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ABSTRACT

Background: CEM-101, a new macrolide-ketolide for
respiratory tract infection therapy, was tested to determine

its killing activity (MBC and kill curves [KC]), post-antibiotic
effect (PAE) and potency in combination with other agents
(gentamicin [GEN], ceftriaxone [CRO], trimethoprim/
sulfamethoxazole [TMP/SMX], vancomycin [VAN], levofloxacin
[LEV]).

Methods: MBC determinations for CEM-101, telithromycin

Antimicrobial Characterization of CEM-101: PAE, Bactericidal Activity and Combinations

[3-haemolytic and viridans group streptococci, Staphylococcus
spp. and enterococci has been documented in early screening
studies performed using reference Clinical and Laboratory
Standards Institute (CLSI) methods.

Since mechanisms and occurrences of resistance are
increasing rapidly that may compromise the MLS;-ketolide
class, we assessed the CEM-101 post-antibiotic effects (PAE),

bactericidal activity (MBC and killing curves) and potential
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& Knapp, NCCLS M21-A3 and M26-A. The compounds were
tested at 2X, 4X, 8X MIC; and colony counts were performed at
TO, T2, T4, To,and T,,.

Drug interaction (synergy) studies: Twenty strains (7 S. aureus,

6 3-haemolytic streptococci and 7 S. pneumoniae) were tested
by the checkerboard method. CEM-101 was combined with
five agents (ceftriaxone, gentamicin, levofloxacin, trimethoprim/

sulfamethoxazole [TMP/SMX] and vancomycin), each

e CEM-101 showed rapid bactericidal activity (reduction
of 23 log,, CFU/mI) against macrolide-susceptible
strains of S. aureus, S. epidermidis, S. pneumoniae,
S. pyogenes (only at 8X MIC) and viridans group
streptococci, as well as a macrolide-resistant S.
pyogenes (Table 3). CEM-101 produced a greater
reduction of CFU/ml and more rapid killing when

compared to either telithromycin or the macrolides

The most common interaction category observed

for the CEM-101 drug combination studies was
indifference (68 occurrences), followed by additive
(22), and partial synergy (7) effects. Synergy was only
observed with CEM-101 and gentamicin for two S.

pneumoniae strains (Table 4).

Table 3. Summary of time kill curve results.
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CONCLUSIONS

CEM-101 showed a significant concentration and
exposure-dependent PAE against Gram-positive
(average PAE, 3.8 hours) and Gram-negative
(average PAE, 4.5 hours) pathogens commonly

associated with CA-RTIl and uSSSI. Overall, the PAE
of CEM-101 was longer than that of telithromycin.

CEM-101 exhibited bactericidal activity when tested
against macrolide-susceptible streptococci, CoNS
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