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ABSTRACT (amended) METHODS RESULTS

Background: Lefamulin is the first semi-synthetic pleuromutilin antibiotic for IV and
oral use in humans and is currently in Phase 3 trials for the treatment of CABP in
adults. Lefamulin effectively and selectively inhibits bacterial translation by binding
to the A- and P-site of the peptidyl transferase center (PTC) via an induced fit
mechanism whereby nucleotides in the PTC shift and tighten the binding pocket
around lefamulin. ¥? In addition to its potent activity against typical respiratory

" Lefamulin demonstrated potent activity against this contemporary =
collection of bacterial isolates collected from pediatric patients in 2015.

As part of the SENTRY surveillance 776 unique bacterial isolates were
collected from pediatric patients (<17 years old) in the US in 2015.
Susceptibility testing was conducted using the CLSI broth microdilution
method and susceptibility was calculated using CLSI 2017 breakpoints.” QC
reference organisms were tested concurrently for lefamulin and comparator

Lefamulin displayed potent antibacterial activity with 100% of all
S. pneumoniae inhibited at concentrations of <0.25 mg/L and 100% of

= MIC distributions of lefamulin for isolates collected from pediatric and H. influenzae isolates at <2 mg/L (Table 1, Figure 2).

adult patients are shown in Figure 1. MICs /5o and summarized in Table 1.« | efamulin demonstrated potent activity against pediatric M. catarrhalis

Table 1. In vitro activity [mg/L] of lefamulin and comparators against and 5. aureus (including MRSA) with MICe, of 0.12 mg/L for both

pathogens, lefamulin also covers atypical respiratory pathogens including agents. ) h I df diatri ) organisms.
Mycoplasma: - pneumoniae, — Chlamydophila  pneumoniae  and  Legionella respiratory pathiogens cotlected from peclatric patients = S. pneumoniae isolates were highly susceptible to levofloxacin (100%)
pneumophila.>> This study investigated the susceptibility of respiratory pathogens . Organism (N) MIC MIC Range 9% S2 9% R2 - P . , , sy P , o0
. . . . S. pneumoniae 50 90 amoxicillin/clavulanic acid (95.3%) and ceftriaxone (98.1%) but showed
collected in 2015 from pediatric patients to lefamulin and comparator agents 200 m Pediatric (n=360) _ . . .
commonly used to treat CABP @ = Adult (n=360) S. pneumoniae (360) reduced susceptibility to azithromycin (46.7%).
| o | c_ngO Lefamulin 0.06 0.12 <0.008 to 0.25 , . : : - : :
Methods: A total of 776 unique bacterial isolates were collected in the US from @ 100 Amoxi/C 003 , 003 10 o2 o 2 Lo H. influenzae isolates were susceptible to amoxicillin/clavulanic acid,
pediatric patients (<17 years old) with community-acquired respiratory tract S - nr.mX| av. - =Y 10 ' ' azithromycin, and levofloxacin (all 100%), while 21.2% of the isolates had
infections (CARTI; 477), hospitalized with pneumonia (282), bloodstream infections @ m - Azithromycin 0.12 >4 <0.03 to >4 >3.1 46.7 resistance to trimethoprim/ sulfamethoxazole.
(14) or other infections (3). Lefamulin and comparators were tested by CLSI broth s 0 — Ceftriaxone 0.03 1 <0.015to >2 98.1 1.1° . 25 9 : . .
, , .9% of H. influenzae isolates were [3-lactamase positive
microdilution methods, and susceptibility was determined using the CLSI (2017) > =0.008 0.015 003 M?g?mglgjlz 025 05 1 2 Clindamycin <0.12 >1 <0.12to>1 38.1 11.9 0_ f p. .
breakpoints. 7 MIC distributions for lefamulin were also compared to those obtained Levofloxacin 1 1 0.5to0 2 100.0 0.0 = S. aureus isolates (28.9% MRSA) were 100% susceptible to vancomycin
from isolates collected from adults as part of the 2015 SENTRY program. S aureus Linezolid 1 1 0.12 to0 2 100.0 i a".‘d Iinez.olid. The susceptibility. to azithromyci.n was 54.1%, to
Results: Lefamulin displayed potent antibacterial activity, inhibiting all o 200 = Pediatric (n=246) Penicillin <0.06 1 <0.06 to 4 9.4 8.9hb clindamycin 85.8% and to levofloxacin 78.0%, respectively
S. pneumoniae (n=360) isolates at <0.25 mg/L (MICyy,q5, 0.06/0.12 mg/L) and all & 150 ® Adult (n=260) VenEerE 0.5 0.5 <0.03 t6 0.5 100.0 ) = Among MRSA (n=71), susceptibility to azithromycin (18.3%),
H. influenzae (n=85) isolates at <2 mg/L (MICsy/q0, 0.5/1 mg/L). Lefamulin showed 2100 s. aureus (246) clindamycin (66.2%) and levofloxacin (38.0%) was lower than among
potent activity against M. catarrhalis (n=85) and S. aureus (n=246) with MIC,, and ‘s . MSSA
MIC £0.06 . . . =~ 50 Lefamulin 0.06 0.06 <0.03 to >1 - - :
o9 OF 0.06 mg/L and 0.12 mg/L, respectively. S. pneumoniae were susceptible (S) I3 J . .
to levofloxacin (LEV, 100%), ceftriaxone (CTR, 98.1%) and amoxicillin/ clavulanic acid c O — — Azithromycin 0.5 >4 0.06 to >4 >4.1 43.5
(AMC, 95.3%) but showed reduced susceptibility to azithromycin (AZM, 53.1%) and > =0.03 OI\/}|2C [mg/EjZS 0.5 1 >1 Ceftaroline 0.25 0.5 <0.06to 1 100.0 0.0 CONCLUSIONS
penicillin (59.4%-at <0.06 mg/L). H. influenzae, of which 27.1% were [3-lactamase Clindamycin <0.25 >2 <0.25 to >2 85.8 14.2
i1t 0 0 0 i 0 i 1 (] () [ [ [ ] [ ] [ ) [ ]
po§|t|ve, were S to AMC .(1004), LEV (100%) and AZM (100%), while 21.2% displayed H influenzac Levofloxacin 0.25 >4 0.06 to >4 78.0 20.7 = Lefamulin displayed potent, in vitro antibacterial activity
resistance to trimethoprim/sulfamethoxazole. S. aureus (28.9% MRSA) were 100% S 40 ' Linezolid 1 1 0.5 to 2 100.0 0.0 . . :
. . . . . ¢ m Pediatric (n=85) ' ' ' consistently across all respiratory pathogens that cause CABP in
to vancomycin and linezolid, but only 54.1% and 78.0% were S to AZM and LEV, o 1
: ) - _ o = 30 = Adult (n=85) Oxacillin 0.5 >2 <0.25 to >2 71.1 28.9 ediatric patients in the US
respectively. Lefamulin’s activity was not affected by resistance to other antibiotics. > Vancomycin 0.5 1 0.95 to 1 100.0 0.0 P P .
Conc.:lusmn: Lefamulin demonstra.ted potent in vitro f‘;\ntl.bacte_rlal activity against 5 . H. influenzae (85) = MIC distributions of pediatric isolates were similar to those from
respiratory pat.hogens collected in the. U S. from pediatric patients and was not g Lefamulin 0.5 1 <0.12 to 2 - - isolates collected from adults and not affected by the resistance
affected by resistance to the other antibiotics tested. These results, as well as the c 0 . to oth tibiotic cl
tolerability profile of lefamulin, support the continued clinical development of = =0.03 006 012 |\9||(2:5[ /L] >4 Amoxi/Clav 0-5 2 =0.12to4 100.0 0.0 O OtRET antiDIOTIC CIasses.
: : o : mg Ampicillin 0.25 >8 0.12 to >8 72.9 25.9 . . ..
lefamulin to treat CABP in pediatric patients. s | = The results of this study support the continued clinical
_ Azithromycin 1 2 0.25to 4 100.0 - d | t of lef lin the t t t of RTI. includi
INTRODUCTION a0 M. catarrhalis Cefepime 0.06 0.12 <0.015 t0 2 100.0 i Cz‘;?pm:nlt ° de ar:.utlr.I ort. ‘: reatment o » INCIUCIng
. . . . . : IN AAUits an ealatric patients.
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