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INTRODUCTION & PURPOSE RESULTS

Community-acquired pneumonia (CAP) is the most common infection-related cause of
death in Europe, with an incidence of 1.7 to 11.6 cases per 1000 person-years'

— Although pneumonia cases vary by country, Streptococcus pneumoniae is the most
commonly isolated bacterial pathogen

* LEF demonstrated potent antibacterial activity against all tested CAP pathogens and this
activity was unaffected by resistance to other antibiotic classes
S. pneumoniae

* S. pneumoniae isolates showed considerable resistance to macrolides (23.3%), penicillin
(28.1%), trimethoprim-sulfamethoxazole (18.8%), and tetracycline (22.2%), whereas they

Table 2. Activity of Lefamulin and Comparators Against Drug-Resistant S. pneumoniae

Antimicrobial Agent

Table 3. Activity of Lefamulin and Comparators Against S. aureus

EUCAST*
Antimicrobial Agent
S. aureus (n 506)

Penicillin-resistant’ S. pneumoniae (n=52)

mm 0.015->16 -M-__

CONCLUSIONS

®* LEF demonstrated potent in vitro activity against the
typical pathogens that commonly cause CAP collected
In Europe in 2017, and our data are consistent with

— Other common causes include Haemophilus influenzae, Moraxella catarrhalis . . . Azithromycin 0.12->32 75.9 23.5
_ _ ’ o were largely susceptible (>80%) to the tested cephalosporins and fluoroquinolones mmmm-- Ceftaroline 0_25 0_5 <0.06-2 97 2t 2_8 0.0 : :
Stap hy IOCOCC?US aureus, L_egzlone”a pneumophila, Mycoplasma pneumoniae, ana (Table 1) Amoxicillin-clavulanic acid 2—>4 0.0% 100.0 Clindamycin 0.06 0.06 <0.03—>2 96.0 0.2 3.8 Survelllance reSUItS from preVIOUS years
Chlamydophila pneumoniae * LEF inhibited S. pneumoniae, with all isolates inhibited at <0.5 mg/L and all resistant Azithromycin >4 >4 0.06—>4 30.8 0.0 69.2 Doxycycline 0.12 0.25 <0.06—>8 94.7 3.4 2.0
* Increasing rates of bacterial resistance and safety concerns around available antibiotics §ub_s_ets sihovc\;ing )mi?imur7 concer}tre}tion at \_Nhich 50% or 90% of the. ifsolate.s were Ceftaroline 515 S5E 566s 5eh ~ Ey (E;rythror_n)./cin 0.12 >8 <0.06—>8 771 0.8 221 ® The activity Of | EF was un affected by resistance
h h f AP o34 inhibited (MIC,,,4,) of 0.06/0.12 mg/L for multidrug-resistant and penicillin-resistant isolates, | ) entamicin <1 <1 <1->8 95.1 - 4.9 o _ _ _
La]\c/e Cr;e.at(eLdEtF)e. nfhedf.ortne\: C ;.rela.tm;nt optlolnsl il o der devel t 0.06/0.25 mg/L for macrolide-resistant isolates (Table 2), and 0.06/0.12 mg/L for gfﬁ;'axon_e 2 2 <o125>2 , 4(2)'2 204 53‘5 Levofloxacin 0.25 >4 0.06—>4 83.8 = 16.2 to other antibiotic classes, mcludlng macrolides,
for intravenous (IV) and oral administration. LEF selectively inhibits bacterial protein S aureus Erythromycin >16 >16 0.03—>16 30.8 1.9 67.3 g/'oxif.'éxacin =0.06 2 =0.06—>4 84.0 = 16.0 B-Iactams, fluoroqumolones, folate-pathway inhibitors,
synthesis by binding to the 50S ribosomal subunit at the A- and P-sites in the peptidyl ' Levofloxacin 1 2 1->4 96.2 - 3.8 xacilin_ 05 2 02572 020 - ira '
ty ‘ 4 t 5g|:- 1 PEPHEY * S. aureus isolates overall, and particularly methicillin-resistant S. aureus (MRSA) strains, Moxifloxacin 012 0.5 0.06->4 96.2 _ 38 Ml SUEEI.Calle =0.5 0.5 =0.5->16 99.4 0.0 0.6 and tetraCyC“neS
ransterase centre” (Figure 1) were commonly resistant to macrolides (55.7% resistant to erythromycin) and Sl A A s ol - 100.0 Vancomycin 1 1 0.25-2 100.0 - 0.0
* In patients with CAP, LEF was noninferior to moxifloxacin in an IV-to-oral switch phase 3 fluoroquinolones (69.3% resistant to moxifloxacin; Table 3) 0.0! 0.0 100.0 ®* These data—together with the previously reported
study® and in an oral-only phase 3 study’ * LEF demonstrated potent activity against S. aureus and MRSA in particular (MIC,, of T —— 4 >4 0.25_>4 404 0.0 596 mm-ﬂﬁ-__ Sttt BEEirED atvisies] EAS el aEErE [
*  The objective of this study was to analyse the in vitro activity of LEF and comparators 0.06/0.12 mg/L for both; Table 3) and also covered resistant subsets, with LEF MIC, OF Trimethoprim-sulfamethoxazole >4 >4 0.25->4 5.8 3.8 90.4 Azlthromycin 0127232 49.2 208 el yP P 9
J y y y P :
. . o . . 0.06/0.12 mg/L recorded for macrolide-resistant S. aureus (43.8% MRSA) and Ceftaroline 1 2 0.25-2 841 15-9 0.0 M. onheumoniae. C. bneumoniae. and L. bheumoniae—
against a contemporary set of typical Gram-positive and fastidious Gram-negative fluoroquinolone-resistant S. aureus (n=81: 75.3% MRSA: data not shown in table) _ _ A _ Clindamycin 0.06 >0 <0.03—>2 29.5 0.0 20.5 . P , U. P ; . P
pathogens commonly associated with CAP collected in Europe in 2017 H infl Doxycycline 0.12 2 <0.06—>8 89.8 6.8 3.4 Support the ongoing clinical devek)pment of LEF as
. influenzae mmmm-- Erythromycin 8 >8 <0.06—>8 43.2 11 55.7
Figure 1. (A) Structure of Lefamulin and (B) Lefamulin in the Peptidyl Transferase Centre * H. influenzae isolates were largely susceptible to all comparators except for ampicillin Amosicillin-clavulanic acid <0.03_>4 53 45 100 36.7 Senelulel <1 >8 =1->8 85.2 = 14.8 empiliric IV and oral monothera PY for the treatment of
(26.2% resistant) and trimethoprim-sulfamethoxazole (33.3% resistant; Table 4) Azithromycin 9 9 0,034 09 00 091 Ecleljozgeln >4 >4 0.12—>4 30.7 - 69.3 CAP and other respiratorv tract infections
A B *  B-lactamase—positive and trimethoprim-sulfamethoxazole—resistant H. influenzae Ceftaroling 008 P E— oo - o5 k;lgi;:’;facin ; >i <00656_—2>4 128-2 - 63-2 P y
displayed MIC., 4, of 0.5/1 mg/L and 0.5/2 mg/L for LEF, respectively Cofirinxone 05 ) 0,015 506 267 . —— - - —— o - 000
M. catarrhalis Clindamycin 2 52 <0.25_>2 24 4 _ 75 6 Trimethopr-im-sulfamethoxazole <0.5 <0.5 <0.5-16 198.9 0.0 1.1
* Alarge proportion of M. catarrhalis isolates (95.3%) were [B-lactamase producers and were Erythromycin >16 >16 1->16 0.0 0.0 100.0 EUC\,:Z?CEOUTJZZ;: Committee on Antimicrobial Susceltibility Testing; I=i1ntermediate; MIC(Z;Sr;iiimum concegt?;t(i)on at which 50% of the isolates wgr.((a) RE FE RE N C ES
|arge|y Susceptible fo a" COmparatOrS, including amOXiCi"in-ClaVU|aniC aCid (Table 4) Levofloxacin 1 2 0.5—>4 97.3 _ 27 ng?geéjug,i\%g%:crzlglrgum concentration at which 90% of the isolates were inhibited; MRSA=methicillin-resistant S. aureus; R=resistant; S=susceptible.
° LEF |nh|b|ted a” iSOlateS at LEF Concentrations Of SO12 mg/L (M|C5O/90 Of 006/006 mg/L), Moxifloxacin 012 0.25 0.06—>4 97.7 _ 23 lszirr?grgﬁ\geﬁrir;:it;;eedu?rfopn:(;pé)fe(aadkée;ﬁ\r’gu'in breakpoints of 0.5 mg/L for S. aureus are shown in brackets for comparison purpose only. (1) Gibson J. The European Lung White Book: Respiratory Health and Disease in Europe. 2nd ed.
_ including the few tetracycline- (n=1) and trimethoprim-sulfamethoxazole—resistant (n=2) Penicillin 0.5 4 <0.008—>4 29 07 _ 210 . o _ i i Sheffield, UK: European Respiratory Society; 2013.
A-site isolates (MIC of 0.06 mg/L for both antimicrobials) e S 158 Table 4. Activity of Lefamulin and Comparators Against H. influenzae and M. atarrhalls 2) Welte T, et al. Thorax. 2012:67(1)71-70.
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Table 1. Activity of Lefamulin and Comparators Against S. pneumoniae Tetracycline >4 > 0.25->4 199 0-5 r9.6 Antimicrobial Agent (3) Peyrani P, et al. Expert Rev Respir Med. 2019;13(2):139-152.
oL S Ere U >4 Sl S 29 Sl (4) European Medicines Agency. Fluoroquinolone and quinolone antibiotics: PRAC recommends restrictions
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Antimicrobial Agent
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on use. Available at: https://www.ema.europa.eu/en/documents/press-release/fluoroquinolone-quinolone-

S. pneumoniae (n=950) _ Amp|C|II|n 0.5 >8 SO.12—>8 73.8 = 26.2 .
Hydrogen bond (==) Amoxicillin-clavulanic acid <0.03—>4 30.28 60.3 Cefepime 012 012 0.03—1 98.2 _ 18 (6) File TM, Jr, et al. Clin Infect Dis. 2019; doi: 10.1093/cid/ciz090:[Epub ahead of print].
A illin-clavul id <0.03 <0.03—>4 83.8% 12.7 : L L : : :
50S Ribosome moxicilin-clavulanic aci Azithromycin >4 >4 2—>4 0.0 0.0 100.0 Ceftriaxone 0.004 0.015  =0.002-0.12 100.0 - 0.0 (7) Alexander E, et al. Oral lefamulin is safe and effective in the treatment of adults with community-acquired
Azithromycin 0.06 >4 <0.03—>4 76.1 0.1 23.8 Seferslie 0.12 0.25 <0.008-05 98.4 _ 1.6 Ciprofloxacin 0.015 0.015 0.008—>1 99.1 - 0.9 bacterial pneumonia (CABP): results of Lefamulin Evaluation Against Pneumonia (LEAP 2) study. Abstract
Ceftaroline <0.008 0.12 <0.008—>1 99.8 — 0.2 Ceftriaxone 1 2 <0.015—>2 36.5 571 6.3 K:/Ilan‘:]romycm 303 1((3) . <062050_8>1>62 1gg.§)§ — (—)9 LB6. Presented at: IDWeek, October 3—7, 2018; San Francisco, CA.
oxifloxacin : : <0.008- : - : - : o : .
i . 0.03 1 <0.015—>2 86.5 12.8 0.7 Clindamycin 2 2 <0.25_>2 190 B 810 Tetracyaline 0 & 1 09558 08.7 04 09 (8) Cllnlgal and I_.aboratory Standards Institute. Pgrformance standards for antlmlcroblgl susceptibility testing:
_ y : : : : : 28th informational supplement. Wayne, PA: Clinical and Laboratory Standards Institute; 2018. M100Ed28E.
Clindamycin <0.25 >2 <0.25—>2 82.4 = 17.6 Erythromycin >16 >16 1->16 0.0 0.0 100.0 Trimethoprim-sulfamethoxazole <0.06 >4 <0.06—>4 65.8 0.9 33.3 _ L L | _ _ |
. (9) European Committee on Antimicrobial Susceptibility Testing. Breakpoint tables for interpretation of MICs and
Ervth : 0.03 >16 <0.015—>16 76.3 0.4 23.3 LLevofloxacin 1 2 0.5—>4 95.2 — 4.8 _ _ _
M ETH 0 D S rytnromyein ' Bt : ' ' | | Wb GELETHENTS (), zone diameters. Version 9.0, 2019. Available at: http://www.eucast.org. Accessed March 14, 2019.
Levofloxacin 1 2 0.5->4 975 _ 25 Moxifloxacin 012 05 0.06-4 95.2 - 4.8 __Lefamulint [ 006 | 006 |<0.008-0.12 -IEEEI__ .
— Penicillin 2 4 0.015—>4 19.07 _ 81.0 Amoxicillin-clavulanic acid <0.25 <025  <0.25-05 100.0 Acknowledgments and Disclosures
_ _ _ _ _ . Moxifloxacin 0.12 0.25 <0.03—>4 98.1 - 1.9 19.0! 39.7 4.3 1 < 1 - D - - -
* 1766 isolates (1 per patient) were collected in Europe (18 countries, 38 sites) primarily from — 0 ore , 0,008 o e ' ' ' Azithromycin 0.015 0.03  =0.004-0.06 00.0 0.0 0-0 The authors thank R. Riedl for her contributions to the figure. Funding for development of this poster
: : : : : : : : . enicillin - <0.008-> - — : i _ Ceftri 0.25 1 0.004—1 100.0 0.0 0.0 - - : :
patients with community-acquired respiratory tract infections (62.5%), patients hospitalised pe 996 5 5 Tetracycline > >4 4=>4 0.0 0.0 100.0 C;ri"t':;;"r:;in v - o > o was provided by Nabriva Therapeutics to C4 MedSolutions, LLC (Yardley, PA), a CHC Group company.
. . . . . . . . Trimethoprim-sulfameth | >4 >4 4—>4 0.0 0.0 100.0 =0. =0. =0.12-0. - - : - - -
with pneumonia (10.5%), as well as patients with other infections (bloodstream infections, retracycing o 9 s s o s rimethoprim-sulfamethoxazole Moxifloxacin 0.06 006 0.015-0.06 100.0 B 00 Susgnne Paukr)er and Steven P. Gelone are employee§ of and hold stock in Nabriva Therapeutics plc.
o/ . . . . . o/ . . . 0 ' ' ' ' ' EUCAST=European Committee on Antimicrobial Susceptibility Testing; I=intermediate; MIC=minimum inhibitory concentration; MICs,=minimum concentration : Helio S. Sader is an employee of JMI Laboratorles, which was contracted by
164 /0’ Skln/SOft tlSSUG mfeCthnS, 100 /0, Other |nfeCt|0nS, 06 /0) as part Of the 2017 Trimethoprim-sulfamethoxazole 0.25 >4 <012—>4 78.7 25 18.8 at which 50% of the isolates were inhibited; MICy,=minimum concentration at which 90% of the isolates were inhibited; R=resistant; S=susceptible. TetraCyC“ne 0.25 0.5 <0.06—>8 98.8 0.0 1.2 N . Th . h | .
SENTRY Surveillance Proaramm | =0 - - ' *2019 EUCAST criteria - _ Trimethoprim-sulfamethoxazole 0.25 0.25 <0.06-2 96.5 1.2 2.4 abriva Therapeutics to conduct these analyses. [=] ] =]
urvelliance ogra € EUCAST=European Committee on Antimicrobial Susceptibility Testing; I=intermediate; MICs,=minimum concentrations at which 50% of the isolates were "Penicillin MIC 22 mg/L for nonmeningitis breakpoint. |

LEF and comparators were tested by Clinical and Laboratory Standards Institute broth
microdilution,® and susceptibility was determined using the European Committee on
Antimicrobial Susceptibility Testing (2019) breakpoints®

inhibited; MICgy,=minimum concentrations at which 90% of the isolates were inhibited; R=resistant; S=susceptible.

*2019 EUCAST criteria.

TPercentages inhibited at proposed lefamulin breakpoint of <1 mg/L for S. pneumoniae are shown in brackets for comparison purpose only.
*Using oral breakpoints.

SUsing meningitis breakpoints.

TUsing nonmeningitis breakpoints.

*Percentages inhibited at proposed lefamulin breakpoint of <1 mg/L for S. pneumoniae are shown in brackets for comparison purpose only.
SUsing oral breakpoint.

TUsing meningitis breakpoint.

IUsing nonmeningitis breakpoint.

"Using erythromycin breakpoint.

*Resistant to tetracycline, erythromycin, and trimethoprim-sulfamethoxazole.

EUCAST=European Committee on Antimicrobial Susceptibility Testing; |=intermediate; MICs,=minimum concentration at which 50% of the isolates were
inhibited; MICq=minimum concentration at which 90% of the isolates were inhibited; R=resistant; S=susceptible.

*2019 EUCAST criteria.

TPercentages inhibited at proposed lefamulin breakpoints of <4 mg/L for H. influenzae and <0.5 mg/L for M. catarrhalis are shown in brackets for comparison
purpose only.

*Percentages are the same when applying oral and intravenous breakpoints, respectively.

$SPercentage of wild type based on epidemiologic cutoff value. EUCAST version 8.0 2018.
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