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Abstract Objective: To investigate the effects of B-lactam binding PBP; sites in combination on anti-MRSA activi-
ties in vito and induction of PBP2,. Methods: MIC (FIC) of cephradine and cefotaxime alone or in combination against
MRSA were measured. Baclerial membrane proteins were induced with the two drugs and identified by SDS-PAGE. The
relative amount of PBP2a was quatitatively analyzed with densitometer. Results: M 1Cso and MICo of cephradine against 20
strains of MRSA were 128 mg/ 1, 512 mg/ L. and that of cefotaxime 16 mg/1, 256 mg/ L, respectively. When the two
dugs were combined, FICsyp and FICo of cephradine were 4 mg/ [, 64 mg/ L and that of cefotaxime 2 mg/ 1, 32 mg/L,
respectively and FIC index <<0.5. Conclusion; [-lactam binding various PBPs sites in combination have a synergism and
don't induce over expression of PBP»,.
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Table 1  Antimicrobial activities of cephradine and cefotaxime in combination against MRSA in vitro Ce/mg° LD
Autbiotics Range MIC(FIC)so MIC (FIC) o
MSSA M RSA MSSA MRSA MSSA MRSA
Cephradine 0.5~-2.0 64 ~1024 1.0 128 2.0 512
Cefotaxime 0.25~ 1.0 8~512 1.0 16 1.0 256
Cephradine 0.06~0.5 0.5~ 125 0.25 4 0.5 64
(combination)
Cefotaxime 0.03~0.25 1~64 0. 125 2 0. 125 32
(combinatioin)

1) FIC index << 0. 5; against 20 strains of MRSA and 10 of MSSA
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Fig. 1| Inducing effects of cephradine and cefotaxime alone PBP,, B- ,
or in combination on PBP,, expression in MRSA PBP )
Cephmadine and cefotaxime alone induced different amount of (5
PBPy, at 5-fold dilution of MICs. The relative amount of PBP2, in- ’ MRSA ’
creased along with their higher MICs before the optimum inducing PBPs -
concentration, but the two drugs combined did not induce over ex- e PBPs,
pression of PBP2, PBP», ’
s .
3 4 i
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