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• Lypoglicopeptides 
• Concentration-dependent bactericidal activity.
• Interfere with peptidoglycan transglycosylation and transpeptidation and 

so inhibit cell wall synthesis. 
• The presence of a lipophilic side chain in molecule prolongs the half-life 

of the drug and permits 1-time dosing.

Dalbavancina e Oritavancina



• Compared to vancomycin and teicoplanin,
these lipoglycopeptides have greater
potency and less potential for development
of resistant organisms.

• Currently FDA approved only for the
treatment of skin and soft tissue infections.

• They have potential use in the treatment of
other infections (case reports and
randomized clinical trials have
demonstrated success in treating more
deep-seated or morbid infections, such as
osteomyelitis, and endovascular infections,
which typically require extended antibiotic
durations).

• Long terminal half-lives wich may allow for 
infrequent dosing.
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o Pooled analysis of 2 phase 3, double-blind, 
double-dummy, international, multicenter, 
randomized trials (DISCOVER 1 and DISCOVER 2)

o Acute bacterial skin and skin-structure infection

o Dalbavancin 1000 mg d1, 500 mg d8 (659 pts) vs. 
Vancomycin iv for ≥3 days, then oral linezolid 600 
mg bid to complete 10-14d (653 pts)

o Primary end point: early clinical response
(cessation of spread of erythema and absence of
fever at 48 to 72 hours).





 Randomized, double-blind trial 
 N=698 adults
 Acute bacterial SSTI

• Dalbavancin 1500 mg either as a single 
intravenous infusion

• Dalbavancin 1000 mg IV on day 1 followed 
1 week later by 500 mg IV.

Conclusions: A single 1500-mg infusion of 
dalbavancin is non-inferior to a 2-dose 

regimen, has a similar safety profile, and 
removes logistical constraints related to 

delivery of the second dose.



o Phase 3, randomized, double-blind trial 
o Acute bacterial skin and skin-structure 

infections 
o Primary composite end point: cessation 

of spreading or reduction in lesion size, 
absence of fever, and no need for 
administration of a rescue antibiotic 48 
to 72

o Oritavancin 1200 mg a single intravenous 
dose (475 pts - mITT) vs. Vancomycin iv 
twice daily 7-10 days (479 pts - mITT)





Efficacy and safety conclusions from the SOLO II study 
were generally consistent with those of the SOLO I

o Phase 3, randomized, double-blind trial 
o Acute bacterial skin and skin-structure infections 
o Primary composite end point: cessation of 

spreading or reduction in lesion size, absence of 
fever, and no need for administration of a rescue 
antibiotic 48 to 72

o Oritavancin 1200 mg a single intravenous dose 
(503 pts - mITT) vs. Vancomycin iv twice daily 7-
10 days (502 pts - mITT)



2018

Results from the first phase of the CHROME
registry, a multicenter, multiyear, retrospective
observational study to characterize the
population of adult patients who have received
oritavancin

Conclusions: Clinical and microbiologic outcomes and 
safety of single-dose oritavancin 1200 mg were similar in this 
older patient population with multiple comorbid conditions to 

those observed in the phase 3 SOLO trials.



Dalbavancin:
• MSSA, MRSA, MSSE, 

MRSE
• VISA but poor activity versus 

VRSA
• Enterococci (and VRE only 

VanB)
• Streptococcus pneumoniae
• Clostridium spp

Oritavancin:
• MSSA, MRSA, MSSE, 

MRSE
• VISA and VRSA
• Enterococci (VRE VanA and 

VanB)
• Streptococcus pneumoniae
• Clostridium spp





56 patients were included dalbavancin, 71%; oritavancin, 25%;
both, 4%.

Indications for laLGP: ABSSSIs 36%, osteomyelitis 27%,
endocarditis 9%, catheter-associated bacteraemia and
pneumonia 4%, various other infections 21%.

Clinical success was found in 85% cases with adequate follow-up.

Mild adverse effects occurred in 11% of patients.

15 cases of osteomyelitis treated with laLGPs with a 92%
success rate

5 cases of endocarditis with a 100% success rate.

Projected reduction in hospital LOS: 514 days (9.18 days/person average) 

Projected reduction in hospital costs: $963456.72 ($17204.58/person average)



 A total of 101 patients included. 

 The treated infections were PJI (31%), osteomyelitis (29%), endocarditis (25%) and acute bacterial skin and soft tissue infections (12%). 

 Concomitant use of other antimicrobial substances was common (63%).

 Clinical success rate was 89%. 

 Side effects occurred in 3/101 patients. 

“We therefore speculate that treatment failure may have been caused by inadequate source control” 



 Retrospective observational study in 11 Italian hospitals

 206 patients treated with ≥1 dose of dalbavancin: 124 (60.2%) 

ABSSSI, 82 (39.8%) OTA

 No difference in clinical relapse rate between ABSSSI and OTA

 At the follow-up visit (~80 days) 81.3% patients recovered
ABSSSI OTHER INFECTIONS 



Bone penetration

Preclinical and Phase I bone penetration studies indicated that
dalbavancin concentrations were maintained above the MIC
range for Gram-positive pathogens (0.03–0.25mg/L) for up to 14
days post-dose. Dalbavancin mean non-infected cortical bone to
plasma AUC penetration ratio has been reported to be 13.1%.
This is higher than the mean ratio of vancomycin, previously
reported at 7%.

Limited published real-life clinical experience 
assessing the effectiveness and tolerability of 
dalbavancin in the treatment of osteomyelitis.



The MIC90 of dalbavancin for S. 
aureus is 0.06 µg/ml, with 99.9% of 

organisms inhibited at a concentration 
of 0.12 µg/ml.

1500 mg, day 1 
then day 8

1000 mg, day 1 then 
500 mg weekly for 

seven additional 
weeks

Evidence that dalbavancin distributes in the bone, 
skin, and articular tissue at concentrations that 

are expected to exceed the MIC for S. aureus for 
extended periods of time ( 6- to 8-weeks) after a 

significantly shortened dosing regimen.



Dalbavancin was well tolerated in this study; no patient 
discontinued treatment due to an adverse event, and no serious 

adverse events were considered related to dalbavancin.

The clinical response was similar in the dalbavancin group at Day
21 (94%), 6 months and 1 year (96%), so a two-dose regimen of
weekly dalbavancin (3 g overall) is effective for the treatment
of the first episode of osteomyelitis in adults.

Clinically 
evaluable

mITT

Primary endpoint: clinical response at day 42



• 134 patients were treated with oritavancin for acute
osteomyelitis.

• Oritavancin was administered an initial treatment of 1200
mg and then 800 mg weekly for a total number of doses of
four or five.

• Relapse or persistent infection was diagnosed in 9.7% of
patients.

• Adverse events were reported in 3.7% of patients
(hypoglycemia-related symptoms, tachycardia and
tachycardia with chest pain).

• Clinical success was observed in 118 (88.1%) of 134
patients at ETE

None of these patients were hospitalized due to adverse
events, and all patients eventually finished their treatment
regimens.



• Two hundred-forty patients were identified for screening with 96 
meeting criteria (27 in ORT and 69 in SOC groups).

• The pathogen most prevalent was methicillin susceptible 
Staphylococcus aureus (MSSA) (ORT 33.3% (9/27) vs SOC 
46.4% (32/69)). 

• In the full cohort of patients 7.4% (2/27) in the ORT group and 
18.8% (13/69) in the SOC group had the primary outcome of 
clinical failure (P = .336). 

• In the cohort of patients being treated for S. aureus (n = 64), 
13.3% (2/15) in the ORT group vs 20.4% (10/49) in the SOC 
group had clinical failure

• Patients treated with ORT for some of the most common 
non–deep-seated gram-positive BSIs had outcomes similar to 
patients treated with SOC.



 Eighty-three patients with median age of 73 years who 
received at least one dose of DBV were enrolled.

 59.04% had BSI and 49.04% IE (44.04% prosthetic valve IE, 
32.4% native IE, 23.5% pacemaker lead). 

 The most frequently isolated microorganism was 
Staphylococcus aureus in BSI (49%) and coagulase-negative 
staphylococci in IE (44.1%).

 All patients with IE were clinically cured in hospital; at 12 
months, there was 2.9% loss to follow-up, 8.8% mortality 
unrelated to IE, and 2.9% therapeutic failure rate. The 
percentage effectiveness of DBV to treat IE was 96.7%.

 The clinical cure rate for BSI was 100% during hospital stay 
and at 3 months.

 There were no recurrences or deaths during the follow-up. 



• 124 patients with median age of 67.4 years who received at least one 
dose of DBV.

• IE was native in 46.8%, late prosthetic in 24.2%, early prosthetic in 
19.4%, on pacemaker lead in 8.9%, and on pacemaker lead and valve 
in 0.8%. 

• The aortic valve was the most frequently involved (56.6%), followed 
by mitral (31.9%), tricuspid (9.7%), and pulmonary (1.8%) valves.

• Isolated microorganisms included coagulase-negative staphylococci 
(38.7%), Staphylococcus aureus (22.6%), Enterococcus faecalis 
(19.4%), Streptococcus spp. (9.7%).

• The total DBV dose administered to treat IE was 1500 mg (IQR 
1500–2093.7) for a median of about 2 weeks.

 Clinical success at 12 months was 95.2% when the patient lost to the 
follow-up was included, and 95.9% when only patients completing 
the 1-year follow-up were considered. The clinical cure rate for BSI 
was 100%



Retrospective multicentre cohort study of adult 
patients with Gram-positive cocci definite IE. 
Dalbavancin was used as a sequential therapy 
before discharge. Efficacy was a combined variable 
of clinical cure and absence of recurrence in 12-
month follow-up. Length of hospital stay, and the 
associated costs were analysed in both groups of 
treatment.

RESULTS: Twenty-two patients received dalbavancin 
and 47 SOC. The efficacy was similar between the 
groups (dalbavancin 18 vs. SOC 44. Hospital stay was 
shorter in the dalbavancin group especially in those 
with E. faecalis IE (dalbavancin 30 days vs. SOC 65 
days, p <0.001). A reduction of cost was observed 
between both groups. 

CONCLUSION: Dalbavancin could be a safe and 
effective option in the sequential treatment of 
patients with IE. Also, a cost reduction was detected, 
due to a significant shortness of hospital stay. 



For planktonic cells, the MIC of dalbavancin ranged
from 0.032 mg/l to 0.064 mg/l for MRSA and from 0.023
mg/l to 0.0625 mg/l for MRSE. For MRSA biofilms, the
microbicidal biofilm concentrations (MBC) of
dalbavancin ranged from 1 mg/l to 4 mg/l, and from 2
mg/l to 16 mg/l for MRSE.

From the results of this study, dalbavancin shows in-
vitro activity against biofilms with MRSA and MRSE
in concentrations between 1 and 16 mg/l, which are
concentrations easily reached in vivo, as mean plasma
concentrations have been shown to be > 35 mg/l for 7
days after one dose of 1000 mg

MBC, defined as the concentration of dalbavancin leading to a 50% reduction of biofilm



• Dalbavancin showed in vitro activity against VS enterococcal biofilms 
but not against VR enterococcal biofilms. 

• It inhibited biofilm formation at low concentrations. 
• These values were lower than those observed for other agents such as 

vancomycin and daptomycin.



The anti-biofilm efficacy of DAL was improved significantly by adding RIF. Although DAL 
resistance did not occur, RIF resistance appeared in all combination therapies and 
decreased their efficacy over time. DAL-RIF in vitro treatment appears to be a promising 
anti-biofilm therapy, but further studies are needed to evaluate the efficacy and risk of 
resistance in vivo.



Is monotherapy or combination therapy indicated in patients with ABSSSI?
Based on available studies, there are no data supporting the use of dalbavancin in combination with
other antibiotics in patients with ABSSSI. Indeed, dalbavancin mono-therapy is an efficacious
treatment option in these patients and combination regimens should be avoided unless highly
suspected or documented polymicrobial infections.

Is monotherapy or combination therapy indicated in patients with infections other than ABSSSI?
- Patients with bone and prosthetic joint infections
- Subacute/chronic infective endocarditis or intravascular device (that cannot be removed).

Cacopardo et al, ERAT 2022



Dalbavancin MICs 
decreased in combination 
testing against all isolates. 

The combinations of dalbavancin with cefazolin, cefepime 
and ertapenem were synergistic against all strains tested. 

The combination of dalbavancin and ceftaroline was 
synergistic against all strains except MRSA R7400. 

The combination of dalbavancin and oxacillin was synergistic 
against five of eight strains



Here we explore a case of MRSA central line associated bloodstream infection in which dalbavancin, and vancomycin non-
susceptibility emerged in a urine isolate collected after the patient was treated with vancomycin and dalbavancin sequentially.

This change in vancomycin and dalbavancin MICs was 
concomitant with fourfold increases in daptomycin and 

telavancin MICs despite a lack of exposure to those drugs.

The blood isolate was subjected to successive passage in vitro in the presence of escalating dalbavancin concentrations and the 
emergent isolate was subjected to repeat susceptibility testing: vancomycin and dalbavancin non-susceptibility isolates emerged.



Gatti et al, DDDT 2021



• Ottima efficacia  in vitro ne i confronti de i batteri Gram-pos itivi (anche  con profili MDR), anche  
in forma s ess ile  (in biofilm)

• Evidenza  di ottimi dati di e fficac ia  clinica  ne l trattamento di infezioni batte riche  di cute  e  
tessuti molli

• Ottimo profilo di safety

• Cons iderevole  ris parmio de lla  s pesa  s anita ria

• Dati insuffic ienti per numero e  qua lità  per indicazioni off-label anche  re lativamente  a l 
corre tto dosaggio da  utilizzare  

• Scarse  evidenze  su eventua le  vantaggio di utilizzo in regimi di combinazione, soprattutto per 
indicazioni off-label

Key points
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