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Figure 1: Geometric mean ceftobiprole MICs (ug/mL) by method of Table 1: Geometric mean ceftobiprole and ceftazidime MICs (ug/mL) by method and organism

Abstract (Revised) Methods

Staphylococci and E. faecalis _ . France Germany Sweden United Kingdom
_ _ - SEM MIC Method Microorganisms M clsiBmMD | SFMAgar | CLSI/DINBMD | CLSI/DINBMD | CLSIBMD | SRGA Agar | CLSIBMD | BSAC Agar
Background: Ceftobiprole is a new cephalosporin with a . ) : . . 2 Ceftobiorol
mechanism of PBP binding that includes inhibition of Aga_r _dllutlon using Ml_JeI_Ier Hinton Agar (MHA) for staphylococcn_and gram neggtlve eftobiprole
hvi | . iting in broad . bacilli. MHA + 5% defibrinated sheep blood (SB) for streptococci and Haemophilus Test MRSA 7 1.22 1 135 135 1.22 1 1.81 1
staphylococcal PBP2a, resulting in broad-spectrum activity Media agar (HTMA) for H. influenzae. o 1 S. aureus (MRSA and MSSA) 14 0.64 0.5 0.64 0.64 0.71 0.67 1.16 0.64
against Gram-negative (GN) and Gram-positive (GP) pathogens, = MRSE 5 1.15 0.76 1.15 0.87 1.15 1 1.32 0.76
including MRSA. This 4-site study was undertaken to compare SRGA MIC Method E < oordermidie (MRSE amd MSSE
ceftobiprole and ceftazidime MIC methods with the CLSI broth Agar dilutions using IsoSensitest (ISA) for staphylococci and gram negative bacilli and ® 05 - epidermidis (MRSE an '] 10 0.22 0.14 0.53 0.43 0.53 0.47 0.53 0.38
microdilution method (BMD) against a selection of GP and GN ISA + 5% defibrinated horse blood (HB) and 20 mg/L NAD for streptococci and H. = E. faecalis 10 0.50 0.33 0.76 0.66 0.76 0.54 0.93¢ 0.37¢
strains. Methods: Each of the sites tested their MIC method influenzae. E s.lpneumomae'(MDR) 6 0.28 0.25 0.56 05 0.56 05 112 05
(France (SFM), Sweden (SRGA), United Kingdom (BSAC), and BSAC MIC Method g ° Al preumrios_ s [ oo | oo Lo | on [ en | oi [ os | oo
c o . . . . . iridans streptococci - - - - 172 12 . .
Germany (DIN)) and the CLSI method against the same set of Agar dilution using IsoSensitest Agar (ISA) for staphylococci and gram negative bacilli 5. pyogenes o | ool 0,01 0,01 0,01 0.01 .01 001 0.01
125 strains (S. aureus, S. epidermidis, E. faecalis, S. _ and ISA+ 5% defibrinated horse blood (dHB) for streptococci and ISA+5% whole horse 0.125 5. agalactioe . 5.03 5.03 5.03 503 503 5.03 005 .00
pneumoniae, viridans strep., S. pyogenes, S. agalactiae, E. col, blood + 20 mg/L NAD for H. influenzae. cLsl SFM cLsl cLsl cLsl SRGA cLsl BSAC Erterobacteriacios 3 0.06 0.07 0.06 0.05 507 0.08" o1 0.05
S. marcescens, P. mirabilis, C. freundii, E. aerogenes, K. . : ,
: : : J : DIN & CLSI MIC Method (All sites tested CLSI as common, comparative method) France DIN'1 DIN2 Sweden UK P. aeruginosa 10 4.29 5.66 5.44 5.66 4.29 174 746 2.14
pneumoniae, P. aeruginosa, H. influenzae). Standard QC strains S , : : . - E - -1 - K H. influenzae 10 0.06° 0.05° 0.08° 0.07° 0.09 0.12 0.13 0.2
o (Esied Peslle: The seareite meen MICS 6 &l Broth microdilution using Trek MIC panels (see Appendix 1 for plate format) with cation MRSAn=7 S.aureus n=14 MRSE n=5 AL ' : ' - - : - -
were also tested. Resulls. 9 S : : : : i ; o : All Strains 125 0.15 0.13 0.15 0.14 0.18 0.16 0.23 0.13
strains for ceftobiprole and ceftazidime were within 1 dilution. In adjusted Mueller Hinton Broth (CAMHB) for staphylococci and gram negative bacilli and M S. epidermidis n=10 M E. faecalis n=10 P
CAMHB + 5% Lysed Horse Blood (LHB) for streptococci and Haemophilus Test Media eftazidime

comparison to CLSI ceftobiprole MICs, the overall essential

; _ (HTM) for H. influenzae. - b G . tobinrole MIC . hod of strent _ MRSA 7 141.32° 145.93 115.93 128 115.93 172.28 | 115932 | 190.21°
agreements % (EA) were: SFM 100, SRGA 91.9 and BSAC 77.4. lgure 2. Geometric mean certobiprole S (Mg/mL) by method of streptococCi  ['s aureus (MRsA and MssA) 14 37.12 32 30.45 32 33.62 55.17 78.02 43.07
EA based on same method comparison at the German site MRSE 5 36.76 36.76 48.5 55.72 42.22 55.72 42.22 27.86
: 2.000 o
(CLSI/DIN) was 100. Ceftobiprole BSAC modal MICs are 1 5. epidermidis (MRSE and MSSE) | 1 L4.03 3 14,03 6 1538 1403 6 L0.56
elllitem loney el S==l, willn he SEEsion o [l [millsieE R e | t o 1000 E. faecalis 10 | 207.94 111.43° 194,01 194,01 207.94 222.86 | 219.45° | 237.02°
‘(Nn:]gji)i:)er ;"dgtjrg?nnsrlgsr;g; \':'vr;erzegeometrlc geometicimeanidiCs SUILS S 0.500 S. pneumoniae (MDR) 6 4.46 5.62 8.98 8 11.31 17.96 11.31 16
' "  The geometric mean ceftobiprole MICs of all strains by all methods ranged from 0.13- § 0.250 All 5. pneumoniae 13 1.23 145 1.62 1.62 2-: 3-41b 1.99 261
Viridans streptococci 10 2.29 2.83 1.73 1.86 4 5.44 3.48 3.73
Ilwi"g/;’sa'wethc’d I224 Igif:’bipro'e I223 Ifzféaﬂdime 0.23 pg/ml. i 0.125 I S. pyogenes 10 0.12 0.14 0.1 0.09 0.13 0.2 0.1 0.13
rance . . . .- .
R e A2 [159 ® The geometric mean ceftazidime MICs of all strains by all methods ranged from 1.4- 3 0.063 i-““Egal"Ct;“e — 353 g'i; 00'159 00'154 00'157 g'ffc g;:c S'Zi’ g'z
Sweden/SRGA 123/0.16 [113[2.35 2.35 pg/mL. O 0.031 nterobacteriaciae ' ' ' ' ' ' ' '
|Sweden/CLSI |123 |0 18 |113 |1 = P. aeruginosa 10 5.28 4 5.28 4.29 6.5 3.03 8.57 3.48
DR = 013 | 86 ®  Overall essential agreement (within +/- 1 doubling dilution) compared to CLSI for 0.016 H. influenzae 10 0.08¢ 0.14¢ 0.09° 0.1° 0.11 0.2 0.07 0.2
UKICLS| 123 |0:23 113 |1:86 ceftobiprole were: SFM - 100%, SRGA — 91.9%, BSAC — 77.4%, DIN — 100%. 0.008 All Strains 125 1.59 1.6 1.4 1.45 1.77 2.35 1.86 1.86
a some offscale (>) MICs included as one doubling dilution above highest concentration tested
Igz::z:ﬁgfgi: Z; Iizj Ig'ig Iij Ii’jﬁ = Overall essential agreement (within +/- 1 doubling dilution) compared to CLSI for FCLS' >FM Slﬁ"l Slﬁ)lz . CLZ" SRGA %E' BSAC b1 strain not tested, n=9
5 0 Y . rance weden ¢1 strain not tested, n=32
conclusions: Ceftobiprole MICS, by all European methods, ceftazidime were: SFM - 100%, SRGA — 81.3%, BSAC — 85.5%, DIN — 99.2%. d2strains not tested, n=8
correlated well with the CLSI BMD method with the same selected : , : . : . : -
<et of strains. " With .the excepthn of some P. aeruginosa, an E. coli and 2 outliers by CLSI fror_n the M S. pneumoniae (MDR) M S. pneumoniae n=13 i Viridans strep. n=10 Table 2: Dilution difference of ceftobiprole MICs (ug/mL) by method and organism
UK site (1 Serratia marscens and 1 H. influenzae), there was excellent categorical M S. pyogenes n=10 M S.agalactiae n=5 SEM SRGA BSAC CLSIDIN
- agreement as all ceftobiprole MICs were susceptible by all methods. One E. coli Microorganisms 1 1 S| 2 a 11 2 | 3 S - 11 21 3 ")
I N t o d u Ctl on strain tested non-susceptible by CLSI/DIN at the German site, susceptible by SFM and Figure 3: Geometric mean ceftobiprole MICs (ug/mL) by method of S. aureus (MRSA) 2 2 4
"  This study was performed to compare ceftobiprole MIC results for a CLSI at the France site, and non-susceptible by CLSI and susceptible by SRGA and Enterobacteriacieae and H. influenzae S. aureus (MSSA) 3 1 3 1 1
selection of Gram-positive and Gram-negative isolates as determined BSAC at the Swedish and UK sites. L 00 S. epidermidis \ . s )
oy Soc_ié_té_Frangais de M@grobiologie (SFM), _Sv_vedis_h Reference Group ®  The number of major/very major errors in comparison to the CLSI MICs at each site | (MRSTE) —
for Antibiotics (SRGA), British Society for Antimicrobial Chemotherapy the 10 P . DIN (0/0). SEM (3/1). SRGA (0/4) and BSAC (0/3 S. epidermidis (MSSE) | 3 1 1 1
(BSAC) and Deutsches Institut fir Normung (DIN) and Clinical and among the - aeruginosa were (0/0), (3/1), (0/4) an (073). o Y E. faecalis 6 5 1|1 |7 2
Laboratory Standards Institute (CLSI) methods. =  Ceftobiprole in vitro activity against all of the Gram positive strains (including MRSA) = 0oc 2 g:zgzz:zg OR) 1 : i - 1 -
" Each study site tested the same set of strains using their country MIC was signigicantly greater than ceftazidime. Ceftobiprole MICs against 5 viri dans steptococei | 4 1 =111 3 > T 3 1 >
method and the CLSI MIC method. Enterobacteriaciae were 2.1 — 4.8 fold lower than ceftazidime. Ceftobiprole and g 013 S. pyogenes i > > 5 1
= Qverall, there was good correlation of ceftobiprole MICs by SFM, ceftazidime MICs were similar for P. aeruginosa and H. influenzae. £ S. agalactiae 1 1 1| 3
SRGA, BSAC agar dilution and CLSI/DIN broth microdilution o E. coli 1 2 1% 1 2 1+ 3 1
methodologies. . o 006 i i S. marcescens 2 2 1* 3
=  The geometric mean ceftobiprole and ceftazidime MICs of all strains CO NC | usions 0.03 - | | | | P. mirabiis 2 3 = 2 12 =
were within one doubling dilution for all methods ' C. freundi 2 2 112 =
e _ o CLSI SFM CLS| CLSI CLS| SRGA CLSI BSAC E. aerogenes 1 2 1 2 1
|\/| et h 0) d S ® There was good reproducibility of ceftobiprole and ceftazidime France DINI  DIN2  Sweden UK K. pneumoniae 1 1 4|1 1|1 1
NP, MICs in this multi-national MIC method study. P. aeruginosa - > SM A 2
égg(r)rz)'i;rrglbelal 60‘888;?5 8 ug/mL M Enterobacteriaciae n=33 M H. influenzae n=10 H. influenzae 2 1 112 9 o 1 L 4183 1
—0. _ - . : .y _
Comparator Agent — Ceftazidime — 0.004-128 pg/mL The_geometrlc_ r;:_ean ceLtobltﬁ_roledz_allnc! cei;tazmllllme I\r/]II(d:s of all _ . _ All Strains 35 17 2 |6 |3 20| 1|1 7 | 18 | 46 6 | 3 21
Testing Sites and Specific Method Tested strains were within one aoubling dilution Tor all methoas. Figure 2: Geometric mean ceftobiprole MICs (pg/mL) by method of Essential Agreement 100% 91.9% 75.0% 100%

Although there was lower correlation of ceftobiprole CLSI and
BSAC MICs, the BSAC MICs were similar to the other country
specific method MICs. 8.00

SFM — Claude-James Soussy, C.H.U. Henri Mondor, Créteil, France Pseudomonas aeruginosa

SRGA- Gunnar Kahlmeter, Klinisk Mikrobiologi, Vaxjo, Sweden
BSAC — David Livermore, Central Public Health Laboratory, London, UK
DIN — Arne Rodloff, Universitat Leipzig, Leipzig, Germany
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