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INTRODUCTION & PURPOSE
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* Lefamulin (LEF) is a semisynthetic pleuromutilin antibiotic in late-stage clinical development for Fiaure 1. Lefamulin MIC Distribution for S. aureus Stratified bv Year : PR : : :
intravenous (IV) and oral treatment of community-acquired pneumonia (CAP) and acute bacterial g y Table 1. Lefamulin MIC Distribution for the Organisms and Main Resistant Subsets, 2015-2017
skin and skin structure infections (ABSSSI) 100 7 ll 2015 - Lefamulin MIC, mg/L, Cumulative % _
+ LEF inhibs protin synthsis by binding he S0S rbosomal uburit at the A- and P-ses i he . e N NN I BT B AU N N I R I RS BB MR NAT  ° LEF displayed stable and potent in vitro activity
EZ‘;':V' t;a”Sferaf’etC:”t“i_ R I | 017 S. pneumoniae 6018 110 528 914 996 999  100.0 006 0.2 against a large, 3-year, contemporary worldwide
. as demonstrated activity against a variety of pathogens, including those commonly e : .y
associated with CAP and ABSSS!, and its activity is not influenced by resistance to other 80 - Penicilin-resistant (>2 mg/L) e I (e (I N S collection of bacterial isolates regardless of
* In arecent phase 3 trial for the treatment of CAP (ClinicalTrials.gov identification number 70 — 3 Methicillin-resistant 1433 22.8 75.4 971 991 99.2 99.5 100.0 0.06 0.12 : : _ : :
NCT02559310), LEF (150 mg IV g12h or for 5—7 days) was noninferior to moxifloxacin * linezolid gg H. influenzae 1656 21 19.2 65.0 908 09.3 99.9 100.0 05 1 :CPCIUdmg_ B IIaCtamSa tetrac¥ﬁllnes, macrolides and
(400 mg IV g24h for 7 days) when patients initiated IV drug with optional oral switch (600 mg . uoroquinoiones, among otners
LEF g12h or 400 mg moxifoxacin g24h).! LEF noninferiority to moxifloxacin was also observed in 2 60- 1 GRS £l o 1o Eob Sibe LU Libie ULz _ _
a second phase 3 trial when patients received oral LEF 600 mg g12h for 5 days or oral Y B-haemolytic streptococci 819 26.4 94 1 08.3 99.4 99.4 99.4 99.4 99.4 99.4 99.6 100.0 0.03 0.03 ® Pe rcentag es of isolates with elevated LEF MIC
moxifloxacin 400 mg g24h for 7 days (ClinicalTrials.gov identification number NCT02813694)2 9 50- CoNS o544 9.2 53.0 89.0 91.7 92.5 95.0 96.5 974 98.3 99.1 100.0 0.03 012 values (putative reSistant) were very low and primarily
©
* The objective of this investigation was to evaluate the in vitro activities of LEF and comparators o Viridans aroup strebtococci 327 171 272 52 9 70.0 79.5 86.5 89 6 96.0 99 1 99 4 100.0 0.06 2 . : .
against clinical bacteria collected worldwide during 3 years of surveillance 9 40- H parain?‘lue:zae P e - 73 257 o 846 o8 100.0 1 A caused by ta g et protectlon by ATP-blndlng cassette
' | ' ' | | ' ' F (ABC-F) proteins such as vga(A, E), Isa(E), and
M ETH O DS 30 — g § CoNS=coagulase-negative staphylococci; MIC=minimum inhibitory concentration; MICso=minimum concentration at which 50% of the isolates were inhibited; MICq=minimum concentration at which 90% of the isolates were inhibited. Sa(l(A), res)ppeCt|Ve|y, WhereaS %fl’( h,aS %‘;ard I(y t)),een
20 © Table 2. Antimicrobial Activity of Lefamulin and Comparators Stratified by Geographic Region, 2015-2017 detected (2 of >1 51000 total tested |solates)
* 15,036 bacterial isolates, including 6018 Streptococcus pneumoniae and 4463 Staphylococcus - © _ —_ ” , _ —_ . _ _ _
aureus isolates, among others, were collected from medical centres in Europe (1=5712 @ _ — Susceptibility (EUCASTX:XCRGQIOH,:{;TAM — Susceptibility (EUCAST:P?CReglon,L{;TAM * The covera ge of CAP pathogen s includin g resistant
[19 nations]), the United States (n=5731), the Asia-Pacific region (APAC; n=2132 [10 nations]) 10— = rganism/Antimicrobial Agent | USA | EUR | APAC | LATAM _ rganism/Antimicrobial Agent | USA | EUR | APAC | LATAM _ - - - -
and Latin America (1=1461 [6 nations]) rom 20152017 as part of the SENTRY Antimicrobia . Saweussn | 1598 | 66 | 655 | 651 | b -hasmolytic streptococe, a5 | 2 | w2 | 1w soates (this study) and atypical respiratory
Survelance Programme oL 5 58 PR N MR A CEU oo | oo | (o | oo | oo Ml lemum | 00 | 100 | oe0] | o5 — pathogens (demonstrated in other studies) supports
*  Susceptibility was testeq ggainst LEF and numerous compa.rators py rgference broth microdilution Azithromvein 43.0 719 68.8 561 Ceftriaxone 100.0 100.0 100.0 100.0 the onaoina clinical develooment of LEF as an
0.008 0.015 0.03 0.06 012 0.25 0.5 1 2 >2 y
method according to Clinical and Laboratory Standards Institute guidelines® at a central laboratory - - - . : .
| | | Ceftaroline 97.7 96.7 89.1 91.4 Erythromycin 64.9 76.6 81.6 79.6 empiric I\VV and oral monotherapy for the treatment
* The following proposed LEF breakpoints were applied: <0.5 mg/L for Staphylococcus spp., Lefamulin MIC, mg/L Clindamycin 817 93.6 82 8 82 6 Levofloxacin 100.0 989 947 920 _ _ )
viridans group streptococci, and Moraxella catarrhalis; <1 mg/L for S. pneumoniae; £0.25 mg/L o | , ' ' ' ' o ' ' ' ' of CAP and other reSplratory tract infections
for B-haemolytic streptococci; <4 mg/L for Haemophilus influenzae; and <8 mgl/L for MIC=minimum inhibitory concentration. Doxycycline 96.7 96.3 83.2 96.6 Penicillin 100.0 100.0 100.0 100.0
Haemophilus parainfluenzae : : e . : Levofloxacin 63.3 79.8 75.2 79.3
Figure 2. Lefamulin MIC Distribution for S. pneumoniae—Resistant Subsets _“m_“
*  LEF resistance mechanisms were evaluated by whole genome sequencing and in silico analysis g P TMP-SMX 97.7 99.7 95.3 98.8 CoNS, n 103
100 - B PEN-R (>2 mglL) Oxacillin 58.6 777 62.6 72.5  Lefamulin* | [934] | [97.0] | [951] | [94.5]
ERY-R (>0.5 mg/L) Azithromycin 321 38.8 90.5 27.3 RE F E RE N C ES
RESULTS 00 - 5mg MRSA, 660 | 350 | 244 | 179 |NEEEECTMURSWEN 62.7 81.8 718 573
TET-R (>2 mg/L) -m- [98.9] -m--m Doxycycline 83.7 89.1 90.3 95.5 (1)  File TM, Jr, et al. Clin Infect Dis. 2019; (3) Clinical and Laboratory Standards Institute.
* LEF was active against S. aureus independent of oxacillin resistance (minimum concentration at 80 — B TMP-SMX-R (>2 ma/L Azithromycin 11.8 38.3 344 274 |_evofloxacin 55 4 400 65.0 45 5 doi: 10.1093/cid/ciz090:[Epub ahead Performance standards for antimicrobial
which 50% or 90% of the isolates were inhibited [MICsq0], 0.06/0.12 mg/L); only 9 (0.2%) isolates i R (>2mglL) Ceftaroline 94 .4 85 4 70.9 68.5 TMP-SMX 71 1 606 64.1 54 5 of print]. susceptibility testing: 28th informational
exhibited LEF minimum inhibitory concentration (MIC) >1 mg/L, and oxacillin resistance varied B LEV-R (>2 mg/L : -~ - - - - o supplement. Wayne, PA: Clinical and Laboratory
from 22.3% (Europe) to 41.4% (United States; 32.1% overall; Tables 1 and 2) 70 - (>2 mgiL) DYl ot 2 I ) Oxacillin 38.0 21.3 30.1 22.7 (2)  Alexander E, et al. Oral lefamulin is safe and Standards Institute; 2018. M100EA28E.
. o _ . _ _ |evofloxacin 270 240 377 34.6 effective in the treatment of adults with
LEF sty aganst S, aureus remained vry stable over the sty period (Figure 1) TP 052 ([ eed | sat et [N TR TR N TR TR oo beerspreriia (@) Euopeen Canritee o Aot
* LEF was highly active against S. pneumoniae (MICsy90, 0.06/0.12 mg/L; highest MIC, 1 mg/L; X 60 - Nk : (CABP): results of Lefamulin Evaluation Against Susceptibility Testing. Breakpoint tables for
° 8  Lefamulin* | [100.0] | [1000] | [100.0] | [99.3]
Table 1) and retained activity against isolates resistant to penicillin (MIC, >2 mg/L [EUCAST], s -z 2367 m__ — Pneumonia (LEAP 2) study. Abstract LB6. interpretation of MICs and zone diameters.
n=311), erythromycin (n=2080), tetracycline (n=1424), and/or trimethoprim-sulfamethoxazole 8 55- © o - P o Amoxicillin-clavulanate 93.7 95.6 84.5 94.0 Presented at: IDWeek, October 3—7, 2018; Version 8.0, 2018. Available at: http://www.
(=109, with MICapeo of 0.06/0.12 mg/L for these subsets (Figure 2) 5 =S __Lefamulin* | [100.0] | [100.0] | [100.0] | [100.0] _ Azithromycin 99.4 097 98.5 946 San Francisco, CA. eucast.org. Accessed March 13, 2019
39 _ o |
* LEF was also active against levofloxacin-resistant (MIC, >2 mg/L [EUCAST]) isolates (n=86; 8 40 - o g o AFTIIOXICI"II‘] .clavulanate 80.3 84.1 69.7 851 Ceftriaxone 994 100.0 93.4 100.0
MICso0, 0.06/0.25 mg/L; Figure 2) - ' %m AAUT@TEN 54.7 7.7 55.4 70.2 Levofloxacin 98 1 98.9 95.9 987 Ackn ow'edgments and Disclosures
*  Overall rates of S. pneumoniae susceptibility to penicillin (at <0.06 mg/L), amoxicillin-clavulanate, Cettriaxone 871 8r.3 5.2 871 Tetracycline 98.7 98.9 95.9 97.3 | | | | | |
azithromycin, and tetracycline were 65.0%, 93.5%, 65.6%, and 75.9%, respectively, and 30 - |_evofloxacin 09 2 08.0 07.8 100.0 TMP-SMX 65.3 67.8 55 4 67.8 Funding for dgvelopment of this poster was provided by Nabriva Therapeutics to JMI Laboratories and
susceptibility rates were generally lower in APAC compared with other regions (Table 1) Tetracycline 80.5 77.6 57.1 70.5 C4 MedISqutlons; LLdCh(\l(zrdley’k PA)N abCHCT(?]roup comparlly. ﬁ“fangespz“kngrf”s Stex\en F(; Gelc;ne
. L . . . ) i o B : i ) - : are employees of and hold stock in Nabriva Therapeutics plc. Helio S. Sader, S.J. Ryan Arends, an
I|:IEI': exhibited Sl.m”ar activity against B-lactamase—positive (24.2% overall) and nega’Flve 20 < TMP-SMX 80.2 78.9 70.2 70.0 Viridans group streptococci, n “m“ Rodrigo E. Mendes are employees of JMI Laboratories, which was contracted by Nabriva Therapeutics
. Influenzae, with MICsq90 Of 0.5/1 mg/L for both groups (Tables 1 and 2 show all H. influenzae N - . .
. . oSa, TTR— . [86.8] [84.7] CCETI NI o conduct the susceptibility testing.
isolates combined) 10 — w <2 2o oocm_ Penicillin- reS|stantT S.pneumoniae,n | 8 | 126 | 80 | 23 Ceftriaxone 96.2 95.2 89.8 92 1
+ LEF MIC values were generally low among B-haemolytic streptococci (MICsgso, 0.03/0.03 mglL), ool S .m-.m-.m-.m- S, ' | | |
with only 5 (0.6%, all Streptococcus agalactiae) isolates showing MIC >0.12 mg/L (Tables 1 and 2) 5 S0 E Nﬁl I g;;g QZZ:_ Amoxicillin-clavulanate gllnfialllzlnycm 88 ;; ?33539 212 ;322
* LEF was also active against coagulase-negative staphylococci (MICsy90, 0.03/0.12 mg/L), viridans 0.008 0.015 0.03 0.06 0.12 0.5 1 Azithromycin o_o 23_0 o_o o_o SAICHn ' ' ' '
group streptococci (MICso9, 0.06/2 mg/L), and H. parainfluenzae (MICsq90, 1/4 mg/L; Table 1) ] ] ] ] 0.2 ] Ceftriaxone 0.0 0.0 19 0.0 APAC=Asia-Pacific region; CoNS=coagulase-negative staphylococci; EUR=Europe; LATAM=Latin America;
. _ _ _ _ ] . : : : MRSA=methicillin-resistant S. aureus; TMP-SMX=trimethoprim-sulfamethoxazole.
Irflca)llifsscgvlljtgezl?D;a\tegi(l;_agTn“g’:(a:pfjgg?)ég?;nn%a;.se:(I\EN)Itlz tsl‘ltfevgtlgjc-;{)%%? (zgi)aljlr?gfgac\;vvsr:? ;ﬁree and Lefamulin MIC, mg/ L evofloxacin 08.8 94.4 90.0 100.0 *Percentages inhibited at proposed lefamulin breakpoint of <0.5 mg/L Staphylococcus spp. and viridans group streptococci,
) . > ’ ERY-R=erythromycin-resistant (MIC >0.5 mg/L; n=2080); LEV-R, levofloxacin-resistant (MIC, >2 mg/L; n=86); Tetracycline 6.1 28.6 1.2 261 =1 mg/L for 5. pneumoniae, <0.25 mg/L for -haemolytic streptococci, and <4 mg/L for H. influenzae are shown in brackets i i i i i i
methyltransferase cfr was detected in only 2 coagulase-negative staphylococci (in 2016), whereas MIC=minimum inhibitory concentration: PEN-R=penicillin-resistant (EUCAST: MIC »2 mg/L: n=311): TET-R=tetracycline- VB g/MX 40 40 265 00 for comparison purpose only. | Scan this QR Coc_le_ with your eIeptromc deVICg to.recelve a PDF file
not a single cfr-positive isolate was detected in S. aureus in the complete 2015—2017 testing period resistant (MIC >2 mg/L; n=1424); TMP-SMX-R, trimethoprim-sulfamethoxazole-resistant (MIC, >2 mg/L; n=1091). § : : : : fPenicillin MIC >2 mg/L for indications other than pneumonia. of the poster or visit posters.chcinc.com/Longitudinal SENTRY 15-17
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