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Introduction ° Breakpoint criteria for tedizolid and Comparator agents were those from C 0 nclusions Table 1 Tedizolid activity against the main organisms and groups of isolates toe.rsg:::;s;t(:o. MIC_,, MIC,, and %susceptible (CLSVEUCAST)' by infection type
CLSI (2016) and EUCAST (2016)%, and tigecycline MIC interpretation responsible for bloodstream infections o e
o . o o used the Food and Drug Administration (FDA) breakpoints® . . . . Organlsmi oo elatas & ML gl e mulaive ) - o oo Tedizoid | 042 [ 025 [ [ 012 [ oz | - :
o Tedlzc_)lld s an oxazolidinone dgrlvatlve that exhibits potency greater J ( ) P ° MRS.A a_nd VRE (E. faec_:lum) .rates remained high among isolates e e e T = 1 v ;'Q;:;_;’;'I?ne T T T N LL R AL
than linezolid when tested against a broad array of gram-positive causing infections in patients in the US R 08 e e o Gindamycn | =025 | 2025 | s01 | 906 | 025 | > | e4s | 852
R . ag wgs . . (1.2%) (30.4%) (95.8%) (100.0%) Erythromycin <0.12 >2 61.4 61.4 <0.12 >2 53.5 53.5
phenotypes, such as methicillin-resistance Staphylococcus aureus - o . Q%) | Q00 | @7 | G20 | 06%%) | O8Tk) | 01w | Gow) | U0O0W) Totracydine | <05 | >4 | 856 | 856 | <05 | >4 | 760 | 780
MRSA _ _ _ tested against gram-positive pathogens or groups of pathogens Vancomycin- o | ame | 6 | ot | aolon 0.12 | 0.25 Tgoosine 068 | 006 | 1000 | - 1 005 | 006 | oo ;
I(' I'(g, var?ctomycm;]re&sttanc? Zenterococu (VRE), and some » S. aureus was the most common gram-positive pathogen responsible in the US, regardless of infection type £ foccals (960 : : - vencomyon | 035 | 625 | 1066 | 1060 | 055 | 625 | 3660 | 1060
INezZolid-resi n n ! : ovistant 0 0 | N 0
esiStance phenotypes for BSI, pneumonia, and SSSI (Tables 1-3), and MRSA rates among .| | the in vit fivity of tedizolid il t restant (66.7%) | (100.0%) s — e
T . . . : o : o n general, ine In VIro activity of tediZolia was simiiar or greater . Linezolid 05 1 981 | 98 05 1 100.0 | 100.0
* Tedizolid is currently approved to treat acute bacterial skin and skin S. aureus responsible for BSI (43.2%), pneumonia (43.3%), or SSSI than comparator agents against gram-positive isolates causing o o | sow | sarm | (osow 0.12 1 0.25 Ceftaroline | 0.5 | 05 i : 025 | 05 : :
structure infections (ABSSSI) in the United States, Europe®#, and (46.6%) were similar Nfactions in the US PR 1 ~ - . : - 1 Daptamen |05 | o | 060 | o0 2 | o5 [ 060 | 060
- . _ _ _ _ _ resistant 0.6%) | (13.7%) (78.3%) (98.8%) (99.4%) (99.4%) | (100.0%) Erythromycin >8 :8 34.1 35.3 0.25 z8 2.8 2.8
other regions worldwide » Rates of vancomycin-resistance phenotype in E. faecium varied £ fencm 161 L R - T T o2 | sso | 350 R T
» Tedizolid is in a Phase 3 clinical trial (NCT02019420) to treat from 68.2% among isolates causing BSI to 80.2% among those e Ok | ©4%) | [87%) | (1000%) R B igecyoine | 006 | 012 |- | 1000 006 o1z | - 1000
nosocomial pneumonia responsible for SSSI (Tables 1 and 3) Acknowledgements o ©2%) | ©67%) | (1000% . — Vancomyan | 1|2 | 1060 | 1000 100 000
. . . . . . . . . : : . (2.57) (3.9%) (76.77%) (100.0%) | | E"Ifc(leizzllgz 0.12 0.25 100.0 - 0.12 0.25 100.0 -
* This agent also Is being investigated for bone and joint |nfect|on1s5 » Overall, tedizolid showed similar MIC,, results (0.12 ug/mL) regard- Funding for this research was provided by Merck & Co., Inc., Kenilworth, - 0w | 090 | ean | erow | esen | ooon il el Ampiiin |1 1| 1000|1000 1 000 | 1000
(NCT03009045) and dlabetIC WOund InfeCtlonS (NCT02620787) ’ IeSS Of pathogen/group Or |nfeCt|0n type, except for CoaQUIase' NJ USA JMI Laboratories received Com ensation fees for Services MRSA = methicillin-resistant S. aureus; MSSA = methicillin-susceptible S. aureus; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci. Daptomycin. 1 2 100.0 - 1 1 100.0 -
. Thi o - o negative staphylococci (CoNS) and viridans group streptococci ’ | , ) ) P o _ | _ | Covofioxacn |1 | >4 | 745 | 75 7K 7
s study assessed the in vitro activities of tedizolid and comparator (VGS) (SSSI). against which tedizolid had MIC... values of 0.06 pa/mL related to preparing this presentation. Table 2 Tedizolid activity against the main organisms and groups of isolates Tovacydine |28 |28 | 256 | - s | s |
agents tested against gram-positive isolates responsible for SSSI, (Tables 1—4) a9 50 VO HY responsible for pneumonia Tocodain | @ | | w1 | w1 2 [ = | w2 | o
. . . . . . . — A ) P Vancomycin 1 2 97.3 97.3 1 2 2 2
pneumonia, and bloodstream infections (BSI) in hospitalized patients Orgarisms/ - haimnmdibrnenntingy [ HE E facoium —
. . . . . : . - : - : : 0 0 Tedizolid 0.12 0.25 - - 0.12 0.25 - -
in the United States (US) * Tigecycline (MIC,, ., 0.06/0.12 pg/mL), daptomycin (MIC, ., References MSSA (1.454) o | i | doe | e 0.12 0.12 Linezolid 1 1 92 | 996 1 1 988 | 1000
. . . 70 70 i 270 Ampicillin >8 >8 15.7 14.4 >8 >8 11.1 111
0.25/0.5 yg/mL), ceftaroline (MIC, ., 0.5-1/1 ug/mL), linezolid MRSA (1,112) ok | 0% | 2% | e | e | vodon | 0 0.12 Daptomyen | 4| o87 | - i 2 | 1000 | -
! . g . . 170 070 070 -0 70 ~J70 -U7o Erythromycin >16 >16 4.6 - >16 >16 0.0 -
(|\/||C50/90, 1/1 yg/mL), and vancomycin (|\/||C50/90, 0.5-1/1 yg/mL) 1. Pfaller MA, Flamm RK, Jones RN, Farrell DJ, Mendes RE (2016). Activities of Tedizolid . pneumoniae (1,996) ok | @i | s, 0.12 0.25 _II__%/orox?ycin -4 >4 06 | 16 >4 >4 14| 1
u . . . . . . . . . . . . 0 . (0] . 0 . 0 eracycme > > . - > > . -
Materials and Methods had consistent MIC results against MRSA across infection types and Llnezc->I.|d Determ!ned by the Reference. Brot.h |V|ICI'.O.dI|utIOn Method against 3’03_2 VRS = methiclin esistant . aureus; MSSA - methiilin suscopie . aurous Tigecydiine | 003 | 0.0 : 100.0 006 | 006 : 100.0
(Table 4) Gram-Positive Bacterial Isolates Collected in Asia-Pacific, Eastern Europe, and Latin \T/Z'rfgg:ﬁ;gn 210 210 339 322 219 219 198 28
+ A total of 15136 non-duplicate, single-patient gram-positive isolates American Countries in 2014. Antimicrob Agents Chemother 60: 5393—5399. Table 3 Tedizolid activity against the main organisms and groups of isolates ves___ SN _ B
were inCIudéd ’ * Against CON_S: tedizolid and tigecycline (MIC, ., 0.06/0.12 Uglml—_ 2. Bensaci M, Sahm D (2017). Surveillance of tedizolid activity and resistance: In vitro responsible for skin and skin structl.Jre infections | Lnefold___|_ 3 i B R P R A e
for both) exhibited MIC, values 4- to 16-fold lower than daptomycin susceptibility of Gram-positive pathogens collected over 5 years from the United oganims - W ookt st WG gL oot ) o me caniansts | | | _ I | |
* |solates were recovered from patients hospitalized in 31 US sites (MIC,,, 0.5 ug/mL), ceftaroline (MIC,,, 0.5 pyg/mL), linezolid (MIC,, States and Europe. Diagn Microbiol Infect Dis 87: 133-138. MSSA (2.445) e | obe | B e e 012 | 012 Cotrasones {02 | 1 | 6z | a8 o2 |05 | eni | o
during the Surveillance of Tedizolid Activity and Resistance (STAR) 1 pg/mL), and vancomycin (MIC,, 2 ug/mL; Table 4) 3. SIVEXTRO Package Insert (2014). Available at http://www.accessdata.fda.gov/drugs VIRSA(2133) osn | caow | ciem | (oomu R Efﬁi‘f’:?ri‘y’iéln Of %Zf 1;10520 : 80352 %f 155? :
Program for 20142016 » Tedizolid (MIC,,,,, 0.12/0.25 pg/mL) and tigecycline (MIC atida_docs/label/2014/205435s0001bl.pdf. Accessed April 2015. o @19 oo | oom | comm peniciin | 2006 | 1| 93 |7
50/907 ~° ) 50/90’ . . R e 2 Tetracycline <0.5 >8 64.0 - 4 >8 49.5 -
* |solates were initially identified by the participating laboratory and 0.06/0.12 ug/mL) were the most potent agents tested against 4. European Medicines Agency. Summary of product characteristics (Annex |). Available at E ool (32) eaw | msTw) | @sow | ooow | | Tigeoycline | 003 | 042 | 1000 [ - 0015 | 006 | 1000 | -
] ] ] o ] . : ] ] ) . ) . éncom cinresistan ' ' ' ' Vancomycin 0.5 0.5 100.0 100.0 0.5 0.5 100.0 100.0
submitted to a central monitoring facility (JMI Laboratories, North E. faecalis (Table 4) http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information E rocala (1) ©1% | @18m | (1000%) e Sprogenes S
Liberty Iowa USA) Where bacterial identifications Were Confirmed Alth h I' I'd (MIC 1 / L) d t . MIC 1 2 / L /human/002846/WC500184802pdf ACCeSSGd MarCh 2017 \éa?corr_lycirz;sesu)sceptible (75130/) (100400/) 0.12 | 0.25 Linezolid 1 1 100.0 100.0 1 1 100.0 100:0
. ) ) . . . ° ou inezoli , m , aptomvcin 11— m , ;;if;“gn_misan 70 70 égq\;;lj(;c:gne <1 <1 100.0 100.0 <1 <1 100.0 100.0
using standard algorlthms and SUppOFted by matrix assisted laser : ?I MIC 1 70 1 HO J P y I\(/”C 902 /IJgL ) 5. Zhanel GG, Love R, Adam H, Golden A, Zelenitsky S, Schweizer F, Gorityala B, \é faecigm(65) o (9.2%) (84%2%) (96%%) (1002-0%) i Cleftalrolinte <0.015 | <0.015 | 1000 | 100.0 <0.015 | <0.015 | 1000 | 100.0
. - " - - - ampICI N ( 90’ I’Jg m )s an Vancomycm ( 90’ “g m ) were L '_W' PR R b t inE W |kt A G AS Gl M H b DJ | h JP S. pyogenes (466) 72 367 27 012 | 012 Ceftriaxone <0.06 <0.06 100.0 100.0 <0.06 <0.06 100.0 100.0
desorptlon lonization-time of ﬂlght MassS SpeCtrOmetry (Bruker istentl ti inst E. f lis. th ts had MIC agace-vviens , RUDINSteIn &, Vvalkly A, Gin , slimour Vi, Foban , Lync (15.5%) (94.2%) (100.0%) Clindamycin | <025 | <0.25 96.1 97.4 <025 | <0.25 96.6 96.6
Daltonics, Bremen, Germany) consistently active agalns : aecg IS: ese _agen S_ d 90 3rd, Karlowsky JA (2015). Tedizolid: a novel oxazolidinone with potent activity against S. agalactiae (302) L o 24 o 0.12 | 0.25 coplonyen 2006 012 1990 1909 T L
’ ’ values 4- to 8-fold higher than tedizolid and tigecycline multidrug-resistant gram-positive pathogens. Drugs 75: 253—270. VGS (103) 3 1 e e i YTREXD Lovofloxacin | 0.5 1| 1000 | 954 05 T 996 | 938
o ey ags . . . . . . . (2.9%) (3.9%) (10.7%) (55.3%) (98.1%) (100.0%) Penicillin. S<0.06 <0.06 100.0 100.0 S<0.06 S(i.OG 100.0 100.0
IS().Iate.S Were Susceptl.bl.llty teSted by brOth m|CrOd|IUt|On fOIIIOWIng PY TlgeCyCIIne (MICsO/QO, 0.03/0.06 “g/m L) and Ceftarollne (MIC5O/90, 6 Cllnlcal and Laboratory Standards Instltute (2015) M07_A10_ MethOdS for dilutlon MRSA = methicillin-resistant S. aureus; MSSA = methicillin-susceptible S. aureus; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci ;egtrei(;ichl:qnee 6002 0.%6 18066?0 18060'_20 6002 0.836 18056.60 18040._50
guidelines from the Clinical and Laboratory Standards Institute <0.015/0.06-012 Lq/ . . antimicrobial  susceotibilitv tests for bacteria that arow aerobicallv: Approved Vancomycin | 0.25 | 05 | 100.0 | 1000 025 | 05 | 1000 | 1000
<0. .06- ug/mL) displayed the lowest MIC values against ptibility g y; App o - - . . S, agaactins
CLSH M07-A10 d t6 , L ” Table 4 Antimicrobial activity of tedizolid and comparator agents against main -
ocumen S pneumoniae (Table 4). foll d bv tedizolid (MIC 0.12/0.25 Standard—Tenth edition. Wayne, PA, USA. _ _ _ _ ) “ Tedizolid 0.12 025 | 100.0 | 100.0 0.12 025 | 100.0 | 100.0
MIC reading for tedizolid and | i . 9 4 . pneumoniae (Table 4), followed by tedizolid (MIC,,, 0.12/0. organisms and groups of isolates responsible for human infections in the US Linezolid 1] 1] 1000 | 1000 1|1 ] 1000 ] 1000
* reading 1or tedizolid and linezolid was periormea accordin | . . 7. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance standards rganism (no. T — e cavulanate | ] | | ) : ' '
to the CLSIg uidelines—i.e., the first well atpwhich trailing be ings Hg/m) and vancomyein (MI2yuse, 0257025 Hg/mb for antimicrobial suscyeptibility testing: zstf' Info)rmational Supplement. Wayne, PA e ani R
—.e. . . . . . y y microbial agent BSI Pneumonia SSSI eftriaxone <0. : : : <0. : : :
ot J 4 to binboint trailing in th I J PeY » Tedizolid (MIC,,, 0.12 pg/mL), ceftaroline (MIC,,, 0.06—0.12 ug/mL), USA. URSA Cindamyen | 025 | 2 | 626 | 634 w2 [ 37 e [ er
WItNOUL regard to pinpoint tralliing in tne wells and tigecycline (MlCQO, 0.6-012 pg/mL) had the lowest M'Cgo values  UCAST 0T Brenen o | - | -Il_-iend;gllli?j 0.112 0.112 188:8 188:8 0.112 0.112 1909%0 1909%0 0.112 0.112 188:8 188:8 [E)?y;i:]c;;nn_\ﬁcy:gn 0.225 g.f 1402940 14020..40 0.125 (i.j 1405%0 1405%0
. . . eftaroline . , _ . . . , Levofloxacin 0.5 1 100.0 98.4 0.5 1 99.0 98.3
¢ Quallty assurance was performed by Concurrently testlng CLSI- agalnSt VGS ( able 4) ' . ( ). Breakpoint ta ,eS or interpretation o S an_d_zone dlame_t ers. 8Iirf1tdarr|1ycin so1.25 >12 22_1 22_; 501.25 >12 23_2 23_2 58_25 >12 gg_g 32_2 Penicillin <006 | <006 | 1000 | 100.0 <006 | <006 | 1000 | 100.0
recommended QC reference strains (S aureus ATCC 29213 and Version 6.0, January 2016. Available at: http://www.eucast.org/clinical _breakpoints/. Daptomycin | 0.25 0.5 99.8 | 998 | 0.25 0.5 1000 | 100.0 | 0.25 05 | >99.9 | >99.9 Tetracycline >8 >8 17.9 17.9 >8 >8 17.2 17.2
. ; ' * S. pyogenes and S. agalactiae were very susceptible (293.8%) to Accessed January 2016. S I T O O S T S B S -2 N venomyen |65 |65 | 1060 | 1000 05 T 65 | 1000 T 1000
EnterOCOCCUS faecalls 29212) the antimiCFObiaI agents tested except for. eryth romyCin ClindamyCin 9 T I VV th Ph t I (2016) A I bl t t I A d 'IT'.etracyclzlline 3002 0112 1905660 19020'70 3002 0112 1902690 1900630 3002 0112 1903680 198640 MRSA = methicillin-resistant S. aureus; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci; TMP-SMX = trimethoprim-sulfamethoxazole; BSI = bloodstream infection; SSSI = skin and skin struc-
: : : . aci e armeceuticals. vailable at www.tygacil.com. Accesse igecycline - - - - - - - - - - - - twre infctin
o AII QC It .th. bll h d t bI I yg y yg TMP-SMX_ <0.5 0.5 95.2 95.2 0.5 <0.5 96.4 96.4 <0.5 <0.5 97.0 97.0 tBreakpoint criteria for tedizolid and comparator agents were those from EUCAST (2016) and CLSI (2016), as available. Penicillin and ceftriaxone MIC interpretation against S. pneumoniae applied the parenteral CLSI
resu S Were WI In pu IS e accep a e ranges and tetracyC“ne (Table 4) February 23, 2017 Vancomycm 0.5 1 100.0 100.0 1 1 100.0 100.0 0.5 1 100.0 100.0 (non-meningitis) breakpoint. MIC interpretation for tigecycline used FDA breakpoints (results under the CLSI column). ”-“ breakpoint not available.
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