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ABSTRACT RESULTS CONCLUSIONS
» Lefamulin demonstrated potent antibacterial activity against Table 1. Activity of Lefamulin and Comparator Agents Against Table 2. Activity of Lefamulin and Comparator Agents Against Table 3. Activity of Lefamulin and Comparator Agents Against Viridans
Background: Lefamulin (LEF) is the first semisynthetic pleuromutilin antibiotic for IV and S. aureus with 99.1% of isolates inhibited at <0.12 ug/mL (minimum Staphylococcus aureus B-Hemolytic Streptococci Group Streptococci

® | efamulin demonstrated potent
In vitro activity against pathogens

Antibacterial Mg/mL CLSF Antibacterial Hg/mL CLSI?

Coagulase-negative staphylococci® (n=276) Streptococcus anginosus group® (n=44)
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oral use in humans and has recently completed a phase 3 clinical trial for the treatment inhibitory concentration required to inhibit 50% [MICs] and 90% ug/mL CLSI?
of CABP in adults where it demonstrated noninferiority to moxifloxacin % linezolid. LEF [MICq] of isolates; MICsyq, of 0.06/0.12 ug/mL; Table 1) Antibacterial

icacy | inical trial | i ’ | Agent MIC;, | MIC %S %l %R
has further shown potent efficacy in a phase 2 clinical trial in ABSSSI being comparable _ Susceptibility rates were 100% for daptomycin (MICsgeo of 9 g

to vancomycin. This study investigated the activity of LEF and comparators against a 0.5/0.5 ug/mL). linezolid (1/1), teicoplanin (<0.5/<0.5), tigecycline S. aureus (n=1646)

T eon veoligalac Ihe e s et giore agelre _ S.aureus(n=tede)
o . . 0.06/0.12), and vancomycin (0.5/1 <0.008->16
Methods: Unique isolates (n=2488) were collected globally (31 countries, 94 sites) from ( ) Y yein ( ) efamulin mm “““

patients with ABSSSI (837), BSI (1130), pneumonia (346), and other infections. LEF and - 32.6% and 33.6% of S. aureus isolates were resistant to oxacillin Azithromycin 0.03—>32 61.3 Azithromycin 0.03->32 373 62.3 beisiErene | 02 ] WS L JBlEe
ggire]pr?]ﬁteodrsugﬁre éle_sstle?zgy; ;Lbsrleglio?inr?sicrodilution methods, and susceptibility was (MRSA) ano erythroroycm | il 0.25 1 <0.06—>8 06 4 35 0.2 Ceftaroline 0.25 1 <0.06-2 - - - Clindamycin <0.25 >2 <0.25->2 86.4 0.0 13.6 ISOlateS

g ore P 1S. | | o Among MRSA isolates, hlgher rates of resistance were seen for Clindamycin o > p—— p—_ 05 - Clindamycin <0.25 > <0 25-_>2 70.3 0.7 20.0 Erythromycin  <0.015 5 <0.015—>32 25 0 6.8 18 2
Results: LEF showed potent in vitro activity against Staphylococcus aureus with 99.1% macrolides and fluoroquinolones (Table 1) ' ' ' ' ' 5 i 0.95 ’ <0.06_>8 96.0 59 1 ° . :
inhibited at <0.12 pg/mL (MICsg9 of 0.06/0.12 pug/mL). 32.6% of the S. aureus isolates _ 887%. 72.2% and 51.9% of MRSA were resistant to Doxycycline <0.06 0.25 <0.06—>8 08 2 18 0.1 oxycycline - =U.Ub= - - - Levofloxacin 0.5 1 0.25-2 100.0 0.0 0.0 The act|V|ty of lefamulin was not
were oxacillin-resistant (MRSA), which showed particularly high resistance rates to ’ L : - - - _ Erythromycin >8 >8 <0.06—>8 37.0 2.2 60.9 Moxifl : 012 0.25 <0.03-0.5 _ B _ :
macrolides (68.7%), levofloxacin (68.7%), and clindamycin (34.1%). LEF was similarly erythromycm, a2|tt1romyc|n, and moxifioxacin, respectively Erythromycin -~ 0.25 >8 =0.06—>8 60.9 9+ 33.6 L inezolid e 1 <019_58 98.6 0.0 14 OXITOXACn ' ' — ' affected by resistance to other
active against Coagu|ase_negative Staphyk)cocci (Of which 72.8% were Oxaci”in_resistant)_ * The act|V|ty of lefamulin agalnst S. aureus was not affected by Linezolid 1 1 <0.12-2 100.0 0.0 0.0 ' o ' ' ' Penicillin 0.03 0.06 <0.004-012 100.0 0.0 0.0 I f t'b' t'
99.4% of all R-hemolytic streptococci isolates were inhibited by 0.25 ug/mL of LEF. resistance to methicillin (MICsq99 0f 0.06/0.12; Table 1 and Figure 1) Moxifloxacin 0.5 >4 <0.06—>4 53.3 10.1 36.6 . ClasSes Ol antbIolCS
LEF al ol . . . VGS: LEF MIC ‘ | | _ Moxifloxacin <0.06 4 <0.06—>4 73.4 7.5 191 Vancomycin 0.5 1 <0.06-1 100.0 0.0 0.0

also displayed act|V|t>/ against V|r|d.ans group streptococci ( L 50/90 O * Lefamulin was one of the most active compounds against CoNS - Oxacillin >2 >2 <0.25—>2 27.2 0.0 72.8 S : my

0.06/1 ug/mL). B—herr]lolytlc sr’:reptococc;gré(cjyvgs werell largely _susggpéc:)l/olzto the tested isolates (MICsye0 of 0.03/0.06 pg/mL; 97.8% inhibited at <2 pg/mL: Oxacillin 05 >9 <0.25->2 67.4 0.0 32 6 Vancomycir 1 ) 0954 1000 00 00 treptococcus bovis group® (n=45) ® These data SUppOI’t the COntlnued
comparators, except for erythromycin (70.8% S) and clindamycin (86.6% S). Table 2) Vancomycin 0.5 ’ 0.95_5 100.0 0.0 0.0 . . nn <0.008—>16 “““ .
Conclusions: LEF was highly active against this contemporary collection of pathogens . - . . . B- hemolytlc streptococcic (n=389) deve|0pment of lefamulin for

. . - : The majority of CONS isolates were susceptible to daptomycin, MSSA (n=1110) Ceftriaxone 0.12 0.12 0.03-0.25 100.0
commonly causing ABSSSI and BSI, and its activity was not affected by resistance to other doxveveline. nerolid. and vancomvein: however. moderate to high mm <0.008—16 “-“
antibiotic classes. These data support the continued development of LEF for the treatment resis/taynce retes were coon for clinzllam,ycin (29 O"’/) erythromyci% mm <0 008-16 -“- Coft 003 006 <0.015_0.25 100.0 Clindamycin  <0.25 >0 <0.25—>2 82.2 2.2 15.6 the treatment of ABSSSI and further
of ABSSSI and further exploration of LEF activity in BSI. j | | 70, J* eftriaxone , : : .
*Amended (gg.g?,_ll_e\gﬂozxacm (48.6%), moxifloxacin (36.6%), and oxacillin Azithromycin 0.03—>32 21.0 Clindamycin <0.25 >0 <0.25_>2 85.3 10 13.6 Erythromycin ~ 0.03 >32 <0.015—>32 64.4 0.0 35.6 exp|0rat|on of lefamulin aCt|V|ty

(72.8%; Table 2) Ceftaroline 0.25 0.25 <0.06-0.5 100.0 0.0 0.0 Erythromycin ~ 0.03 >392 <0.015->32 74 0 10 25 0 Levofloxacin 1 4 0.5—>4 86.7 4.4 8.9 in BS|
* Lefamulin was active against 3-hemolytic streptococci; 99.2% of the | | p < p _ Moxifloxacin 0.25 4 019—>4 3 B 3
isolates were inhibited at <0.12 pg/mL (MICsy9, of 0.03/0.03 ug/mL) Clindamycin <025 <0.25 =0.25—>2 91.6 0.3 2.2 Levofloxacin 0.5 1 0.12—>4 97.2 0.5 2.3 — ' '
INTRODUCTION _ Lefamulin was highly active against S. pyogenes and Doxycycline ~ <0.06 012 <0.06-8 99.7 0.3 0.0 Linezolid 1 1 0.5-2 1000 0.0 0.0 Penicillin 0.06  0.06 0.015-0.12 1000 00 0.0
Streptococcus agalactiae (MICsq99 0f 0.015/0.03 and Erythromycin 0.25 >8 <0.06—>8 77 4 509 16.7 Moxifloxacin 012 0.25 <0.03—>4 _ _ _ Vancomycin 0.25 0.5 0.25-0.5 100.0 0.0 0.0

* Staphylococcus aureus and Streptococcus pyogenes are the predominant causative pathogens 0.03/0.03 pg/mL, respectively; Table 2) _ _ N < B Streptococcus mitis aroubd (n=48
for acute bacterial skin and skin structure infections (ABSSSI). S. aureus is additionally - All B-hemolytic streptococci isolates were susceptible to ceftriaxone _lnszelle 1 1 IZo—2 LUOLE Lt — Penicillin _ 0.015 0.06 =0.004-0.06 100.0 0.0 0-0 - group” | ) REFERENCES
implicated in a wide spectrum of infections including bloodstream infections (BSI)™ linezolid, penicillin, and vancomycin, while moderate resistance rates Moxifloxacin =0.06 =0.06 =0.06—>4 94.5 2.3 3.2 Emeemyol s Ls 2z Lot Lt e mmm“-“

* With increasing antibiotic resistance among pathogens, hospitalizations for ABSSSI and BSI were seen for clindamycin (13.6%) and erythromycin (25.0%; Table 2) Oxacillin 0.5 05 <0.25-2 100.0 0.0 0.0 Streptococcus pyogenes (n=165) Ceftriaxone 012 <0.015—>2 89.6 (1) Anderson DJ, et al. PLoS ONE. 2014;9(3):e91713.
continue fo Tise in the Ve Staies o contribute fo substantial economic burden, creafing Vancomycin 0.5 1 0.25-2 1000 00 00 _ Lefamulin | 0.015 | 003 | <0.008-0.03 “““ Clindamycin 025 <025 <0.25->2 07 21 62 (2) Laupland KB and Church DL. Clin Microbiol Rev. 2014;27(4)647-664.
an urgent need for novel antibiotics™** Figure 1. MIC Distributions of Lefamulin for Staphylococcus P 003 003 <0 015—0.06 100.0 _ _ S N

» Lefamulin is the first pleuromutilin antibiotic for intravenous and oral use in humans.® It aureus lsolates Collected From Medical Centers MRSA ("'535) Erythromycin ~ 0.03 4 =0.015—->32 4.2 0.0 49.8 (3) Tong SY, et al. Clin Microbiol Rev. 2015,28(3):603-661.

inhibits bacterial protein synthesis by specific interaction with the A- and P-sites in the Worldwide in 2016 <0.008—>16 Clindamycin ~ =0.25  =0.25 =0.25->2 95.8 0.0 4.2 Levofloxacin 1 2 0.5—>4 91.7 4.2 4.2 (4) Kaye KS, et al. PLoS ONE. 2015:10(11):e0143276.
peptidyl transferase center of the 50S ribosomal subunit mm “““ .

Eryth . 1 <0.015->32 7. 1.2 1. —
| o T 100 - i Azithromycin 0.12—>32 T 72.2 rythromycin 0.0 0.015=>3 81.8 0 Moxifloxacin ~ 0.12 0.25 <0.03-4 - - - (5) Suaya JA, et al. BMC Infect Dis. 2014:14:296.
* Lefamulin has recently demonstrated noninferiority to moxifloxacin + linezolid in two phase 3 B S. aureus (n=1646) et 0.5 1 0.12—2 100.0 0.0 0.0 -
clinical trials for the treatment of community-acquired bacterial pneumonia MSSA (n=1110) Ceftaroline 1 2 0.25->8 88.8 10.6 0.6 i 1 1 0e o 00,0 06 06 Penicillin 0.12 1 0.008-4 0.0 43.8 6.2 (6) Eyal Z, et al. Sci Rep. 2016:6:39004.
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* Lefamulin has further shown efficacy comparable to vancomycin in a phase 2 clinical trial in %0 MRSA (n=536) Clindamycin <0.25 >2 <0.25—>2 65.9 0.0 341 Vancomycin 0.5 0.5 0.25-0.5 100.0 0.0 0.0 . . _ _
_ ) - _ _ z e _ Moxif : 012 0.25 <0.03-4 (7) Prince WT, et al. Antimicrob Agents Chemother. 2013;57(5):2087-2094.
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