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e Surveillance of multidrug-resistant (MDR) organisms represents a cornerstone for recognizing the emergence of * Tedizolid displayed potent in vitro activity against MRSA, MRCoNS, enterococci, and streptococci in the United

Table 2 Antimicrobial activity of tedizolid and comparator agents
tested against resistant subsets of S. aureus and coagulase-negative
Staphylococcus isolates

Table 4 Antimicrobial activity of tedizolid and comparator agents tested Figure 1. Distribution of gram-positive cocci by infection type

against 824 E. faecalis and 371 E. faecium and resistant subsets

p A. Bloodstream infection (n = 3,256)

p B. Pneumonia in hospitalized patients (n = 1,843)

CLSIa
resistance and controlling its dissemination States, including isolates displaying decreased susceptibility (eg, MDR, VRE) to agents commonly used to Subset CLSI2 Antimicrobial agent MIC5o (mg/L) MICy, (Mmgl/L) = =
» The Surveillance of Tedizolid Activity and Resistance (STAR) program has monitored tedizolid resistance worldwide treat serious infections S MICso (mg/L) | MICqo (mgiL) 0 0 ;
_ _ = A _ e - _ _ _ _ _ Antimicrobial agent %S R E. faecalis (824) : .
since before its clinical approval by the Food and Drug Administration and European Medicines Agency » Based on MIC5, values, tedizolid was generally 4- to 8-fold more active than linezolid and vancomycin against MRSA (2,784) ol e e 50 o E. faecium E. faecium
» Tedizolid is an oxazolidinone compound proven to be active in vitro and in vivo against gram-positive (GP) the overall gram-positive collection, 8-fold more active than linezolid and vancomycin against MDR S. aureus, Tedizolid 0.12 0.25 >99.9 <0.1 .e -~ I. ' ' ' ' E. faecalis E. faecalis
pathogens, including MDR strains and 4- to >32- fold more active than linezolid, daptomycin, and vancomycin against MDR E. faecium Linerolid 1 5 2999 <01 Linezolid 1 1 99.9 0.0 ' '
- Tedizolid was approved in the United States, Europe, and other regions to treat adults with acute bacterial skin and  These results support the role of tedizolid as an option for treating infections caused by MDR gram-positive Clindamycin 006 > 73 4 26.2 Ampicillin 1 1 100.0 0.0 S. pneumoniae S. pneumoniae
skin structure infections iIsolates Daptomycin 0.25 0.25 >99.9 Daptomycin 0.5 1 9%6.8° 0.0 VGS VGS
 This study evaluates the activity of tedizolid and comparator agents against a large contemporary collection of MDR Levofloxacin 4.0 >4 34.4 65.3 Vancomycin 1 2 97.0 3.0
gram-positive clinical isolates from US medical centers TMP-SMX <0.5 <0.5 96.8 3.2 VR E. faecalis (25) BHS BHS
Vancomycin 1 100.0 0.0 Tedizolid 0.25 0.5 100.0 CoNS CoNS
- MDR S. aureus (1,880) L] lid 1 2 100.0 0.0
Materials and Methods =
Acknowledgements Tedizolid 0.12 0.25 99.9 0.1 Ampicilin 1 1 1000 00 S aureus S aureus
: : : : - Linezolid 1 2 99.9 0.1
i b
Bacteria| iso|ates gugglnci;niorlt(r;eniﬁc'gﬁ] pl:l(jgrsgAand this presentation was provided by Merck Sharp & Dohme Corp., a subsidiary of Merck Clindamyein 006 - o= 3 240 DaptomyC|.n 0.5 1 100.0 0.0 0 10 20 30 40 50 60 70 80 90 100 0 10 20 30 40 50 60 70 80 90 100
o o | Daptomycin 0.25 0.25 99.9 Vancofnyc'n >19 >16 09 109.0 % of isolates % of isolates
* In 2017-2018, a total of 11,778 unique gram-positive isolates (1 per infection event) were collected from 32 US Levofloxacin >4 >4 7.7 91.9 E. faecium (371)
medical centers, including all 9 census divisions References Oxacillin >2 >2 5.8 94.2 Tedizolid 0.25 0.5
o ' ' itori ies: ' TMP-SMX <0.5 <0.5 94.9 5.1 Linezolid 1 2 98.9 0.3
These isolates were submitted to the central monitoring laboratory (JMI Laboratories; North Liberty, lowa, USA) as Magiorakos, A.P. Srinivasan. A. Carey, R.B., et al. (2012) Multidrug-resistant, extensively drug-resistant and pandrug- - I z .I.
part of the STAR program . L . . L L . . o . Vancomycin 100.0 0.0 Ampicillin >16 >16 18.6 81.4
_ o o o resistant bacteria: an international expert proposal for interim standard definitions for acquired resistance. Clin Microbiol
* Isolates were determined to be clinically significant based on local guidelines and were recovered from bloodstream Infect. 18: 268-281. MRCONS (438) Daptomycin 1 2 70.1b 0.0
infection (BSI; n = 3,256; 27.6% overall), skin and skin structure infection (SSSI; n = 4,099, 34.8%), pneumonia in Ciini | ' and Lab Standards Inst 2019). MIOOE29E. Port. Jards oo bl Tedizolid 0.12 0.25 Vancomycin ~16 16 32 9 66.6 _ _ _ _ : : _
hospitalized patients (PIHP: n = 1,843: 15.6%), community-acquired respiratory tract infection (CARTI: n = 1,392: t 'rtlfca_ ;;th/ ? Oratt?ry / ?n E;r S r:rSt\l/t;Jte ( F)A)-USA . Performance standards for antimicrobial susceptibility Linezolid 1 2 97.7 2.3 VR E. facoium (249) p C. Community-acquired respiratory p D. Skin and skin structure infection (n = 4,099)
11.8%), urinary tract infection (UTI; n = 460; 3.9%), and intra-abdominal infection (IAl; n = 557; 4.7%; Figure 1) e-s /.ng. piormationat suppiement. | ayne, Fa, ' o o N Clindamycin 0.25 >2 52.5 44.5 - di'zoli - oy 05 tract infection (n = 1,392)
- Bacterial identifications were primarily performed by the participating laboratory and confirmed by the reference Cllnlca_I and Laboratory .Stan.dards Institute (2018). M07Ed11E: _Methods for dilution antimicrobial susceptibilty tests for Daptomycin 0.25 0.5 100.0 g - .1 2 — — |
monitoring laboratory (JMI Laboratories) through standard algorithms and supported by matrix-assisted laser bacteria that grow aerobically; Approved Standard - Eleventh edition. Wayne, PA, USA. Levofloxacin >4 >4 40.2 58.7 mez.o. ’ ' ' E. faecium
desorption ionization-time of flight mass spectrometry (Bruker Daltonics, Bremen, Germany) EUCAST (2019). Breakpoint tables for interpretation of MIC’s and zone diameters. Version 9.0, January 2019. Available at: TMP-SMX 2 8 51.8 48.2 Ampicillin >16 >16 2.0 98.0 E. faecium E faecalis
http://www.eucast.org/fileadmin/src/media/PDFs/EUCAST files/Breakpoint_tables/v_9.0 Breakpoint_Tables.pdf. Accessed Vancomycin 2 2 100.0 0.0 Daptomycin 1 2 73.1°P 0.0 E ; '
- - " F - January 2019. MDR CoNS (324) Vancomycin >16 >16 0.0 99.2 - faecalls S. pneumoniae
AntlmlcrOblaI Susceptlblllty tQStlng Sivextro® (tedizolid phosphate) for injection, for intravenous and oral use. Package Insert (2017). Merck & Co, Inc. T_edizo"_d 0.12 0.25 MDR E. faecium (112) S. pneumoniae VGS
» |solates were tested for susceptibility by broth microdilution following the Clinical and Laboratory Standards Institute Available at: https://www.merck.com/product/usa/pi_circulars/s/sivextro/sivextro pi.pdf. Accessed April 2019. L'ﬁezo"d _ 1 1 96.9 3.1 Tedizolid 025 05
(CLSI) MO7 (2018) document Zhanel GG, Love R, Adam H, et al. (2015). Tedizolid: a novel oxazolidinone with potent activity against multidrug-resistant Clindamyein >2 >2 32.4 63.3 Linezolid 1 5 100.0 00 VGS BHS
* Frozen-form broth microdilution panels were manufactured by JMI Laboratories and contained cation-adjusted gram-positive pathogens. Drugs 75: 253-270. Daptomycin 0.25 0.5 100.0 — BHS
_ _ _ Levofloxacin >4 >4 24 1 73 8 Ampicillin >16 >16 0.0 100.0 CoNS
Mueller-Hinton broth (2.5—-5% lysed horse blood added for testing streptococci) = ' ' Daptomyain 1 5 o 0.0
» MIC value validation was performed by concurrently testing CLSI-recommended quality control (QC) reference ?&T:'Q:AX >42 >82 379'42 zi': y = P o ~ o CoNS S aureus
strains (Staphylococcus aureus ATCC 29213, Enterococcus faecalis ATCC 29212, and Streptococcus pneumoniae Table 1 Antimicrobial activitv of tedizolid tested inst the main oraanism = : ' : cnz ::::;Z;::he by CLSI 2079 ' ' S aureus
ATCC 49619) and interpreted using publlshed ranges (M100, 2019) apbie ! Icrobial activi y O edizoll este agal S € aln o ga ISMS vancomycin 2 2 100.0 0.0 b MIC of <1 mg/L interpreted as susceptible; MIC of 2—4 mg/L intermediate interpreted as susceptible dose-dependent; and MIC of 24 interpreted as resistant. ' O 10 20 30 40 50 60 70 80 90 100

a Criteria as [_)u'bllished_ by CLSI (2019). ' | o _ _ . . _ VR, vancomycin-resistant; MDR, multidrug-resistant.
MRSA, methicillin-resistant S. aureus; MDR, multidrug-resistant; MRCoNS, methicillin-resistant coagulase-negative staphylococci; VRE, vancomycin-resistant O

and resistant phenotypes

10 20 30 40 50 60 70 80 90 100 % of isolates

* MIC interpretations were based on the CLSI breakpoint criteria (M100, 2019), as available

_ _ _ _ _ _ _ _ _ _ . o . . S - enterococci; TMP-SMX, trimethoprim-sulfamethoxazole.
* MDR isolates were defined according to published criteria, which define MDR as nonsusceptible to 1 agent in 23 Organism/organism group (no. of isolates) N<<:)- 33: cu;nol:I:tlv: 0/; of (;s:f:ate: I::Ibltzdzgt MI(; (5mgIL)1 of: L IMICy, | MICy % of isolates
antimicrobial classes == : : : : : :
Staphylococcus aureus (6,588) 0 1 0 10} 3,230 12,964 277 0 1 0.12 0.25
0.0 <0.1 0.1 1.8 50.8 95.8 >99.9 >99.9 100.0
’ 0.0 <0.1 0.1 2.7 61.2 97.1 >99.9 | >99.9 | 100.0 ' '
. . e . 0 1 | 54 | 1,046 | 713 | 65 | 0 1 Table 3 Antimicrobial activity of tedizolid and comparator agents tested against 3,166 Streptococcus spp. and resistant subsets
* The most common organisms varied by infection type (Figure 1) MDR® (1,880) 00 | 04 | 20 | ss6 | 65 | 909 | s99 | 1000 | 912 | 025 y P Y < ’ P PP _ : : : _ _
» S. aureus (n=6,588, 55.9% overall) isolates were >99.9% susceptible to tedizolid (MICsgg0, 0.12/0.25 mg/L) Coagulase-negative staphylococei (777) O11 001 046 17087 4;;38 igg 927 9;8 10%0 012 | 095 Subset MIC.: (mall) | MICs (mgil) o CLSI? o Subset MIC.: (malL) | MICs: (maiL) o CLSI? o p E. Intra-abdominal infection (n = 557) » F. Urinary tract infection (n = 460)
— All methicillin-resistant S. aureus (MRSA; 42.3% of S. aureus) and MDR-S. aureus isolates (28.5% of S. aureus) ' ' 0 T30 | 236 | 154 8 | 1 | o AUl ] G o o1 Antimicrobial agent o o3
but 1 were susceptible to tedizolid (>99.9%: MICsg00, 0.12/0.25 mg/L), linezolid (>99.9%; MICsq/q0, 1/2 mg/L), and MRCONS (438) 00 | 68 | 607 | 959 | 977 | o709 | 1000 | 012 | 029 BHS (1,208) S. pneumoniae (1,675) E foocium E foecium
daptomycin (>99.9%; MICxsq/90, 0.25/0.25 mg/L); all were vancomycin susceptible (MICsq90, 1/1 mg/L; Tables 1 MDR (324) 0 | 18 ) 1r4 | 118 | 4 1 ° | 012 | 025 Tedizolid 0.25 0.25 Tedizolid 0.25 0.25 ' '
and 2) 00 | 56 | 593 | 957 9%-9 971-2 108-0 Linezolid 1 2 100.0 Linezolid 1 2 100.0 E faecalis E faecalis
* Among coagulase-negative staphylococcal isolates (CONS; n = 777; 6.6% overall), 98.7% were inhibited by tedizolid Hnezolid-nonsusceptible (10) 00 | 100 | 1000 | > Amoxicillin-clavulanic acid =0.03 0.06 100.0 Amoxicillin-clavulanic acid <0.03 E 99.5 2.8 | |
at an MIC of 0.5 mg/L (S. aureus breakpoint) B-hemolytic streptococci (1,208) 000 011 i?f 3773 12(?0 0.25 | 0.25 Ceftriaxone 0.03 0.06 100.0 Ceftriaxone 0.03 ’ 86.4° 2.6 S. pneumoniae S. pneumoniae
— Tedizolid was very active against MRCONS (56.4% of CoONS: MICxg/q0, 0.12/0.25 mg/L) and MDR-CoNS isolates VDR (179 0 | 55 | 122 | 2 s | 0 Clindamycin i°'25 >2 81.6 171 _ , : 74 04 VGS VGS
(41.7% of CONS: MICsg/e0, 0.12/0.25 mg/L), inhibiting 97.7% and 96.9% of those isolates at an MIC <0.5 mglL, 00 | 307 | 989 | 100.0 | | Daptomycin =0.06 0.25 100.0 Clindamycin =0.25 >2 89.5 14.0
respectively Viridans group streptococci (283) 2 7 27 161 83 3 0.12 0.25 Levofloxacin 0.5 1 99.3 0.6 Levofloxacin 1 1 99.3 0.5 BHS BHS
L . . . 07 | 52 | 127 | 696 | 969 | 1000 Penicillin 0.015 0.06 100.0 64.2 10.4
— Based on MIC5, values, tedizolid was 8- to 16-fold more active than linezolid (MICsq,99, 1/1-2 mg/L) and MDR (1) 0 1 Vancomydin 0 - 0: 100.0 Benicilin 003 . 64 25 8 CoNS CoNS
: 0.0 100.0 - . - . . .
vancomycin (MICsosg0, 2/2 mg/L) | | Sront (1675 0 | 1 | 15 | 267 |1.230]| 162 005 | 095 MDR BHS (179) %5 0.6
» Tedizolid was highly active against B-hemolytic streptococci (BHS; n = 1,208; 10.3% overall; MICsq/90, reptococcus pneumoniae (1,679) 00 | 01 | 10 | 169 | 903 | 1000 ' ' c— T e T TMP-SMX o 0.5 2 — 144 S. aureus S. aureus
0.25/0.25 mg/L), viridans group streptococci (VGS; n = 283; 2.4% overall; MICsq/9, 0.12/0.25 mg/L), and S. Penicillin-resistanta (174) 0 1 26| 130 | 17 025 | 025 — ' ' ' . ' ' '
- - Linezolid 1 1 100.0 V 0.25 0.5 100.0
pneumoniae (n = 1,675; 14.2% overall; MIC5g,99, 0.25/0.25 mg/L), regardless the MDR phenotype (Tables 1 and 3) e o 202 | 1698 mezc.) I. . . - : 0 10 20 30 40 50 60 70 80 90 100 010 20 30 40 50 60 70 80 90 100
0 1 53 175 11 Amoxicillin-clavulanic acid 0.06 0.06 100.0 MDR S. pneumoniae (240 : :
o . MDR (240) 0.25 | 0.25 P (240) % of isolat % of isolat
— MDR subsets of BHS and S. pneumoniae displayed similar MICsq,90 Values (0.25/0.25 mg/L) 00 | 04 | 225 | 954 | 1000 ' ' Cefiriaxone 0.06 0.06 100.0 e 5.9 590 o OT ISOlates o OT ISOlates
. . . . o . 0 6 139 | 548 | 131 ' ' ' ' '
- Only 1 MDR-VGS Isolate was included, agalnSt Wthh the ted|ZOI|(.j MIC value was 0.12 mg/L Enterococcus faecalis (824) 00 07 176 84 100.0 0.25 0.5 Clindamycin ) >2 17 08 3 Linezolid 1 1 100.0 /G5, viidans erous stentocoust BHS. Bhemolic shemtocsast GoNS. coaguase.neqative stanhiocoes
* All E. faecalis isolates (n = 824; 7.0% overall) were tedizolid susceptible (MIC5y/99, 0.25/0.5 mg/L), 99.9% were Vancomycin-nonsusceptible (VRE) (25) 0 1 8 13 3 025 | 05 Daptomycin 0.12 0.25 100.0 Amoxicillin-clavulanic acid 0.25 >4 72.8 18.4 , group streptococci; BHS, ytic streptococci; CoNS, coag g phylococai.
linezolid susceptible (MICsq99, 1/1 mg/L), 97.0% were vancomycin susceptible (MICsy,99, 1/2 mg/L), 96.8% were 00 | 4.0 36.0 8‘80 1010-0 Levofloxacin 1 1 08 3 17 | 617 b 17.5
daptomycin susceptible (MICs90, 0.5/1 mg/L), and all were susceptible to ampicillin (MICsq,99, 1/1 mg/L; Table 4) Linezolid-nonsusceptible (1) 0o | 1000 Penicillin 003 0.06 100.0 lelEbel Dz 2 82 5 ¢ 55
— Except for vancomycin, the VRE (3.0% of E. faecalis) subset displayed similar MICsq,9o values for tedizolid and Daptomycin-nonsusceptiblec (26) 0 3 19 4 025 | 05 Vancomycin 0.5 0.5 100.0 Clindamycin >2 >2 10.0 89.6
comparators (Table 4) . 5 s T8 111 10 | 85 1 3 VGS (283) Levofloxacin 1 2 98.8 0.8
» Among Enterococcus faecium isolates (n = 371; 3.1% overall; MICsq99, 0.25/0.5 mg/L), 99.4% were inhibited at a Enterococcus faecium (371) 00 | 08 | 30 | 320 | 841 | 995 | 1000 0.25 | 05 Tedizolid 0.12 0.25 15.4 35.8 .
tedizolid MIC of <0.5 mg/L (E. faecalis breakpoint; Table 1) Vancomycin-nonsusceptible (VRE) (249) 0 2 l 88 | 121 | 31 025 | 05 Linezolid 1 1 100.0 Penicillin 0.5 4 15.4 ¢ 84.6 Contact Information
0.0 0.8 3.6 39.0 87.6 100.0 . arpe . . TF
— Tedizolid was very active against VRE isolates (67.1% of E. faecium, MICsq90, 0.25/0.5 mg/L), and inhibited alll | | | 0 5 5 Amoxicillin-clavulanic acid 0.06 1 76.21 4.2 Cecilia Carvalhaes, MD, PhD
isolates at an MIC of <0.5 mg/L Linezolid-nonsusceptible (4) 00 | 500 | 1000 0.5 Ceftriaxone 0.12 0.5 96.5 2.5 TMP-SMX 4 >4 32.5 50.4 JMI Laboratories
— Linezolid-nonsusceptible E. faecium isolates (n = 4) were inhibited by tedizolid at an MIC <1 mg/L (Table 1) Daptomycin-nonsusceptiblec (111) 0(_)0 01-9 O(_)g 22681 7‘?6 92951 1010.0 025 | 0.5 C”ndamyc_i” =0.25 >2 86.6 13.1 Vancomycin 0.25 0.5 100.0 345 Beaver Kreek Centre, Suite A
— Based on MICsy, tedizolid (MICsq0, 0.25/0.5 mg/L) was 4-fold more active than linezolid (MICsq/e0, 1/2 mg/L) and MDR (112) 0 | 45 | 49 | 18 025 | o8 Daptomycin 0.25 0-5 100.0 e D o 1) North Liberty, 1A 52317
daptomycin (MICsq00, 1/2 mg/L) against E. faecium isolates and the VRE subset (Table 4) T TeaTTe 00 | 402 | 839 | 1000 Levofloxacin 1 >4 88.0 1.7 G s Dreakpoints Phone: (319) 665-3370
— Tedizolid inhibited all E. faecium isolates displaying a daptomycin-susceptible dose-dependent phenotype (SDD; > MDR as nonsusceptible to 1 agent in 23 antimicrobial classes. Penicllin 0.05 05 a5 29 ° Using parenteral, meningitis breakpoints. Fax: (319) 665-3371
¢ MIC 22 mglL. Vancomycin 05 1 100.0 fUsing parenteral, non-meningitis breakpoints. httpS//blt |y/2PZ2j6C

29.9% of E. faecium isolates) at an MIC of <1 mg/L
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MRSA, methicillin-resistant S. aureus; MDR, multidrug-resistant; MRCoNS, methicillin-resistant coagulase-negative staphylococci; VRE, vancomycin-resistant enterococci.

BHS, B-hemolytic streptococci; MDR, multidrug-resistant; VGS, viridans group streptococci; TMP-SMX, trimethoprim-sulfamethoxazole.
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