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Background: Tedizolid (TZD) is a novel oxazolidinone that has completed two clinical trials for treatment
of acute bacterial skin and skin structure infections. TZD is active against Gram-positive (GP) pathogens,
including methicillin-susceptible and —resistant Staphylococcus aureus (MSSA/MRSA). TZD shares the

Bacterial Isolates
Between January and July 2013, 1890 isolates were collected as part of the

Table 1. Activity of tedizolid and comparators against Gram-positive organisms collected from
CANWARD 2013.

Table 2. Activity of tedizolid and comparators against VISA and VRSA from the CDC
NARSA collection and hVISA collected from CANWARD 2007-12.

positive attributes of linezolid (LZD), along with greater potency, shorter dosing regimens and an improved CANWARD 2013 study assessing antimicrobial resistance and pathogen Organism (). MIC (ug/mL) Organism (), MIC (ug/mL)
tolerability profile. , _ _ _ _ prevalence in Canadian hospitals. Each hospital site was asked to submit Antimicrobial agent 50% 90% Range %S %l %R Antimicrobial agent Median Range %S %l %R
Methods: Beginning in January 2013, 13 Canadian hospital laboratories submitted consecutive e . . Rt . f . . Methicillin-susceptible NARSA VISA (11)
pathogens from blood, respiratory, urine and wound infections as part of the CANWARD 2013 study. To clinical 1So ‘?‘tes (co_nsecutye, one per patient .per Infection S|te) rom '|npat!ents S. aureus (373) Tedizolid 0.12 0.12 — 0.25 NA NA NA
date, 1210 isolates have been collected. Antimicrobial susceptibility was performed on GP isolates in and outpatients with respiratory, wound, urine and bloodstream infections. Tedizolid 0.25 0.25 0.06 -1 NA NA NA Linezolid 1 1-2 100 ) )
accordance with CLSI methods. PAP-proven heterogeneous-vancomycin NAN)-resistant S. aureus ISOIateS were Collected from patlents attendlng hospltal Cllnlcs emergency Linezolid 2 2 0.5-16 99.7 - 0.3 Vancomycin 2 1—4 81.8 18.2 _
(hVISA) from Canadian hospitals were also tested, as well as VISA and VAN-resistant S. aureus (VRSA) ealired e d 4 . . Isol ’ hi q Vancomycin 0.5 1 <0.12-2 100 - - Daptomycin 0.25 0.25-1 100 ) )
isolates from the CDC Network on Antimicrobial Resistance in S. aureus (NARSA). rooms, surglga me ICal wards an mtensn{e care units. Iso a"[eS' were snippe Daptomycin 0.25 0.25 0.06 -1 100 - Tigecycline? 0.12 0.12-0.5 100 . -
Results: The table below shows the activity of TZD and comparators against NARSA VRSA and VISA to the coordinating laboratory (Health Sciences Centre, Winnipeg, Canada) Tigecycline? 0.12 0.25 0.06—1 100 ) NARSA VRSA (7)
Sokies, £ urell @8 e Frt 20 LoD [goleie: where they were subcultured onto appropriate media and stocked in skim milk Methicillin-resistant Tedizolid 0.25 0.12-0.25 NA NA NA
ey Comparators (MICs/MICa) at -80° C. In addition, 11 vancomycin-intermediate S. aureus (VISA) and 7 R 025 025 01208 A A A Linezolid 2 1-2 100 - -
LZD VAN DAP TGC - - - . Golrall ' ' : : Vancomycin 32 16 — >32 - - 100
vancomycin-resistant S. aureus (VRSA) from the Centers for Disease Control's Linezolid 2 2 1-4 100 - - - 0.25 0.12— 0.5 100 ] ]
HIREAED, 0121025 vz 05/ 0251025 0121025 Network on Antimicrobial Resistance in S. aureus (NARSA) collection were \éa“‘t?"myc_'“ 00-255 0125 03-5‘ ;5 igg - Tigecyclinea 0.12 0.12-05 100 : :
MSSA (131) 0.12/0.25 172 0.5/1 0.25/0.25 0.12/0.25 tested, as well as 8 population analysis profiling (PAP)-proven heterogenous- Tizp;s;zlyi/s;r; 0.12 0.25 0.12:0.5 o gg\NWARD hVISA
CANWARD S epiamidi 0.06* 0.5+ 1> 0.12+ 0.12+ vancomycin resistant (hVISA) collected as part of the CANWARD 2007-12 Methicilin-suscepfible S 249 . NA NA NA
2ot sy study. S. epidermidis (13) Linezolid 1 05-2 100 - -
E. faecalis (31) 0.25/0.25 22 1/2 0.5/1 0.12/0.12 Tedizolid 0.12* - 0.06 - 0.5 NA NA NA Vancomycin 1 0.5—2 100 ) )
Linezolid 1* - 05-2 100 - - :
E. faecium (9) 0.25¢ 2" 1 - 0.06* Antimicrobial Susceptibility Testing Vancomycin 1* - <0.12-2 100 - ?.Z‘;‘fyr?ﬁ” g'ig 006162-_ 00255 igg : :
PN hVISA (8) 0.12* 1+ 1* 0.25* 0.12* Of the 1890 specimens received, 576 Gram-positive pathogens were tested for _Il:_).aptomlycw; gigi ) <O(')O§3_ 06255 Il\lof N-A N-A a |nterpretive breakpoints defined by FDA; NA, breakpoints not defined.
e — ” ~ — — antimicrobial susceptibilities. Following two subcultures from frozen stock, the Methici"i:]gf:;’izt'xt ' i bt able 3. MIC distribution of tedizolid against G - collected
CDC NARSA : : - : : i FREE : : : - able 3. istribution of tedizolid against Gram-positive cocci collected from
; In vitro activities of tedizolid and comparator agents linezolid, vancomycin, idermidi ;
Calection e s z - -~ - oo A fecyeline were detgrmine y Ssin oot i S epidermidis (2) 1 _ 1ot " " " CANWARD 2013, CDC NARSA isolates and hVISA collected from CANWARD 2007-12.
a, n for which complete AST data available; LZD, linezolid; VAN, vancomycin; DAP, daptomycin; TGC, tigecycline; * median MIC value p y : g ; y g . : . Linezolid 1* o 1-1 100 - - . Number (percentage) at each MIC
acco_rdance yvlth _Cllnlcal and Laporatory Standards Instltutg (CLSI_) guidelines T — o ] 5_2 100 ] Organism (n) 0.06 515 555 5E T
Conclusion: From MICgy, values, TZD demonstrated in vitro activity that was equivalent to or more potent 4. Minimum inhibitory concentrations (MICs) were determined using custom- Daptomycin 0.38* - 0.25-0.5 100 - - MSSA (373) 2(0.5) 137 (36.7) 215 (57.6) 19(5.1) 1(0:3)
demonstrated potent activity against VISA and VRSA isolates from the CDC NARSA collection. . : MSSE (13) 3(23.1) 8 (61.5) 1(7.7) 1(7.7)
was performed using S. aureus ATCC 29213 and E. faecalis ATCC 29212. MIC Organsm () MIC (ug/mL) MRSE (2) 2 (100)
interpretive criteria were defined according to CLSI breakpoints °. Tigecycline Antimicrobial agent ; 3 5 5 3 £ ieeElis (92 138i(24.1) 39(72.2) 3(5.6)
BACKGROUND ! . : S S0k o Rl e A R VS E. faecium (19) 2 (10.5) 13 (68.4) 4(21.1)
MIC values were interpreted using FDA breakpoints. Vancomycin-susceptible VR E. faccilim (5) 1(20.0) 4 (80.0)
dizolid oh h | id d hich h leted (Elrg)erococcus faecium CANWARD hVISA (8) 1(12.5) 5 (62.5) 2 (25.0)
Tedizolid phosphate is a novel oxazolidinone prodrug which has complete NARSA VISA (11) 7 (63.6) 4 (36.4)
clinical trials for treatment of acute bacterial skin and skin structure infections ACKNOWLEDGMENTS Tedizolid 0.25* - 0.12-0.25 NA NA NA NEAREA VIREA (D), 3 (42.9) 5 (BTl
(ABSSSIs). Tedizolid phosphate is rapidly converted to the active moiety tedizolid \L/'”ezo"d | 02; - 015‘ 22 100 - o VR, vancomycin-resistant; VS, vancomycin-susceptible.
0 . 0 . . . 0 0 OO0 . ; ; i i i i ancomycin 5* - O — - -
in vivo & 2 The mechanism of action of tedizolid involves inhibition of protein Financial support for the CANWARD 2013 study was provided in part by Trius Therapeutics. Daptom;’dn > _ > 1o _ _
§yr!th§sis throu_gh interac;tion with the bacterial 50S ribosomal subunit, effectively lSsp%l;::hors would like to thank the participating centres, investigators and laboratory site staff for their continued Tigecycline? 0.12* ) 0.06— 0.25 NA NA NA CONCL US I ONS
inhibiting protein translation -3, _ o _ Vancomycin-resistant
. .y . . . . . Dr. D. Roscoe — Vancouver Hospital, Vancouver; Dr. J. Fuller — University of Alberta Hospital, Edmonton; Dr. J. Enterococcus faecium
Tedizolid is active agamSt all Cllnlca"y relevant Gram'p05|tlve pathogens, Blondeau — Royal University Hospital, Saskatoon; Drs. D. Hoban/G. Zhanel — Health Sciences Centre, Winnipeg; (5) 1. Based on MIC.. values. tedizolid was 8-times more potent than linezolid and
inc|uding methici||in_susceptib|e and -resistant Staphylococcus aureus Dr. J. Delport — London Health Sciences Centre, London; Dr. S. Poutanen — University Health Network & Mount ' 790 ' ) ) )
MSSA/MRSA d Staphvl id idis (MSSE/MRSE). Ent Sinai Hospital, Toronto; Dr. L. Matukas — St. Michael’s Hospital, Toronto; Dr. F. Chan — Children’s Hospital of Tedizolid 0.25* - 0.12-0.25 NA NA NA showed activity that was equivalent to or greater than vancomycin, daptomycin
( ) an aphylococcus epidermidis ( )’ 1n3erococcus Eastern Ontario, Ottawa; Dr. M. Desjardins — The Ottawa Hospital, Ottawa; Dr. M. Laverdiére — Hopital Linezolid 2% - 1-2 100 - and tigecycline against MSSA and MRSA.

i in- i id- i i -3 izoli Maisonneuve-Rosemont, Montreal; Dr. M. Goyette — CHRTR Pavilion Ste. Marie, Trois-Riviéres; Dr. M. Kuhn — , . e L. ) ) )
SPECIes, as we[l_as var?comycm .and |I!’leZO|Id r_eS|stant or_ggnlsms Tedizolid South East Regional Health Authority Moncto):r Dr. R. Davidson — Queen Elizabeth 1l HSC, Halifax. Vancomycin > 32 ) 32->32 ) ) 100 2. Tedizolid showed aCUVlty that was equwalent to or more pOtent than IlneZOHd’
shares the positive attributes of linezolid, the first oxazolidinone approved for ' ’ ’ Daptomycin 1* - =2 100 - - verservEln. @EaErmE el teeavdlinm ceelie MESE aml MESE
treatment of skin and skin structure infections. However, unlike linezolid, tedizolid Tigecycline 0.12* : 0.06 - 0.25 NA NA NA 2 Based y MICp ?’ - 9 ty fgt o St e areater th
phosphate is bactericidal in vivo 1 2, It also has a greater potency, shorter dosing REFERENCES SEEEEAB e - 2ased On Witgo VAILIES, e POtenty of tedizolid was S-Umes greaiet than
regimens, an improved tolerability profile and low potential for resi’stance 2 &9 inezolid against E. faecalis. Tedizolid was more potent than linezolid,

This s’,tudy evaluated the in vitro activity of tedizolid and relevant compar.ators 1. Urbina O et al. Drug Des Devel Ther. 2013; 7: 243-65. Uieelpazite e 025 012-05 NA NA NA vancomycin e daptomyc_m_ agaln_st all I_Enterococcus_spemes. : :
against a recent cohort of Gram-positive organisms collected in Canada, as well ) Pmkc;dmenpet ey GR. Expert Opin. Investig Drugs. 20 56(9)(: ;1608_13' vaneom ; : e e > - 4. Tedizolid had superior activity to linezolid, vancomycin and daptomycin against
= , 3. Kanafani, ZA, Corey GR. Expert Opin. Investig. Drugs. 2012; 21(4): 515-22. Vancomycin 1 2 05-2 100 - - - -
i _ i i i 4. CLSI. Methods for dilution antimicrobial susceptibility tests for bacteria that grow aerobically. M7-9. Wayne, PA. Dapt i 05 1 012 -4 100 - CANWARD 2007-12 collected hVISA and CDC NARSA VISA isolates. Against
as against a set of well-characterized isolates from the Centers for Disease aptomycin : : . . : : :
: o : : : CLSI 2012. Tigecvaline? 0.12 0.12 0.06 — 0.95 100 ] CDC NARSA VRSA isolates, tedizolid was more active than linezolid and
Control’s Network on Antimicrobial Resistance in S. aureus (NARSA) collection. 5. CLSI. Performance standards for antimicrobial susceptibility testing; 23" information supplement. M100-S23. gecy i ; ; ;

vancomycin.

Wayne, PA. CLSI 2013. a Interpretive breakpoints defined by FDA; * Median MIC value; NA, breakpoints not defined.
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