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longed IV treatments, hospitalization costs, toxicities and 
the increase in antibiotic resistance, particularly with 
methicillin-resistant Staphylococcus aureus (MRSA) and 
vancomycin-resistant enterococci (VRE), have under-
scored the need for more effective treatment options.3 
Standard antibiotic therapy typically involves multiple IV 
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Abstract
Background: Oritavancin is a long-acting lipoglyco-
peptide antibiotic approved for acute bacterial skin 
and skin structure infections (ABSSSI) with potential appli-
cability across difficult-to-treat Gram-positive infections 
such as osteomyelitis, bacteraemia and endocarditis. 
This systematic review evaluates the efficacy, safety and 
clinical use of oritavancin across on-label and off-label 
indications.

Methods: MEDLINE and CENTRAL were searched (2011–
2024) for randomized trials, retrospective cohorts, case 
series and real-world evidence reporting clinical out-
comes following oritavancin administration. Risk of bias 
was assessed using Critical Appraisal Skills Programme 
(CASP) tools for randomized clinical trials and cohort 
studies.

Results: Twenty-five studies met inclusion criteria: 11 
evaluating ABSSSI (n=2311) and 14 assessing off-label use 
(n=692), including for osteomyelitis, bacteraemia and 
endocarditis. Across ABSSSI randomized clinical trials, 
oritavancin demonstrated clinical cure rates of 79.6–
83.3%, comparable to those of vancomycin. In retrospec-
tive studies, clinical success rates ranged from 85% to 
88% in ABSSSI retrospective studies and from 70% to 100% 

in off-label studies. Adverse events were primarily mild to 
moderate.

Conclusions: Oritavancin is effective for ABSSSI and 
may be a promising treatment alternative for selected 
Gram-positive off-label indications requiring prolonged 
therapy. Standardized dosing strategies and prospec-
tive trials are needed to define optimal regimens for 
off-label indications.
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Introduction
Gram-positive pathogens pose a significant challenge 
in the field of medicine, often requiring prolonged cours-
es of intravenous (IV) antibiotic therapy.1,2 However, pro-
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injections, which can be complicated for outpatient par-
enteral antimicrobial therapy due to catheter-related  
infections, travel restrictions and high failure rates 
amongst people with drug abuse disorders.3–5 Moreover, 
the financial burden associated with hospitalization fur-
ther adds to the challenge.6

Oritavancin, a long-acting lipoglycopeptide (laLGP), rep-
resents a promising therapeutic option in the treatment 
of Gram-positive infections.7 It has a triple mechanism 
of action that explains its potent in vitro and bactericidal 
activity. Oritavancin has concentration-dependent bac-
tericidal activity and an extended half-life (245 hours), 
maintaining serum and tissue therapeutic concentra-
tions for more than 7 days.6 Due to its long terminal half-
life, oritavancin requires only a single or a few injections 
offering a convenient and patient-friendly administra-
tion route.8 A new formulation of oritavancin was devel-
oped to allowed shorter infusion time (1 hour versus  
3 hours) and lower volume of dilution after recon-
stitution (250 mL versus 1 L) compared to the con-
ventional oritavancin formulation, as reported by 
Hoover et al.9 Additionally, oritavancin exhibits a broad- 
spectrum activity against Gram-positive pathogens, 
making it an effective alternative to other common 
treatments.10 Importantly, oritavancin has demon-
strated efficacy against vancomycin-resistant path-
ogens, further enhancing its therapeutic value.11 Whilst  
the FDA has specifically approved oritavancin for the 
treatment of acute bacterial skin and skin structure infec-
tions (ABSSSI), emerging literature suggests the poten-
tial for extending its use to other complicated infections 
such as osteomyelitis, septic arthritis and endocardi-
tis.12,13 This seems reasonable given that has bacteri-
cidal activity against non-replicating bacteria, activity 
against bacteria embedded in biofilms, and good pen-
etration into bone according to animal models.14

Considering the evolving evidence surrounding the 
extended applications of oritavancin, it is crucial to con-
duct a systematic review to comprehensively assess 
its effectiveness, particularly in off-label treatment. Our 
review aims to compare studies examining the efficacy 
of oritavancin in both on-label and off-label use. By 
evaluating a range of randomized controlled trials, case 
studies, and retrospective cohort analyses published 
between 2011 and 2024, we gather the available evi-
dence to elucidate the clinical cure and clinical success 
rates associated with oritavancin treatment.

Methods
Search strategy
Published articles (from 2011 to 2024) that reported out-
comes of clinical studies using oritavancin for on-label 

and off-label indications were identified through litera-
ture searches in MEDLINE/PubMed and Cochrane Central 
Register of Controlled trials (CENTRAL). The search terms 
were as follows: for the on-label indication: (“oritavancin” 
OR “ORI” OR “LY333328”) AND (“ABSSSI” OR “SSSI” OR “SSTI” 
OR “MSSA” OR “MRSA” OR “VRSA” OR “VRE” OR “VSE”); for 
the off-label indications: (“oritavancin” OR “ORI” OR 
“LY333328”) AND (“endocarditis” OR “bacterial endocar-
ditis” OR “infective endocarditis” OR “osteomyelitis” OR 
“bacteraemia” OR “bacteremia” OR “persistent bacter-
aemia” OR “bone/joint infection”).

Selection criteria
Two independent reviewers searched the literature and 
evaluated the studies for inclusion. Randomized control 
trials, case control studies, case reports/series, retro-
spective cohort analyses and real-world studies were 
considered eligible for inclusion. For on-label oritavancin 
treatment, inclusion criteria were as follows: adult pa-
tients (≥18 years) with a diagnosis of ABSSSI suspected 
or proven to be caused by a Gram-positive pathogen 
(the presence of wound infection, cellulitis, erysipelas or 
a major cutaneous abscess was required, with each le-
sion surrounded by erythema, oedema or an induration 
of at least 75 cm2); oritavancin as a treatment agent; 
and inclusion of at least one control agent. For off-label 
studies, inclusion criteria were as follows: adult patients 
(≥18 years) who received a diagnosis of major cutane-
ous abscess (with each lesion surrounded by erythema, 
oedema or an induration of at least 75 cm2) or endocar-
ditis or microbiologically confirmed osteomyelitis infec-
tion or bacteraemia; oritavancin as a treatment agent; 
and inclusion of at least one control agent. Studies not 
written in English language, reporting no data on effica-
cy and safety, secondary analyses of published data, or 
including paediatric patients were excluded.

Data extraction and outcomes
Data from the selected papers included the author, year 
of publication, study design, number of patients, pop-
ulation characteristics (% males and mean age), type 
of infection, treatment dosage and posology, compari-
son to other antibiotics, adverse events (AEs), follow-up, 
and therapy outcome. The primary outcome of the 
review was clinical cure, intended as the resolution of 
all signs/symptoms of infection (fever, white blood cell 
count, C-reactive protein) and no additional antibiotic 
therapy required. The secondary outcome was clinical 
success, intended as the composite of clinical cure or 
clinical improvement (partial resolution of clinical signs 
and symptoms) or the proportion of patients in clin-
ical failure. The different definitions were revised and 
assigned for consistency for each retrieved study. The 
time of assessment was heterogeneous and was not 
used to define the two outcomes. Readmission rates, 
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Figure 1.  Flow chart according PRISMA 2020 guidelines depicting the selection process of 
studies included in the review.

*List of reasons for exclusion: review (not a clinical trial/randomized clinical trial), the full text 
was not conducted, not in line with inclusion criteria, in vitro study, in vivo animal study, no 
data on efficacy, no data on efficacy and safety, non-clinical research, secondary analysis of 
published data, pharmacokinetic analysis, conference paper.

length of stay and adverse events for each study were 
also reported. The main pathogens of interest (MRSA, 
methicillin-susceptible Staphylococcus aureus (MSSA), 
Streptococcus spp., Enterococcus spp., VRE) reported in 
the studies were also collected.

Critical appraisal tool
To quantify the quality of each study, the critical apprais-
al tool the Critical Appraisal Skills Programme (CASP) 
was used to evaluate randomized clinical trials and 
retrospective studies with the relevant questionnaire. 
Results of the CASP are reported in Tables S1 and S2 of 
the Supplementary Material (available at: https://www.
drugsincontext.com/wp-content/uploads/2026/02/
dic.2025-9-4-Suppl.pdf).

PRISMA compliance and registration 
statement
This review was performed in accordance with PRISMA 
2020 guidelines, including eligibility criteria, structured 
search methods, risk of bias assessment and transparent 
reporting. A PRISMA flow diagram is provided in Figure 1. 
This review was not registered in PROSPERO due to its ret-
rospective nature and time constraints. Future reviews will 
be prospectively registered.

Ethical approval
Ethics approval was not required for this study; the re-
sults are based on previously publicly available data 
and do not involve any new studies of human or animal 
subjects performed by any of the authors.

Results
A total of 223 studies evaluating the on-label use of or-
itavancin in patients with ABSSSI were found (199 from 
PubMed and 24 from CENTRAL; Figure 1A). After duplicate 
screening (n=10), 178 papers were excluded as non- 
relevant (list of reasons including not being a clinical trial/
randomized clinical trial, the full test was not conducted, 
not in line with inclusion criteria, in vitro study, in vivo an-
imal study, no data on efficacy, no data on efficacy and 
safety, non-clinical research, or being a secondary anal-
ysis of published data, pharmacokinetic analysis, or con-
ference paper). The final selection included 11 papers in 
the analysis (Figure 1A), of which 6 were retrospective co-
hort studies15–20 and 5 were randomized clinical trials.9,21–24 
A total of 101 studies assessing oritavancin use in off-label  
treatment of other complicated infections were identified  
(74 from PubMed and 27 from CENTRAL; Figure 1B). No 
duplicates were identified in this search. After full-text 
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screening, 87 papers did not fulfil the inclusion criteria. At 
the end of the selection process, 14 studies were included 
in the analysis (Figure 1B), of which 11 were retrospective 
cohort studies16,17,25–33 and 3 were case reports.34–36 Orita-
vancin indications included treatment of complicated 
bacteraemia (n=10), osteomyelitis (n=9) or endocarditis 
(n=5). Three studies were included for both on-label and 
off-label analysis.16,17,31 One study evaluated the clinical 
success of both oritavancin and dalbavancin treatment 
without any distinction between the two agents with both 
laLGPs having a similar activity.16

On-label studies
A summary of the on-label included studies is provid-
ed in Table 1. In most of the on-label studies, oritavancin 
was administered in a single dose and compared 
to the standard of care (SoC) or vancomycin treat-
ment.15,16,18–20,22–24 Two studies evaluated oritavancin ac-
tivity administered at different dosing regimens: a 200 
mg daily dose for 3–7 days, a single 1200 mg dose, an 
infrequent 80 mg dose with the option for an additional 
400 mg dose on day 5,21 or single versus multiple doses.17 
Hoover et al. evaluated the pharmacokinetics, tolerabil-
ity and safety of a novel formulation of oritavancin with 
a higher concentration and shorter time of infusion than 
the conventional treatment.9 Generally speaking, orita-
vancin treatment demonstrated a comparable efficacy 
to conventional treatments in reported outcomes, whilst 
allowing less frequent injections and reducing both 
length of hospital stay (LOS) and costs. Three studies 
evaluated the clinical cure of single-dose oritavancin 
treatment both at the end of treatment and at follow-up, 
compared to multiple-doses of vancomycin treatment. 
In the three randomized, double-blind studies, orita-
vancin treatment proved to be non-inferior to multiple 
vancomycin doses and with similar rates of occurrence 
of AEs, reaching clinical cure in 79.6–83.3% of cases after 
14–21 days from treatment completion.22–24 Oritavancin 
single-dose treatment proved to be as effective as van-
comycin treatment in another retrospective study. At 
30 days follow-up, clinical cure was achieved in both 
groups in 90.2% of patients, with a significant reduction 
in LOS (19.5 h for oritavancin versus 85.98 h for vanco-
mycin).18 When oritavancin treatment was compared to 
other SoC treatments (daptomycin, dalbavancin, van-
comycin or others), rates of successful outcome were 
similar (90.2% for oritavancin and 77.4% for SoC), al-
though clinical cure at 30 days was significantly higher 
in the oritavancin cohort (73.2%) compared to the SoC 
cohort (48.4%). Notably, average LOS was significantly 
shorter (1 day versus 7.2 days, respectively), and hos-
pitalization costs were lower (US$2319 less/person).15 In 
another multicentre, randomized, double-blind study, 
different oritavancin doses were compared for clinical 
cure at 21–29 days. Reported clinical success rates were 

72.4% (55/76) in the daily-dose group (200 mg), 81.5% 
(66/81) in the 1200 mg single-dose group, and 77.5% 
(55/71) in the infrequent-dose group (800 mg dose, with 
the option for an additional 400 mg on day 5). Within 
the same dosage groups, the clinical success rates for 
patients with MRSA at baseline were 78.3% (18/23), 73.0% 
(27/37) and 87.0% (20/23), respectively.21

Oritavancin use was evaluated in another retrospective 
study that considered both on-label and off-label appli-
cations. In the ABSSSI subgroup, clinical success was 
achieved in 89% of cases, with most patients receiving 
a single dose (380/401, 94.8%) and a minority receiving 
more than one dose (21/401, 5.2%). Unfortunately, a com-
parison of the different dosages for this subgroup was 
not available but rather a general clinical success rate of 
87.7% (356/406) for the single-dose cohort and of 93.8% 
(30/32) for the multiple-dose cohort, comprising also 
other off-label applications, was given.17 Hoover et al. 
evaluated the safety profile of their novel, more concen-
trated formulation described above.9 AEs with the novel 
formulation proved to be lower (48%) compared to the 
conventional formulation (59.6%). One study evaluated 
the clinical efficacy of oritavancin (n=14) or dalbavancin 
(n=40) for ABSSSI and treatment of other complicated 
infections after previous antibiotic administration.16 Clin-
ical cure with absence of microbiological signs of infec-
tion within 60 months was reported in 86% of patients 
(pool results for oritavancin and dalbavancin), with 
oritavancin being also effective for VRE infections. Two 
studies evaluated the clinical success in terms of read-
mission rates. Whittaker et al. reported a significantly 
lower readmission rate for oritavancin-treated patients 
(7.1%) compared to SoC-treated patients (18.0%), with a 
lower LOS (3.5 days versus 5.6 days, respectively).19 Sad-
dler et al. reported readmission rates of oritavancin ver-
sus SoC at two timepoints of 30 and 60 days.20 In both 
cases, oritavancin treatment proved to more frequently 
avoid the need for hospitalizing patients than SoC (10.1% 
versus 60.7% at 30 days, 12.7% versus 60.7% at 60 days), 
as well as reducing the costs (5.9% lower).19,20 In both 
studies, all patients had prior antibiotic failures (in the 
second one, all patients had prior vancomycin failure) 
and similar comorbidity incidence in the two treatment 
groups.19,20

Regarding the pathogen reported in the studies, in ran-
domized clinical trials of single-dose oritavancin for 
ABSSSI, the prevalence of MRSA ranged from 19.9% to 
23%, MSSA from 29.8% to 37.9%, whilst Streptococcus spp. 
(6.5–9.5%) and Enterococcus faecalis (1.2–1.4%) were less 
common.21–24 Clinical cure and clinical success rates with 
single-dose oritavancin were similar or higher for MSSA 
(82.8% clinical cure; 90.9% clinical success) compared 
with MRSA (83.3% clinical cure; 73.0% clinical success).21,24 
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In retrospective studies, MRSA accounted for 6.7–15% of 
cases and MSSA for 4–26.7%. Enterococcus spp. were 
less frequently reported with a prevalence ranging from 
4% to 19.5%.15–17,19,20

Off-label studies
Table 2 summarizes the off-label studies included in 
this review. One of the most common off-label indi-
cation for oritavancin was bacteraemia, evaluated in 
ten studies.17,25,26,28,30,31,33,34,36 In four studies, bacteraemia 
was cured in the totality of the cases after oritavancin 
treatment.16,17,28,36 Bacteraemia resolution was observed 
after one dose in two of these studies.16,17 In a case re-
port, oritavancin treatment was effective in treating VRE 
bacteraemia in an immunocompromised patient with 
chronic lymphoblastic leukaemia, with one dose every 
48 hours, followed by a weekly treatment.36 In a series of 
case studies, oritavancin treatment was effective in the 
treatment of MRSA, MSSA and enterococcal bacterae-
mia with 7/10 cases achieving clinical cure after a single 
dose.25 MRSA and MSSA were also successfully treated, 
reaching no recurrence in 1-year follow-up in 74% of pa-
tients in another retrospective study.31 One case study 
described a recurrent VRE bacteraemia occurring after 
treatment with daptomycin, tigecycline and linezolid in 
a patient having a prosthetic cardiac valve. The patient 
had an initial clearance of bacteraemia after receiving 
oritavancin but a recurrence was documented 7 weeks 
after finishing treatment. The valve was excised, and the 
culture was positive, so the patient completed a second 
course of oritavancin with a final resolution. Of note, the 
minimum inhibitory concentration of oritavancin was  
0.5 mg/L, namely several fold higher than that for E. fae-
cium (0.008 mg/L).34 Oritavancin was more effective 
than SoC in treating bacteraemia according to a retro-
spective study, in which 92.6% reach clinical success 
(as the remaining 7.4% were classified as clinical failure) 
compared to 82.6% of patients in SoC group at 30 days.30 
Bacteraemia was successfully treated in 86% of patients 
in another study, where 10% of patients also had infective 
endocarditis.33 The treatment resulted in an earlier dis-
charge for 94% of patients with a mean US$44,938 saved 
per patient. In another study, one patient was treated 
with oritavancin for recurrent VRE bacteraemia. Although 
the treatment resulted in VRE clearance, and thus in a 
clinical improvement, the patient developed an unrelat-
ed pneumonia and subsequently multi-system organ 
failure, finally dying because of these complications.26

Oritavancin was used in the treatment of endocarditis in 
five studies.16,25,31,33,34 In one study, endocarditis was suc-
cessfully treated in all three included cases with multi-
ple doses of laLGPs, resulting in a 100% clinical success 
rate.16 One case report described a 38-year-old woman 
who actively injected drugs and received a single dose 

of oritavancin for native tricuspid valve infective endo-
carditis caused by Streptococcus agalactiae, follow-
ing 3 days of vancomycin and 4 days of ceftriaxone; 
the episode was ultimately considered a clinical failure, 
as she required valve replacement surgery 3 months 
later.25 Another case study reported oritavancin use on 
a 73-year-old patient with VRE bacteraemia and pros-
thetic valve endocarditis.34 Although blood cultures were 
negative after oritavancin treatment, the case was dif-
ficult to assess due to the need of surgery and of other 
antibiotics over the course of treatment. Endocarditis 
was reported in 7 (10%) patients within a bacteraemia 
cohort, and in this cohort, 86% of the patients achieved 
clinical success.33 However, the study did not specify the 
proportion of patients with endocarditis that contributed 
to this outcome. In another study, which included 7 (7.3%) 
patients with endocarditis in the population analyzed, 
showed that 74% of the global population remained 
free of recurrence at 1-year follow-up, though the out-
comes specific to the endocarditis subgroup were not 
reported.31

Osteomyelitis was treated with oritavancin in nine 
studies.16,17,26–29,31,32,35 The largest of these (262 patients) 
focused on the retrospective analysis of acute osteo-
myelitis treatment with multiple oritavancin doses, com-
paring treatment with dalbavancin administration.32 
The treatments showed comparable efficacy, reach-
ing clinical cure in 76% of patients with oritavancin and 
79% with dalbavancin (p=0.556). AEs were low in both 
arms but with a higher percentage in the oritavancin 
group (7% versus 2%), though it should be mentioned 
that AEs recorded in retrospective studies should be 
interpreted cautiously. The second largest comparative 
study (150 patients), compared oritavancin (two doses  
1 week apart in the majority of cases) to daptomycin (at 
an average of 6.2 mg/kg and a mean duration of 27.5 
days), showing higher rates of clinical cure with orita-
vancin (73.3% versus 33.3%), and AEs were uncommon 
(2.7% versus 5.4%).29 In another large retrospective study, 
118/134 patients achieved clinical cure (88.1%) at the end 
of treatment timepoint. Post-therapy assessment at 
3–6 months after treatment revealed a relapse or per-
sistent infection in 13/134 (9.7%) patients. Overall, clinical 
success of patients evaluable at both end of treatment 
and at post-therapy assessment was 80% (104/130).28 A 
single dose of laLGPs proved to be effective in reach-
ing clinical success in 11/12 cases of osteomyelitis (93%).16 
Similar results are observed in another study where a 
single dose of oritavancin led to clinical success in 9/10 
patients with osteomyelitis (8 cures, 1 improvement, 90% 
success).17 In the same study, oritavancin was also used 
for joint infection treatment including septic arthritis, 
synovitis and prosthetic joint infections. Clinical success 
was observed in 5/7 patients (71.4%).17 Osteomyelitis was 
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successfully treated with multiple doses of oritavancin 
in another study, reaching clinical improvement (1/4) 
or success (3/4).26 Oritavancin was successful in treat-
ing osteomyelitis in 74% of patients also in another ret-
rospective study.31 In one study the clinical success was 
considered in light of readmission rates. Oritavancin 
osteomyelitis treatment resulted in only 10% readmission 
at 28 days follow-up with a mean 1 day LOS reduction 
and a US$4707.6 average reduction of hospitalization 
costs per patient.27 In a case study, oritavancin was used 
to treat VRE hardware-associated vertebral osteomyeli-
tis in a 59-year-old man with a previous history of dia-
betes mellitus and vancomycin-treated bacteraemia.35 
Oritavancin was used in combination with ampicillin and 
was effective in decreasing the size of the lumbosacral 
fluid collection and clearance of VRE. After 60 days of 
treatment, the aspiration showed a methicillin-resistant 
Staphylococcus epidermidis infection, and the treat-
ment was then switched to daptomycin and ceftaroline. 
During treatment, the patient developed complications 
related to his comorbidities, such as bradycardia, heart 
failure and acute kidney injury, and opted to stop all 
antibiotic treatments, resulting in his death 1 day later, 
unrelated to oritavancin treatment.

Regarding pathogen analysis, in off-label retrospec-
tive studies, MRSA prevalence was generally higher. One 
study of acute osteomyelitis and bacteraemia reported 
MRSA in 68.6% of cases,28 whilst others reported ranges 
from 10% to 32%.17,25–27,29–31,33 MSSA prevalence ranged from 
10% to 42.6%. Notably, cases of VRE were also observed, 
reaching up to 5% of reported infections.26–29,33 Unfortu-
nately, not all studies associated the pathogen with a 
specific off-label indication, so an analysis of pathogen 
per indication was not possible.

Discussion
In this systematic review, we evaluated the clinical ef-
fectiveness and safety of oritavancin, both for the on- 
label indication of treating ABSSSI and for the off-label 
indications in the management of various complicat-
ed infections, including bacteraemia, osteomyelitis and  
endocarditis.

The on-label use of oritavancin for ABSSSI treatment 
demonstrated consistent clinical effectiveness across 
multiple studies. Most of these studies compared 
oritavancin to SoC treatments or vancomycin with a  
particular focus on single-dose regimens. In three rand-
omized clinical trials, single-dose oritavancin treatment 
was demonstrated to be non-inferior to multiple doses 
of vancomycin in terms of clinical cure and safety.22–24 
These comparisons revealed that oritavancin was as 
effective as conventional treatments whilst offering 

the advantage of both requiring fewer injections and 
reducing the LOS.15,16,18–20 Additionally, oritavancin treat-
ment was associated with lower hospitalization costs, 
further highlighting its cost-effectiveness.15,16,20 The use of 
oritavancin in ABSSSI treatment also resulted in reduced 
readmission rates with two studies reporting signifi-
cantly lower readmission rates for oritavancin-treated 
patients compared to those receiving SoC treat-
ments.19,20 One study investigated the safety profile of a 
novel, more concentrated oritavancin formulation with 
reduced infusion time compared to the conventional 
one, reporting a lower rate of infusion-related AEs than 
the conventional formulation.9 Taken together, these 
findings indicate that oritavancin is an effective and 
efficient treatment option for patients with ABSSSI as per 
on-label indications.

Off-label use of oritavancin primarily focused on bacte-
raemia, endocarditis and osteomyelitis treatment. Most 
off-label studies focused on a retrospective analysis of 
oritavancin treatment without a comparison with other 
SoC treatments, apart from four studies.16,29,30,32 In the 
case of bacteraemia, several studies reported favour-
able outcomes following oritavancin treatment, achiev-
ing improvement just after a single dose.16,17 However, it 
should not be overlooked that, in one case of compli-
cated prosthetic valve endocarditis, a 7-week rescue 
course of oritavancin following prolonged daptomycin 
and tigecycline treatment failed in eradicating VRE bac-
teraemia.34 However, oritavancin appeared to be effec-
tive in most cases of bacteremia.16,17,25,28,30,31,33,36

Osteomyelitis treatment with oritavancin showed prom-
ising results, with various studies reporting high clinical 
cure and clinical success rates.16,17,26,28,29,31,32 Both single- 
dose and multiple-dose regimens were reported to be 
effective in treating osteomyelitis, and oritavancin also 
showed promising results in joint infections such as sep-
tic arthritis and prosthetic joint infections.17

Endocarditis treatment with oritavancin was effective 
in some cases, leading to clinical success or clinical 
cure.31,33,34 However, the outcomes in endocarditis treat-
ment were more variable, with some cases requiring 
additional interventions or surgeries.25,34 Unfortunately, 
one of the major key limitations in most of these stud-
ies with off-label prolonged oritavancin therapy is that 
both the number of redosing and the time for redosing 
were chosen arbitrarily. Studies included in this review 
employed heterogeneous regimens, including single 
1200 mg doses as well as repeated doses of 800 mg or 
1200 mg administered every 7, 10 or 14 days. This is due to 
no pharmacokinetics/pharmacodynamics target for 1–2 
log10 bacterial burden decrease being currently estab-
lished in preclinical animal models of MRSA and/or VRE 
infections. Consequently, there is currently no possibility 
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of identifying a specific threshold of minimum plasma 
oritavancin concentration to appropriately guide redos-
ing strategies of off-label indications such as osteomy-
elitis, endocarditis or bacteraemia.

Overall, the off-label use of oritavancin demonstrated 
potential in the management of complicated infections. 
These findings suggest that oritavancin may have a 
broader range of applications beyond its on-label use, 
providing clinicians with a valuable alternative for cer-
tain difficult-to-treat infections. Moreover, the new, more 
concentrated formulation simplifies the administration 
and has been related to a lower incidence of AEs, repre-
senting a potential valuable candidate for off-label indi-
cations.9 Notably, this review seeks to inform healthcare 
professionals and researchers about the current state 
of knowledge surrounding oritavancin, paving the way 
for informed decision-making and the pursuit of further 
research.

Conclusions
This systematic review highlights the clinical effective-
ness of oritavancin in both on-label and off-label indica-
tions with favourable outcomes observed across a range 
of complicated infections. Overall, the included studies 
showed that oritavancin-treated patients (2311 in on- 
label and 692 in off-label studies) showed good clinical 
results and limited AEs. Oritavancin demonstrates con-
sistent effectiveness in ABSSSI and may be an alternative 
for selected deep-seated Gram-positive infections in 
off-label indications requiring prolonged therapy. Clini-
cal evidence outside ABSSSI, even if promising, remains 
limited, and standardized dosing strategies are needed 
to guide treatment for osteomyelitis, bacteraemia and 
endocarditis. The prolonged half-life and single-dose 
schedule of oritavancin may reduce healthcare utiliza-
tion where clinically appropriate.
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