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A b stract I ntro d U Ctl on Susceptibility testing. All susceptibility tests were * Lowest CEM-101 MIC results among various MDR Table 2. Activity of CEM-101 and telithromycin tested against S. pneumoniae isolates having various antimicrobial resistance patterns.
performed by CLSI broth microdilution methods (MO7- patterns (Table 2) were noted for pneumococci MIC (ug/mi)
_ _ A8, 2009) by a central monitoring CLIA/GLP-compliant having isolated resistance to penicillins (MIC,,, 0.25 Resistance patterns? CEM-101 Telithromycin
Background: CEM-101 is a new fluoroketolide with CEM-101 is a novel fluoroketolide selected as a - : . . o0 PEN ERY oLl TET TS BV N 4 So% 90% % <L ug/mi 0% 90% % =1 ua/mi
- 't. et Gram " thoaens and didate f toral and oral th f laboratory (JMI Laboratories, North Liberty, lowa, ug/ml), resistance to all five drug classes (MICy, o 0-3:7"3‘?6 Oog 02; °510(;‘gm . 12" 05° °-99”79 m
Eg eresa(i:rg/tlo)r/ atngZcI:tSGrari n;epoaili\;\éespzcigg?Hs a candida 'et o paren dera an torat etrgp;y c;_ CA USA). Testing used cation-adjusted Mueller-Hinton 0.25 pg/ml), resistance to levofloxacin and other e 13 0.12 0.25 100.0 0.25 05 100.0
. ﬂy P é/M carrhal J o : S SomIMUTIGFEEEITEE] (EEITE ORI I ECUIENS (e broth (CA-MHB) with 2.5-5% lysed horse blood. CLSI fluoroquinolones (MICq,, 0.12 pg/ml), and with X X 307 0.06 0.5 100.0 0.25 0.5 99.7
influenzae and M. catarrhalis). We repor - RTI). Initial in vitro studies indicated activity M100-S19 was utilized to interpret MIC results by resistance to macrolides only (MICg,, 0.25 pg/ml). X X X 184 0.25 0.5 100.0 0.25 0.5 99.5
potencies tested against S. pneumoniae (SPN) comparable or superior to telithromycin, cethromycin, categories and for quality control (QC) ranges where Telithromycin non-susceptible isolates were noted X X X X 165 0.25 0.5 100.0 0.25 0.5 100.0
Isolates focusing on various multidrug-resistant (MDR) erythromycin, azithromycin and clarithromycin, as well criteria were available. Tested QC strains included: S. (95.2-09.8% susceptible) for S. pneumoniae among X X X X X ) 12415 0060165 g.ig igg.g <062056 O0.255 19050.20
SUbSEtS. .. . ) .. . . ) 7 107 - . . : <0. . .
as activity agaln_st Gram-positive |_solates .havmg | aureus ATCC 29213 and S. pn.eumon.|a.e ATCC 49619. six of the eight analyzed resistance patterns X X 347 0.03 05 100.0 <0.06 05 99 7
_ _ documented resistance to macrolides or lincosamides All QC results were within published limits. (Table 2) X 631 0.06 0.25 100.0 0.12 0.5 99.8
MethOdS:. 1,737 SPN_StramS were CO"ECted I 2008 (M LSB agentS). CEM-101 activity iS direCtEd againSt . a. _I:FII\EAIETS&?(niCitIIi.n (I\t/IrI]C, ;2/pg{;nl ort;4 pg/rrl; se:ajffg[?ot:as bﬂand g), I(EI\I/'T’l\C(:=e>rZ/thrc/>ml))/cin (MIC, 21 ug/ml), CLI = clindamycin (MIC, 21 ug/ml), TET = tetracycline (MIC, =8 ug/ml), T/S or
onc c 0 0 oMC = trnmetnhoprim/sulfametnoxazoie, an = levorioxacin , 24 Jg/imi).
from r_nedmal centers in _the_ USA, Europe, and Latin Gram-positive pathogens, but the drug also possesses A wide variety of comparison agents were utilized | _ — . b MIC at 22 ug/ml per penicilin V interprefive criteria (CLSI, 2009).
Aémfrlcta.d A cet?t.rallrr:onltor.lngt Iibzo5ratotr.y §usc;gp|’ub;3hty measurable potencies against fastidious Gram- including: amoxicillin/clavulanate, ceftriaxone, Table 1. a?not?n?;?tzli\;fsﬁg\tlgg Zg;:ii\f-llgé ;ﬂ;d ;r?eztmirniae . c. MIC at > 4 pg/ml per high-dose parenteral regimens (CLSI, 2009).
(S) tested each isolate agains antimicrobials by negative species (Haemophilus, Moraxella), some cefuroxime, penicillin, tetracycline, vancomycin, | > P . —— : . .
- - hod : . : ’ : : : from a pre-marketing surveillance program in Europe and Figure 1. MIC distribution for CEM-101 and telithromycin tested .
CLSI (MO7-A8, M100-519) methods. MDR patterns i i i azithromycin, cefepime, clarithromycin, clindamycin - ae | @ |
i — i~y el st Enterobacteriaceae (Salmonella, Shigella), atypical ycin, cefepime, c ycin, clindamycin, the Americas. against over 1,700 S. pneumoniae isolates from an oncrusions
were defined by resistance (R) to penicillin (PEN), respiratory tract species, Helicobacter pylori erythromycin, ciprofloxacin (screen for possible initial international surveillance program (2008). Telithromycin
erythromycin (ERY), clindamycin (CLI), tetracycline . . . ’ . S rase target mutations, MIC at 24 pg/ml) was not tested at concentrations below 0.06 pg/ml.2 : :
. : . telithromycin-resistant B-haemolytic streptococci, and gy g ’ = Hgrmi), o MIC (ug/ml) % by category? « CEM-101, a novel fluoroketolide, provides complete
: pathogens causing various sexually transmitted ’ ’  IMIP ’ agent ; ] . . 90% coverage (100.0% inhibition at <1 ug/ml;
(TEL), and levofloxacin (LEV) were also tested. ” (STD) telithromycin and trimethoprim/sulfamethoxazole Mode 50% 90%  Range Susceptible/resistant @ e frseraslid) s o B
Iseases :
(TMP/SMX), all assessed by the broth microdilution CEM-101 0.015 0015 025 <0.008-1 100.0/0.0 o0% - 2008) i ' '
s , Isolates of S. pneumoniae from patients on
RSILER WS A2 Il A S [ iul (= i i Vi method only (Table 1) Telithromyci 0.06 <0.06 0.25 <0.06-2 99.9/0.0 ’Ehree z:ontinents P i
: : : : . : t <0. <0, . <0.06- 9/0. 70% - :
compared in a SPN population with the following R- In this presentation, we report CEM-101 activity elithromyein
rates (%): PEN (21.4), ERY (36.3), CLI (20.0), TET geazuredd *IJY r_eferengfscf“”'car'] a(r;d Lz;]\borator_y Analysis. Resistance profiles using six antimicrobial Azithromycin <05 <05 >4  <0.5->4 63.3/36.2 60% - « CEM-101 potency and overall spectrum was slightly
(25.8), T/S (21.7) and LEV (1.1). CEM-101 (MICq,, S:a” tar s Institute (CLSI) met |Ot S ‘;V e”ée:tg‘gl classes (penicillins, macrolides, clindamycin, Clarithromycin  <0.25 <0.25 >32 <0.25->32 63.6/35.6 S o superior to telithromycin and was at least four-fold
0.015/0.25 /ml) showed increased MIC., and MIC reptococcus pneumoniae 1solates from : . ' i = ' ' ' In.
ug/mi) _ 50 90 c . . b 4 vari ¢ tetracycline, TMP/SMX and fluoroquinolones) were Erythromycin ~ <0.06 <0.06 >8  <0.06->8 63.4/36.3 Iz more active than linezolid or vancomycin
results for MDR patterns that included ERY and CLI merging resistant subsets anad various patterns o resreeEtl and e lEres en RNV 217 S 40% | m CEM-101 _ _
. 0 : - ’ . . - - - © . . « CEM-101 appears to be a viable candidate for the
(0.25/0.5 pg/ml, respectively). TEL (S rate, 99.9%) MLSg-ketolide resistance found among these tested telithromycin MIC/potency is tabulated in Table 2 Clindamycin ~ <0.25 <0.25 >2  <0.25->2 79.6/20.0 > o B = Telithromycin therapy of CA-RTI (CABP) caused by S
MIC results were slightly higher than CEM-101 organisms collected from an international surveillance Penicillin <0.03 <003 4  <0.03->4 64.2/21.4 neu?;niae that mav be resistant toyotﬁer
(100.0%S). Amoxicillin/clavulanate non-S rate was program in 2008 are analyzed for comparative ketolide Res |tS N y » \ e N 20% 1 apmtimicrobial classesysuch e
12.8%, but 86.9% among isolates R to all 5 listed activity u ) ) o o 10% B - ’ .

! ) . ‘ . % lin mi -lactams (penicillin, cephalosporins
drugs (Table). Ceftriaxone non-S rate was an alarming Ceftriaxone <025 <025 1~ <0.25-8 91.4/1.4 l ca(r:lgzaengrerz)ﬁan d even E:,po called "‘resp iratorp !
8.6% (8.2% for cefepime). CEM-101 was effective YE : I d M th d « CEM-101 exhibited slightly greater activity against S. Cefepime <012 <012 1 <0124 91 8/0.6 T e e o m w o n quoropuinoIones” vofloxac and mogifloxazin

] . . . N N ‘ 2 .
(MIC, < 1 pg/ml) versus all LEV-R isolates and those aterials an elnods pneumoniae isolates when directly compared to Cefuroy < < o <8 B PSRN S k F rtheqr clinical de(elo B ')a
.. . . . - . . eruroxime = s s7- . . u 18] V W VI
strains with ciprofloxacin MIC values at > 4 pg/ml _ _ _ _ another ketolide (telithromycin), with all CEM-101 MIC pg/ml arenteral and/or oral Fc)leliver
(QRDR mutants). Organisms teste_d. All organisms tested in this 2008 MIC values at <1 ug/ml. Telithromycin non- Imipenem <012 <012 05  <0.122 77.5/6.8 P y-
e G CEM-101 surveillance program were collected from susceptible strains (MIC, =2 pug/ml) were detected Ciprofloxacin® 2 2 2 £0.03>4 /(7.0
No. s patients in the United States (USA), Europe and Latin (0.1%: see Figure 1 and Table 1). oo . . > comea 08811 Referen ces
PEN ERY CLI _TET _T/S LEV tested 50% _ 90% _lug/m America (LA). These pathogenic strains were isolated Svoroxacn i o
X 371 0.06 0.25 100.0 . : :
X X 307 006 05 1000 from CA-RTI e.g. the most common species « CEM-101 was quite potent (MIC 0, 0.015/0.25 Moxifloxacin - 0.5 =0.5 =05 =<0.5-4 98.9/0.6 L. rinker AD, Wassel RT, Lyndly J, Serano J, Avigan M, Lee W, SeeffLB (2009). 7. Kyaw MiH, Lynfield R, Schalfner W, Craig AS, Hadler ), Reingold &, Thomas AR, __
2 A . i elitnromycin-associlate epatotoxicity: Clinical spectrum and causality assessment O arrison , béenne , Fariey , FaCKlam , Jaorgensen , besser J, Ze ,
§ § i « 122 822 82 1888 (Streptococcus pneumaoniae, H. influenzae and S. pg/ml) and showed a wider Spectrum (1000% at <1 Tetracycline <2 <2 >8 <2->8 73.2/125.8 42 cases. Hepatology 49: 250-257. Schuchat A, Whitney CG (2006). Effect of introduction of the pneumococcal conjugate
: ) : i I i i . 2. Clinical and Laboratory Standards Institute (2009). MO7-A8. Methods for dilution vaccine on drug-resistant Streptococcus pneumoniae. N Engl J Med 354: 1455-1463.
X X X X X 145 0.06 0.25  100.0 aureus).r'll_'he dl?t_rlljbl:_tlon of AlMEEIMeIEEE Only and the I.lg/ml) Compared to macrolides (633'636% Tigecyclined <0.03 <0.03 0.12 <0.03-0.25 89.5/- antimicrobial susceptibility tests for bacteria that grow aerobically; approved standard - 8. McGhee P, Nagai K, Appelbaum PC (2008). Activity of CEM-101 compared to other
X 21 0.015 0.12 100.0 eodra IC contriputions were: ; ; ; 0 ; eighth edition. Wayne, PA:CLSI. agents agianst macrolide-susceptible and resistant streptococci. abstr. F1-3974. 48th
All strains 1737  0.015 0.25 100.0 g g p SUSCGpthle), Cllndamycm (796 /0 SUSCEpth'G), Oral TMP/SMXe <0.5 <0.5 >2 <0.5->2 66.8/21.7 3. Clinical and Laboratory Standards Institute (2009). M100-S19. Performance standards ICAAC, October 25-28, 2008, Washington DC, USA.

. . _ or parentera| Cephak)sporins (746_918% for antimicrobial susceptib_ility_ testing. 19th informational sup_plc_amen_t. Wa)_/ne, PA:CLSI. 9. _Raney PM,_Tenover_ FC, Car(_ay RB, I\/I_CGOV\_/an JE, T]r._, Patel JB (2006). Invest_igation of
Conclusions: CEM-101 was the most active agent » S. pneumoniae (1,737) susceptible), penicillins (64.2-87.2% susceptible) Linezolid 11 =022 100.0%- b fonvaccine serotypes of Sreptococcus pnedmonia nthe pediatic populaton afer tne Sireptoacci, iagn MicrobiolInfect s 58 213218, + oo
againstall SPN at< 1 /ml, like glycopeptides and - raphyv: A (7 Eur 2 nd LA : , g . ’ : introduction of 7-valent pneumococcal vaccine in the United States. Pediatr Infect Dis J 10. Waites KB, Crabb DM, Duffy LB (2009). Cé)mparativ-e in vitro susceptibilities of human
Ig |d MDR i |_t ug -th ERYgCyLI Ig FI)'] d geog ap y Us ( 66)’ u Ope (8 8)’ a d tetraCyC“ne (732% SUSCGpth'G), and TMP/SMX vancomycin =1 =1 =1 =1 100.0/- 26: 123-128. mycoplasmas and ureaplasmas to a new investigational ketolide, CEM-101. Antimicrob
IneZzolia. ISOlates Wi - snowe (145) 0 i i _ . o 5. Glocker E, Bogdan C, Kist M (2007). Characterization of rifampicin-resistant clinical Agents Chemother 53: 2139-2141.

(only 66.8% SUSCGpthle). As with CEM 101, all a. Interpretive criteria of the CLSI (M100-S19, 2009). ) . "y _ : . : .
elevated yet S-Ievel CEM-lOl M|C Values. CEM-lOl _ eniCiIIin-S sce tible <O 06 /mI 1 115 ! _ _ o b, Amoxiclay = icillin/clavul Hellcobacter_pylorl isolates from Germany. JA_ntlmlcrob Chemother 59: 874-879._ _ 11.W|erz_bow_sk|AK, Ka_lrlowsky JA, H_oban I_:)J, ZhaneI_GG (2009). I_n_v_ltro a(_:tlwty of the

e/ ’ o _ P u P , SU.UO g (1, ) tested S. pneumoniae strains were inhibited at CLSI - Amoxiclav = amoxicilin/clavulanate. . o 6. Jones RN, Biedenbach DJ, Rhomberg PR, Fritsche TR, Sader HS (2008). Antimicrobial investigational ketolide cethromycin against macrolide- and penicillin-resistant
pOtency agalnSt current SPN indicates potentlal use _ penicillin-intermediate 0.12-1 Hg/ml (251) . . . . c.  Percentage of values at 24 pg/ml, indicating proportion of possible single-step target characterization of CEM-101 activity against 331 respiratory tract pathogens including Streptococcus pneumoniae: review of the 1998 to 2006 Canadian Respiratory Organism

. . : ] ] o _ 1o SUSCEptlble breaprIntS for linezolid and mutations. multidrug-resistant pneumococcal serogroup 19A (MDR-19A) isolates. Abstr. F1-3975. Susceptibility Study (CROSS). J Antimicrob Chemother 63: 620-622.
agalnSt COmmunlty-aCQUII’ed baCter|a| pneumOﬂla. - penICIIIIn_reSIStant, 22 “g/ml (371 ) . d. Interpretive criteria from the USA-FDA product labeling. 48th ICAAC, Washington, D.C., USA. 12.Young H, Moyes A, McMillan A (1997). Azithromycin and erythromycin resistant
vancomycin. e. TMP/SMX = trimethoprim/sulfamethoxazole. Neisseria gonorrhoeae following treatment with azithromycin. Int J STD AIDS 8: 299-
302.
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