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CONCLUSIONS

INTRODUCTION RESULTS

»  Community-acquired bacterial pneumonia (CABP)isa °* LEF showed potent antibacterial activity against all Table 1. Activity of Lefamulin and Comparators Against CABP Pathogens Table 3. Activity of Lefamulin and Comparators Against Drug- Table 4. Activity of Lefamulin and Comparators Against S. aureus Table 5. Activity of Lefamulin and Comparators Against

i ion- italizati tested CABP pathogens and its activity was not Resistant S. pneumoniae H. influenzae, H. parainfluenzae, and M. catarrhalis L ..
common infection-related cause of hospitalization and/ pathog y P P * LEF demonstrated potent in vitro activity

affected by resistance to other antibiotic classes MIC 5000, ug/mL ng/mL CLSI* CLSI
ug/m against this contemporary (2017) collection
Antimicrobial Agen Artimicrobial Agerd g 4 baclrial

: . . s (Table 1) Amoxicillin-
ASIa-PaCIfIC, and North America™ Lefamulin |clavulanic acid |Azithromycin| Ceftriaxone [Moxifloxacin| Tigecycline . . .
: Antimicrobial Agent of community-acquired bacterial pathogens

. . G S : : _
Annual CABP care costs an estimated €10.1 billion' in Streptococcus pneumoniae S. pneumoniae 1862 012/0.25 <003/2  0.06/>4 0031 012/025 0.06/0.06 Penicillin-resistant™ S. pneumoniae (n=268)

o . S. aureus (n=428 : collected worldwide from patients with
Europe and >$17 billion in the United States® * S. pneumoniae isolates showed resistance to A — o i o — 1 mmm 100.0]* -- ( ) H. influenzae (n=550) -~ mot oot P i ol
. . . - icilli istant* _ _ > >4/> _ 25 0. _
causing pathogens and safety concerns around §1f'-4 /")’I_t”m(ezt;%‘g/”)m'sh“'famettzoxazo'e (I18-4 I/O), and Macrolide resistantt 667 0.12/0.25  0.5/>4  >4/>4 0.52  0.12/0.25 0.06/0.06 Azithromycin >4 >4 <003—>4 157 07 836 Aol el » — [ patients with pneumonia compared with the
: ey : : etracycline .J7/0), Wnereas tney were jargely Ceftaroline 012 0.25 0.03—>1 99 3 _ _ Azithromycin 0.06—>32 _ 43.2 moxicillin-clavulanic aci —
avallable antibiotics fjnve a worldwide need for new susceptible (284%) to the tested cephalosporins and Multidrug resistant* 162  0.06/0.12 4/>4 >4/>4 1/2 0.12/0.25 0.06/0.12 Ceftriaxone 1 5 0.95_57 595 608 340 Armoicillic e ” I | = | o most potent comparator agents used to treat
CABP treatment options® fluoroquinolones (Table 2) ' 6607 276 643 Ceftaroline 0.25 1 <0.06—4 925t 75 0.0 ; | o ' ' ' CABP
| I N - S. aureus 428 0.06/0.12 _ 0.5/>32  0.25/1¢ <0.06/>4 012/0.12 ' ' ' AL 1 > S Son e ~
* Lefamulin (LEF) is a first-in-class pleuromutilin antibiotic ¢ |LEF inhibited 99.5% of S. pneumoniae isolates at Clindamycin >2 >2 <0.25—>2 46.3 0.7 53.0 T S . il als oo e y = ' e | EF fivit fracted b it "
in phase 3 clinical development for intravenous (IV) and <0.25 yg/mL, with MIC.,4, values of 0.06/0.12 pg/mL MRSA 151 0.06/0.12 - >32/>32 1/23 2/>4  012/0.25 Erythromycin >16  >16 <0.015—>16 157 0.0 84.3 y | o ' ' ' Cefepime 012 025  <0.015-—>2 998  — _ ac 'Y' y VYaS una eC_ c y resis anC_e O
oral treatment of CABP"® for multidrug-resistant and penicillin-resistant subsets e I 1 [ T I R Levofloxacin 1 2 0.5->4 966 00 34 Bralic 012 1 <0.06->8 951 30 19 Ceftriarane | 1 1 1 other an.tlblotlc classes, mcludlr\g macrolides,
— LEF selectively inhibits bacterial protein synthesis and 0-12/0.25 ug/ml. for the macrolide-resistant subset Moxifloxacin e I U SR B fluoroquinolones, and tetracyclines
ov binding ¢ ti/\ 50S rib | P ounit )’:th A (Table 3) H. parainfluenzae 92 1/2 0.5/1 0.5/2 0.004/0.06 0.06/>2 0.25/0.5 Penicillin 2 4 2_>4 0.0! 00 1000 Erythromycin 0.25 >8 <0.06—>8 56.3 3.5 40.2 Ciprofloxacin 0.015 0.015 0.008—>1 98.9 = =
Yy bInding 10 the roosomal subunit at the A- 0.0" _ 100.0 . | ° : :
and P-sites in the peptidyl transferase center'® Staphylococcus aureus M. catarrhalis 227 0.06/0.06 =0.25/<0.25 0.015/0.03  0.25/1  0.06/0.06 0.06/0.06 58.6" 369 45 Gentamicin <1 >8 <1—>8 883 07 1.0 Clarithromycin 5 10 R I IR I These in vitro data suggest that LEF may offer
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(Figure 1) - S. aureus isolates overall, and particularly methicillin- B-hemolytic 18 003/003 - 0.03/81  0.06/0.06 0.12/0.25 0.06/0.06 I_e"acy‘;_“”e ; :6 ; 142 000'122 04112 8?;8;* B —  evefloxacin R e Wi el el e N e 'mp P _ PY |
* LEF was noninferior to moxifloxacin in two phase 3 resistant S. aureus (MRSA) strains, were resistant to SEpEEeeeys SR Tﬁ:gﬁ;g:m_ o o <01 2__ — 11_2 6; 5 | | | | | Tetracycline 0.5 1 0.12—>8 984 0.2 15 Op’[IOn. fc?r CA_BP’ In particular, where resistance
trials (one 1V-to-oral switch study and one oral-only macrolides (40.2% and 70.2%, reSpeCt'Veo'y’ reS'Sta”(t) O Viridans group 13 0.06/2 - 0.03/>16!  0.12/0.5 0.12/0.25 0.06/0.12 sulfamethoxazole o | | | Linezolid 1 - 0.25-4 1000 - 00 Tigecycline 025 0.5 0.03-2 86.2f - - to antimicrobials commonly used for CABP
StUdy) in adults with CABP79 erythromycm) and quoroqumc.)IoneS.(26.4A> and 67.5%, Streptococcus spp. | | |S hlgh
respectively, resistant to moxifloxacin; Table 4) - ) B L SIClenl e Laberatory Standarde Inctitute: MIG—mi e mm PP -- Moxifloxacin <0.06 >4 <0.06—>4 70.3 33 264 Trimethoprim- 0.12 >4 <0.06—>4 629 40 331
® I I I I I L . =community-acquire dactlerial pneumonia, =clinical an aboratory otandards Institute, =Mminimum m
Th? f)bJeCtlve of this StUdy was 1o ev.aluate the In vitro * LEF showed potent activity against S. aureus as well as  innibitory concentration; MICs,=minimum concentration at which 50% of isolates were inhibited; MICg,=minimum ] . sulfamethoxazole
aCtIVIty of LEF and comparators agalnst a MRSA_ with |\/||C50/90 values of 0.06/012 pg/mL for both concentration at which 90% of isolates were inhibited; MRSA=methicillin-resistant S. aureus. Amoxicillin-clavulanic acid <0.03—>4 83.8 10.7 Oxacillin 0.5 >2 0.25—>2 64.7 — 35.3 H. parainfluenzae (n=92)
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"y —_ . . =V. — . . . ertriaxone . . =U. — . — —
the B-Iaotgmase—posﬂwe subset (n=144; data not S. pneumoniae (n=1862) 28.0° - 120 mmm [98.61 .- (6) Peyrani |’ et al. Expert Rev Respir Med. 2019:13(2):139-152.
shown), with MIC.,,¢, values of 0.5/2 ug/mL for both mm B 1100.07" -- 85.5% 12.7 1.8 Ciprofloxacin 0.015 >1 <0.004—>1 88.0 — — (7) File TM Jr, et al. Clin Infect Dis. 2019; doi: 10.1093/cid/ciz090
si efamulin - . _ _ ’ A '
W NA Haemophilus parainfluenzae letracycline S S NS B Aziromyein H1emes 195 Clarithromycin 8 16 05->16 685 228 87  (8) EyalZ etal SciRep. 2016;6:39004.
| | | Amoxicillin-clavulanic acid <0.03 <0.03—>4 93.1 Tigecycline 0.06 0.06 0.015-0.25 92.4** — - Ceftaroline 1 2 0.25-_4 788t 212 00 Moxif _ 0.08 59 <0.008_>2 85 7 (9) Alexander E, et al. Oral lefamulin is safe and effective in the treatment of
Lefamulin * H. parainfluenzae isolates were largely susceptible to all Azithromvein 0.06 -4 <0.03_>4 637 0.6 35 7 Trimethoprim- 1 >4 <0.12—>4 495 173 33.2 oxirioxacin ' e ' B B adults with community-acquired bacterial pneumonia (CABP): results of
| antimicrobial agents except ampicillin (15.2% resistant), Y ' - ' ' | sulfamethoxazole Clindamycin 0.06 > <0.03->2 536 00 464 Tetracycline 0.5 1 0.25—>8 924 00 76 Lefamulin Evaluation Against Pneumonia (LEAP 2) study. Abstract LB6.
ydrogon bond () clarithromycin (8.7% resistant), and trimethoprim- Ceftaroline <0.008 012  <0.008->1  99.9 - - _ _ Presented at: IDWeek, October 3-7, 2018; San Francisco, CA.
505 Ribosome sulfamethoxazole (16.3% resistant; Table 5) P on — T T T mmm 1000F] | B 012 8  <006->8 868 86 46 tigecyeiine R R R =~ = T (10) Clinical and Laboratory Standards Institute. Performance standards for
» LEF inhibited H. parainfiuenzae isolates at MICq, | ) I - Amoxicillin-clavulanic acid 1->4 429 186 385 | Trimethoprim- <006 4  <006->4 793 43 163 antimicrobial susceptibility testing: 2th informational supplement. Wayne,
values of 1/2 pg/mL (Table 5) . : : Azithromycin " > 7 T S0 Neers Erythromycin >8 >8 <0.06—>8 26.5 3.3 702 sulfamethoxazole PA: Clinical and Laboratory Standards Institute; 2018. M100Ed28E.

Clindamycin <0.25 > <0.25—>2 80.8 0.4 18.8 (11) Clinical and Laboratory Standards Institute. Performance standards for

M EH OD S Moraxella catarrhalis Ceftaroline 012 1 025 0.06-0.5 100.0 B B Gentamicin <1 >3 <1->8 768 20 212 M. catarrhalis (n=227) antimicrobial susceptibility testing, 29th edition. Wayne, PA: Clinical and
Erythromycin 0.03 >16 <0.015—>16 63.7 0.4 35.8 Ceftriaxone 1 2 0.5—>2 438 46.3 494 < + Laboratory Standards Institute; 2019. M100Ed29.
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M. catarrhalis isolates included a substantial proportion Levofloxacin

+  As part of the 2017 global SENTRY Antimicrobial of B-lactamase producers (96.9%) and were largely Levofloxacin 1 2 0.25—->4 98.0 0.3 1.7 Clindamycin >2 >2 <0.25—>2 21.0 1.2 778 Amoxicillin-clavulanic acid <0.25 <0.25 <0.25-2 100.0 Acknowled ments
- - - susceptible to all tested antimicrobial agents (Table 5) Erythromycin >16  >16 1—>16 0.0 0.0 100.0 Linezolid 1 2 0.5-2 1000 - 00 9
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ey L . : _ Funding for development of this poster was provided by Nabriva Therapeutics to
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