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ABSTRACT [2]. Its potent activity against Gram-positive cocci, high oral

The most relevant information on the clinical uses of te-
dizolid from studies published in the last 18 months is present-
ed in this brief review. The most important data indicate better
tolerance and safety profile of long-term therapeutic regimes
in off-label indications, such as osteoarticular infections and
those caused by mycobacteria. Its lower risk of hazardous in-
teractions compared to linezolid should be emphasized. Fur-
thermore, tedizolid in its combination with rifampicin shows
a more favourable way of acting as demonstrated in vitro and
in vivo studies. A recent trial also opens the door for its po-
tential use in nosocomial pneumonia caused by Gram-positive
bacteria.
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Tedizolid phosphate is an expanded-spectrum oxazolid-
inone with activity against Gram-positive bacteria, including
methicillin-resistant Staphylococcus aureus and cfr-mediated
linezolid-resistant S. aureus. Currently, it is indicated for the
treatment of acute bacterial skin and skin structure infec-
tions (ABSSSI) in adults (Figure 1). Two phase Ill randomized,
double-blind clinical trials -ESTABLISH-1 and ESTABLISH-2-
demonstrated the non-inferiority of tedizolid for 6 days (200
mg per day) versus linezolid for 10 days (600 mg every 12 h)
in patients with ABSSSI. Gastrointestinal disorders (nausea, di-
arrhoea, and vomiting) and myelotoxicity were less frequent
in the tedizolid group than in the linezolid group [1]. A recent
meta-analysis of four randomized clinical trials involving 2,056
patients, comparing the efficacy of linezolid versus tedizolid
for the treatment of ABSSSI, reconfirmed the previous results

Correspondence:

Miguel Salavert

Unidad de Enfermedades Infecciosas. Hospital Universitario y Politécnico La Fe, Valencia.
Av/ Fernando Abril Martorell, n° 106; 46016, Valencia.

E-mail: salavert_mig@gva.es

bioavailability, improved dosage profile (once daily), as well
as the expected lower risk of drug-drug interactions with
better safety profile at 6 days of treatment compared to lin-
ezolid makes tedizolid an attractive alternative for infections
requiring long therapeutic regimens, such as bone and joint
infections or mycobacterial infections, among others. New in-
teresting evidence on tedizolid has appeared in the last year
and a half, somewhat hidden by the overwhelming COVID19
pandemic we are still suffering, which will be summarized in
this brief review.

Despite there is scarce information about the tolerability
of tedizolid for treatments lasting more than 6 days, new data
have recently come to light. A few years ago, Kim et al. evalu-
ated the safety and tolerability of tedizolid in 25 patients with
nontuberculous mycobacterial infections who received te-
dizolid for a median of 91 days [3]. They suggested that long-
term tedizolid therapy might have a safety profile comparable
to linezolid. Tedizolid was approved in Spain in 2015, and it
has been used off-label for more than 6 days in different clin-
ical situations. A recent study carried out by a Spanish group
has evaluated these indications and described the long-term
safety profile of tedizolid. A multicentric retrospective study of
patients who received tedizolid for more than 6 days was con-
ducted [4]. Eighty-one patients, treated with tedizolid 200 mg
once daily for a median duration of 28 (14 to 59) days, were in-
cluded; 36 (44.4%) had previously received linezolid. The main
reasons for choosing tedizolid were to avoid potential linezol-
id toxicity or interactions (53.1%) or previously documented
linezolid-related adverse effects (27.2%). The most common
indications were off-label, such as osteomyelitis, prosthet-
ic joint infections (PJI), and respiratory infections (77.8%). A
favourable clinical outcome was documented in 75.3% of the
patients, with clinical or microbiological failure in 19.8% dur-
ing the follow-up. Overall, only 9/81 patients (11.1%) experi-
enced a probably associated adverse event: 2 patients (2.5%)
developed gastrointestinal disorders, 1 (1.29%) developed anae-
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mia, and 6 developed thrombocytopenia (7.4%) after a medi-
an duration of treatment of 26.5 (17 to 58.5) days. Four (5%)
patients discontinued tedizolid due to adverse events. The rate
of myelotoxicity among 23 patients with chronic renal failure
(CRF) was 17.4%. Only 8.7% had to stop tedizolid and 20 out of
22 patients with previous linezolid-associated toxicity had no
adverse events. Long-term tedizolid treatments showed good
tolerance, with lower rates of gastrointestinal and haemato-
logical toxicity than those reported with linezolid, especially in
patients with CRF or a history of linezolid-associated toxicity.

A similar experience of more than 6 days tedizolid thera-
py and other indications beyond ABSSSI, has been reported by
a research group from the United Kingdom [5]. Sixty patients
received tedizolid (from May 2016 to November 2018) main-
ly after documenting adverse effects with linezolid. Bone and
joint infections were the most frequent indications. Despite
the mean length of tedizolid therapy was 27 days, haemato-
logical adverse effects were infrequent. Most patients (72%)
finished the antibiotic course and their clinical condition im-
proved during treatment (72%). Adverse events were common,

but often not thought to be tedizolid-related. The authors
concluded that tedizolid appears to be safe in prolonged re-
gimes. Hence, it could be suitable as long-term antibiotic ther-
apy in the context of complex outpatient oral and parenteral
antibiotic treatments. Patients who do not tolerate linezolid
can be safely switched to tedizolid if appropriate.

The experience of long-term use of tedizolid in osteoar-
ticular infections has been described by a research group from
Barcelona (Catalonia, Spain) in a multicentric retrospective
study [6]. Cases (n = 51) included patients with osteoarthri-
tis (53%), prosthetic joint infection (33.3%), and diabetic foot
infections (18%), 59% of which were orthopaedic device-re-
lated. The most frequent isolates were Staphylococcus spp.
(65%, n = 47; S. aureus, 48%). The reasons for choosing te-
dizolid were potential drug-drug interactions (63%) and cy-
topenia (55%). The median treatment duration was 29 days.
Twenty-four per cent received rifampicin concomitantly, with
scarce adverse effects (3 cases). Long-term use of tedizolid was
effective, showing a better safety profile with less myelotox-
icity and lower drug-drug interactions than linezolid. For the
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Table 1 Summary of new evidence for long-term treatments with tedizolid

Author (year, N) Age (median, in years)  Linezolid (previous use,%)  BJI (%) Duration of tedizolid ~ Adverse events  Discontinuation  Cure or improvement
therapy (days, interval) (9%0) (%) (%)
Mensa et al., 2020; N=81 66 440 47% 28 (14-59) 11% 500 80%
York et al., 2020; N=60 62 82% 85% 27 (22-32) Gl: 15% 18% 72%
fatigue: 12%
anaemia: 200
Benavent et al., 2021; N=51 65 16% 100% 29 (15-44) 5.8% 0 83%
(only GI)
Senneville et al., 2020; 73 9% 100% (PJI) 56 (42-84) 60% 12% 82%
N=33

anaemia: 12%

pruritus:12%

authors, further confirmation of these advantages could make
tedizolid the oxazolidinone of choice for most osteoarticular
infections. The debate on the adequacy of combining oxazo-
lidinones with rifampicin has progressed after a study in an
in vitro model of S. aureus mature biofilm showed that the
combination of tedizolid-rifampicin prevented the appearance
of rifampicin resistance [7]. These effects were similar to those
obtained with the well-known and widely used combination of
daptomycin plus rifampicin.

Also recently, the results of a French prospective multi-
centre study reassured the good tolerance of prolonged oral
tedizolid therapy for PJI. This study included patients with PJI
who were treated for at least 6 weeks but not more than 12
weeks [8]. Thirty-three adult patients with PJI [hip (n = 19),
knee (n = 13) and shoulder (n = 1)] were included. All pa-
tients underwent surgery, with retention of the infected im-
plants and one/two stage replacements in 11 (33.3%) and
17/5 (51.5/15.2%), respectively. Staphylococci and enterococci
were the most prevalent identified bacteria. The mean dura-
tion of tedizolid therapy was 8.0 + 3.27 weeks. Tedizolid was
associated with another antibiotic in 18 patients (54.5%), in-
cluding rifampicin in 16 cases (48.5). Six patients (18.29%) had
to prematurely stop tedizolid therapy because of potentially
tedizolid-attributable intolerance (n = 2), early failure of PJI
treatment (n = 2) or severe anaemia due to bleeding (n = 2).
Regarding therapeutic compliance with tedizolid, two or more
omissions of drug intake were not recorded during the whole
treatment duration. These results suggest good compliance
and a favourable safety profile of tedizolid, providing evidence
of the potential benefit of its use in PJI. A summary of the
main data and most relevant results of the reviewed studies
are presented in Table 1.

Lastly, important information has been provided in the
field of the treatment of Gram-positive nosocomial pneumo-
nia. A recent randomized, non-inferiority, double-blind, phase

BJI: bone and joint infections; Gl: gastrointestinal; N: number of patients [cases; PJI: prosthetic joint infections

3 clinical trial has evaluated the efficacy and safety of tedizolid
for the treatment of Gram-positive hospital-acquired bacterial
pneumonia (HABP) and ventilator-associated bacterial pneu-
monia (VABP) [9]. Patients were randomized 1:1 to receive in-
travenous tedizolid phosphate 200 mg once daily for 7 days
or intravenous linezolid 600 mg every 12 hours for 10 days.
Treatment duration was 14 days in patients with concurrent
Gram-positive bacteraemia. Overall, 726 patients were rand-
omized. Their baseline characteristics, including the incidence
of methicillin-resistant Staphylococcus aureus (31.3% overall),
were well balanced. Tedizolid was non-inferior to linezolid for
day 28 all-cause mortality rate (28.1% and 26.4%, respective-
ly) in the treatment of Gram-positive VABP. Non-inferiority of
tedizolid was not demonstrated for investigator-assessed clin-
ical cure at test of cure (TOC) in the intention-to-treat popula-
tion. The difference in the clinical response of both groups was
not determined by any single factor according to the post hoc
analyses. Approximately 12% and 8% of the patients present-
ed adverse effects with linezolid and tedizolid, respectively.
Regardless of whether this trial would allow expanding the in-
dications in the technical data sheet for tedizolid, it represents
a great advance in reinforcing the potential clinical use of this
safer drug in the treatment of nosocomial pneumonia involv-
ing Gram-positive microorganisms.
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