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Fig. 1 Chemical structure of T-1982
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Table 1 Distribution of combined action index of GM, DKB, EM or TC with T-1982
against clinical isolates of S. marcescens (25 strains)

Combined Combined action index -
with |\ |1 |2 [ s | 4] 5|6 |7 |8 [ o |10 |||y
GM 136!l 4!l 4l 1 ! 3 | 1 1 ’
DKB 5 | 4 | 4| 1| 2|2 3 1 |
EM 8 | 4 | 21 2 1| | ! .

TC 14| 5 IS - |1 | | ! ;

* The combined action index was calculated by the number of plates which showed no visible
growth of the test organisms on HIA contained the sub-effective concentration of antibiotics at

several ratio.

Fig. 2 Combination effect of GM on MIC of
T-1982 against S. marcescens (25 strains)
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Fig. 3 Combined action of T-1982 and GM
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Fig. 4 Individual or combined bactericidal
effect of T-1982 and GM on S. marc-
scens W-24
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The MIC of T-1982 was 1.56 #g/ml and the
MIC of GM was 12,5 p#g/ml.
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Table 2 Combination effect of T-1982 and GM on intraperitoneal infection with
S. marcescens W-24 in mice

s Determined Confidence
Group Antibiotics | M/ISID Combination EDso limit
s (mg/mouse) | (P=0.05)
1 T-1982 1.56 - 0.55 0.43 —0.69
2 GM 12.5 - 0.054 | 0.045—0.065
3 T-1982+GM - 10:1 0.14 0.11 —0.18

Challenge dose : 5x 107 cells/mouse. (3.3 MLD)
Therapy : s. c. injection at 1 hr after infection.

Table 3 Combination effect of T-1982 and GM on intraperitoneal infection with
S. marcescens W-50 in mice

s Determined Confidence
Group Antibiotics | M}gl ; Combination EDso limit
4 (mg/mouse) | (P=0.05)
1 T-1982 1.56 — 1.02 0.86 —1.21
2 GM 1.56 — 0.070 0. 059—0. 083
3 T-1982+GM - 10:1 0.30 0.25 —0.36

Challenge dose : 2x107 cells/mouse. (16,7 MLD)
Therapy : s. c. injection at 1 hr after infection.

Table 4 Synergistic ratio of therapeutic effect of combined antibiotics

Hypothetical

Deo* Confidence Synergistic | Confidence

Strain Combination | (.o oS ) limit ratio limit
(Day (P=0.05) | (Da/Dd) | (P=0.05)
S Tarecens | TAMZESM I .30 0.26—0.35 2.14 1.56—2.93
S rarcescens| TI824GM | 0.46 0.40—0.52 1.53 1.22-1.91

*Hypothetical EDso in which additive effect of combined antibiotics assumed.
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COMBINED ACTION OF T-1982 AND VARIOUS ANTIBIOTICS
AGAINST SERRATIA MARCESCENS

Isamu Saikawa, TakAsHI Yasupa, YOsHIKAZU FUKUOKA,
YOsHIKO YAMASHIRO, YAsUSHI IKEDA and YUUKO NAGATA
Research Laboratory, Toyama Chemical Co., Ltd.

The in vitro and in vivo combined actions of T-1982 and aminoglycosides, macrolide, or tetracycline

against Serratia marcescens were studied.

The combinations of T-1982 and aminoglycosides (gentamicin, dibekacin) showed markedly syner-
gistic activity in both i vitro antibacterial activity and therapeutic effect on experimental infection in mice,

and the combined actions were bactericidal.

On the other hand, in vitro combinations of macrolide (erythromycin) or tetracycline with T-1982

showed rather weak synergism.



