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REV|SED ABSTRACT |NTRODUCT|ON Table 1 Antimicrobial activity of omadacycline against 4,499 staphylococci, * Omadacycline (MIC, ., 0.06/0.12 mg/L) and tigecycline (MIC, .., 0.06/0.06

streptococci, and enterococci from patients in European medical centres mg/L) were also very active against 3-haemolytic streptococci (Streptococcus B-haemolytic streptococei'(425)
. . . . . . . . . . . . . . Omadacycline 0.06 0.12 0.03-0.5 — — —
Background: Omadacycline is a broad-spectrum aminomethylcycline  Omadacycline is a broad-spectrum aminomethylcycline protein synthesis during 2016 agalactiae, S. dysgalactiae, and S. pyogenes). These isolates were very Tetracycline 05 8 <0.25->8 58.3 0.2 415
. oy s . . . . . . . Tigecycline 0.06 0.06 0.015-0.25 100.0 0.0 0.0
antibacterial in late-stage clinical development for the treatment of acute bacterial inhibitor in late-stage clinical development (oral and intravenous formulations) susceptible (100.0%) to all agents tested except for tetracycline (58.3% ST 0.015 0.06 <0.004 - 0.06 100.0 0.0
] . . . . . . . . . . . . . . 0 : : o Levofloxacin 0.5 1 0.25->4 98.8 1.2
skin and skin structure infections (ABSSSI) and community-acquired bacterial for the treatment of acute bacterial skin and skin structure infections (ABSSSI) Staphylococous aureus (2,165) o |l e et e | b | ete | e 012 025 SUSCGpt!ble), clindamycin (8.8-7 /o S(l)JSCeptlble)., erythromycin (78.9% Exytomyci 00 ; <0015- >3 769 12 tos
. . . . . . ' 1 1 ' . iIndamycin <0. > <0.25-> . .
pneumonia (CABP). Omadacycline has demonstrated potent in vitro activity and community-acquired bacterial pneumonia (CABP) MSSA (1,647) g1 e em s 12 012 025 susceptible) and levofloxacin (98.8% susceptible; Table 2) Linezolid | 1 05-2 1000 00 00
. ign . . . . . . . . . . Daptomycin <0.06 0.25 <0.06 -1 100.0 0.0
against gram-positive and -negative bacterial pathogens commonly associated  The spectrum of activity of omadacycline includes a broad range of gram- MIRSA (518) 00 10 134 680 954 981 992 1000 012 025 - Omadacycline was two-fold more active against E. faecium (MIC_ ., 0.06/0.12 Vancomyin 025 05 0.12-05 1000 00
with skin and skin structure infections (SSSI) and respiratory tract infections positive (staphylococci, streptococci, and enterococci) and gram-negative Coagulase-negative staphylococei (407) 0 135 403 622 767 928 998 1000 012 05 mg/L) compared to E. faecalis (MIC, ¢ 0.12/0.25 mg/L), and its activity was e D 0 o _ _ -
(RTI). In addition, omadacycline remains highly active against isolates expressing bacterial pathogens commonly associated with ABSSSI and CABP MS-CoNs (132) 30 220 591 805 874 962 1000 006 05 unchanged against E. faecium isolates displaying resistance to vancomycin T o = TR 1000 00 00
. STIT . . . . . . . . . . . . -Co 0 26 60 61 50 54 23 1 evofloxacin > 25 —> : .99
common tetracycline-, penicillin-, fluoroquinolone-, and macrolide-resistance » Omadacycline is highly active against bacterial clinical isolates expressing VIR-CoNS (275) 00 95 @13 ms 7is sl s 1009 012 05 (Tables 1 and 2) herolt 1 A s o 0
mechanisms. The in vitro susceptibility results for omadacycline and comparator common tetracycline-, penicillin/oxacillin-, fluoroquinolone-, and macrolide- Stp:tcus:ept:weﬁilccspemoae i ool o oo oo Mol R pmoiciin ! : 054 1000 0.0 00
agents tested against gram-positive bacterial clinical isolates collected from resistance mechanisms that include Staphylococcus aureus, coagulase- OO ) o Svotooccis oromanne 20 B4 %95 998 1000 P06 0.8 Table 2 In vitro activity of omadacycline and comparator antimicrobials = e (220 - - o ) . )
patients in European medical centres participating in the SENTRY surveillance negative staphylococci (CoNS), enterococci, and streptococci (Streptococcus g:n-gczi”?nn_g;gtﬁgtreptococcuspneumomae o 85% e e B against staphylococci, streptococci, and enterococci from patients in I?gt:acc;y;:;nee 08 16 01216 o - -
program during 2016 are presented. pneumoniae, viridans group, and B_haemolytic Streptgcgcci) (22) (78) oéo 755 % 1(;(;.0 L 006 0.12 European medical centres durlng 2016 Il:favoﬂc:.);acin >14 >24 012_5>48 979.66 95.219
. . R ] _ Viridans group streptococci (221) - 0.06 0.12 INezol ) = : :
. o - | » The in vitro susceptibility results for omadacycline and comparator agents against o emoie st 420 N e e s o o pmoiiin >10 10 0516 7 09 o2
Methods: A total of 4,499 clinically significant gram-positive isolates that include 4499 gram-positive bacterial clinical isolates collected from patients in European yic strep 00 1s 4 o8 995 1000 06 0 5 s 2165 - - - + Ciiteia as published by EUCAST [2017 - . |
. . . . Streptococcus pyogenes (201 o 4 0.06 012 maaacycline . . =0. - — — — ® Organisms include: Staphylococcus capitis (21), S. caprae (6), S. cohnii (3), S. epidermidis (221), S. haemolyticus (64), S. hominis (36), S. lugdunensis (32),
2,572 staphylococci, 1,355 streptococci, and 572 enterococci representing medical centres participating in a global surveillance program during 2016 are p —— o 4w o s Doycycine <0.06 0.25 <0.06->6 94.9 2.6 25 3-28”0"””'0“3@12)’; Simans 9, 5. vamer®) e - e e -
. . . . . Streptococcus agalactiae (126) — 0.12 0.25 etracycline <0. <0. <0.5-> _ _ _ ¢ Using meningitis breakpoints
multiple infection types were collected during 2016 and included only one presented i ’ L . Tigecyeing 006 o2 0015-05 1000 5 00 L sing nonmeningitis DreakpOINS | nginosus (44), . anginosus grou (10), . austals 2), & bovis group (1), S. constallatus (10), . orisatus (2), . equinus (1)
. . . . . . . . Other B-haemolytic streptococci (98) e 0.12 0.25 wacillin . S <0. s . . r anlsm§ Incluae: otre OCO?CUS an .InOSLI.S , ._an /nos_us rou ’ .ays ralis ) O OoVIS grou » O con_se atus , O. Cristatus , .e'U{nus ,
isolate/patient/infection episode. A central monitoring laboratory confirmed oo o (o o o e e s w2 o Levoforaci 025 ¥ 0034 o0 199 3. Soliverivs 2. S salhariss 1oup (), S, salivarusivestilars 7). S, sanguints (9). S vestiuars @) (o) S paresangums (9
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] ] ] ] ] . Enterococcus faecium (223) 0.4 8.1 632 96.4 982 982 996 996 996 100.0 0.06 0.12 L I'dy ) 5 <0122 100.0 0.0
laser desorption/ionization-time of flight mass spectrometry, and/or molecular MATERIALS AND METHODS Vancomycin-susceptie Enferococous faesium 1 13 100 s 4 o 2 o e .l = I o B
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characterization. Susceptibility testing was performed according to reference Ve MR e 0 4 23 15 0 0o 1 0 0 1 e = . g o =
1 1 . 0.06 0.12 MRSA (518)
. . . . faecium (44) 0.0 9.1 614 955 955 955 977 977 97.7 100.0 Omadacycline 0.12 0.95 0.03— 2 . . .
(CLSI) broth microdilution methodology, and results were interpreted per EUCAST . Atotal of 4,499 (nonduplicate) gram-positive bacterial isolates were collected * MIC,, values are underlined; MIC,, values are bold Doxyorcine By ; 006 o8 . » . CONCLUSK)NS
I . . . . . . . . Tetracycline <0.5 >8 <0.5->8 81.1 0.2 18.7
breakpoints. from patients with multiple infection types in 38 medical centres in 18 Tgecycine 0.12 012 003-05 1060 00
Results: Omadacveline demonstrated potent in vitro activity aqainst European countries and Israel during 2016 and included 2,165 S. aureus, 407 Figure 1 Incidence of gram-positive pathogens from the omadacycline 2016 e thromyein s s 00626 s 5 uk
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0 P }I/I OCO;C].UﬁI.aU ous t( S in SA I\iIRS A was o SO;J esc,)o S I\Q/JII o E. faecalis, and 223 E. faecium. Only one isolate per patient/infection episode Viridans aroun streptococt MS-CoNS (3%) L = 015 oa s o0 00 and CoNS (MIC,,,, 0.12/0.5 mg/L) that included MRSA and MR-CoNS
verall, metniciiiin resistance in ( ) was 23.9%. Oma ?CYC ine ( "1~ 50190 was included 9rotp p N ’ . - . Cois B B B isolates from Europe as well as strains displaying resistance to tetracyclines
0.12/0.25 mg/L) and tigecycline (MIC, ., 0.12/0.12 mg/L; 100.0% susceptible) . Bacterial isolat nitiallv identified by th bmitting laborator q E. faec:umﬂ. Doxycycline 0.12 2 <0.06 - >8 85.2 3.9 79 (doxycycline and/or tetracycline), fluoroquinolones (levofloxacin), macrolides
were the most potent antimicrobials tested against MRSA whereas susceptibilit aclerial 1Sulaies Were initiafly Iaentiiied by the SUDMITING 1aboratores an fotiacyeiine v - v e 59 e - - - - -
o cindamvein F()76 4%), erythromycin (4 10/9) evofloxacin (30.1%), and PUBHIY confirmed by JMI Laboratories using a matrix-assisted laser desorption/ MR-CoNS —, Tigecycine 006 025 001505 1000 00 (erythromycin), and lincosamides (clindamycin)
tof i y 31 1 0/ o) yd dyO d. ° I,' o hi HI ° ,t' Dot lonization-time of flight mass spectrometry (Bruker Daltonics, Bremen, Levofloxach 08 . 006 >4 o7 . .3 « Streptococci, including S. pneumoniae, viridans group streptococci, and
rythromycin > > <0.06 — > . . . . . . L .
© rac;llc ine ( .t' °) v:[/ashrel uce : (CmI?ISaCyC4I(r)]$ VI\\//Ia:SCa SOO ;gz/oyf?c |v/eL)a?ha|?s Germany) Clindamycin <0.25 >2 <0.25 - >2 75.9 1.0 231 B-haemolytic streptococci, were inhibited by low levels of omadacycline
coagulase-negative sta ococcl (CoNS, n=407; . om a Qs . . - Hnezolid 00 1 02528 998 02
>0dg Jgat b . 50/90 1) »  Susceptibility testing was performed according to CLSI (M07-A10, 2015) E. faecalis—e Daplomycin 05 05 <0.12-2 90.8 02 (MIC,, 4, values of 0.06/0.12 mg/L)
included methicillin-resistant strains (n=275; MIC, . 0.12/0.5 mg/L) in which . D . . Vancomycin 1 - <0.12-4 100.0 0.0 . . . . . . .
. . . o ; o . o reference broth microdilution methodology and results were interpreted using MR-CONS (275) « Omadacycline remained highly active against tetracycline-resistant S.
susceptibility to clindamycin (65.8%), erythromycin (18.9%), levofloxacin (32.1%), o . . . Omadacycline 0.12 0.5 0.03 -2 -~ -~ -~ 26 (20.3% tet ' stant) and B-h viic strent .
d tetracycline (73.1%) was also reduced EUCAST (2017) breakpoint interpretive criteria. CLSI quality control (QC) Doryeycine 025 ¢ 0066 5 - i0s pneumoniae (20.3% tetracycline-resistant) and 3-haemolytic streptococci
. ] . . etracycline <0. > <0.5-> : . : . . .
an y ° reference strains (M100-S27, 2017) were tested concurrently and included B-haemolytic streptococc Tigecycine 0.12 0.25 <0.015-0.5 100.0 0.0 (41.5% tetracycline-resistant) isolates
. . . . - Levofloxacin 4 >4 0.06 —>4 32.1 67.9 . L , , L. . ]
Streptococci including S. pneumoniae (n=709: MIC, . 0.06/0.12 mg/L) S. aureus ATCC 29213, Enterococcus faecalis ATCC 29212, Escherichia coli Erythromycin -8 .8 <0.06 - >8 18.9 15 796  Omadacycline exhibited potent in vitro activity against E. faecalis (MIC, .
: ! 50/90 ) ) ! : ; Clindamycin <0.25 >2 <0.25->2 65.8 1.1 33.1 . . . .
h vt ' (n=425- MIC. 0.06/0.12 ma/L). and virid ATCC 25922 and ATCC 35218, Klebsiella pneumoniae ATCC 700603, and Linezolid 05 1 025> 99,6 04 0.12/0.25 mg/L) and vancomycin-susceptible and -resistant isolates of E.
B-haemolytic streptococci (n=425; . .12 mg/L), and viridans group . .
- > e Pseudomonas aeruginosa ATCC 27853 MRSA Q : faecium (MIC... 0.06/0.12 mg/L). Tetracycline demonstrated little utility
streptococci (n=221; MIC, ., 0.06/0.12 mg/L) were inhibited by low levels of S. pneumoniae A 1 ? 0254 1000 o0 (7 50/9c} ' 4 E ’ ' atos (MIC | 16 mall
. " oagge . . . = o neumon/afa . " . . >
omadacycline. Penicillin resistance in S. pneumoniae (PRSP) was 11.1%. All Omsdacyoins 008 012 00151 - - -~ against E. faecalis and E. faecium isolates (MIC,, values mg/L)
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. ’ . " . . o . MR-CoNS isolates with MIC_, values of 0.5 mg/L and 0.25 mg/L, respectivel Ceftriaxone 0.03 1 <0015->2 87.7 114 038 i i i i
All B-haemolytic streptococci were susceptible to tigecycline, penicillin, linezolid, (Table 2). Doxycydline (MICQO 4 mg/L) and tet?ac i (MICg 28 mp/L) wer); Levofloxacin 1 2 0.25 - >4 07.9 2. and enterococci are likely to be found, including ABSSSI and CABP
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