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RESULTS (continued)

Table 2. TEAEs Leading to Discontinuation of Study Drug

Patients, n (%)

RESULTS (continued)

RESULTS (continued)

Liver and Renal Function

CONCLUSIONS

* Fewer patients receiving lefamulin (0.7%) reported a hepatobiliary system organ * | efamulin demonstrated high response rates for ECR and IACR

INTRODUCTION METHODS (continued)

* The burden of community-acquired pneumonia (CAP) is significant,’ with annual
costs approximately €10.1 billion in Europe and over $17 billion in the United
States?*

* Lower rates of gastrointestinal system organ class TEAEs were reported in the
lefamulin group compared with the moxifloxacin + linezolid group (6.6% [18/273]
vs 13.6% [37/273], respectively)

Figure 1. Study Design

class AE compared with moxifloxacin + linezolid (1.5%) that were noninferior to the competitor, moxifloxacin + linezolid

*  The most commonly isolated CAP bacterial pathogen is Streptococcus pneumoniae. Le:’ir;;g”* — Substantially fewer patients taking lefamulin reported diarrhea compared with
Other common causes of community-acquired bacterial pneumonia (CABP) include
Haemophilus influenzae, Moraxella catarrhalis, and Staphylococcus aureus®

Elevations in liver transaminases (alanine aminotransferase and aspartate
aminotransferase) were uncommon and comparable across both treatment

those taking moxifloxacin % linezolid (0.7% [2/273] vs 7.7% [21/273]; Table 1) * The overall rate of AEs was similar for the 2 treatment groups

as were the rates of treatment-related AEs (15.0% for lefamulin

Preferred Term
TEAEs leading to

Lefamulin Moxifloxacin * Linezolid
n=273 n=273

* No cases of Clostridium difficile infection were reported in either group

* New therapies for CABP are needed because of the rise of antibacterial * More patients receiving lefamulin than moxifloxacin + inezolid reported infusion discontinuation of study drug* 8(2.9) 12 (4.4) aroups (Table ) . o | vs 14.3% for moxifloxacin * linezolid); treatment-related SAEs
resistance and the undesirable risks and side effects associated with current et site pain (2.9% [8/273] vs 0%) and infusion site phlebitis (2.2% [6/273] vs 1.1% * No patients met the laboratory criteria for Hy’s law, an indicator of drug-induced were uncommon
treatments®" i:&ﬂz; >3 days (6 doses) of IV therapy TOCF:':Z";"UP . [3/273]; Table 1) Atrial fibrillation 0 1 (0.4) liver injury
GG = ith option to switch to oral th o _ infusion site- i - * The overall rates of TEAES, as well as severity and relatedness
* Lefamulin is a novel semisynthetic pleuromutilin antibiotic in development for the present with (N=551) - bgspelgr;nop?\gégfingdo;?gnse;? . and ||:tsét %?Iso?lv-up of the|feC\|N tlnfl:S:jondSIte :je_latedt_TEA;!Es _re1por’f[.ed,tc;n:(y 1 qu fe achl_t reatr;e1nt Bradycardia 1(0.4) 0 * Changes from baseline in creatinine levels were comparable across both groups were similar in the Iefamulir,1 and moxi floxaCiny+ inezolid arou S’
treatment of CABP. Lefamulin inhibits protein synthesis by binding selectively and CABP Randomization ~ improvement and 30 + 3 days after group fed to study drug discontinuation. 1 patient taking iefamulin and 1 Cardiac failure congestive 1(0.4) 0 during treatment, with 0.8% and 0% of patients in the lefamulin and moxifloxacin - Jerf?
ficall n vl ; £ the 508 rib | subunit®? 11 investigator discretion 1st dose patient taking moxifloxacin x linezolid discontinued because of infusion site . . _ o _ e The incid £ trointestinal t | AE
specifically to the peptidyl transferase center of the 50S ribosomal subunit ) " SIS - Infusion site erythema 0 1(0.4) + linezolid arms reporting both >2 x the upper limit of normal and >100% increase € Inciaence of gastrointestinal systém organ Class AES Was
Phiebitis and infusion site erythema, respectively {Table 2) ine | ini lower in the lefamulin group, driven mainly by fewer patients
*  7.0% (19/273) of patients taking lefamulin and 4.8% (13/273) taking moxifloxacin Infusion site phlebitis 1(0.4) 0 from baseline in creatinine values on lefamulin com aredg WitE ,moxi floxacin }I/_ |i?1lezoli ] fe ortin
OBJ ECTIVE + linezolid experienced a treatment-emergent serious AE (SAE), of which Cystitis 0 1 (0.4) Table 4. Maximum Postbaseline Elevation in Liver Enzymes _ o P o - P 9
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predefined time points. Blood tests were sent to a central laboratory for analysis

For cardiac evaluations, triplicate 12-lead electrocardiograms were performed
within a 5-minute interval at screening and on days 1 and 3

A similar percentage of patients receiving lefamulin (15.0%) or moxifloxacin  linezolid
(14.3%) experienced a treatment-related TEAE. Most were mild or moderate in
severity (Table 1)

(0.4% [1/273] and 0.7% [2/273]; Table 2)

TEAESs leading to study discontinuation occurred in 1.8% (5/273) of patients taking
lefamulin and 4.0% (11/273) taking moxifloxacin z linezolid

reaction; dinfectious pleural effusion, lung abscess, pneumonia, pulmonary tuberculosis, sepsis, urinary tract infection,
viral pharyngitis; ¢alanine aminotransferase increased, liver function test increased; 'hypokalemia; bronchial carcinoma,
lung neoplasm, squamous cell carcinoma of lung, testicular seminoma (pure); "cerebrovascular accident; 'acute respiratory
failure, bronchial disorder, chronic obstructive pulmonary disease, pleurisy, pulmonary embolism, pulmonary necrosis;
Jangioedema; ¥shock hemorrhagic.

28" European Congress of Clinical Microbiology and Infectious Diseases; April 21-24, 2018; Madrid, Spain

QTcF=QT interval, Fridericia correction.
*Lefamulin (n=264) and moxifloxacin * linezolid (n=262).
TLefamulin (n=273) and moxifloxacin * linezolid (n=273).
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