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Table 1 MICs of ABPC, FOM, GM and CP against Enterococcus faecium and Enterococcus avium
MIC (ug/ml)
Organism ABPC FOM GM cp
Range | Mean | Range | Mean | Range | Mean | Range | Mean
E. faccium 32-128 | 620 |64-128| 860 | 4-32 | 17.2 | 8 64 | 14.3
E. avium 16- 64| 197 | 64-128| 1204 | 1-16 35 | 4-64 | 322
Table 2 Comparison of fractional inhibitory concentration (FIC) index in two-antibiotic combination
against ampicillin-resistant Enterococcus
No. of strains (%)
i:;fx picillin- y pici Ampicillin-
E. faccium E. avium E. faccium E. avium E. faecium E. avium
2.0 2 (1L 1 (10.0) 4 (36.3) 3 (17.6)
1.0 1 (5.8 1 (10.0) 3 (2.2 4 (23.5)
0.75 3 2 2 (20.0) 4
0.62 2| . 5 5
0.56 1| B0 (52.9) 1@ 1
0.53 2 1 1 (29.4)
0.51 1 4
0.50 5 1 3 3 18 1
0.37 H 2 1 4 } (6.6) 2
031 2 1 17(60.0)
X 29.4
0.8 2|0 (29.4) (36.3) @4
0.26 1
0.24 1 1
0.18 1 1)
Range 0.24-0.75 0.18-2.0 0.26-2.0 0.18-2.0 0.37-0.75 0.24-2.0
Means:SD | 0.440.13 0.7240.49 0.69+0.48 1.1540.68 0.53£0.10 0.78+0.58
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a) ABPC 16 pg/ml

b) FOM 32 ug/ml

¢) ABPC 16 ug/ml+FOM 32 pg/ml
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avium 1234+ % MIC % Table 1 ioi% L7z, ABPC,
FOM, GM %1 0f CP o E faecium i= %3 % MIC
3 FhEh 32~128 ugjml (F4 62 pg/ml), 64~128
pg/ml (P35 86 pg/ml), 4~32 pg/ml (P45 17. 2 pg/ml)
3 X U 8~64 pug/ml (F 35 14.3pg/ml) THoo
ABPC, FOM, GM 3 XU¢ CP 0 E. avium <%+ %
MIC i, *h¥h 16~64 pg/ml (¥ 19.7 pg/ml),
64~128 pig/ml (P4 120.4 pg/ml), 1~16 ug/ml (F
# 3.5pg/ml) 3 XUF 4~64 pg/ml (P35 82.2 pg/ml)
THo1o

2. fg#¥fk Checkerboard iz X AHHA%IR

## 4 Table 2 |2k L1z, ABPC+FOM 04 &b
2T, E faecium \5T BOPRBRELD L BRHR
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Table 3 The method to calculate the maximal decrease rate of A drug MIC (B drug MIC)
at the MIC of B drug (A drug) in two-drug combinations
A drug y J .
B drow 128 | 64 | 32 | 16 8 4 2 1 05 | 025 [0.125| 0
6
32 - - - - -y + + + +
16 - - - - ' v + + + +
8 - + + [ + + + + +
4 -x| + + + + + + + |+
2 + + + + + + + + + +
1 + I + + + K + + + +
0 + + + + + + + + + +
The maximal decrease rate of B drug at X
=The lowest MIC of B drug (C MIC of B drug (Al 1/16
The maximal decrease rate of A drug at ¥
=The lowest MIC of A drug (Combination)/MIC of A drug ( /32

Fig.1 The decrease rate of ABPC MIC at
each MIC of FOM in the combination of
ABPC with FOM against E. faecium
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Fig.2 The decrease rate of FOM MIC at each
MIC of ABPC in the combination of ABPC
with FOM against E. faecium
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Fig.8 The decrease rate of ABPC MIC at
each MIC of GM in the combination of
ABPC with GM against E. faecium
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Fig.4 The decrease rate of GM MIC at each
MIC of ABPC in the combination of ABPC
with GM against E. faecium
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Fig.5 The decrease rate of ABPC MIC at
each MIC of CP in the combination of
ABPC with CP against £. faecium
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Fig.6 The decrease rate of CP MIC at each
MIC of ABPC in the combination of ABPC
with CP against E. faecium
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Fig.7 The decrease rate of ABPC MIC at
each MIC of FOM in the combination of
ABPC with FOM against E. avium
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Fig.8 The decrease rate of FOM MIC at each
MIC of ABPC in the combination of
ABPC with FOM against E. avium

©5 strains

1 strain
1 3
! .
g
2 1
g+
1
T ¥ :
Tk .
y
£ ) .
i
1 . . .
]
1
i
0 3
16 32 64 125

MIC of ABPC o mi

=, 64 pg/ml DT 1~1/32 ¥ TRAER TU 1,
Fig.5 3 XU 61c 7 LIz & &<, E faecium 2343 %
ABPC+CP 0fizfrb¥ T, CP ® MIC »t 8 pg/ml
O¥TR, ABPC O MIC # 1/4~1/32 ¥ T, 16 sg/ml
DT 1/4~1/64 ¥ T, 32 pg/ml DT 1/8 ¥ T,
64 pg/ml DERTIX 1/4 ¥ TR TR T2, —HABPC
@ MIC #' 32 pg/ml O#Ti2 CP 0 MIC # 1/4~1/8
T, 64 pg/ml DTIX 1/2~1/8 T, 128 pg/ml O
TUL 1B ¥ TP SR T, Fig. 7 S XU 8 BB
ik vz, E. avium i2333 5 ABPC+FOM 0% s

Fig.9 Bactericidal effects of ABPC+FOM
agsinst E. faecium No.805 strain

TR

Viable cell counts Log,, CFU. mi}
e

b\
\,
ABIC 15
d K.\ A RoM R
2 oo
1
[ ——
3 6 48

Incubation Ilmt—:r
MIC : ABI’C 64 ug/ml. FOM 128 sug/ml
FIC index : 0.37
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Fig.11 Bactericidal effects of ABPC+FOM
against E. faecium No.847 strain
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COMBINED EFFECTS OF AMPICILLIN WITH OTHER
ANTIBIOTICS AGAINST AMPICILLIN-
RESISTANT ENTEROCOCCUS

Kouki Taxkanasui and Harushice Kanno
Department of Laboratory Medicine, Chiba University Hospital, Chiba

Ruey-Mer Cuen
Department of Chest Medicine, Institute of Pulmonary Cancer
Research, School of Medicine, Chiba University, Chiba

The effects of antibiotic binati against icilli i E; q ly found in

d patients were i d. By means of the microtiter broth dilution checkerboard
method, the combinations of ABPC+FOM, ABPC+GM, and ABPC+CP were synergistic against
75.0%, 60.0% and 66.6% of E.faecium tested, respectively. The combinations of ABPC+FOM,
ABPC+GM, and ABPC+CP were synergistic against 29.4%, 36.3%, and 29.4% of E.avium tested,
respectively. The combined efiect of ABPC+FOM against E.faecium was superior to those of
ABPC+GM, and ABPC+CP. In the time-killing curve studies, the combination of ABPC+FOM
also showed bactericidal effect against the selected strains of ampicillin-resistant E. faccium tested.

This combination therapy may be useful for severe ampicillin-resistant E. faecium infection:






