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Table 1.Cumulative frequency (percentage) of ceftobiprole activity (mg/L) when - The MIC__ for ceftobiprole against 439 coagulase-negative staphylococci (CoNS) isolates was 0.5/1 mg/L, « Ceftaroline, ceftobiprole, and meropenem were the most active 3-lactam agents when tested against
. oy . - = < Iri I . .
Abstra ct tested against gram-positive and gram-negative bacteria from US surveillance (2016) and all MIC values were <4 mg/L (Table 1) vmdan? grlour_)rstt)qepztococm (MIC_,,,, 0.015/0.06 mg/L; MIC, ., 0.06/0.25 mg/L; and MIC, ., 0.03/0.5 mg/L, Ackn OWI ed ge me nts
o of _ . - MIC,_...for MR-CoNS and MS-CoNS were 1/1 and 0.12/0.5 mg/L, respectively (Table 1) respectively [Table 2])
Organism | o of isolates 2t WIC {malL; cumulative %) MIC,, MIC o - The MIC.. .. values for ceftobiprole against f-haemolytic streptococci were 0.015/0.03 mg/L (highest MIC
Background: Ceftobiprole medocaril (prodrug of ceftobiprole) is a fifth-generation cephalosporin approved organism group <0.001 0.002 0.004 0.008 0.015 003 006 012 025 05 1 2 4 8 16 > . e * Ceftaroline (MIC, ,, 0.25/0.5 mg/L) and ceftobiprole (MIC,, , 0.5/1 mg/L) were the most potent 3-lactam 50/90 P J y P ' ' J J ! This project has been funded in whole or in part by Federal funds from the Department of Health and Human
for use in multiple European countries for the treatment of hospital-acquired pneumonia (excluding ventilator- Staphy! agents tested against CoNS (Table 2) 0.12 mg/L; Table 1) - - - - -

_ p Op _ | 10SP SR 2 _ 2) (2%% O};OCOCCUS aureus ) 31 021 33 o 15,;252 88;;% 3327 10% . 05 2 Ceftobibrol highly act st 4. infl Y Ila catarrhalis isolat hibiting MIC Services; Office of the Assistant Secretary for Preparedness and Response; Biomedical Advanced Research
associated pneumonia) and community-acquired pneumonia in adults. While not approved in the United ’ ' ' ' s ' - Ceftobiprole exhibited potent activity against Enterococcus faecalis (MIC, .., 0.5/2 mg/L), but not against E. eriobiproie was highly aclive against r. Infiuenzae and lioraxella catarrnalls 1solates, exnibiing it q, and Development Authority, under Contract No. HHSO100201600002C with Basilea Pharmaceutica Interna-
States, ceftobiprole medocaril has qualified infectious disease product (QIDP) status, and Phase 3 studies MSSA (1,670) R T LA - N 05 05 faecium (MIC,, .., >4/>4 mg/L; Table 1) values of 0.06/0.12 mg/L and 0.012/0.25 mg/L, respectively (Table 1) onal Lig
supported by BARDA are planned to start in 2017. In this study, the activity of ceftobiprole and comparator | | | | | | . . . . _ 0 : - _ " '
agFe)Ef)]ts Was )évaluated agaFi)nst recent US clinical isolates (201g) 4 & & MRSA (1,260) o2 4 88 82 9 T - Against Streptococcus pneumoniae, ceftobiprole (MIC, ., 0.015/0.5 mg/L; 99.7%S), ceftaroline (MIC,,, A total of 31.3% of H. influenzae isolates were [-lactamase positive (data not shown)

' o . o 1 6'5 6‘4 11'6 13‘9 15'5 10‘ <0.008/0.12 mg/L; 100.0%S; CLSI), and penicillin (MIC_, ., 0.015/2 mg/L; 97.0%S [CLSI parenteral non- « Atotal of 82.5% of Enterobacteriaceae isolates were susceptible to ceftobiprole (MIC,, . 0.03/>16 mg/L;
Methods: Approximately 12,000 bacterial clinical isolates (1 per patient infection episode) were collected Staphyloooct] (439). 36 88 216 302 626 943 977 1000 0.5 1 meningitis interpretive criteria]; Table 2) were the most active agents Tables 1 and 3)
from patients in 30 medical centers in th . The majority of isol were from Dbl ' : : : :
mp > Sl imeelcs (GEmErE [ e U.S & MElely Oif [SolEIEs e e plgoastream, eiplliEN ) MS-CoNS (175) L N 012 05 - Non-ESBL screen phenotype E. coli and K. pneumoniae were mostly susceptible to ceftobiprole (99.8% for e e re n ces
skin and soft tissue, and urinary tract infections. Ceftobiprole and comparator agents were susceptibility 91 171 531 80.6 96.0 100.0 | | E. coli and 99.6% for K. pneumoniae; data not shown)
(S) tested against clinical isolates and QC strains following CLSI methods. CLSI| and EUCAST interpretive MR-CoNS (264) 0 2 16 89 132 15 10 1 1 ' | ' ' L o | o | o o o
criteria were applied according to current guidelines. 00 08 68 405 905 962 100.0 — Ceftobiprole demonstrated a susceptibility profile similar to other expanded spectrum cephalosporins Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution antimicrobial susceptibility tests
. . . ” . 8 4 19 57 159 67 59 20 138 Table 2. Activity of ceftobiprole and comparator antimicrobial agents when tested _ : 0 ' 0 i 0 idi for bacteria that grow aerobically; approved standard—tenth edition. Wayne, PA: CLSI
Results: Ceftobiprole was very active against gram-positive bacteria. For Staphylococcus aureus, the MIC, Enterococcus spp. (531) 5 9% 5R BG  4RE 509 08 aG 000 1 >4 : y ' P o P _ 9 Enterobacteriaceae were 88.8%S to cefepime, 81.9%S to ceftriaxone, and 85.9%S to ceftazidime (Table 3) g y; app - vvayne, FA. :
for ceftobiprole was 0.5/2 mg/L (99.7%S, EUCAST criteria). For methicillin-susceptible S. aureus, the MIC Enterococcus faecalis 7 4 19 56 155 57 37 12 05 o against gram-positive bacteria from US surveillance (2016) +  Ceftobiprole inhibited 72.7% of P. aeruginosa isolates at <4 mg/L and inhibited 85.9% at <8 mg/L, while - . L .
o L . o 50/90 (347) 20 32 86 248 695 859 965 1000 - : LSt . . e o o . . . . Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for antimicrobial suscepti-
was 0.5/0.5 mg/L (100.0%S), and for methicillin-resistant S. aureus, the MIC_ ., was 1/2 mg/L (99.3%S). Against Oranusmb(_n?.)/ t MiC,, MiC,, - - - EUCAST - cefepime and ceftazidime inhibited 85.5% and 86.0% of P. aeruginosa isolates, respectively, at their bilitv testing: 27th inf tional | £ W PA: CLS]
. . . . . in- antimicrobial agen % % % % ST . - .
coagulase-negative staphylococci, the MIC_ . for ceftobiprole was 0.5/1 mg/L with 97.7% of isolates at <2 mg/L. ey 7 4 18 54 152 57 34 8 05 o S e i TR susceptibility breakpoints (Tables 1 and 3) ity testing. iniormationar suppiement. vvayne, Fa. '
Ceftobiprole was active against Enterococcus faecalis (MIC..., 0.5/2 mg/L) but not against E. faecium (MIC (334) a1 38 87 249 704 874 976 1000 Ceftobiprole 0.5 2 99.7 0.3 i - - - . 0 0 .
50/90° : 50/90° . * The activity of ceftobiprole against Acinetobacter spp. was limited (61.5% at <4 mg/L and 63.6% at <8 mg/L; : : : - -
>4/>4 mglL). Susceptibility to ceftobiprole for Streptococcus pneumoniae was 99.7% (MIC, ., 0.015/0.5 mg/L); Vancomycin- e a0 4 gega_ronne 0‘f5 >18 25738 Zgg 98.5 1.5 Table 1) EUCAST (2017). Breakpoint tables for interpretation of MICs and zone diameters. Version 7.0, January 2017.
0 : : : 0 il : nonsusceptible (>4 2 4 T ' ' Available at: http://www.eucast.org/clinical_breakpoints/. Accessed January 2017
2.1% of S. pneumoniae were nonsusceptible (NS) to ceftriaxone, and 3% were NS to penicillin. Against malL) (13) 00 77 231 462 462 692 100.0 Clindamycin <0.25 >2 85.3 145 85.2 14.7 _ _ _ _ o P g — P : y :
B-haemolytic streptococci and viridans group streptococci, the ceftobiprole MIC,.. were 0.015/0.03 mg/L and - o ; , o s Daptomycin 0.25 0.5 >99.9 >99.9 <0.1 « Ceftobiprole was inactive against almost all Stenotrophomonas maltophilia isolates (Table 1)
: o " ) 50/90 ' ' nterococcus faecium Erythromycin 4 >8 43.3 49.7 44.0 53.1 : o : . : )
0.06/0.25 mg/L, respectively. Susceptibility of Enterobacteriaceae to ceftobiprole was 82.5%, and a total of A77) 00 11 6o 181 220 00 4 >4 cyhromye 2 2 e > pat - Farrell DJ, Flamm RK, Sader HS, et al. (2014). Ceftobiprole activity against over 60,000 clinical bacterial patho
0 ' inhibi i 0 in- Levofloxaci 0.25 4 62.6 . 2, 7.4 ' ' : mi : = :
72.7% of Pseudomonas aeruginosa were inhibited by ceftobiprole at <4 mg/L (85.9%, <8 mgl/L). XSQS;’Ti{,‘.’;”(<4 o 0 1 o s 5 Levofloxacin : > 628 BT E2) o . gens isolated in Europe, Turkey, and Israel from 2005 to 2010. Anfimicrob Agents Chemother 58: 3882—3888
Conclusions: Ceftobiprole was active against clinically relevant gram-positive and gram-negative isolates (61) A o0 16 164508 990 1000 Oxacillin 0.5 >2 57.0 43.0 57.0 43.0 O n C u S I O n S o : : L :
. . .. . . L | Tetracycline <0.5 <0.5 96.3 3.1 94.0 4.8 Farrell DJ, Flamm RK, Sader HS, et al. (2014). Activity of ceftobiprole against methicillin-resistant Staphylococcus
llected at US medical centers d 2016. The broad t tivity of ceftobiprol luding it Vancomycin- 4
coected al Lo medical centers dauring - 1 e Droad-specirum activity of cetioblproie, INcilding 1ts . nonsusceptible (>4 o i 0 0 2 M3 54 >4 Tigecycline 0-06 0.12 100.0 100.0 0.0 aureus (MRSA) strains with reduced susceptibility to daptomycin, linezolid, vancomycin and strains with defined
activity against multidrug-resistant staphylococci and streptococci, indicates that further study is warranted in malL) (116) LU OO0 Trimethoprim-sulfamethoxazole <0.5 <0.5 97.9 2.1 97.9 2.0 « Ceftobiprole demonstrated potent in vitro activity against gram-positive multidrug-resistant pathogens, o ! !
infections where such organisms occur. Streptococeus preumoniae 0 C 10 175 os2 33 32 35 & 81 o e o M\é?s.rfc()m'(?) 0.5 1 100.0 0.0 100.0 0.0 including MRSA and drug-resistant S. pneumoniae SCCmec types. Int J Antimicrob Agents 43: 323-327.
(698) 00 01 16 266 642 689 735 785 881 997 100.0 ' ' sl el 1 2 99.3 07 . . . . . : . . : : _ o _ o | _ o |
Penicillin-susceptible non- 0  an R sEm cm @ el G 6o o150 Ceftaroline 0.5 : 96.4 0.1 96.4 36 Ceftotl)lp{olet i ‘t/gr & aCt“r’]'t3|’ against grarR-negat;tve %gthoger(;s, '?Clqd'”g Enterobacteriaceae and F. aeruginosa, Fritsche TR, Sader HS, Jones RN (2008). Antimicrobial activity of ceftobiprole, a novel anti-methicillin-resistant
meningitis (<2 mg/L) (677) 00 01 16 275 662 710 758 808 907 100.0 | | Cefiriaxone 8 8 0.0 199.9 was similar to other cephalosporins such as ceflazidime and cetepime Staphylococcus aureus cephalosporin, tested against contemporary pathogens: Results from the SENTRY Anti-
o _ Clindamycin <0.25 >2 71.0 28.7 71.0 29.0 ] ) ; i . . .
. Egm'!pﬂ-;}rgﬁirsrf}iiﬂz/L) 0 1 0o 18 1 05 05 Daptomycin 0.5 0.5 99.9 99.9 0.1 * Overall, the in vitro resultg of this _2016 surveillance stud.y evaluating 12,001 bacter!a_l organisms from across microbial Surveillance Program (2005-2006). Diagn Microbiol Infect Dis 61: 86-95.
I ntrod u ctl O n (20) 00 50 50 950 100.0 (E;ytT"Omy_C'n Z? Z? ;; ; 834-92 ;; ; 846-27 9 US census areas confirm earlier reports demonstrating the broad-spectrum activity of ceftobiprole and
entamicin S S . . . . . . - - - - . .
Penicillin-resistant non- 0 1 Levofloxacin 4 >4 27.8 69.3 27.8 72.2 its value in further study involving infections where multidrug-resistant pathogens may occur Rossolini GM, Dryden MS, Kozlov RS, et al. (2011). Comparative activity of ceftobiprole against gram-positive and
meningitis (=8 mg/L) (1 0.0 100.0 i ' . . . ..
. . . . . . . . N s (28 mar) (1 SUEEuiE : : e — e — ram-negative isolates from Europe and the Middle East: the CLASS study. J Antimicrob Chemother 66: 151-159.
- Oxacillin >2 >2 0.0 100.0 0.0 100.0
« Ceftobiprole is a parenteral fifth-generation cephalosporin that is active against gram-positive and gram- Ceftriaxone-non- o 13 o | - : - :
negatlve bacteria meningitis (>1 mg/L) (15) 0.0 86.7 100.0 Tigecycline 0.06 0.12 100.0 100.0 0.0
. .. . Cerye . Trimethoprim-sulf th I <0.5 <0.5 95.8 4.2 95.8 4.0
- Ceftobiprole has shown potent activity against methicillin-resistant Staphylococcus aureus (MRSA) and Viridans group streptococci o 2 8 25 19 26 29 7 6 3 1 1 0os 008 Vancomyain e e 1 000 00 o0 00
enicillin-resistant Streptococcus pneumoniae and has shown activity against Enterobacteriaceae and (127) 001679 2rb 425 630 658 913 960 984 992 100.0 Coagulase-negative staphylococci (439) . : . : : : . :
D i P Y B-haemolytic streptococci 0 2 5 184 174 208 10 2 Ceftobiprole 0.5 : Table 3. Activity of ceftobiprole and comparator antimicrobial agents when tested against gram-negative bacteria from US surveillance (2016)
Pseudomonas aeruginosa 585y 00 03 12 326 624 979 997 100.0 0.015 0.0 Ceftaroline 0.25 0.5
: : .. : : : : - ' ' - CLSI EUCAST® - LSl EUCAST®
. Ceftobiprole is not approved by the Food and Drug Administration (FDA) for use in the US; it has received Streptococcus pyogenes 0 > 4 166 98 5 1 0.008 0.015 gﬁ:;':r’;‘;‘:n e a: e Y - - Sgﬁ?nf::;’:b‘i’;?ggent mIC,, mIC,, %S 7R %S %R gr:ﬂ?n'}:;r:b(igfggent mIC,, mIC,, e =L R e meAs R
national licenses for treating adult patients with community- and hospital-acquired pneumonia, excluding (276) 00 07 22 623 978 996 100.0 Daptomycin 0.25 05 100.0 100.0 0.0 Haemophilus influenzae (450) Levofloxacin <0.03 -4 67.6 303 66.3 32.7
ventilator-associated pneumonia, in Austria, Belgium, Denmark, Finland, France, Germany, ltaly, Luxembourg, orieptococcus agalactiac 00 o8 1as  ord 999 1000 0.03 0.03 Erythromycin >8 >8 39.2 57.2 40.3 58.3 Ceftobiprole 0.06 0.12 Meropenem <0.015 0.03 99.9 0.1 99.9 0.0
Norway, Spain, Sweden, Switzerland, and the United Kingdom (240) ' ' ' ' ' ' Gentamicin <1 >8 7.2 20.7 75.6 24.4 Amoxicillin-clavulanic acid 1 2 99.1 0.9 92.0 8.0 Piperacillin-tazobactam 2 8 95.1 2.7 91.8 4.9
! ! ! ! Other B-haemolytic 0 1 16 48 4 LG GG 'Ef;‘;"f(')?_’;ac'” 00-255 >14 8‘;-‘7‘ 32850 83-‘7‘ 329-36 Ampicillin 1 >8 59.6 32.0 59.6 40.4 Tigecycline 0.12 0.25 99.9 0.0 99.9 0.1
- Ceftobiprole is currently in Phase 3 development to support indications for acute bacterial skin and skin SUCIOEEeE () S A s Ol 5 o 209 oo 198 s Azithromycin 0.5 1 98.9 0.7 1.1 Trimethoprim-sulfamethoxazole <0.5 >4 64.9 35.1 64.9 34.3
structure |nfect|ons and S aureus bacteremla, sSu Orted b BARDA Enterobacteri 4 469 36 164 2,313 823 241 110 66 52 91 38 13 18 544 Tetracvcline <05 >8 856 13.9 836 15.0 Cefepime 0.06 0.25 100.0 97.6 2.4 Klebsiella pneumoniae (959)
_ _ PP o y _ _ _ nlerobacteriaceae (4,469) 08 45 562 746 800 825 840 851 863 87.1 874 87.8 1000 0% 71O Tigecyinne 0.06 0.12 100.0 0.0 Ceftaroline 0.015 0.03 99.6 92.0 8.0 Ceftobiprole 0.03 >16 83.4 16.6
« This study evaluated ceftobiprole and comparator antimicrobial agents when tested against 12,001 isolates Escherichia coli (1,747) 0 54 1062 264 40 21 6 7 0 2 2 3 286 443 s1g Trimethoprim-sulfamethoxazole <0.5 >4 70.2 29.8 70.2 10.5 Ceftriaxone 0.004 0.015 100.0 99.1 0.9 Ampicillin-sulbactam 8 >32 .7 19.7 .7 28.3
collected in 2016 at 30 US medical centers across 9 census areas ’ 00 31 639 790 813 825 828 832 832 833 835 836 1000 Vancomycin 1 2 100.0 0.0 100.0 0.0 Imipenem 0.5 2 98.9 98.0 2.0 Aztreonam 0.06 >16 85.6 13.9 84.3 14.4
ESBL-phenotype (330) 0 9 5 6 7 4 6 0 2 2 3286 .o i Enterococcus faecalis (347) Levofloxacin 0.015 0.03 100.0 98.0 2.0 Cefepime <0.12 >16 86.7 1.7 85.7 125
-phenctype 2.7 g g Ceftobiprole 0.5 - Piperacillin-tazobactam 0.015 0.06 100.0 0.0 92.0 8.0 Ceftaroli 0.12 >32 80.4 175 80.4 19.6
A A Ampicillin ! 2 100.0 0.0 100.0 0.0 Te?racycline 0.5 1 99.8 0.2 99.6 0.2 Cth::i)dlinr:e 0.25 32 85.6 13.1 83.1 14.4
M - I d M h d HOEJE)SBL'phenOtym 000 ;f % 17’3513 565 3 9%48 91948 95 9 101) 0 0.03 0.0 Ceftaroline 2 % Tigecycline 0.12 0.25 96.7 | | | Ceftriaxone <0.06 >8 84.5 15.2 84.5 15.2
, - . - . . - - - Daptomycin 1 1 100.0 _ _ ' ' ' I : . : .
_ _ : Trimethoprim-sulfamethoxazole 0.12 >4 66.4 31.3 66.4 32.7 Colistin 0.12 0.25 98.4 1.6
ate rl a S a n et o S Klebsiell Levofloxacin 1 >4 76.1 23.6 76.4 23.6° _ .
(ggg)s:e a pneumoniae 0h o1 an asd s ssa sso sis soe a7 857 8ed 10y 003  >16 Linezolid 1 1 100.0 0.0 100.0 00 Moraxella catarrhalis (237) Gentamicin 0.25 1 91.0 7.4 90.8 9.0
Teicoplanin <0.5 <0.5 96.3 3.7 96.0 4.0 Ceftobiprole 0.12 0.25 Imipenem <0.12 0.25 97.0 2.8 97.2 2.0
« 12,001 bacterial isolates were collected prospectively from patients in 30 US medical centers across 9 census ESBL-phenotype (168) b a4 ae  e4 T4 g3 103 1ro 185 185 ons 103 16 >16 Tigecycline 0.06 0.12 100.0 100.0 0.0 Amoxicillin-clavulanic acid 0.12 0.25 100.0 0.0 100.0 0.0 Levofloxacin 0.06 2 91.0 7.2 86.1 10.1
. ' ' ' ' ' ' ' ' ' ' ' ' Vancomycin 1 2 96.3 3.7 96.3 3.7 Azithromycin 0.015 0.03 99.6 99.6 0.4 Meropenem 0.03 0.03 97.0 2.6 97.4 2.4
areas during 2016 : y eropene
J | | | | | | _ “;%q-ESBL-phenotype 000 g% %% 3372 22 5 1 3 003 0.06 Streptococcus pneumoniae (698) Cefepime 0.5 2 100.0 0.0 Piperacillin-tazobactam 2 16 90.6 6.3 84.9 9.4
— Isolates were recovered from patients with bloodstream infections, community-acquired and nosocomial (791) ' ' 9 962 990 996 1000 i ERALE X — T < Ceftaroline 0.12 0.25 Tigecycline 0.25 1 98.6 0.0 95.2 1.4
respiratory tract infections, skin and skin structure infections, urinary tract infection, intra-abdominal Klebsiella oxytoca (232) oh e o 22 22 S0 o srs scs sce ses 1o 025 >16 Ceftriaxone 0.03 1 97.8 0.3b | | ge]‘:t?Z‘d‘me 826 00-25 1888 Trimethoprim-sulfamethoxazole =05 >4 82.2 7.8 82.2 7.3
infections, and other infections (miscellaneous or undefined) 11 o o0 o a Clindamycin <025 2 8.0 140 654 14 m‘:;re'i’;‘r’:e e e ' e = E’g:;‘:)ﬁf'piﬁ; SPp- (599) 0,06 . 50,0 200
. e o : i _ _ ESBL-phenotype (33) >16 >16 LA Ll - : : : : _ =V. - : : PIp : : .
- Isolates were identified by the submitting laboratories and were confirmed at the monitoring laboratory (JMI 00 30 61 61 61 61 1000 Levofloxacin ! ! 990 0.9 99.0 1.0 Levofloxacin 0.03 0.06 100.0 100.0 0.0 Ampicillin-sulbactam 32 >32 13.1 65.0 13.1 86.9
: - t - - PR PRY - Non-ESBL-phenotvpe 0 13 38 55 52 30 8 1 0 0 1 1 inezoli : 100.0 0.0 Tetracycline 0.25 0.5 100.0 0.0 100.0 0.0 Aztreonam 0.12 >16 73.2 25.0 71.3 26.8
Laboratories, North Liberty, lowa, _USA) by matrix aSS'St,ed laser des.orptlon |o.n|za!t|on time of flight mass (199) i P 00 65 256 533 794 945 985 990 990 99.0 995 1000 o120 Penicillin 0.015 2 97.0 0.1° Tigecycline 0.06 0.06 Cefepime <0.12 2 92.6 3.9 86.2 4.9
spectrometry, when necessary, using the Bruker Daltonics MALDI Biotyper (Billerica, Massachusetts, USA) . 500 . 0 2% 2 39 4 8 15 2 28 9 & 29 . $e_tract;r/]cnng R 500.2255 :2 ;gg ?3; ;g; ?(7); s 0.12 0.95 970 0.0 97 0 13 Ceftaroline 0.95 539 67 3 9.9 67 3 32 7
) . . . . . L. . . nterobacter spp. i rrmetnoprim-suifametnoxazoie . . . . . p -
- Ceftobiprole and comparators were tested in broth microdilution panels with clinical isolates and quality control 00 17 440 711 777 800 814 839 879 926 941 951 100.0 Vancomycin 0.25 0.25 100.0 100.0 0.0 Enterobacteriaceae (4,469) Ceftazidime 0-5 >52 1.8 265 09.6 28.2
. di to Clinical d Lab t Standards Institut ideli 0 5 139 34 3 5 4 8 9 5 1 0 12 B-haemolytic streptococci (585) Ceftobiprole 0.03 >16 82.5 17.5 Ceftriaxone 0.25 >8 69.1 29.4 69.1 29.4
organisms according to Llinical ahd Laboratory standards Instiiute guldelines Citrobacter spp. (219) 00 09 644 799 813 822 840 877 91.8 941 945 945 1000 005 2 Ceftobiprole 0.015 0.03 Ampicillin-sulbactam 16 >32 4r.8 35.5 7.8 52.2 Colistin 0.12 >8 85.0 15.0
— Categorical interpretation criteria were CLSI (M100-S27 [2017]), EUCAST (2017), or US FDA when no o abilis (244) 0 29 164 33 7 1 0 o 0 0 0 , 9 003 008 ge;:groline sg.ggs 00_00165 1888 1888 88 /éztfreo_nam <00.1122 >16 222 183é3 23? 1;57 IGe_ntamlcm 822 01.5 ggg gg g:g 3.421
. . . roteus miraollis . . ertriraxone . . ) . . erepime sSU. . . . . mipenem . . . . .
0.0 119 791 926 955 959 959 959 959 959 959 96.3 100.0
EUCAST or CLSI criteria were available ndo) e ot 26 20 - 0 , 1 1 , 1 0 1 1 a3 Clindamycin <0.25 >2 83.2 16.2 83.8 16.2 Ceftaroline 0.12 >32 75.5 20.4 75.5 24.5 Levofloxacin <0.03 0.5 95.6 3.0 91.8 5.7
— Quality control oraanisms were tested concurrently with clinical isolates neole-positive Froteeas 0.03 >16 Daptomycin =0.06 0.25 100.0 100.0 0.0 Ceftazidime 0.25 16 85.9 12.3 82.9 14.1 Meropenem 0.03 0.06 97.7 2.0 98.0 0.2
y J y (192) 188 292 724 776 786 792 797 812 818 818 823 828 100.0 E;Vtgfzg”;ﬁ” 06053 >f132 g;-g 302-20 g;-g 302-20 Ceftriaxone <0.06 >8 81.9 17.1 81.9 17.1 Piperacillin-tazobactam 2 64 78.8 9.1 75.1 21.2
: 0 7 134 63 10 11 5 2 1 0 2 4 vorioxaci ' - - - - Colisti 0.25 >8 82.6 17.4 Ti [ 0.25 1 99.0 0.0 94.8 1.0
Serratia spp. (239) 0.06 0.5 : : ofistin : : : 'gecycline : : : : :
i 00 29 55;.0 852.4 8j.5 9;1 si:: 272.; sig.Gs 52255 9:%3 1(;(;.0 k/'lgfssggem 50.1008 0_1)6 188:8 188:8 8:8 IGe.ntamicin <8'?2 ? gg.g 223? :g.g g.é PTrirr;ethoprim-sulfam.ethoxa(io(l)i y <0.5 1 91.1 8.9 91.1 8.9
2 16 Penicillin 0.015 0.06 100.0 100.0 0.0 mipenem =Y. : : - : Seudomonas aeruginosa (1,
(1,017) 0.0 0.2 0.6 29 213 534 727 859 955 100.0 Tetracvell Levofloxacin 0.06 >4 82 2 15.9 78.3 19.0 Ceftobiorol 2 16
ycline 0.5 >8 53.4 45.2 52.2 46.6 - : : : - erobiprole
Acinetobacter spp. (187) 1 4 3 3 10 32 32 17 6 7 4 5 63 1 ~16 Vancomycin 0.25 0.5 100.0 100.0 0.0 Meropenem 0.03 0.06 98.7 1.1 98.9 0.6 Amikacin 4 8 96.7 2.0 91.5 3.3
Pp- 0.5 2.7 4.3 5.9 112 283 455 545 578 615 636 66.3 100.0 Viridans group streptococci (127) Piperacillin-tazobactam 2 16 91.6 4.7 87.9 8.4 Ampicillin-sulbactam >32 >32
+ MIC, , for ceftobiprole when tested against S. aureus was 0.5/2mg/L (99.7%S) Stenotrophomonas 0 191 o L Ceftobiprole 0.06 0.25 Tigecycline 0.25 1 97.7 0.1 92.9 2.3 Aztreonam 8 >16 72.3 17.0 5.9 17.0
43% of S <olat MRSA (Table 2) maltophilia (191) 0.0 100.0 gz‘;f‘lg:)”nee 00-01125 06056 o » 013 . Trimethoprim-sulfamethoxazole <0.5 >4 78.1 21.9 78.1 21.3 Cefepime 2 16 85.5 2.9 85.5 14.5
- o O ©. aureus Isolales were apie o ' ' ' ' ' ' Escherichia coli (1,747) Ceftaroline 16 >32
Haemophilus influenzae 0 13 164 165 88 14 2 2 2 Clindamycin <0.25 >2 82.7 15.7 84.3 15.7 4
. g . . 0.06 0.12 y : -
- MIC,,,, for MRSA and methicillin-susceptible S. aureus (MSSA) were 1/2 and 0.5/0.5 mg/L, respectively (450) 00 29 393 760 956 987 991 996 100.0 Daptomycin 0.25 1 100.0 Ceftobiprole 0.03 710 025 175 Ceftazidime ; 1o 96.0 70 96.0 14.0
Table 1 e e G 0 ’ 49 59 o4 4 5 1 ’ Erythromycin 0.03 >392 53.5 44 9 Ampicillin-sulbactam 16 >32 48.5 31.3 48.5 51.5 Colistin 1 1 99.6 0.4 99.6 0.4
— Ceftobiprole and ceftaroline were the most potent cephalosporins tested against 1,670 MSSA isolates and _ negai Linezolid 1 1 00 Cefepime =0.12 >16 841 13.4 83.2 14.9 Imipenem 1 8 781 18.3 81.7 8.9
8pt 16.-fold tont th v P dat ¥ t hp 9 ! %’;gamase negative 0h ae 4 Tea ot oou 994 997 ‘000 006  0.12 Meropenem 0.03 0.5 95.3 100.0 0.0 Ceftaroline 0.12 >32 78.5 19.4 78.5 21.5 Levofloxacin 0.5 >4 76.3 16.2 66.7 33.3
were 8- to 16-fold more potent than ceftriaxone (data not shown) y . ' | | ' | | | ' | $etmcnhnl_ O.?G 18 gg.g 338.16 83.5 3.1 Ceftazidime 0.25 16 85.9 11.7 82.4 14.1 Piperacillin-tazobactam 4 64 80.8 8.8 80.8 19.2
: : . : : : aemophilus 1 0 4 1 3 2 etracycline > : : : - -
- 99.3% of MRSA isolates were susceptible to ceftobiprole while 96.4% were susceptible to ceftaroline (Table 2) parainfiusiizas (1) 91 94 455 545 818 1000 0.06 0.25 Vancomycin 05 05 A 1000 00 ggﬁt;?:one 500.1026 o>§5 82.0 17.7 g;g 107;17 ?r?r:c;/ﬁ!zzm_SUIfamethovade 2 :i
N Erythromycin resistance (842%1 CLSI interpretive Criteria) and |eVOﬂOX8Cin resistance (693%, CLSI) Moraxella catarrhalis (237) 398 81(()) 2%76 4ﬁ38 65682 9238 9;66 986 10:) 0 0.12 0.25 agrLitS?Iria as pUb.“Sh.,?d Sy CiI(‘SI. [%017] and EUCAST [2017]; CLSl tigecycline breakpoints do not exist so US FDA breakpoints were used Gentamicin 0.5 >8 86.9 12.9 86.7 13.1 a Criteria as published by CLSI [2017] and EUCAST [2017]; CLSI tigecycline breakpoints do not exist so US FDA breakpoints were used
. : : : : : : . . _ b non-meningitis breakpoin : ;
were hlgh (Table 2) ¢ CLSI parenteral non-meningitis breakpoint Imipenem =0.12 =0.12 99.9 0.1 99.9 0.0




