antibacterial and clinical studies were performed on grepafloxacin (GPFX), a newly developed
quinolone antibacterial drug, and the following results were obtained.

The antibacterial activity of GPFX was compared with those of norfloxacin (NFLX), ofloxacin
(OFLX), and ciprofloxacin (CPFX). Against methicillin-susceptible Staphylococcus aureus (MSSA),
methicillin-resistant Staphylococcus aureus (MRSA), Escherichia coli, and Klebsiella pnewmoniae, the effect
of GPFX was superior to those of NFLX, OFLX, and CPFX, but the effect of GPFX against Pseudomonas
aeruginosa was about one rank inferior to that of CPFX but superior to NFLX and OFLX.

In the clinical study, 10 patients (including 1 case of acute pharyngolaryngitis, 4 of acute bronchitis, 2
of acute pyelonephritis, 1 of acute cystitis, and 2 of chronic complicated urinary infection) were
administered GPFX at a dose of 200~300 mg once or twice daily for 3~ 15 days. The clinical result was
excellent in 1 case, effective in 5 cases, ineffective in 2 cases and unevaluable in 2 cases.

In regard to its safety, adverse reactions were noted in 2 cases: nausea and headache in 1 case and
thirst in the other. Abnormal laboratory values were observed only in 1 case as slightly increased GPT
and Al-p. These side effects and abnormal laboratory values were, however, mild in degree with no
problem from the clinical standpoint.



