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Introduction

 Brand name: Xenleta

 Generic name: Lefamulin

 Pharmacological class: Pleuromutilin
antibacterial

 Strength and Formulation: 600mg tablets; 
150mg (in 15mL of 0.9% sodium chloride); per 
vial; solution for IV infusion after dilution

 Manufacturer: Nabriva Therapeutics

 How supplied: Bottles—30; Single-dose vials 
(w. diluent bags)—6

 Legal Classification: Rx



Xenleta



Indication 

 Treatment of adults with community-

acquired bacterial pneumonia (CABP) 

caused by the following susceptible 

microorganisms: Streptococcus 

pneumoniae, Staphylococcus aureus

(methicillin-susceptible isolates), 

Haemophilus influenzae, Legionella 

pneumophila, Mycoplasma pneumoniae, 

and Chlamydophila pneumoniae



Dosage & Administration

Tablets

 Swallow whole 

 Take with water at least 1hr before or 2hrs after a 

meal 

 600mg every 12hrs for 5 days 

 Moderate or severe hepatic impairment: not 

recommended 



Dosage & Administration

Injection

 150mg IV over 60mins every 12hrs for 5–7 days; 

may switch to 600mg tablets every 12hrs to 

complete the treatment 

 Severe hepatic impairment: 150mg IV over 60mins 

every 24hrs 

 Do not exceed the recommended dose and infusion 

rate



Considerations for Special 

Populations

 Pregnancy: may cause fetal harm; verify pregnancy 

status prior to initiating

 Nursing mothers: women should pump and discard 

human milk for the duration of treatment and for 2 

days after the final dose

 Pediatric: <18 years old: safety, efficacy not 

established

 Geriatric: early clinical response (ECR) rates in 

patients ≥65 were similar to ECR rates in patients 

<65 years of age and comparable across treatment 

groups



Considerations for Special 

Populations

 Renal impairment: no dosage adjustment is 

warranted in patients with renal impairment, including 

those on hemodialysis

 Hepatic impairment: 

 Xenleta Tablets have not been studied in patients with 

hepatic impairment; moderate or severe impairment: not 

recommended

 Dosage of Xenleta Injection should be reduced by 

extending the dosing interval for patients with severe hepatic 

impairment; no dosage adjustment is needed for mild or 

moderate impairment



Contraindications

 Tablets: concomitant CYP3A substrates 

that prolong the QT interval (eg, pimozide)

 may result in increased plasma concentrations 

of these drugs, leading to QT prolongation and 

cases of torsades de pointes



Warnings/Precautions

 Avoid in those with known QT prolongation, 
ventricular arrhythmias including torsades de 
pointes; if unavoidable, monitor ECG

 Evaluate if diarrhea occurs; discontinue if C. 
difficile-associated diarrhea is suspected or 
confirmed 

 Renal failure with dialysis 
 Hepatic impairment: monitor 
 Embryo-fetal toxicity 
 Advise females of reproductive potential to use 

effective contraception during and for 2 days 
after the last dose 



Interactions

 See Contraindications 
 Tabs & Inj: avoid concomitant Class IA (eg, 

quinidine, procainamide) or Class III (eg, 
amiodarone, sotalol) antiarrhythmics, 
antipsychotics, pimozide, erythromycin, 
moxifloxacin, TCAs, strong/moderate CYP3A4 
inducers, or P-gp inducers 

 Tabs: Avoid concomitant strong CYP3A inhibitors or 
P-gp inhibitors 

 Concomitant moderate CYP3A inhibitors or P-gp
inhibitors; monitor 

 Concomitant sensitive CYP3A substrates (eg, 
alprazolam, diltiazem, verapamil, simvastatin, 
vardenafil); monitor closely



Adverse Reactions

 Tablets: diarrhea, nausea, vomiting, 

hepatic enzyme elevation

 Injection: administration site reactions, 

hepatic enzyme elevation, nausea, 

hypokalemia, insomnia, headache

 Others: C. difficile-associated diarrhea, QT 

prolongation



Mechanism of Action

 Xenleta is a systemic pleuromutilin
antibacterial

 It inhibits bacterial protein synthesis through 
interactions (hydrogen bonds, hydrophobic 
interactions, and Van der Waals forces) with 
the A- and P-sites of the peptidyl transferase
center (PTC) in domain V of the 23s rRNA of 
the 50S subunit 

 The binding pocket of the bacterial ribosome 
closes around the mutilin core for an induced 
fit that prevents correct positioning of tRNA



Clinical Trials

 A total of 1289 adults with CABP were 

randomized in 2 multicenter, double-blind, 

double-dummy, noninferiority trials

 Trial 1 compared 5 to 10 days of Xenleta to 7 

to 10 days of moxifloxacin ± linezolid 

 Trial 2 compared 5 days of Xenleta to 7 days 

of moxifloxacin



Clinical Trials

Trial 1
 276 patients in the Xenleta arm (150mg by IV infusion 

over 60 minutes every 12 hours with option to switch 
to 600mg orally every 12 hours after at least 3 days 
of IV treatment)

 275 patients in the moxifloxacin arm (400mg IV every 
24 hours with option to switch to 400mg orally every 
24 hours after at least 3 days of IV treatment

 If methicillin-resistant Staphylococcus aureus was 
suspected at screening, patients randomized to 
moxifloxacin were to receive adjunctive linezolid 
(600mg IV every 12 hours, with the option to switch to 
600mg orally every 12 hours after at least 3 days of 
IV treatment); patients randomized to Xenleta were to 
receive linezolid placebo 



Clinical Trials

Trial 2

 370 patients in the Xenleta arm (600mg orally 

every 12 hours for 5 days)

 368 patients in the moxifloxacin arm (400mg 

orally every 24 hours for 7 days)



Clinical Trials

Efficacy end point

 Early Clinical Response (ECR) at 72 to 120 

hours after the first dose in the intent-to-treat 

analysis set (all randomized patients)

 Response was defined as survival with 

improvement of at least 2 symptoms, no 

worsening of any symptoms, and no receipt of 

non-study antibacterial treatment for CABP



Clinical Trials

Results

 Early Clinical Response Rates (ITT Analysis 

Set):

 Trial 1: 87.3% for Xenleta vs 90.2% for 

moxifloxacin; treatment difference: -2.9 (95% CI, 

-8.5, 2.8)

 Trial 2: 90.8% for Xenleta vs 90.8% for 

moxifloxacin; treatment difference: 0.1 (95% CI, 

-4.4, 4.5)



Clinical Trials

 Clinical response was also assessed by the 

Investigator at the Test of Cure (TOC) Visit 5 to 

10 days after the last dose of study drug

 Response was defined as survival with 

improvement of signs/symptoms based on 

Investigator’s assessment and no receipt of non-

study antibacterial treatment for CABP

 Investigator-assessed Clinical Response Rates at 

TOC:

 Trial 1: 80.8% for Xenleta vs 83.6% for moxifloxacin; 

treatment difference: -2.8 (95% CI, -9.6, 3.9)

 Trial 2: 87.0% for Xenleta vs 89.1% for moxifloxacin; 

treatment difference: -2.1 (95% CI, -7.0, 2.8)



New Product Monograph

 For more information view the product 

monograph available at:

https://www.empr.com/drug/xenleta/


