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Up date d Abstract IﬂthdUCthn Table 1. In-vitro activity of ceftobiprole in comparison to selected antimicrobial agents tested against 221 isolates of P aeruginosa Results
| - - Ceftobiprole (previously known as BAL9141), is an investigational broad- (North America) e P aeruginosa isolates recovered from patients in North America generally

Backgroum.:I: Cgﬂob|prole (BAL9141; BPR)l |§ ap |nvelst|gat|ongll | spectrum cephalosporin with potent activity against both Gram-negative and Antimicrobial . MIG . MG . . . . " . displayed less antibiotic resistance than did isolates from the all-isolate
cephalosporln with a broad speotrum O_f activity including methicillin- Gram-positive bacteria, including methicillin-resistant Staphylococcus aureus nAmicTobla’ agen s (MQ/ml) a0 (MO/m) ange (ug/mi) %o Susceptible/resistant worldwide collection (examples: tobramycin, 3.6 and 20.8% resistance,
resistant S. aureus. PK/PD characteristics of the parenteral prodrug (MRSA) (3, 7-9). The agent is stable to many B-lactamases and has a Ceftobiprole 2 >8 <0.06 - >8 -/ - respectively; imipenem, 5.9 and 11.6%; Tables 1 and 2).
formulation i ith I i ' i i i~ hindi - - i - idi -
ormu atIO al’e. COﬂSIStent W|t Usab © pO’[e.nCIeS agalﬂs’[ IS'FreptOCOCCL Strong afﬁnrty for pen|C|”|n b|nd|ng prote|ns (PBPS), |nc|ud|ng PBPZa’ Wh|Ch Ceftazlldlme 2 >16 <1 >16 78.7/15.8 ° CeﬂObiprO|e was as aCtive as CeftaZidime and Cefepime (MlC , 2 pg/ml)
E. faeca/IS, H /nﬂuenzae, and EnterobaCterlaCGae, N addltlon tO mediates resistance ‘to B_|actam8 in meth|C|”|n (Oxaci“in)_resistant S aureus Cefeplme 2 16 <0.12 - >16 80.1/9.0 agains’[ ID aefuginosa from Nor_th American atientS' in the Wé?’ldWlde
staphylococci. We present global surveillance program results assessing and coagulase-negative staphylococci (9); PBP2x, which mediates penicillin Meropenem 0.5 8 <0.06 - >8 86.9/5.9 Collectior; cofopime was generally 2-fold Iesz active’ e
the potency of BPR against [ aerg/nosa (PSA) resistance in pneumocooci (6)’ and PBPs 2 and 3 in Escherichia coli and Imipenem 1 8 <0.12 - >8 83.3/5.9 agents (T,able 3)
Methods: Nonduplicate clinically-significant isolates of PSA (221 and Pseudomonas aeruginosa (Davies, ICAAC 2006). Ceftobiprole is known to be Ertapenem 4 >8 <0.06 ->8 /- e At established CLSI breaknoints for cefen 4 ceftazid il
742) were collected from 24 medical centers in North America (NA) and active against most Enterobacteriaceae, similar to that of advanced Piperacillin-tazobactam 4 >64 <0.5 - >64 84.2/15.8 esta C'JS © reao p0|r? S Tor cefepime an ge éz' ime (8 pg/mi),
worldwide (WW; 54 sites), respectively, participating in a BPR generation cephalosporins (7, 9, 10). Ticarcillin-clavulanic acid 32 >128 <16->128 76.1/24.9 78 10 80% and 76 to 78% of isolates were susceptible; at the same

: L : Azt 4 16 <012 — 516 67.9/172 concentration of ceftobiprole, 81 to 86% of isolates were inhibited
surveillance program. ldentifications were confirmed by the central Because of this unique spectrum, its safety profile characteristic of most “treonam ~ =V lem - : :

. : L : ! yp Levofioxadi 0 e (Table 3).
monitoring laboratory and all isolates were susceptibility (S) tested using B-lactams, and the predominantly bactericidal activities (2, 7, 8), ceftobiprole evolioxach =0:5 >4 s0.5=>4 68.8/24.9
CLSI methods against BPR and comparators including cefepime (FEP) is an attractive therapeutic candidate with phase 3 clinical trials currently Tobramycin 0.5 16 <0.25 - >16 88.7 /10.4 e Among other comparators, polymyxin B provided the highest rate of
and ceftazidime (CAZ). ongoing for the treatment of complicated skin and skin structure infections Amikacin 2 8 <0.25 - >32 95.5/3.6 susceptibility (99.9%), followed by amikacin (87.9%), plperacnllm—
Results® BPR. FEP and CAZ results are in the Table: and pneumonia. Polymyxin B <0.5 1 <0.5-2 100.0 /0.0 tazobactam (84.1%), and meropenem (82.1%) for the worldwide

aCriteria as published by the CLSI [2006], where available. No breakpoints have been assigned to ceftobiprole or ertapenem. collection (Table 2)'

— Despite the positive characteristics of this agent, few details have been
MIC (ug/mi) il B inliel EelEs WS (i) published on its activity against P aeruginosa, a critical opportunistic
P, aeruginosa pathogen frequently found in the hospital environment. The objective of the Table 2. In-vitro activity of ceftobiprole in comparison to selected antimicrobial agents tested against 742 isolates of P aeruginosa (all regions) C OﬂClllSiOﬂS
- ) 0 current W xamin ibility profil f iprole an
A1 Strens 0% 0 = : : ° Comparzftg(:égeis’t;(’ieest:d agealsnusstcce(?r:tt;rrtwégraorye(z(;)Og)e:lﬁfcz (i)Si;J[:S of Antimicrobial agent MIC,, (ug/ml) MIC,, (ug/ml) Range (pg/ml) % Susceptible/resistant2 e Ceftobiprole has been characterized as a broad-spectrum
Ceftobiprole | NA 2 >8 46 60 72 86 P, aeruginosa collected as part of a longitudinal international surveillance Ceftobiprole 2 >8 <0.06 - >8 -/- anti-MRSA cephalosporin. In this study, the anti-pseudomonal
WwW 2 >8 40 56 68 81 protocol. A total of 742 strains were tested by reference methods of the Ceftazidime 2 >16 <1->16 75.9/19.0 activity of ceftobiprole was confirmed, with potency
. Clinical and Laboratory Standards Institute (CLSI) with susceptibilities Cefepime 4 >16 <0.12 - >16 782/11.5 comparable to that of the extended-spectrum cephalosporins
Cefepime v’x\v i e 21 o7 o 80 interpreted by current CLSI criteria. Meropenem 0.5 >8 <0.06 ->8 82.1/11.2 Eatzrdlelline el Gzl
~16 20 48 eo © Imipenem 1 >8 <0.12->8 77.2/11.6 e Among all tested agents, polymyxin B and amikacin provided
Ceftazidime | NA > | 16 13 59 74 | 79 Materials and Methods Ertapenem 8 >8 <0.06 - >8 E the best overall anti-pseudomonal activity.
Ww 2 >16 14 56 70 6 . . Piperacilin-tazobactam 8 ~04 <0:5->064 8417159  These characteristics warrant further evaluation of
| | Organlsm Col]ectlon Ticarcillin-clavulanic acid 32 >128 <16 - >128 72.6/27.4 ceftobiprole as empiric therapy for hospital-acquired
EISHRI S 215 2D €8 UnZ e ER 1l Oy, 2 Mgl SEEMEE [Hn. * A total of 742 nonduplicate P aeruginosa strains were collected from Aetreonam ’ ~1° 1210 0.9/ 198 pneumonia, including locations where P. aeruginosa may
At established CLSI breakpoints for FEP and CAZ, 78-80% and 76-79% significant infections in patients hospitalized in North America (24 sites, ~evefioxacin — - S S— be prevalent.
of isolates were S; at the same concentration of BPR, 81-86% of isolates Tobramycin 0.5 >16 <0.25->16 78.2/20.8

221 strains), and other sites worldwide (Europe, 24 sites, 365 strains;
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