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Table 1 In vivo antibacterial activity of T-2588, FOM, PPA and OFLX against
systemic infection

MIC (ug/ml)
Strain Challenge dose | /i | Drug | 100 10* EDso
(cells/mouse) (mg/mouse)
cells/ml  cells/ml
) R T-2588* 0.2 0.2 0.17
E. coli 2.6X107 _ FOM 200 200 4.67
TK-16 PPA 1.56 1.56 1.02
OFLX 0.025 0.025 0.018
T-2588 0.39 0.78 0.17
K. pneumoniae 2 FOM | >200 >200 >10
Y-41 1.7x10 * | pra 625 625 | >10
OFLX 0.2 0.39 0.096
T-2588 0.2 0.39 0.014
S, marcescens 1.8X107 + FOM 12.5 100 1.77
1ID620 ) PPA 0.78 0.78 0.44
OFLX 0.2 0.2 0.018
T-2588 0.1 0.2 0.012
P. vulgaris 2.8X107 + FOM 6.25 25 0.19
T-181 ‘ PPA 1.56 3.13 0.39
' OFLX 0.05 0.05 0.010
T-2588 0.1 0.2 0.013
P. mirabilis 2.8X107 + FOM 0.78 6.25 0.22
T-111 PPA 6.25 6.25 0.29
OFLX 0.39 0.39 0.032
Therapy : Oral administration at 1 hr after i.p. infection
Animal. SLC/ICR strain mice, 20+1g, %, 5 mice/group

Calculation of EDs, : VaN DER WAERDEN method
* MIC of T-2588 represents as MIC of T-2525

Table 2 In vivo ‘antibacterial' activity of T-2588, CEX, CCL and CXD
against systemic jnf'ection

T

MIC (ug/ml) | ED;, (mg/mouse)

Drug 108 108 " - =

cells/ml cells/ml Control +CP' +AZ
T-2588° 0.2 0.2 0.025 0.105 0.12
CEX 12.5 ., 125 1.12 5.80 3.80
CCL: 3.13 25 0.16 1.43" 0.63
CXD 6.25 25 0.39 2.18 1.16

Strain . E. coli TK-16

Challenge dose

Therapy
Animal

1% 1.67X107 cells/mouse ip. infection at 4th day after .
i.p.administration ‘of 1 mg/mouse X1 day cyclophosphamide (CP)
b 1.67X107 cells/mouse i.p. infection at 1st day after ‘
p.o.administration of 2 mg/mouseX4 days azathioprine (AZ)

: Oral administration at 1 hr after i.p.infection

: SLC/ICR strain mice, 20+ 1 g, &, 10 mice/group

Calculation of ED;, : LitcurieLp WiLcoxon method
* MIC of T-2588 represents as MIC of T-2525
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Fig.2 In vivo antibacterial activity of T-2588, CEX, CCL and CXD against
urinary kidney-bladder infection in mice (n=6~8)
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Table 3 In vivo antibacterial activity of T-2588, CEX and CCL against pneumonic infection in mice (n =15)

. Challenge MIC(yE/ 'ml) Dose 8 dafys Eradication®**
Strain dose Drug 10 (mg/mouse) survival (%)
(cells/mouse) cells/ml X times"® (%) ¢
T-2588** 0.39 100 100
CEX 12.5 1 XI5 0 0
i CCL 1.56 40 0
K. pneumoniae 4 X10°
Y-41 T-2588 0.39 53 13.3
CEX 12.5 0.1X15 0 0
CCL 1.56 0 0

Oral administration at 4 hr after infection

.

Two times per day
MIC of T-2588 represents as MIC of T-2525

*** Bacterial negative/Total

In vivo antibacterial activity of T-2588, CEX and CCL against pneumonic infection in mice

Chall MIC *
. enge Number (,us/ml) Dose 8 da.ys Eradication*®*®
Strain dose Drug of mice 10 (ma/mouse) survival (%)
(cells/mouse) cells/ml g/mouse (%) ?
T-2588* 7 0.0125 100 100
CEX 14 1.56 1 36 21.4
CCL 14 0.39 50 21.4
S. pneumoniae . T-2588 14 0.0125 86 78.6
D-289 8 X10 CEX 21 1.56 0.1 19 9.5
CCL 21 0.39 33 9.5
T-2588 28 0.0125 0.01 61 28.6
T-2588 14 0.0125 0.001 36 14.2

Oral administration at 4 hr after infection
* MIC of T-2588 represents as MIC of T-2525
** Bacterial negative/Total

Fig. 3 Bactericidal effects of T-2588, CEX and AMPC against intrauterine

infection with E.coli TK-264

Viable cells counts/uterine(log)

Therapy

AMPC

1

MIC (ug/ml)
Drug 10 10
cells/ml cells/ml
T-2588°| 0.025 0.05
CEX 6.25 6.25
AMPC | 3.13 6.25

3
Time (hr.)

Animal : Wistar strain rat
220+20 g, ¥, (n=3)

Drug
10 mg/kg

: Oral administration of

at 1hr after

intrauterine infection

* MIC of T-2588

represents

as MIC of T-2525
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THERAPEUTIC EFFECT OF T-2588, A NEW ORAL
CEPHEM ANTIBIOTIC ON VARIOUS
EXPERIMENTAL INFECTIONS

Isamu Saikawa, Takasur Yasuba, Axira Yotsuji, MasanirRo TAKAHATA,
Yasuo WaTaNaBe, Nacako NisHioa and Hiromr Kakizawa
Research Laboratory, Toyama Chemical Co., Ltd.

The therapeutic effects of T-2588 on various experimental infections in mice and in rats were
studied in comparison with other oral antimicrobial agents.

1) The therapeutic effect of T-2588 was equal to that of ofloxacin and was superior. to those
of pipemidic acid and fosfomycin against systemic infection in mice.

2) The therapeutic effect of T-2588 was superior to those of cephalexin (CEX), cefaclor (CCL)
and cefroxadine (CXD) against systemic infection in mice treated with immunosupressive cyclophos-
phamide or azathioprine.

3) On pyelonephritis with Staphylococcus aureus and gram-negative bacteria in mice, the therapeutic
effect of T-2588 was equal or superior to those of CEX, CCL and CXD.

4) On pneumonia with Klebsiella pneumoniae and Streptococcus pneumoniae in mice, the thera-
peutic effect of T-2588 was superior to those of CEX and CCL.

5) On intrauterine infection with Escherichia coli in rats, the therapeutic effect of T-2588
was superior to those of CEX and amoxicillin.



