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. Figure 1 Tedizolid activity and VRE and HLAR rates among enterococci recovered Belgium (75) Germany (369) Sweden (125) -
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from the United States and Europe | 3917 39 7 69%115.7% 0.8%/12 0% Tedizolid MiCso00 W E. faecalis
» Tedizolid is an oxazolidinone-class antimicrobial with potent in vitro activity against » Overall, tedizolid (MICsq/90, 0.25/0.25 mg/L) inhibited all but 6 enterococci at MIC of (38) (35) (208) (150) (80) (39) %o VREPAHLAR o o oo
gram-positive organisms, including vancomycin-resistant enterococci (VRE) <0.5 mg/L (Table 1) 0.0%/15.8% 2.9%/20.0% 0.0%/17.8% 18.0%/14.0% 0.0%/8.8% 0.0%/20.5%
* Tedizolid is approved by the European Medicines Agency and the United States Food * |solates with VRE and/or HLAR phenotypes showed similar tedizolid MIC5, (0.25 UK (126) c:@ﬁg)o == =
and Drug Administration for the treatment of skin and skin structure infections mg/L) and MICqyg results (0.25-0.5 mg/L), regardless of enterococcal species (Table 1) 0.25/0.25 . ( e - - cm —
e Tedizolid is currently under investigation for serious infections, such as pneumonia and * Although VRE isolates were more frequently observed in the US hospitals than in 12.7%146.0% Lo~ _ < =
bone and joint infections European hospitals (66.8% vs.18.3% of E. faecium and 3.3% vs. 0.7% of E. faecalis, 90/52 9% 5. 9(5/3/2)1 00 V4 Rtészsfi)70(g5)
» Enterococcus spp. pathogens are the second most common cause of gram-positive respectively), tedizolid MICsy and MICq, results remained at 0.25 mg/L and 0.25/0.5 reland (130 Czach Republic (16) 3 69%/56.4% —
hospital-associated infections with significant mortality rates mg/L, respectively, against enterococci from US and European hospitals (Figure 1) - %a25/0(25 ) ) = 20.25/0.25 (40) (15) >
» VRE isolates, mainly Enterococcus faecium, commonly exhibit a multidrug-resistance * E. faecalis showed high S rates (298.0%S) to linezolid, vancomycin, and ampicillin, = %gd 22.3%/31.5% 0.0%/96.3% 0.0%/50.0% 13.3%]73. 3%
phenotype, causing infections with limited treatment options and these agents, except vancomycin, remained active against the combined VRE T zy g g (72) (52) : ‘ Hungary (25) )
- i o . - and HLAR subset (1.6% of all E. faecalis; Table 1) - 0.0%/22.2% 53.8%/48.1% ‘ 020,023
* This study assessed the in vitro activity of tedizolid and comparators against a 970 - , VW = é % 0.0%1/40.0%
contemporary collection of enterococci, including VRE and isolates exhibiting high- * Tedizolid (MICsy/g9, 0.25/0.25 mg/L) exhibited MIC results 4- to 8-fold lower than those > < France (221) ".
level aminoglycoside resistance (HLAR) of linezolid (MICxy,99, 1/2 mg/L; 99.7%S) when tested against E. faecium (Table 1) ,“' 0.25/0.25
* Atotal of 8.7% of E. faecium isolates were highly resistant (VRE and HLAR), and s 1 1-4%/20-4%4 T s 0
similar tedizolid MIC results were obtained against the VRE, HLAR, and VRE/HLAR 0 05/0/5153)5% 0 ocyf,/f% 0% grzg/)(,) (25) 5{&
Materials and Methods subsets (MICsg90, 0.25/0.25 mg/L; Table 1) | T 8.1%/20.3% a
Five linezolid non-S isolates (MIC, >4 mg/L) were observed, and 4 of those isolates Portugal (80) S'g"295%32(§0) Greece (109) “ @n) ) (36 R
Oraanism collection were inhibited by tedizolid at <1 mg/L 1%5%01'2350/ 0.0%/0.0% 0.25/0.25 2 /5/13'5/0 160121576 \ £ Europe (2,124 isolates)
& Two VRE isolates that showed elevated daptomycin MIC results (MIC >4 mg/L) were Y T ] Tedizolid MiCos 60)  (1g  Spain(240) 19-3%/38-5‘722 ) '\ T ] Tedizolid MiCon
» A total of 3,953 enterococci were collected from US (1,829 isolates) and European inhibited by tedizolid at <0.5 mg/L ~ SN = 5o | - % HAR 020005 0.0%/56.7% 5.6%/38.9% 0%02/5/201'2750/ 5 00/5536% 2, - 2(5/0/5)2 4o S 0 B % HLAR 0200025
(and adjacent) medical centres (2,124 isolates) during 2016—2018 - D a8 (147) n 590) | | | g 40
. i - - - - . . . ; g % 215 = 030 50, 1 10 ap 7o, taIY (433) g
The isolates were recovered from 73 medical centres, including 33 sites from the Table 1 Activity of tedizolid and comparators against Enterococcus LA 5 2 o 0.0%/39.5% 1.1%/46.7% "4 2510 5 O g,
pnited States ar?d. 40 _sites from Europe and surrounding countries; Figure 1 lists total spp. isolates by resistant phenotype ‘ 18 . | B 8.8%/49.0% ;
isolates per participating country . \ Overall (1,829)  E. faecalis (1,200) E. faecium (566) (272) (149) Overall (2,124) E faecalis 1325 E. faecium (734)
; — . 0 MIC50/90 (/oS, EUCASTa) HLAR, high level aminoglycoside resistance; VRE, vancomycin-resistant Enterococcus; 1.5%/50.4% 21.5%/49.7% <>
* The most frequent pathogens were E. faecalis (n = 2,525; 63.9%), followed by E. Organism (no. tested) |
faecium (n = 1,300, 329%), and other Enterococcus SPP. (n = 128, 32%), iﬂClUding E. Phenotype Tedizolid Linezolid Daptomycin SERICEN MINCOMYGIN :\-l)o:ecf S:ztfo\;v;ZI:sz:eslel Poland, and Romania are not shown/graphed due to a limited number of isolates (n<10) recovered
avium (n = 39; 1,0%), 37 E. gallinarum (n = 37; 0.9%), E. casseliflavus (n = 26; 0.7%), All (3,953) 0.25/0.25(-) | 1/2(99.9) 12 (-) 1/>16 (71.1) | 1/>16 (85.4) | - | |
E. raffinosus (n = 10; 0.3%), E. hirae (n = 9; 0.2%) and E. durans (n = 7; 0.2%) E. faecalis (2,525) 0.25/0.25(-) | 1/2(>99.9) 0.571 () 171 (100) 1/2 (98.1)
. Enter distribution in Eur d the United Stat H . HLAR (754) 0.25/0.25 (-) | 1/2(99.9) 0.5/1 (-) 1/2 (100) 1/1 (94.7)
nterococcus spp. distribution in Europe a e United States are shown in VRE (48) 0.25/0.25 () 112 (100) 051 () 172 (100) - | o | - | . . | ACkﬂOWlEdgementS
Figure 1 HLAR and VRE (40) 0.25/0.25 (-) | 1/2 (100) 0.5/1 (-) 1/2 (100) _ Figure 3. MIC distribution of oxazolidinones against (A.) E. faecalis (n = 2,525) and (B.) E. faecium (n = 1,300) isolates
* Enterococcal isolates determined to be significant by local criteria as the probable E. faecium (1,300) 0.25/0.25(-) | 1/2(99.7) 1/2 (-) >16/>16 (12.9) | 1/>16 (60.6) T : = Funding for this research was provided by Merck & Co., Inc., Kenilworth, NJ USA
cause of bloodstream infection (BSI); pneumonia in hospitalized patients (PIHP); intra- HLAR (345) 0.25/0.25(-) | 1/2 (99.4) 1/2 (-) >16/>16 (3.2) | 1/>16 (67.2) P A. E. faecalis (n = 2,525) p B. E. faecium (n = 1,300) The database used for this poster was amended to include the entire 2018 collection.
abdominal infection (IAl); skin and skin structure infection (SSTI); and urinary tract VRE (512) 0.25/0.25(-) | 1/2(99.8) 12 (-) >16/>16 (1.0) 70 70
infection (UTD are shown in Fiqure 2 HLAR and VRE (113) 0.25/0.25 (-) 1/2 (100) 1/2 (-) >16/>16 (0.0) - — —
. (UTh Wi in i . . Other Enterococcus spp. (128) | 0.25/0.5 (-) 1/2 (100) 0.5/1 () <0.5/2 (92.2) | 1/8(86.7) Antimicrobial Antimicrobial References
* Only 1 isolate per patient infection episode was included . 60 Linezolid 60 Linezolid
. . o . _ . . _ . _ . VancomyCIn non-S (17) 0.25/0.5 (-) 1/2 (100) 1/4 (-) 1/2 (100) Tedizolid Tedizolid
* Bacterial identification was confirmed by matrix-assisted laser desorptlon lonization— HLAR, high-level aminoglycoside resistance; VRE, vancomycin-resistant Enterococcus; S, susceptible; -, VRE selected isolates. Clinical and Laboratory Standards Institute (2019) M100Ed29E. Performance standards for anti-
time of flight mass spectrometry (Bruker Daltonics, Massachusetts, USA) following the a Susceptibility rate based on EUCAST v.9.0 (2019) criteria. 50 50 microbial susceptibility testing: 29th informational supplement. Wayne, PA: CLSI.
manufacturer’s instructions @ . @ " EUCAST (2019). Breakpoint tables for interpretation of MIC’s and zone diameters. Version 9.0, January
i L. i .. i i T © 2019. Available at: http://www.eucast.org/fileadmin/src/media/PDFs/EUCAST files/Breakpoint_tables/v
Antimicrobial susceptibility testing Figure 2 Distribution of enterococci isolates by infection type 2 E 9.0_Breakpoint Tables.pdf. Accessed January 2019,
. . . o . Other? (5) 0.1% se 30 s 30 Locke JB, Zurenko GE, Shaw KJ, Bartizal K. Tedizolid for the management of human infections: in
* Susceptibility (S) testing was performed by broth microdilution according to European BIHP (93) 2 49 Jitro characteristics. Clin Infect Dis. 2014:58(Suppl 1):935—42
Committee of Antimicrobial Susceptibility Testing (EUCAST) methods using 96-well (93) 2.4% _\. s 20 20 | R ' ’_ " | |
panels manufactured by JMI Laboratories (North Liberty, lowa, USA) Sinvextro (tedizolid phosphate) package llnsert. Re\{lsed August 2017_. Document available online at:
_ _ _ https://www.merck.com/product/usa/pi_circulars/s/sivextro/sivextro_pi.pdf
 Quality assurance was performed by concurrently testing EUCAST quality control 10 10 | | | |
(QC) reference strains (Staphylococcus aureus ATCC 29213 and E. faecalis ATCC UTI (604 Europgan public assessmept report (EPAR) for Sivextro. Available at https:/www.ema.europa.eu/en
(604) 0 | | | | | | | | | 0 | | | | | | | | | /medicines/human/EPAR/sivextro
29212) 15.3% 003 006 012 025 05 ! 2 4 SRR 003 006 012 025 05 ! 2 4 SRR
* All QC results were within published acceptable ranges MIC (mg/L) MIC (mg/L)
’ E:Jesackep;:2::||::);Itdeer;[:r(r;(|)r]|agt)lons and HLAR Screenings were based on EUCAST BS|44(.11,(Z43) a Greater than the highest concentration tested for linezolid (>4 mg/L) and tedizolid (>1 mg/L) Contact Information
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* Tedizolid showed good activity (MICsq99, 0.25/0.25 mg/L) against this 2016-2018 US and European collection of Enterococcus spp. isolates responsible for BSI, PIHP, |Al, North Liberty, 1A 52317
Phone: (319) 665-3370
SSSI, and UTI
e QOverall, tedizolid remained potent against this challenge set of enterococcal clinical isolates, regardless of resistance phenotype (HLAR or VRE) Fax: _(319) _6_65'3371 o
T : : : : : . : Email: cecilia-carvalhaes@)jmilabs.com
trer sies inolude qonital fact 2) and e body sie (9  Tedizolid was 4- to 8-fold more active than linezolid against both E. faecalis and E. faecium isolates, regardless of resistance phenotype
BSI, bloodstream infegction; SSSI, skin and sI:n structure)i/nfection.; |Al, intra-abdominal infection; UTI, urinary tract infection; PIHP, pneumonia in y TediZO Id may be COnSidered fOr treating SeriOUS enterOCOCCaI infeCtiOnS, granted Clinical approval
hospitalized patient.
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