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Revised Abstract Materials and Methods Results continued | Discussion
Background: CEM-101 is a new fluoroketolide that has potent activity Strains ::5';;24 of Legionella 4,5, 6and others (7.8,9 o
against respiratory tract pathogens. Its activity against a variety of - Avariety of Legionella were collected from respiratory tract or environ- + CEM-101 (MICg4, 0.016 mg/L) was significantly more potent than the
Legionella species was investigated. men_tal sources from 1988 to present. oreant y bt MIC (mg/L) most commonly usec_i drugs f_or the treatment of Legionellosis, such as
Methods: The in vitro activity of CEM-101 was compared with that of * Multiple cultures from the_same pat!e_nt or source were excluded (2 () Qubicic Rangs % 90% erythromycin alnd_ aznhromycm. _
telithromycin, azithromycin, erythromycin, levofloxacin and doxycycline g"esi a change [Z Of?t?"(ljstr)ﬂ 0: anélblggrartr;] \A:ias notre:d. soscrbad b - _ = — — * Among the antimicrobial agents tested, levofloxacin (MICqy
" 2 g . pneumophila E <0.004-0. . X

agalnzt a total Of:)“f(f) Leglanella spp. by a sta_P:ard agar dl|ut|0(;1 ME?:;SSZIW?;T identified by standard methods such as described by gemgmfm - S s o 00.2’1“61%2/211;?1:rzzgzge?’;tggit::al agent that was comparable to

rocedure using buffered yeast extract agar. The species testex h o SUA ; : Azithromycin 0.016-0.25 012 012 H 5
i':quded L. pnegumuphila s\:erogroups 1 tog12 (300 i§olates), L. dumoffii o MiErEemgemiEms MR N5 el Eaies] st AT o 16 oo oo * Against L. pneumophila, CEM-101 (MIC4, 0.016 mg/L) was
(30), L. micdadei (30) and L. longbeacheae (25). 1L — = Doxycycline 054 1 1 significantly more active than erythromycin (MICqy 1 mg/L),

) : - N . L. pneumophila 300 azithromycin (MICgy, 0.25 mg/L) and doxycycline (MICg, 1 mg/L) and
Results: Against the L. pﬁeumophllal strains tlested, CEM-101 (MICgy, 9 L. fEsrE 30 T G DG QOB QG T n}llore gctivguthan teli%hr()Jm e (N)I,Ig 2 0‘(3 m ?E) g/L)
0.016 mg/L) was more active than telithromycin (MICg, 0.06 mg/L), 3. L. dumoffii 30 serogroup 5 (25) Telithromycin 0.03-0.06 006 006 ghtly 2 Y 90 U- giL).
azithromycin (MICgq, 0.25 mg/L), erythromycin (MICq, 1 mg/L) and 4. L. longbeacheae 25 ézr;:gr:ycc'; g.ooi-u.s g.gg g.g + L. pneumophila serogroup 1 was more resistant to CEM-101
doxycycline (MICq, 1 mg/L). CEM-101 was as active as levofloxacin 5. L. others (bozemanae, feeleii 25 e 0.004-0.016 0008 0016 (MICq, 0.3 mg/L) than other L. pneumophila serogroups.

(MICq, 0.016 mg/L) against L. pneumophila. CEM-101 was less active gormanii, oakridgensis, sainthelensi, Doxycycline 0.5-1 1 1 . Thelactlwtylof CEN!-1 01 agalnstl L. pneumopl'ula serogroup 1 was )
against L. pneumophila serogroup 1, 2, 3, 4, 5, and 6 strains (MICg, anisa, wadsworthii) R eV DD WD OG0 particularly interesting, in that this serogroup is the most resistant strain
0.016 mg/L) than L. pneumophila serogroup 7, 8, 9 and 12 strains serogroup 6 (50) Telithromycin 0.016-0.06 0016 003 to erythromycn"l (MICqg) 1 .mg/L) apd the mostlcomn'ﬁon strain isolated
(MICq, 0.008 mg/L). Against L. micdadei and L. dumoffii , erythromycin *10 different serogroups élr;}‘:':gyc'_" o2y ks @i from nosocomial or acquired respiratory tract infections.

. yein 0.008-0.25 012 025 g . y "
(MICgy 1 mg/L), doxycycline (MICq4, 1 mg/L) and azithromycin (MICqy Determination of MICs Levofloxacin 0.008-0.016 0008 0016 * The activity of CEM-101 against Legionella other than pneumophilia
0.25 mg/L) were less active than CEM-101 (MIC4, 0.12 mg/L) and + MICs were determined using the CLSI agar dilution method (2, 3), with e 3 g U was similar to its activity against pneumophilia.
telithromycin (MICq, 0.12 mg/L). Against L. longbeacheae, CEM-101 replicate plating of the organisms onto a series of agar plates of L pneumophita CEM-101 <0.004-0.008 0008 0,008 + Among those species tested, L. longbeacheae was the most
(MICq4, 0.06 mg/L) was more active than levofloxacin (MICg, 0.12 mg/L), increasing concentrations from 0.004 mg/L to 64 mg/L. serogroup 7,8,9, 12 (11) Telithromycin 0.016-0.06 003 006 susceptible species to CEM-101 (MICy, 0.06 mg/L); erythromycin
telithromycin (MICq, 0.12 mg/L), azithromyin (MICg, 0.12 mg/L), - Buffered Yeast extract (BYE) was used as the medium against e o s o 0% (MICg, 0.5 mg/L) and doxycycline (MICqy 1 mg/L) were less active than
erythromycin (MICgq, 0.5 mg/L) and doxycycline (MICq, 1 mg/L). Legionella strains. Levofloxacin 0.008-0.016 0016 0.016 CEM-101.
Conclusions: These data confirm the interesting activity of this new + Staphylococcus aureus ATCC25923, Pseudomonas aeruginosa PR &1 ! ! * Against L. ongbeacheae, CEM-101 (MICq, 0.06 mg/L) was

" . 7 ATCC27853 and Legionella pneumophila ATCC33152 have been - slightly more active than levofloxacin, telithromycin and
9 included as controls. sults continued azithromycin (all with MICgy 0.12 mg/L).

“ TOES Sevepitity o ool e e preemere R (MICBO o mglL) oo markedly more actve agai"S' -
O e - . MIC (mg/L) dumoffii and L. micdadei than erythromycin and doxycycline
TABLE 1. fL i hil o i
Introduction Susceptiblity of Leglonella pneumophila oo 0 o) _ (MIC4 0.5 - 1 mg/L) . The activity of CEM-101 was similar to the
MIC (mg/L) : Range 50%  90% activity of telithromycin against these species.
Organism (no. tested) Antibiotic
CEM-101 is a novel fluoroketolide antibacterial agent related to 14- Banos € 222 etmom(30) $9Eh:c|}“o‘::ycin SoL0nz 0,00 012
membered ring macrolides. CEM-101 appears to exhibit superior ability Lpneumophiia CEM-01  <0.004-0.06 0.008 0,016 Aditomycin  0.12.0.25 012 025 Conclusion
to bind to the ribosomes dimethylated at 2058 by the action of erm All serogroup (300) Telithromycin ~ 0.016-0.12 003 0.06 Erythromycin 02505 025 05
methyltransferase. Aczithromycin ~ 0.008-1 0.06 025 Eevoﬂox?cm g 008-0.016 8016 gms
i e e oo om oeyeine 51 S o + CEM-101 should be a promising agent for the treatment of
- . . . ine 051 . : L. micdadei (30 CEM-101 <0.004-0.12 0016 0.12 i i i i by
In susceptibility studies, CEM-101 is appreciably more potent than most Doxycydline  0.5-1 1 1 &2 Telitvomycin  0.016.0.08 006 006 lower respiratory tract infections caused by Legionella spp.
macrolides or azalides against many Gram-positive organisms, including L pneumophila CEM-101 <0.004-0.06 0.016 0.03 Qﬂry::m;cc:r; g-gjf-olm ggS 3-25 « Clinical studies should undertaken to evaluate the in vivo
resistant Streptococcus pneumoniae, Streptococcus pyogenes and serogroup 1 (125) Ex:mmyqin %%1166-01-12 g-?; g-ge (el i 0.008-0.016 0016 0016 effectiveness of this new antimicrobial agent.
> . : ; romycin  0.016- ! . 2
Stapﬁylococcus spp. Itlhas pot'ent activity agalns} various atypical Emhmm‘{,cin 0.06-2 025 1 Doverine O] @iz 1
respiratory pathogens like Legionella pneumophila, Mycoplasma spp. Levofloxacin  <0.004-0.03 0.016 0.016 L. longbeacheae (25) CEM-101 <0.004-0.12 0.008  0.06
i Doxycycline  0.5-1 1 1 Telith i 0.06-0.12 012 012
and Chlamydia spp. Adtomyen  0016.0.25 012 012 References
L pneumophila CEM-101  <0.004-0.03 0.008 0.016 Erythromycin 012-05 025 05
" . serogroup 2 (28) Telithromycin  0.016-0.06 0016 0.03 Levofloxacin 0.008-0.12 0016 012 - A
Objectlve Azithromycin ~ 0.008-0.12 0.06 0.12 Doxycycline 0.06-1 0.25 1 1. Murray et al., Manual of Clinical Microbiology, 9rd ed., 2007, A.S.M.
Erythromycin  0.008-0.5 0.25 0.25 Chap. 53; 835-849.
) L. . . Levofloxacin  <0.004-0.016 0.008 0.008 L amer.‘mar’ pnsu‘mophila CEM-101 . <0.004-0.03 <0.004 0.016 2 P I‘fp tandard f timi bial tibility testi - 18th
We determined the minimum inhibitory concentration (MIC) of CEM-101, Doxycycline  0.5-1 1 1 mmEZ';.C;:cazrsé;‘)fnd E\::rroorr“ny;: gggg ;g gl; gg o [FEEINIENED SERCEIRE iy EMlERIE] SLEE iy i)
telithromycin, azithromycin, erythromycin, doxycycline and levofloxacin LD CEM-101 <0.004-0.016 0.008 0016 o Erymmm{/cin 0251 05 1 Iouatobal S_upplemem, O siegelnicallandilaboraion]
against a variety of Legionella isolated from nosocomial or acquired serogroup 3 (25) Telithromycin ~ 0.016-0.06 003 003 Ez:‘;gzﬁrc‘: gggef 016 2015 0 ?15 Standards In§tlt}1te (CITS!), W§yne, PA, J.a?yary 2008) )
respiratory tract infections or from environmental sources. Azithromycin  0.016-0.25 0.12 0.25 . 3. Method for _dllutlon antimicrobial susceptlblllt_y_ tests for bact(-_:n_a that
E’V‘:{f’“yc.:‘ 3610263'3 - g-gga 3'303 L other than preumophila included: L. others (bozemanae (5 strains), feeleii (5 strains), gormanii (5 strains), grow aerobically; approved standard 17" edition, M7-A7, Clinical and
DZ‘;YC‘;ZEE'E Preihe b b oakridgensis ( 3 strains) , sainthelensi (3 strains), anisa (2 strains), wadsworthii (2 strains). Laboratory Standards Institute (CLSI), Wayne, PA, 2006)



