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» Ceftaroline and ceftobiprole were the most active -lactam agents tested against 117
isolates of viridans group streptococci (MICyggq0, 0.03/0.12 pg/mL for ceftaroline,

Table 1. MIC and cumulative % frequency distributions for ceftobiprole.
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Objectives: To evaluate the antimicrobial activity of ceftobiprole (BPR) against prevalent Bacterial isolates: _Bacterla_l isolates (non—dupllcate, 12,037 |_so|ates) were reS|§tance Were.7.7/o (14.5@ mtermedlate. by EUCAST crlterla)oand 5.1 A),. respectively. Stagrgfgg; aureus (2040) 283 ig:g iggzg ;g(z) ggi; ;gg g;g; 3:;7( égg;)) 111?1(090?5) 4 (100.0) 09'255 0%5 . Ceftobiprole exhibited ootent 1 vitro activity against
Gram-positive and -negative pathogens isolated in Europe (EU) during 2014. Ceftobiprole _collected prospectively during 2014 from patients at 38 medical centers located Resistance to clindamycin and erythromycin was 18.8 and 39.3%, respectively. MRSA (511) 102  2(06) 50(104) 336(761) 118(09.2) 4 (100.0) 1 )
medocaril is a broad-spectrum, anti-MRSA cephalosporin with activity against Gram- In Europe_(35 c_enters), Turkey, and Israel. Isolates were collect_ed from a Linezolid and vancomycin showed the broadest coverage for this organism group Coag.-negative staphylococci (464) 2(0.4) 2(09)  7(24) 28(8.4) 98(29.5) 103(51.7) 152(84.5) 39(92.9) 28(98.9) 5 (100.0) 0.5 2 a broad range of Gram-positive and -negative
negative pathogens including Pseudomonas aeruginosa and has recently obtained variety of infection types to include bloodstream, respiratory, skin and soft (100.0% susceptible; Table 2) MSCOoNS (148) 2 (1.4) 2(2.7) 7(7.4) 27(25.7) 78(78.4) 24(94.6) 8(100.0) 0.25 0.5 ) ) )
regulatory approval in EU for the treatment of hospital-acquired pneumonia (HAP, tissue, urinary and others. Species identification was confirmed when ' ’ ' MRCONS (316) 1 (0.3) 20 (6.6) 79(31.6) 144 (77.2) 39(89.6) 28(98.4) 5 (100.0) 1 4 pathogens Isolated from paﬂents 1] European,
excluding ventilator-associated pneumonia) and community-acquired pneumonia (CAP) in bv Matrix-Assisted L D fi lonizati Ti Of Eliaht . o . . Enterococcus spp. (805) 16 (2.0) 127 (17.8) 200 (42.6) 48 (48.6) 46(54.3) 40(59.3) 28(62.7) 10(64.0) 290 (100.0) 2 >16 . . . .
s necessary by Malrix-Assisied Laser ehsorp "?(” On'Zla lon-1ime Ut Flight mass - Ceftobiprole inhibited all isolates of H. influenzae at <0.5 ug/mL (Table 1). The Enterococcus faecalis (499) 16(3.2) 127(28.7) 199(685) 45(77.6) 37(85.0) 37(92.4) 25(97.4) 10(99.4) 3(100.0) 05 4 Turkish and Israeli hospitals during 2014.
Methods: 12,037 consecutive, non-duplicate isolates from infections were collected from ?gi?lztrrigran el\t/lrgs(;vflalﬁlf_]l?sl_e-[t(;FUl\g/SA\)) Llj)ill?glltov?/ir?grumzrrlgfaa.(t:?lr}rlgf illil/ISAt\:_utc):ltiSrllc;yper presence of a B-lactamase enzyme in 83 isolates (14.3%) had negligible effect on the Stfigiggzizzzusgzszgm;:(zgzm) 407 (50.6) 152(69.5) 48(75.5) 22(78.2) 23(81.1) 65(89.2) 7; 852)) 63((915;-38)) 19((945;2) 1321(3.022)) 20 ploe Hranee Sg-%)?)S 3?5?
S Y P . : ’ ’ activity of the carbapenems or cephalosporins (Table 3). All other agents tested Viridans group streptococci (117) 18(15.4) 17(29.9) 19(46.2) 15(59.0) 20(76.1) 15(88.9) 2(90.6) 4(94.0) 5(983) 0(983) 1(99.1) 1(100.0) 0.06 0.5 . )

38 medical centers located in Europe, Turkey, and Israel during 2014. Species o _ o _ _ o _ hibited I . inst 1. infl ith th ion bei . hoori Beta-haemolytic streptococci (253) 118 (46.6) 50 (66.4) 85 (100.0) 0 (100.0) 0.015  0.03  These in vitro results from an extensive European
identification was confirmed by the central monitoring laboratory and all isolates were Antimicrobial susceptibility testing: Broth microdilution testing was performed exhibited excellent activity against H. influenzae with the exception being trimethoprim- Enterobacteriaceae (5154) 26 (0.5) 640 (12.9) 2182 (55.3) 653 (67.9) 199 (71.8) 138 (74.5) 62 (75.7) 58 (76.8) 40 (77.6) 37 (78.3) 12(785) 22(78.9) 1085(100.0) 003  >16 _ _ _
susceptibility (S) tested using reference CLSI methods. EUCAST (2015) interpretive according to Clinical and Laboratory Standards Institute (CLSI) methods in sulfamethoxazole (25.7% to 29.9% resistance; Table 3). Escherichia coli (2320) 1(0.0) 347(15.0) 1198 (66.6) 258 (77.8) 51(80.0) 22(80.9) 11(81.4) 6(81.6) 4(81.8) 8(82.2) 5(82.4) 4(82.5) 405(100.0) 0.03 >16 surveillance study evaluatmg 12,037 organisms,

e ine 9 : 0 L : ESBL-ph 477 3(06) 22(52) 6(65 4(7.3 6 (8.6 6(9.90 5(10.9) 3(115) 8(13.2) 5(14.3) 4(15.1) 405 (100.0 16 16

criteria were used to determine %S. validated minimum inhibitory concentration (MIC) panels manufactured by _ _ _ non-EgBi?;r?é?]itglpe 21843) 1(0.1) 344((18?7) 1176((82?5) 252((96?2) 47 Egs.za) 16 Egg.é) 5 (Eag.s;) 1 599.9; 1 ((100.3) I - ;.03 ;.06 confirm a large volume of earlier reports on the
=i R Ted s sei semie e Susesm e (5 SEmhiomsns Thermo Fisher Inc. (Cleveland, Ohio, USA) to determine the antimicrobial « Atotal of 74.5% of Enterobacteriaceae were susceptible to ceftobiprole (MICgqg, Klebsiella pneumoniae (1030) 130 (12.6) 304 (42.1) 65(48.4) 23(50.7) 9(51.6) 6(52.1) 11(53.2) 5(53.7) 3(54.0) 1(54.1) 4(545) 469(100.0) 012  >16 o _
aureus (SA). MS-coaaulase-negative staphviococci (CoNS). beta-haemolvtic susceptibility of ceftobiprole and comparator agents. S. pneumoniae strains 0.03/>16 pug/mL; Tables 1 and 3). Non-ESBL Enterobacteriaceae were mostly ESBL-phenotype (505) 000 306 6(1.8) 2222 328 3@B4 951 5061 367  1(69  4(7.7) 466(100.0) >16  >16 broad-spectrum of activity of ceftobiprole.

(SA), q 9 °9 bi phy (CaN), o h 3|’|t . tested in CA-MHB | ted with 2.5-5% Ivsed h blood and ) _ _ _ non-ESBL-phenotype (525) 130 (24.8) 301(82.1) 59(93.3) 21(97.3) 6(985) 3(99.0) 2(99.4) 0(99.4) 0(99.4) 0(99.4) 0(99.4) 3(100.0) 003 0.6
streptococci, and S. pneumoniae (Table). BPR was active against methicillin-resistant were tested In LA- supplementea with £.5-5%0 lySed horse blood an susceptible to ceftobiprole, 99.6% for E. coli and 98.5% for K. pneumoniae (Table 1). Klebsiella oxytoca (221) 2(0.9) 34(163) 41(34.8) 30(484) 47(69.7) 13(756) 5(77.8) 2(787) 1(79.2) 0(79.2) 0(79.2) 46(100.0) 025  >16
(MR) SA and MR-CoNS with MICq, values of 2 ug/mL and 4 pg/mL, respectively. BPR Haemophilus influenzae were tested in Haemophilus test medium (M07-A10, Ceftobiprole demonstrated a similar susceptibility profile to that of other expanded ESBL-phenotype (47) 2(43) 0(43) 1(6.4) 0(64) 0(64) 44(100.0) >16 >16
was not active against the vast majority of E. faecium (MIC;,, >16 pg/mL), but was active 2015). B-lactamase production was characterized by the nitrocefin disk test ) ) i i ] non-ESBL-phenotype (174) 2(1.1) 34(20.7) 41(44.3) 30(61.5) 47(88.5) 13(96.0) 3(97.7) 2(98.9) 0(98.9) 0(98.9) 0(98.9)  2(100.0) 0.12 0.5
against E. faecalis. BPR was very active against H. influenzae, active against the majority . : spectrum cephalosporins (most like cefepime) against the commonly occurring Enterobacter spp. (572) 25(4.4) 251(48.3) 103(66.3) 30 (715) 17 (745 11(76.4) 15(79.0) 24(83.2) 16(86.0) 2(86.4) 4(87.1) 74(100.0) 006  >16

: : ; : - " (Remel; Lenexa, Kansas, USA). The ESBL phenotype was defined as a MIC of _ . :
of Enterobacteriaceae, moderately active against P. aeruginosa, but had limited activity - . Enterobacteriaceae species (Table 3). Citrobacter spp. (173) 20(11.6) 113(76.9) 13(84.4) 3(86.1) 5(89.0) 4(91.3) 8(96.0) 1(96.5 1(97.1) 0(97.1) 1(97.7)  4(100.0) 0.03 05
against Acinetobacter spp. (MICqg, >16 pg/mL). =2 ug/mL for ceftazidime or ceftriaxone or aztreonam. Proteus mirabilis (279) 62(22.2) 146 (74.6) 21(82.1) 7(84.6) 13(89.2) 6(91.4) 10(95.0) 2(95.7) 2(96.4) 0(96.4) 2(97.1) 8(100.0)  0.03 0.5 A C K N OW L E D G E M E N T
Indole-positive proteus spp. (227) 25(11.0) 48(32.2) 88(70.9) 5(73.1) 2(74.0) 1(744) 1(749) 2(758) 0(75.8) 0(75.8) 0(75.8) 4(77.5) 51(1000) 003  >16
_ _ . : N 0 : < : . :
Conclusions: BPR exhibited a wide spectrum of antimicrobial activity against 12,037 Quiality control (QC) testing was performed concurrently to assure proper test CeftOk.)IF.)mle. mhlt."ted 64.5% of P. af rugmos? at =<4 ug/mL, Wh”.e.(?efeplme ar.]d §§g§§§r:opr?é§2:§r)uginosa (1246) 20 (00 13T (638 42 (7%0) 1182(?1665)) 26(?2.3; 237(?2.72)7) 3855?2?2) 14514(9(221823) 121(9(%521) 919((981592) 12312((11000600)) 0'2 ° >116 hi d db i h ) d
Contemporary EU. pathogens and excellent potency a.ga._mst most Gram-posfqve conditions and procedures. MIC QC strains included S. aureus ATCC 29213, Cefta2|d.|me inhibited 79.1 and 72.8% of the isolates at Susceptlblllty breaprIntS, Acinetobacter spp. (429) 1(02) 3(0.9) 3(1.6) 8 (3.5) 5 (4.7) 23(10.0) 30(17.0) 18(21.2) 4(22.1) 1(22.4) 3(23.1) 3(238) 327 (100.0) 16 16 This stu Yy was SUppOI"[e Yy Basilea Pharmaceutica Ltd.
pathogens including MRSA and MR-CoNS. BPR exhibited high potency against H. S. pneumoniae ATCC 49619. E. coli ATCC 25922 and ATCC 35218, P. respectively (Table 3). Stenotrophomonas maltophilia (154) 1(06) 0(.6) 0(06 0(0.6) 0(06)  0(06) 153(100.0) >16  >16
influenzae and the majority of Enterobacteriaceae, but was less active against many P. . : Haemophilus influenzae (568) 30(5.8) 155(32.6) 240 (74.8) 117(95.4) 22(99.3) 2(99.6) 2 (100.0) 0.03 0.06
T e e e W P S aeruginosa ATCC 27853, and H. influenzae ATCC 49247 and 49766. All MIC . The activity of ceftobiorol et Acinatobact limited and ceftobibrol beta-lactamase-positive (83) 5(6.0) 37(50.6) 29(85.5) 10(97.6) 2 (100.0) 0015  0.06
against a broad range of key HAP and CAP pathogens obtained from patients in Europe, QC results were within the published CLSI ranges. Susceptibility interpretive € aclivity of cettobiproie against Acin€tobacter spp. was fimited and cettobiprole was beta-lactamase-negative (485) 25(58) 118(29.5) 211(730) 107(95.1) 20(992) 2(99.6) 2 (100.0) 003 006 REFERENCES
Turkey and Israel during 2014. criteria were based on the CLSI guideline (M100-S25) and EUCAST (2015). inactive against almost all Stenotrophomonas maltophilia isolates (Table 1). Haemophilus parainfluenzae (3) 1(333) 1(66.7) 0(66.7) 0(66.7) 0(66.7) 1(100.0) 0.06
MIC (png/mL)

Organism (no. of strains) MICso MICq9 MIC Range %S i _ B _ _ B i _ B _ 1. Bush K, Heep M, Macielag MJ, Noel GJ (2007). Anti-MRSA b-

S. 2,040 0.5 1 0.03- 4 99.8 - . : : : .
J;rse:s( 5(11) ) ; ! 003-4 298 R E S U LT S Tabkle 2. Ac\lctwlty Iof ceftobiprole and comparator antimicrobial agents when tested against Gram-positive pathogens from Europe, Table 3. Agtlwty of ceftoblp_role and comparator antimicrobial agents when lactams in development, with a focus on ceftobiprole: The first anti-
MSSA (1,529) 0.25 0.5 0.03-2 100.0 Turkey and Israel (2014). E;Ztlef) against Gram-negative pathogens from Europe, Turkey and Israel MRSA B-lactam to demonstrate clinical efficacy. Expert Opin Invest

CoNS (464) 0.5 2 0.015-8 - . . Organi . tested)/ MIC (ug/mL %Susc. / %Resistant Organi . tested)/ MIC (ug/mL %Susc. / %Resistant - - -

MR-CONS (316) 1 4 0.12-8 - * The MIC;,4, for ceftobiprole against S. aureus was 0.5/1 ug/mL (Tables 1 rganism group (no- testec) (kgmb) - SSC = " rganism group (no- testec) (g - SSC = . Drugs 16: 419-429.
o . antimicrobial agent MICsg  MICqyo Range CLSI EUCAST antimicrobial agent MICsg  MICqyo Range CLSI EUCAST . qV MIC (ug/mL) %Susc. / %Resistant o )
MS-CoNS (148) 0.25 0.5 0.015-1 and 2). All S. aureus MIC values were <4 ug/mL (99.8% susceptible). SETy RS CUeUS (D) Streptococcus pneumoniae (304) Organism 9r|°“p (no. tested) 2. Clinical and Laboratory Standards Institute (2015). MO7-A10.

= 08 () 05 4 0.12->16 Overall, 25.0% of S. aureus were methicillin-resistant S. aureus (MRSA). Ceftobiprole 05 1 0.03-4 L 99.8/0.2 Ceftobiprole <0008 05  <0.008-4 1- 99.0/1.0 antmicrobra) agent MICo  MICo Range cLS® EUCAST® it imicrobi ibili i

B-haemolytic strep. (253) 0.015 0.03 <0.008 - 0.03 - The MICo. for MRSA and methicillin-suscentible S. aureus (MSSA) were Coftarofine 095 1 0034 957101 o5 743 Coftaroline <0015 012 <0.015 1 90.8 /- 991709 Hasmophilus influenzae (568) Methods for dilution antimicrobial susceptibility tests for bacteria that

S. pneumoniae (804) <0.008 0.5 <0.008 - 4 99.0 S0/90 ) P ' Oxacillin 0.5 >2 <0.25 - >2 75.0/25.0 75.0/25.0 Ceftriaxone <0.06 1 <0.06 - >8 93.0/1.0 -1- Ceftobiprole 0.03 0.06 <0.004- 0.5 -1~ e grow aerobically; approved standard- tenth edition. Wayne, PA:

Enterobacteriaceae (5,154) 0.03 >16 <0.008 - >16 S 1/2 and 0.25/0.5 ug/mL, respectively (Tab I'es 1 and 2). Grea_test coverage Daptomycin 025 05 <0.06 - 2 >99.9 / - >99.9/<0.1 Clindamycin <025  >2 <0.25—>2 79.5/19.5 80.5/19.5 Ceftaroline 0.008 0.015 <0.001-0.12 100.0/ - 99.3/0.7 CLSI

P. aeruginosa (1,246) 2 >16 0.25->16 - of S. aureus (MSSA and MRSA) was provided by vancomycin and linezolid Levofloxacin 0.25 >4 <0.12 — >4 75.5/24.3 75.4/24.3 Erythromycin <012  >16 <0.12 - >16 71.6/28.0 71.6/28.0 Amoxicillin/clavulanate <1 <1 <1-4 100.0/0.0 99.3/0.7 '

H. influenzae (568) 0.03 0.06 =0.004-05 (both 100.0% susceptible), daptomycin (>99.9%), ceftobiprole (99.8%), Linezolid 1 1 <0.12-2 100.0/0.0 100.0/0.0 Imipenem <0.12 025 <0.12-2 85.3/1.5 100.0/0.0 Ampicillin <0.25 8 <0.25->8 84.0/14.3 84.0/16.0 3. Clinical and Laboratory Standards Institute (2015). M100-S25.

i i 0 i 0/ Tetracycline <0.5 <0.5 <0.5->8 929/6.4 92.7/7.2 Levofloxacin 1 1 0.25->4 98.9/0.9 98.9/1.1 Azithromycin 0.5 1 <0.03-4 100.0/ - 2.8/0.0 _ . o .
tr|methoprlm/sulfamethoxazole (98.4%), anq ceftaroline (9.5'7 %; Table 2). TMP/SMX® <05 <05 <0.5- >4 99.3/0.7 99.3/0.4 Linezolid 1 1 <0.12-2 100.0/ - 100.0/0.0 Cefepime <0.5 <0.5 <05-1 100.0/ - L. Performance standards for antimicrobial susceptibility testing: 25th
Only 83.0% of MRSA isolates were susceptible to ceftaroline (Table 2). Vancomycin 1 1 0.25-2 100.0/0.0 100.0/0.0 Penicilling <006 2 <0.06 — >8 95.3/0.6 /- Ceftriaxone <0.06 <0.06 <0.06 — 0.12 100.0/ - 100.0/0.0 informational supplement. Wayne, PA: CLSI.
: . . : MSSA (1,529) Penicillin" <0.06 2 <0.06 - >8 67.3/13.1 67.3/32.7 Levofloxacin <0.12 <0.12 <0.12->4 99.8/ - 99.6 /0.4 : : :
I N T R O D U CT I O N *  The MICgg for ceftobiprole against 464 isolates of coagulase-negative Ceftobiprole 0.25 0.5 0.03-2 - - 100.0/0.0 Tetracycline <0.5 >8 <0.5->8 73.8/255 73.8/255 Piperacillinftazobactam 0 0 e GO/ S0 4. EUCAST (2015). Breakpoint tables for interpretation of MICs and
?tagTWOCOCC(Ij ((;ONhS) was 0-5/f2 Hg/mL and all “g'C values were <8 /IJQ/ m('j— gz:fgﬂ;‘jn 8'32 00'255 <050036- 11 128600/ ;) N 188.8;8'8 ;I—/an:;/:n'\:l;éin 3022 52 <T)Oi52_ 345 6?6%/02/1 ! Ig&% /Zé'é Tetracycline 0.5 0.5 <0.12- 16 99.3/0.5 99.3/0.7 zone diameters. Version 5.0, January 2015. Available at:
Tables 1 and 2). The MICg,,4, for MR-CoNS and MS-CoNS were 1/4 an - - ~U0 = o : : e e e Trimethoprim/sulfamethoxazole <0.5 >4 <0.5->4 67.6/25.7 67.6/29.9 : o -

. . , : . . ) : Levofloxaci 025 025  <0.12->4 95.5/ 4.4 95.5/ 4.4 Beta-hemolytic strept i (253)' ) http://www.eucast.org/clinical_breakpoints/. Accessed January 2015.
Ceftobiprole is a novel parenteral cephalosporin active against Gram-positive 0.25/0.5 pg/mL, respectively (Tables 1 and 2). Ceftaroline (MICgyqq, 0.25/1 P : : 026 o oo g:ftoi:;foﬁc SUEPIOCOCel (@93 s <0.008-0.03 . » Enterobacteriaceae® (5,154) . y
and -negative bacteria. Its antimicrobial activity is due to the ability to inhibit ug/mL) and ceftobiprole (MICgyq0, 0.5/2 pg/mL) were the most potent 8- Tetracycline <05 <05 <0.5->8 94.9/ 4.6 94.8/5.2 Ceftaroline <0.015 <0.015 <0.015-0.03 100.0/ - 100.0/0.0 gegom?rme 8-22 z;g igg?g—z;g 654; ; o ;gi; :2;312 5. Farrell DJ, Flamm RK, Sader HS, Jones RN (2014). Ceftobiprole

. . . . . . c ertaroline . sU. - . . . . .. . .. . . .
penicillin binding proteins (PBPs). Ceftobiprole has shown potent inhibition of lactam agents tested against CoNS (Table 2). \T/MP/SMX_ 5(1-5 5(1-5 20-255 - >; 1909650//0650 1909650//0630 2?“;0'"'” _ jggg 32-26 536025— 0;122 8;0:’}01/3 B 2202-‘3 /1 g-g Ampicilin/sulbactam 16 ~30 <095 _ 32 407/ 4.6 407 /50 3 activity against over 60,000 clinical bacterial pathogens isolated in
e .. . . .. 20— . . . . Inaamycin sU. sSU.Z20 — . . . . - ) ’ ) ’ ..
PBPs from Gram-positive bacteria including those with decreased affinity to . Ceftobiorole demonstrated aood potency against 499 isolates of T e AR 5 SRR e Cefepime <05 >16 <05->16 81.2/152  78.7/17.1 Europe, Turkey, and Israel from 2005 to 2010. Antimicrob Agents
other B-lactams such as PBP2a in methicillin-resistant Staphylococcus aureus P : 9 X yag ) : Ceftobiprole 1 2 0.12-4 SE 99.2/0.8 Levofloxacin 0.5 1 0.25->4 98.8/1.2 96.4/1.2 Ceftazidime 0.25 32 <0.015->32 80.1/16.6 75.4119.9 Chemother 58:3882-8.
(M RSA) and PBP2X in penici"in_resistant Streptococcus pneumoniae_ Against EfnterfOCOC.:CUS faecalis (MIC5(}/9OI’_OT5/SI “gllml‘)’ but not agalnSt 306 isolates Ceftaroline 1 2 0.25-4 83.0/0.6 83.0/17.0 Linezolid 1 1 05-1 100.0/ - 100.0/0.0 Ceftriaxone 0.12 >8 <0.06 —>8 73.1/25.2 73.1/25.2

L : . . . : . > ; . i - ; i <0.5- 8/47. 2/50. Imi <0.12 1 <0.12 - >8 90.7/3.7 96.3/2.0 ivi
Escherichia coli, ceftobiprole has its greatest activity for PBP3 (the primary O E. faecium (MCso, >16 Hg/ml; Table 1) E:\?;:(r)nx):é?n 0515 2'2 sf)c.)i(?- >24 159.3? 8/3.8 1959.'78//803;.28 32:?3?;3‘3 0.‘;5 5.85 ;g: —5.85 42080./04/7 ) ‘11302.(; ? 8.5 LrE:/F:;Ir:)ir:cin 20.12 >4 20.12—; 77.0120.6 75.4123.0 > (I::le;)etljli Dr‘(])I eF‘Iaarzir: SI,?::] e?f?gﬁl: anIrSe,S}JSCEZ;e]fSR;;\I ;2?;-:2);:’252\;323 <
target_of cephalospor.m.s anq m(.)nobact.ams) and P_B.PZ. For Pseuo!omonas « Against S. pneumoniae (804 isolates), ceftobiprole (99.9% susceptible by Linezolid 1 1 <0.12-2 100.0/0.0 100.0/0.0 Viridans group streptococci (117)’ Piperacillin/tazobactam 2 64 <0.5 - >64 84.8/9.7 80.3/15.2 ) P ) 9 o P y _ _
aeruginosa it has a similar binding profile to ceftazidime and cefepime, but also the EUCAST-approved breakpoint of 0.5 pg/mL), ceftaroline (99.8/99.1% Tetracycline <0.5 >8 <0.5->8 87.1/11.7 86.7/13.1 Ceftobiprole 0.06 0.5 <0.008 — 16 -/ - -/- Trimethoprim/sulfamethoxazole <0.5 >4 <0.5- >4 68.7/31.3 68.7/30.6 strains with reduced susceptibility to daptomycin, linezolid or

e I : ) ' 7 TMP/SMX° <05 <05 <0.5- >4 98.4/1.6 98.4/1.0 Ceftaroli 0.03 0.2 <0.015-4 -1 - -1 - i : : : :
exhibits increased binding to PBP2. susceptible by CLSI/EUCAST breakpoints, respectively) and imipenem Vancomycin 1 1 W 100.0/0.0 100.0/0.0 penicilln <006 2 <0.06 — >8 744177 778177 Pselédeonrzgil?zl:emg'nosa o 2 >16 0.25 - >16 /- /- vancomycin, and strains with defined SCCmec types. Int J
, , . _ e were the most active (B-lactam agents tested (Table 2). For other common- CoNS (464)° Clindamycin <025 2 <0.25—>2 81.2/18.8 81.2/18.8 Ceftaroline 32 >32 09E - 50 e e Antimicrob Agents 43:323-7.
Ceftoblprole IS admlnlgtered as the _prodrug ceftoblprole medqcarll _W_h'Ch IS use antimicrobials, penicillin resistance (105 isolates with MIC at =2 ug/mL, Ceftobiprole 0.5 2 0.015-8 -/- -/- Erythromycin <012 >16 <0.12->16 58.1/39.3 -l- Amikacin 2 16 <0.25->32 90.9/5.1 85.0/9.1 - o - -
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