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. - MRSA generally showed higher resistance to most agents compared to MSSA Table 2. Activity of ceftobiprole and comparator agents when tested against select Gram-positive bacteria from bloodstream infections (US; 2016)
I ntrOd u ctl o n m Erythromycin resistance in MRSA was 86.9% (CLSI) and levofloxacin resistance was 73.7% CLSF EUCAST® CLSF EUCAST- CLSE EUCAST®
(Table 2) Antimicrobial agent MIC,, MIC,, Range %S o] %R %S o %R Antimicrobial agent MIC,, MIC,, Range %S o %R %S o %R Antimicrobial agent MIC,, MIC,, Range %S o %R %S o %R
. . . ' ' <0.12 — . . . : ' ' i . <0. — 0. . . :
| | | o . | | | ~ Ceftobiprole and ceftaroline (MIC,, ., 0.25/0.25 pg/mL) were the most potent cephalosporins MRCSe‘?to(gii)?c))Ie 1 2 0.25—4 99.0 1.0 B'Qﬁi.?l'.'f > > sg.;é—zg gi.g 645§7 2451.;1 645.63 \T/fr?ggg;rl:?n (i?g 3?3 %.%235— 355 35.6 0.0 64.4 13050.60 >0 60494
« Ceftobiprole is an investigational antimicrobial in Phase 3 development in the US, and is approved in tested when tested against MSSA isolates and were 8- to 16-fold more potent than ceftriaxone Ceftaroline 0.5 1 0.25 — 2 96.5 3.5 0.0 96.5 3.5 Tetracycline <0.5 >8 <0.5 - >8 83.3 0.0 16.7 81.5 1.4 17.1 Viridans group streptococci (74)
a number of countries in Europe and other parts of the world for the treatment of adult patients with (Table 2) gﬁ;tgsrﬁog_en <52 - Zg <o82; >8>2 603-07 00 1306030 . 00 65 Pge%t'ﬁ“n? T | 2-002 0;142 g-g?é - g-f 55 1 1603090 255 101-01 gzgg%ﬁ)ge 8-82 00-152 <%-%%‘; - 325
. . . . . . . . . I I SU. SU. — . . . . . . rmmetnoprim-sulirametnoxazole SU. SU.0 — . . . . . | . . SU. — V.
either community- or hospital-acquired pneumonia, excluding ventilator-associated pneumonia  Against 216 isolates of coagulase-negative staphylococci (CoNS), the MIC, ., values for ceftobiprole Daptomgcin 0.25 0.5 <0.12 -2 99.7 99.7 0.3 Vancomyrz:in 1 2 0.25-2 100.0 0.0 0.0 100.0 0.0 Ceftriaxone 0.12 1 <0.015->2 | 91.9 4.1 4.1 86.5 13.5
* This agent is a parenteral advanced-generation cephalosporin that was rationally designed to bind were 0.5/1 yg/mL, and all MIC values were <4 ug/mL (Table 1) Erythromycin >8 >8 0.12->8 9.0 4.2 86.9 10.0 1.0 88.9 B-haemolytic streptococci (138) Clindamycin =0.25 >2 <0.25 — >2 81.1 1.4 17.6 82.4 17.6
iR : T ; PR ; - e . : Cepye : Gentamicin <1 <1 <1->8 95.2 0.3 4.5 95.2 4.8 Ceftobiprole 0.015 0.03 0.004 — 0.06 Daptomycin 0.25 1 <0.06 — 1 100.0
strongly to and inhibit penicillin-binding protein 2A, and it is active against many Gram-positive and - MIC,,,, values for methicillin-resistant CoNS and methicillin-susceptible CoNS were 1/1 and Levofloxacin 4 >4 0.12 — >4 23.2 3.1 737 | 232 76.8 Ceftaroline <0.008 | 0.015 | <0.008-0.03 | 100.0 100.0 0.0 Erythromycin 1 >32 | <0.015->32 | 47.3 14 51.4
-negative bacteria 0.12/0.5 pyg/mL, respectively (Table 1) Linezolid 1 1 0.25 — 2 100.0 0.0 100.0 0.0 Ceftriaxone 0.06 0.06 | <0.015-0.12 | 100.0 100.0 0.0 Levofloxacin 1 >4 0.25 — >4 89.2 0.0 10.8
* Ceftobiprole has potent activity against Staphylococcus aureus, including methicillin-resistant - Ceftaroline (MIC,,, 0.25/0.5 pg/mL) and ceftobiprole (MIC, ., 0.5/1 pg/mL) were the most potent %eg;;accyyc?ilﬁle oos |0tz | S00a0z | 1000 > o oo . 00 8!2‘3323&': R > (Y 50 k/:re]fssggem .06 05 S0t | 052 100.0 0.0
S. aureus (MRSA) and penicillin-resistant Streptococcus pneumoniae, and has activity against B-lactam agents tested against CoNS (Table 2) Trimethoprim-sulfamethoxazole <0.5 <0.5 <0.5 — >4 95.5 4.5 95.5 0.7 3.8 Erythromycin 0.06 >32 | <0.015->32 | 59.1 0.0 40.9 59.1 0.0 40.9 Penicillin 0.12 2 0.008 — 8 64.9 31.1 4.1 75.7 20.3 4.1
/ / . . L . . V i 0.5 1 0.25 -2 100.0 0.0 0.0 100.0 0.0 Levofloxaci 0.5 1 0.25-2 100.0 0.0 0.0 100.0 0.0 Tetracycli 1 >8 <0.25 — >8 56.8 4.1 39.2
Ente.robacterlaceae .a.nd Pseudomonas aeruginosa . . _ — All isolates were susceptible to daptomycin, tigecycline (EUCAST), and vancomycin; 95.4% were MSSRC&TX?” Lﬁ\veozo?i)c(jacm 1 1 0.5—2 100.0 100.0 0.0 0.0 vir:iﬁ?ncy'é'.i 0.5 0.5 0.25 — 1 100.0 100.0 0.0
* Inthis study, the activity of ceftobiprole and comparator antimicrobial agents was evaluated against susceptible to linezolid (Table 2) Ceftobiprole 05 05 012-05 100.0 0.0 Meropenem 0015 | 006 | <0.008—0.06 | 100.0 100.0 0.0 Streptococcus pneumoniae (63)
. . . . . i < — icilli < — i —
contemporary bacterial pathogens from the SENTRY Antimicrobial Surveillance Program, which were . For the enterococci, ceftobiprole was active against Enterococcus faecalis (MIC.. ., 0.5/2 pg/mL: Ceftaroline 0.25 0.25 <0.06-0.5 | 100.0 0.0 0.0 100.0 0.0 Penicillin 0.03 0.06 | <0.004-0.06 | 100.0 100.0 0.0 Ceftobiprole 0.015 | 0.06 0.004 - 0.5 d 100.0 0.0
collected from patients in US medical centers and designated as causing bloodstream infections (BSI) _ , 50/90 Ceftriaxone 4 4 1-8 100.0 0.0 Tetracycline >8 >8 <0.25 — >8 45.7 2.2 52.2 44.9 0.7 54.3 Ceftaroline <0.008 | 0.03 | <0.008-0.12 | 100.0 100.0 0.0
during 2016 n=153) but not against E. faecium (MIC, ., >4/>4 pg/mL; n=90, Table 1) Clindamycin <025 | <025 | <0.25->2 96.5 0.0 3.5 96.3 0.2 3.5 Vancomycin 0.25 0.5 0.25-05 | 100.0 100.0 0.0 Ceftriaxone 0.03 | 012 | <0.015-1 93.7 6.3 0.0° 93.7 6.3 0.0
_ - - - . C AL : : Daptomycin 0.25 0.5 <0.12 — 1 100.0 100.0 0.0 Enterococcus faecalis (153) 100.0 0.0 0.0¢
Ceftaroline was active against E. faecalis (MIC,,,, 2/8 pug/ml; 4-fold less active than ceftobiprole) Erythromycin 0.25 >8 <0.06 — >8 69.3 8.7 22.0 70.0 3.7 26.2 Ceftobiprole 0.5 2 <0.03 — 4 Clindamycin <025 | <0.25 | <0.25->2 95.2 0.0 4.8 95.2 48
but not against E. faecium (MIC_, ., >8/>8 ug/mL) Gentamicin <1 <1 <1 —>8 99.5 0.2 0.2 98.8 1.2 Ampicillin 1 2 <0.5-4 100.0 0.0 100.0 0.0 0.0 Erythromycin 0.03 16 | <0.015->32 | 68.3 1.6 30.2 68.3 1.6 30.2
t - I d th d . B-lactam agents exhibiting high levels of activity when tested against S. pneumoniae included ceftobiprole tﬁ]‘g’z‘cgi’;ac'” L 112 ‘1‘ Sg-gg - 24 1806610 e 10364 1806610 103-09 gggt&m'}j‘c‘?n f ‘13 S<Od°265‘_>28 000 tﬁ]"e"zf(')‘?i’;ac'“ ] ; 8-2 :g 188-8 L i ]88-8 0 8-8
IVI IVI (MIC 0.015/0.06 pg/mL; 100.0% susceptible [EUCAST criteria]), ceftaroline (MIC_. .., <0.008/0.03 ug/ T i ) ' | ' | i 0.0 ' c Gilli ' ' f ' | I
5090’ - .Uo , 10U, : MU 50g0r SU.UUG/U.L etracycline <0.5 <0.5 <0.5 - >8 97.3 0.2 2.5 95.5 0.2 4.2 Levofloxacin 1 >4 0.06 — >4 73.9 0.0 26.1 73.9 26.1 Penicillin 0.015 0.12 0.015 -2 81.0 12.7 6.3 81.0 19.0
mL [100.0% susceptible]), ceftriaxone (MIC, ., 0.03/0.12 ug/mL [100.0% susceptible]), and penicillin Tigecycline 0.06 0.12 | <0.015-0.25 | 100.0 ° 100.0 0.0 Linezolid 1 2 0.25-2 100.0 0.0 0.0 100.0 0.0 81.0 19.0¢ 81.0 19.0 0.0°
0 : . At : . Trimethoprim-sulfamethoxazole <0.5 <0.5 <0.5->4 99.0 1.0 99.0 0.2 0.7 Teicoplanin <0.5 <0.5 <0.5->16 95.4 0.0 4.6 95.4 4.6 100.0 0.0 0.0"

o (MICSO/S?O, 0.015/0.12 pg/mL [1 OQ.O /o su§cept|ble, parentgral nonmenlngltls breakpoints]; Table 2) Vancomycin 0.5 1 0.25 -2 100.0 0.0 0.0 100.0 0.0 Tigecycline 0.06 0.12 | <0.015-0.12 | 100.0 : 100.0 0.0 0.0 Tetracycline <0.25 0.5 <0.25 — >8 92.1 0.0 7.9 92.1 0.0 7.9
Bacterial isolates  Ceftobiprole was also very active against 3-haemolytic streptococci (MIC, ., 0.015/0.03 ug/mL) and CoNS (216) Vancomycin 1 2 0.5->16 95.4 0.0 4.6 95.4 4.6 Trimethoprim-sulfamethoxazole 0.25 1 <0.12 — >4 84.1 9.5 6.3 90.5 3.2 6.3
- Atotal of 2,787 bacterial isolates were collected prospectively from patients at 30 medical centers in viridans group streptococci (MIC, ., 0.03/0.5 ug/mL) ceftobiprole 05 ! =005 -4 Enterococcus faecium (30) vancomycin 025 | 025 | 012-05 | 1000 100.0 0.0

the US . . . . G Ceftaroline 0.25 0.5 =0.06 - 2 Ceftobiprole >4 >4 0.5 —>4 * Criteria as published by CLSI [2017] and EUCAST [2017]
e « Against Enterobacteriaceae, ceftobiprole demonstrated a susceptibility profile similar to that of other Ceftriaxone 8 >8 0.5->8 34.3 65.7 Ampicillin >16 >16 <0.5->16 23.3 76.7 22.2 1.1 76.7 > Breakpoints from FDA package insert revised 12/2014
e |solates were collected from BS| expanded_spectrum Cephalosporins Clindamycin <0.25 >2 <0.25 —>2 66.2 0.9 32.9 65.7 0.5 33.8 Ceftaroline >8 >8 0.12->8 ZBn.complicated. UTtl ogly ooint
_ _ o o o Daptomycin 0.25 0.5 <0.12 — 1 100.0 100.0 0.0 Daptomycin 1 2 <0.25 — >8 97.8 . o ong honmeningtis breaspoints
- Species identification was confirmed by standard biochemical algorithms and matrix-assisted — Ceftobiprole (MIC, ., 0.03/>16 ug/mL; 85.0% susceptible [EUCAST criteria]) activity was similar Erythromycin >8 >8 <0.06 — >8 34.3 5.6 60.2 36.6 1.9 61.6 Levofloxacin >4 >4 0.5— >4 14.4 8.9 76.7 23.3 76.7° T idiiioastin
i\ ianization.ti - - - i < : 0 i iteri idi Gentamicin <1 >8 <1->8 70.4 2.8 26.9 67.6 32.4 Linezolid 1 2 0.25-8 97.8 1.1 1.1 98.9 1.1 s Using parenteral, meningitis breakpoints
laser desorption ionization-time of flight mass spectrometry for select organisms using the Bruker to cefepime (|V||C5O,906 =0.12/8 pg/mL; 88.9% susceptible [CLSI criteria]) and cefta2|d0|me (MIC_ Sentamicin_ = % =1=28 04 2.8 269 o7.9 222 T 1 2 288 2.8 1.1 1 e i e B T e proaaints
Daltonics MALDI Biotyper (Billerica, Massachusetts, USA) following manufacturer instructions 0.25/16 pg/mL; 87.2% susceptible [CLSI criteria]; ceftaroline susceptibility was 77.9% [MIC_ ., ' ' ' ' ' '
0.03/>16 ug/mL]; Tables 1 and 3)
Susceptibility testing — Non-ESBL screen-phenotype E. coli and K. pneumoniae were highly susceptible to ceftobiprole Table 3. Activity of ceftobiprole and comparator agents when tested against select Gram-negative bacteria from bloodstream infections (US; 2016)
. . . . . 0 / 0 ' itarial-
» Ceftobiprole, comparators, and quality-control organisms were tested according to Clinical and (99.8% for E. coli and 100.0% for K. pneumoniae [EUCAST criteria]; Table 3) T R MIC, | MIC, | Range - CLSk - o EUCAST PR miC. | mic, | Range - CLSk - o EUCAST R miC. | mic, | Range - CLSk - o EUCAST
i ideli i icrodiluti « Atotal of 76.7% of P. aeruginosa isolates were inhibited at <4 uyg/mL and 84.5% at <8 ug/mL (Table 1 ° ° ° ° ° ° ° ° ° ° ° ° ° ° ° ° ° °
Laboratory Standards Institute guidelines using broth microdilution panels /o ug | * HY | _/° ug/mL ( ) Enterobacteriaceae (1,105) Cefepime <0.12 | <012 | <0.12—-2 | 100.0 0.0 0.0° 99.5 0.5 0.0 imipenem <012 | 025 | =0.12—-1 | 100.0 0.0 0.0 100.0 0.0 0.0
- CLSI (2017) and EUCAST (2017) interpretive criteria were appliec - 85.3% were susceptible to cefepime and 89.1% to ceftazidime (CLSI criteria, Table 3) Ceftobiprole 003 | 16 0.015 85 0 150 Ceftaroline 0.06 | 025 |<0.015-8| 957 2.5 1.8 95.7 4.3 Levofloxacin 0.06 | 0.25 |<0.03->4| 987 0.4 0.9 96.5 1.3 2.2
. L . e . . 0 : : L 0 ' —>16 ' ' Ceftazidime 012 | 025 | 0.03-1 100.0 0.0 0.0 100.0 0.0 0.0 <0.015
* For Klebsiella spp., Escherichia coli, and Proteus mirabilis in this analysis, an extended-spectrum A total of 78.0% of Acinetobacter spp. |solateos were |nh|£)|ted at =4 yg/mL and 80.5% at <8 pg/mL, Ampicillin-sulbactam 16 532 | 05->32 | 488 17.6 33.7 488 512 Ceftriaxone <0.06 | 012 |<0.06—05| 100.0 0.0 0.0 100.0 0.0 0.0 Meropenem DOE ] WE g e 10ee oo ue 1oee — ue
B-lactamase (ESBL) screen-positive phenotype was defined as an MIC of 22 ug/mL for ceftazidime, and cefepime and ceftazidime inhibited 75.6% and 73.2% of the isolates at their susceptibility Astreonam 006 | 16 <0.03 86 6 ‘3 191 845 "y 134 Colistin 012 | 025 | <0.06-8 99.8 0.2 Piperacillin-tazobactam 2 8 |<05->64| 97.4 1.8 0.9 93.4 3.9 2.6
- breakpoints (CLSI), respectively (Table 3 ' ~>16 ' ' ' ' ' ' Gentamicin 0.5 2 0.12—->8 | 91.1 0.0 8.9 90.9 0.2 8.9 Tigecycline 0.25 05 | 0.12-4 99.1 0.9 0.0° 97.8 1.3 0.9
ceftriaxone, and/or aztreonam | points (CLSI), respectively ( ) o | S o | s 012 | g0 s o o s e . imipenem <012 | <012 |012-05| 100.0 0.0 0.0 100.0 0.0 0.0 Trimethoprim-sulfamethoxazole | <05 | <05 | <05->4 | 94.3 5.7 94.3 0.0 5.7
— Although other B-lactamases, such as AmpC and KPC, may also produce an ESBL screening- » Ceftobiprole was inactive against all Stenotrophomonas maltophilia isolates tested (MIC, >16 pg/mL; = ~>16 ' ' ' ' ' ' Levofloxacin <0.03 | >4 |<0.03->4| 755 3.6 20.9 74.3 0.9 24.8 Pseudomonas aeruginosa (129)
positive phenotype, these strains were grouped because they usually demonstrate resistance to Table 1) Ceftaroline 012 | >32 S_°->°3125 77.9 3.9 18.2 77.9 22.1 Meropenem <0.015 | <0.015 S-06011§ 100.0 0.0 0.0 100.0 0.0 0.0 z?]fitlf:c'ﬂo'e i 186 8-2 - z;g 562 X - 5 h . -
various broad-spectrum (-lactam compounds Ceftazidime 0.25 16 | 0.03->32| 87.2 0.9 11.9 84.9 2.4 12.8 Piperacillin-tazobactam 2 4 | <05->64| 973 1.4 1.4 96.8 05 27 Ampicillin-sulbactam >32 | >32 | 32—>32
Ceftriaxone <0.06 | >8 |<0.06—>8| 83.8 0.9 15.3 83.8 0.9 15.3 Tigecycline 0.12 | 0.25 [<0.06-0.5| 100.0 0.0 0.0° 100.0 0.0 0.0 Aztreonam 8 >16 | 1->16 81.4 3.1 15.5 1.6 82.9 15.5
. : “\/i : : : : Colistin 0.12 >8 <0.06 — >8 87.4 12.6 Trimethoprim-sulfamethoxazole <0.5 >4 <0.5->4 65.9 34.1 65.9 0.7 33.4 Cefepime 2 16 0.5->16 85.3 10.9 3.9 85.3 14.7
Table 1 Antimicrobial activity of c_eftobl_prole tested against the main organisms and Contamic X s 2006 =8| 897 06 o7 504 03 103 e P S et e e
organism groups of bloodstream infections (ug/mL) Imipenem <012 | 05 [<012->8| 973 2.0 0.7 99.3 0.6 0.1 Ceftobiprole 003 | s1g | 0015 860 .y Ceftazidime 2 16 | 05->32 | 89.1 1.6 9.3 89.1 10.9
Levofloxaci 0.06 >4 | <0.03->4| 80.2 2.1 17.8 76.7 2.3 21.0 - _ - - isti _
Organism / organism No. of isolates at MIC (ng/mL; cumulative %) SVOTOxaLn <0.015 Ambicill Ibact 3 532 5 >>1362 739 75 18.7 73 9 26 1 Colistin — L L 0.25-2 100.9 0.0 190.9 0.0
group (no. of isolates) | <0.002 | 0.004 | 0.008 | 0.015| 0.03 | 0.06 |0.12] 025 | 05 | 1 | 2 | 4 | 8 | 16 | > | MICy, MIC, Meropenem <0.015 | 0.06 | ~_g 99.4 0.2 0.5 99.5 0.4 0.1 Mplefin-stibatlam 0.03 ' ' ' ' ' IGe.”tam'C'” f g <00'2152‘ >>88 gg'g g'g 250'49 ?8"11 35 171'§
Staphylococcus aureus 0 | 2 [ 161 | 262 | 185 | 80 | 3 Piberacillin-tazobactam 5 6 <05_>64| 919 13 38 88 4 35 8 1 Aztreonam 0.06 16 P 89.2 0.7 10.1 86.6 2.6 10.8 mipenem N - - - - - -
o _ _ . (693) an | om | 9ms | Gie | esn lens | e 05 | 2 iperacil <0. - - - - - - = Levofloxacin 0.5 >4 | 012—>4 | 79.1 3.9 17.1 70.5 29.5
« The distribution of organisms collected from BSI is shown in Figure 1 Tigecycline 0.25 0.5 | <0.06-8 98.1 1.7 0.2° 95.7 2.4 1.9 . 015 N <0.12 o~ 55 o . . 5o Piperacillin-tazobactam 4 32 1—>64 86.0 6.2 7.8 86.0 14.0
« MIC, . for ceftobiprole when tested against S. aureus was 0.5/2 ug/mL (99.6% susceptible [EUCAST MSSA (404) 00 | 05 | 401 1000 05105 Timethoprim-sulfamethoxazole | <05 | >4 | =05->4 | /o1 24.9 751 0.8 24.1 SR — —>16 | ' ' | | | Tigecycline 8 > | 1->8
.. 50/90 ' ' ' : : : : E. coli (529) . <0.015 Trimethoprim-sulfamethoxazole 4 >4 <0.5 — >4
t - Tabl 1 d 2 0 1 20 185 | 80 3 Ceftaroline 0.12 >32 82.1 3.4 14.6 82.1 17.9 .
criterial; Tables 1 and 2) MRS (k) 0.0 | 03 | 7.3 | 71.3/99.0  100.0 L]z Ceftobiprole 003 | >16 | U 84.7 15.3 ot PR T AR T — 0 56 2 )6 — Acinetobacter spp. (41)
_ 0 : : ' ' ' : ' ' ' —> ' ' eftazidime : .06 —> : : : : : : _ <0.008
41.7% of S. aureus isolates were MRSA ggaﬂ”:gigcgle?f}g’)e N R I I IS DV - . 05 | 1 Ampicillin-sulbactam 16 >32 | 05->32 | 442 231 327 442 558 Ceftriaxone <006 | >8 |<0.06->8| 869 0.7 12.3 86.9 0.7 12.3 Ceftobiprole 05 | >16 | "6
- MIC,,,, for MRSA and methicillin-susceptible S. aureus (MSSA) isolates were 1/2 uyg/mL and Py s 8 (30 24 | 7 : : ' Aztreonam 0.12 16 <0.03 85 1 17 132 83.6 15 14.9 Colistin 0.12 | 025 | <0.06-8 98.5 1.5 Armikacin 1 230 <0.25 829 0.0 17 829 0.0 17
0.5/0.5 ug/mL, respectively (Tables 1 and 2) MS-CoNS (74) T P e e 0.12 | 0.25 ' ~>16 ' ' ' ' ' ' Gentamicin 0.25 2 0.12—>8 | 90.3 1.1 8.6 90.3 0.0 9.7 _>32 ' ' ' ' ' '
Y . . . . . . "0 | 1] 7 | 48 | 77 5 | 4 Cefepime <0.12 | >16 | 012 85.4 1.1 13.40 84.7 0.9 "y Imipenem <0.12 | 025 | <0.12-8 | 99.6 0.0 0.4 99.6 0.4 0.0 RS , ay | S0.25 e 08 e
- All MRSA isolates were susceptible to tigecycline, vancomycin, and linezolid; 96.5% of MRSA MR-CoNS (142) 00 | 07 | 56 | 394 | 937 | 972 1000 1 | 1 | —>16 | | | | | | Levofloxacin 0.06 1 [<0.03->4| 936 1.9 4.5 89.1 3.7 7.1 > ; —>32 - - -
isolates were susceptible to ceftaroline (CLSI criteria) Enterococcus faecalis 2 [ 3 | 7 |20 | 69 | 23 | 23 | 6 s | o Ceftaroline 012 | >32 | T2 | 800 17.8 80.0 20.0 Meropenem 003 | 003 | 09 | 996 0.4 99.6 0.0 0.4 Aztreonam e &
— e B e e T 5 Ceftazidime 025 | 16 |003->32| 864 1.3 123 | 837 26 13.6 Piperacillin-tazobactam 2 | 16 s05->64 929 3.4 3.7 86.9 6.0 7. Cefepime M e S T 2.4 22.0
(90) 00 | 14 | 78 | 189 | 233 1000 >4 | >4 Ceftriaxone <0.06 | >8 |<0.06—>8| 83.7 0.2 16.1 83.7 0.2 16.1 Tigecycline 0.25 1 <0.06—-4 | 985 1.5 0.0° 96.6 1.9 15 Ceftaroline 2 >32 | 0.12—>32
: : ' ' ' ' Colistin 0.12 025 | =<0.06 -8 99.4 0.6 Trimethoprim-sulfamethoxazole <0.5 >4 <0.5->4 85.8 14.2 85.8 0.0 14.2 Ceftazidime 4 >32 0.5—>32 73.2 4.9 22.0
: PRETr : : : : : R paocels g [ = = [ S L = . 0.015 | 0.06 Gentamicin 0.5 >8 | 012->8 | 86.2 0.0 13.8 86.0 0.2 13.8 Non-ESBL-phenotype K. pneumoniae (228) Colistin 0.5 4 |<0.06->8| 854 14.6 85.4 14.6
Figure 1. Distribution (humber) of organisms isolated in bloodstream infections pneumoniae (63) 0.0 | 1.6 | 33.3 | 76.2 | 88.9|90.5|92.1| 92.1 [100.0 Imipenem PR R R i o ool == o5 _ 0015 R T 6 T=0 06281 802 o T T T
viridans group 0 2 N I I IR I . IO LU B 1 1003 05 Levofloxacin 0.06 >4 [<0.03->4| 64.8 3.2 31.9 63.3 0.9 35.7 Ceftobiprole 0.03 1 0.06 1 425 100.0 0.0 Imipenem <012 | >8 |<0.12->8| 82.9 0.0 171 82.9 0.0 171
streptococci (74) 0.0 | 27 | 10.8 | 324 | 51.4|64.9 | 82.4| 87.8 | 959 | 97.3 | 98.6 100.0 _ p
Other (125) B-haemolytic 0 1 33 | 42 | 61 | 1 Meropenem =0.015 | 0.03 [=0.015-8] 998 0.0 0.2 99.8 0.2 0.0 Ampicillin-sulbactam 8 16 2 —>32 86.0 7.0 7.0 86.0 14.0 Levofloxacin 0.12 >4 [<0.03—>4| 805 2.4 17.1 80.5 0.0 19.5
} streptococci (138) 0.0 07 | 246 | 551 | 99.3 1100.0 0.015] 0.03 Piperacillin-tazobactam 2 3 <0.5 —>64 94.0 3.0 3.0 91.1 2.8 6.0 Aztreonam <0.03 0.12 |=<0.03-0.5 100.0 0.0 0.0 100.0 0.0 0.0 Piperacillin-tazobactam 2 >64 |<0.5->64 67.5 5.0 27.5
P. aeruginosa (129) Other B-haemolytic 0 1 9 | o1 | 1 Tigecycline 012 | 025 | <0.06-4 | 99.8 0.2 0.0° 99.8 0.0 0.2 Cefepime <0.12 | <0.12 | <0.12—-1 | 100.0 0.0 0.0° 100.0 0.0 0.0 Tigecycline 0.25 2 <0.06 — 8
O streptococci (32) 00 31 | 312 | 96.9 1100.0 0.015|0.015 Trimethoprim-sulfamethoxazole <0.5 >4 <0.5 - >4 60.9 39.1 60.9 1.1 38.0 Ceftaroline 0.12 0.25 |<0.015-2 96.5 3.1 0.4 96.5 3.5 Trimethoprim-sulfamethoxazole <0.5 >4 <0.5->4 75.6 24 .4 75.6 4.9 19.5
Enterobacteriaceae 0 | 42 | 610|201 | 62 | 24 | 11 | 11 | 7 | 7 | 4 | 4 | 122 Non-ESBL-phenotype E. coli (440) Ceftazidime 0.12 05 | 0.06-1 100.0 0.0 0.0 100.0 0.0 0.0 * Criteria as published by CLSI [2017] and EUCAST [2017]
(1,105) 00 | 38 |59.0|772 828 | 850 | 86.0 | 87.0 | 87.6 | 882 |88.6|89.0 1000 203 | >16 Ceftobiprole 0.03 0.06 | 0.015-1 99.8 0.2 Ceftriaxone <0.06 | 0.12 | <0.06 -1 100.0 0.0 0.0 100.0 0.0 0.0  phopmeciate interpreiad as suscoptible dase ceponcent
o _ 0 14 339 79 10 6 0 2 0 0 0 1 78 Amp|C|II|n-suIbactam 8 >32 0.5->32 51.1 24 .8 24 1 51.1 48.9 Colistin 0.12 0.25 <0.06 — 8 99.1 0.9 reakpoints from package insert revise
S Escherichia coli (529) 00 | 26 667 817 836|847 | 847 851 851 851 851|853 1000/ 0-03  >16 Aztreonam 0.06 0.25 | =<0.03-1 100.0 0.0 0.0 100.0 0.0 0.0 Gentamicin 0.25 05 | 0.12—>8 99.1 0.0 0.9 99.1 0.0 0.9
. adaureus ESBL-phenotype 0 2 2 3 2 0 1 0 0 0 1 78
(693) Escherichia coli (89) 00 | 22 | 45 | 79 | 101 | 10.1 | 11.2 | 11.2| 11.2 | 11.2| 12.4 |100.0] ~10 | >16 N | o o
Non-ESBL-phenotype 0 14 | 337 | 77 | 7 4 0 1 0.03 | 0.06 Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for antimicrobial susceptibility
Escherichia coli (440) 00 | 3.2 |79.8|97.3/98.9  99.8 | 99.8 |100.0 ' ' - ACkn 0W|edgements testing: 27th informational supplement. Wayne, PA: CLSI.
AEISEE PR TOREE L W agl ) & ) B ) 2 L 3 | 3 | 0 0 |0 129 1443 16 O n C u S I O n s EUCAST (2017). Breakpoint tables for interpretation of MIC’s and zone diameters. Version 7.1, March 2017. Available at
(268) 0.0 | 7.1 |70.9|84.0 86.2 86.9 | 86.9 | 88.1 | 89.2| 89.2 | 89.2|89.2/100.0| tior) 't /f'Fl) Aminere/med /F?DF IEUGAST filos/Broakucint tabloc/y 71 Breakocnt Tables odf
CoNS E/Seglgjgl?aenotype 0 3 0 1 1 0 3 3 0 0 | 0 |29 | .ol 6 This study was supported by Basilea Pharmaceutica International Ltd. This project has been funded in whole or in part Acgég’ys‘\évé’vﬁgffﬁ é%r% lleadmin/sre/media S _flies/brearpoint_tables/v_f.1_breakpoint_iables.pdt.
. I . . . . .
o (216) . 00 | 75 | 75 |10.0| 125 | 125 | 20.0 | 27.5| 275 |27.5|27.5/100.0 . : T - : i " i by federal funds from the Department of Health and Human Services; Office of the Assistant Secretary for | o | o |
Enterobacteriaceae (1,105) NESEEET e Ceftot_)lprole demonstrated potent in vitro activity against many Gram-positive and Gram Preparedness and Response; Biomedical Advanced Research and Development Authority, under Contract No. Farrell DJ, Flamm RK, Sader HS, et al. (2014). Ceftobiprole activity against over 60,000 clinical bacterial pathogens
ohenotype Klebsiella 000 g% ;g% 93754 9956 1010 ) 003 | 0.06 negative pathogens from BSI, including multidrug-resistant MRSA HHS0100201600002C with Basilea Pharmaceutica International Ltd. isolated in Europe, Turkey, and Israel from 2005 to 2010. Antimicrob Agents Chemother 58: 3882-3888.
pne.umoniae (228) : 0 6- 4- 1é 12- ; ; : : - - ) o Ceftobiprole in vitro aCtivity against Gram_negative pathogenS, inc|uding Enterobacteriaceae Farr_ell DJ,hFIa(rjnm EK, Saderbl-:S, et 3I (2014)AC;[IVIty (I)_l;ceftobiprole a_gainstdmeth_icillin_—Lezis]:t_antdSéeg)(l:?ylococcus alurejls
—Enterococci (244 Klebsiella oxytoca (45) 0.0 | 13.3 | 222 |57.8 | 844 | 88.9 | 88.9 | 91.1| 91.1 |91.1 91.1|100.0] V1% | 2 and P. aeruginosa, was similar to other extended-spectrum cephalosporins, such as strains with reduced susceptibility to daptomycin, linezolid or vancomycin, and strains with define mec types. Int
(244) e . eterences Antimicrob Agents 43: 323-327.
Pseudomonas 0 2 27 o6 14 10 16 4 2 16 CeftaZ|d|me and Cefep|me
aeruginosa (129) 00 | 1.6 | 225 |65.9]| 76.7 |84.5]96.9 100.0 Torres A, Mouton JW, Pea F (2016). Pharmacokinetics and dosing of ceftobiprole medocaril for the treatment of hospital-
. 1 2 | 2 [ 2 3] 4 [10] 7 0| 1 1 10| 8 - in Vi i i i i . . . Y e ity- i ia in di i i ' ' : _
j \ BHS (138) Acinetobacter spp. (41) sa | 73 150 151 | oaa 2a1 | 85 | 786 | 756 | 780 805 805 1000 05 | >16 _Ovlertallétpe in Vltf[’p retsul’E[SSCg thlsd2'01|6 SUivelllance S’[;Jhdy Séaéuatmg %7’[87(1 t:ﬁCter'l(?l pathotgens Clinical and Laboratory Standards Institute (2015). MO7-A10. Methods for dilution antimicrobial susceptibility tests for and community-acquired pneumonia in different patient populations. Clin Pharmacokinet 55: 1507-1520.
iIsolated from patients a medical centers across the emonstrated the wide-spectrum bacteria that arow aerobicallv: aboroved standard—tenth edition. Wavne. PA: CLS|
SPN (63) VGS (74) Stenotrophomonas 0 | 30 | 45 | >16 _ IV acteria that grow aerobically; approved standa enth edition. Wayne, PA: .
maltophilia (30) 0.0 /100.0 nature of ceftobiprole activity
CoNS, coagulase-negative staphylococci; BHS, beta-haemolytic streptococci; VGS, viridans group streptococci; SPN, Streptococcus pneumoniae




