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Place in therapy - Scenarios

 On label (choice by parameters other than efficacy)

 Off label (best option or failure of on label options)



Place in therapy - Scenarios

 Nuovi long acting vs. altre opzioni



Characteristics of dalbavancin

 Semisynthetic lipoglycopeptide
 Structurally similar to teicoplanin
 Some modifications and a lipophilic tail, that confer extended half-

life and improve its anti-staphylococcal activity

Bailej J et al. Am J Health Syst Pharm 2008; 65:599–610
Bassetti M et al. Curr Opin Infect Dis 2021; 34:96-108



Mechanism(s) of action

 Inhibition of transglycosylation 
 Inhibition of transpeptidation

Ciabatti R et al. Farmaco 1997; 52:313–321
Bassetti M et al. Curr Opin Infect Dis 2021; 34:96-108



PK characteristics

 Prolonged terminal half-life of 346 hours
 High protein binding (93%)
 Most of the drug is excreted in the urine (adjustment for CLCr <30 

mL/min)

Marbury T et al. J Clin Pharmacol 2009; 49:465–476
Bassetti M et al. Curr Opin Infect Dis 2021; 34:96-108



Dalbavancin - Efficacy in RCTs

Boucher HW et al. N Engl J Med 2014; 370:2169–2179
Dunne MW et al. Clin Infect Dis 2016; 62:545–551

Bassetti M et al. Curr Opin Infect Dis 2020; 33:110-120



Safety of dalbavancin

 Pooled data from RCTs
 Lower rates of nephrotoxicity than 10 days of iv vancomycin (3.7% 

vs. 9.3%

Gonzalez PL et al. Infect Dis Ther 2021; 10:471-481



Bassetti M., et al. Curr Opin Infect Dis. 2021 Apr 1;34(2):96-108



Bassetti M., et al. Curr Opin Infect Dis. 2021 Apr 1;34(2):96-108



Bassetti M., et al. Curr Opin Infect Dis. 2021 Apr 1;34(2):96-108



Simon S., et al. J Antimicrob Chemother 2022; 77: 2274–2277







Pascale R., et al. Journal of Global Antimicrobial Resistance 30 (2022) 390–394



Open Forum Infect Dis 2022. doi: 10.1093/ofid/ofac335



Characteristics of oritavancin

 Semisynthetic lipoglycopeptide
 Structurally similar to vancomycin
 May retain some activity in presence of VanA and VanB-mediated 

vancomycin-resistance

Brade KD, et al. Infect Dis Ther 2016; 5:1–15
Biavasco F, et al. Antimicrob Agents Chemother 1997; 41:2165–2172

Cooper RD, et al. J Antibiot (Tokyo) 1996; 49:575–581
Domenech O, et al. Biochim Biophys Acta 2009; 1788:1832–1840



Mechanism(s) of action

 Inhibition of transglycosylation (similar to vancomycin)
 Inhibition of transpeptidation (contributing to its activity against 

vancomycin-resistant strains)
 Membrane depolarization and permeabilization

Zhanel GG, et al. Drugs 2010; 70:859–886
Munch D, et al. Antimicrob Agents Chemother 2015; 59:772–781

Zhanel GG, et al. Clin Infect Dis 2012; 54(Suppl 3):S214–S219.



Mechanism(s) of action

Brade KD, et al. Infect Dis Ther 2016; 5:1–15



PK characteristics

 Prolonged terminal half-life of 200–300 hours
 Large Vd and high protein binding (85–90%)
 Elimination mainly through the reticuloendothelial system (no 

adjustments for kidney or hepatic failure)

Rubino CM, et al. Antimicrob Agents Chemother 2015; 59:3365–3372.
Mitra S, et al. Infect Drug Resist 2015; 8:189–197

Brade KD, et al. Infect Dis Ther 2016; 5:1–15
Bassetti M, et al. Expert Opin Drug Saf 2019; 18:635–650



Drug interactions

 Oritavancin is a weak inhibitor of CYP2C9 and CYP2C19, and an 
inducer of CYP3A4 and CYP2D6

 Patients treated with warfarin and receiving oritavancin should be 
monitored for possible bleeding

Bassetti M, et al. Curr Opin Infect Dis 2021; 34:96-108



Alteration of lab tests

 Possible alterations of some coagulation tests in the first hours/days after 
oritavancin administration (e.g., prolonged PT and prolonged aPTT) because 
of interaction of oritavancin with the phospholipid reagent

 i.v. unfractionated heparin sodium is contraindicated for up to 5 days after 
oritavancin administration, owing to inability to reliably monitor coagulation 
tests

 The results of the chromogenic factor Xa and the thrombin time assays are 
not affected by oritavancin administration

 False increase in vancomycin concentrations Bassetti M, et al. Curr Opin Infect Dis 2021; 34:96-108
Smelter FM, et al. J Clin Pharmacol 2022; 62:472-478

Belley A, et al. Antimicrob Agents Chemother 2017; 61:e01968–16



Indication and dosage (EMA)

 ABSSSI in adults

 1,200 mg administered as a single dose by intravenous infusion 
over 3 hours (in glucose 5%)

https://www.ema.europa.eu/



Oritavancin - Efficacy in RCTs

Corey GR et al. N Engl J Med 2014; 370:2180–2190
Corey GR et al. Clin Infect Dis 2015; 60:254–262

Bassetti M et al. Curr Opin Infect Dis 2020; 33:110-120



Safety in RCTs

 Safety of oritavancin in the SOLO studies was similar to vancomycin 
(most common AEs were nausea and headache in both arms)

 SAE were 7.4% for oritavancin vs. 7.3% for vancomycin in SOLO I
 SAE were 4.4% for oritavancin vs. 4.6% for vancomycin in SOLO II

Corey GR, et al., N Engl J Med 2014; 370:2180–2190
Corey GR, et al., Clin Infect Dis 2015; 60:254–262

MDR-GNB, multidrug resistant Gram-negative bacteria



Bassetti M., et al. Curr Opin Infect Dis. 2021 Apr 1;34(2):96-108



Bassetti M., et al. Curr Opin Infect Dis. 2021 Apr 1;34(2):96-108



Discussion

 Clinical need
 Lack of large RCT
 Good response rates in available experiences
 Need for economic studies
 Comparison with other new options



Giacobbe et al. Curr Opin Infect Dis 2020

ABSSSI



Bassetti et al. Expert Opinion on Investigational Drugs 2020, DOI: 10.1080/13543784.2020.1750595



Thank you
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