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Acute bacterial skin and skin structure infections are caused mainly by Gram-positive bacte-
ria which are often treated with intravenous vancomycin, daptomycin, or linezolid, with
potential step down to oral linezolid for outpatients. Tedizolid phosphate 200 mg once daily
treatment for six days demonstrated non-inferior efficacy, with a favourable safety profile,
compared with linezolid 600 mg twice daily treatment for 10 days in the Phase 3 ESTABLISH-
1 and -2 trials. The objective of the current post-hoc analysis of the integrated dataset of
ESTABLISH-1 and -2 was to evaluate the efficacy and safety of tedizolid (N = 182) vs linezolid
(N=171) in patients of Latino origin enrolled into these trials. The baseline demographic
characteristics of Latino patients were similar between the two treatment groups. Tedizolid
demonstrated comparable efficacy to linezolid at 48-72h in the intent-to-treat popula-
tion (tedizolid: 80.2% vs linezolid: 81.9%). Sustained clinical success rates were comparable
between tedizolid- and linezolid-treated Latino patients at end-of-therapy (tedizolid: 86.8%
vs linezolid: 88.9%). Tedizolid phosphate treatment was well tolerated by Latino patients
in the safety population with lower abnormal platelet counts at end-of-therapy (tedizolid:
3.4% vs linezolid: 11.3%, p=0.0120) and lower incidence of gastrointestinal adverse events
(tedizolid: 16.5% vs linezolid: 23.5%). Population pharmacokinetic analysis suggested that
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estimated tedizolid exposure measures in Latino patients vs non-Latino patients were sim-

ilar. These findings demonstrate that tedizolid phosphate 200 mg, once daily treatment for
six days was efficacious and well tolerated by patients of Latino origin, without warranting

dose adjustment.

© 2016 Elsevier Editora Ltda. This is an open access article under the CC BY-NC-ND

license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Introduction

Gram-positive bacteria, including methicillin-resistant
Staphylococcus aureus (MRSA), are commonly associated with
skin and skin structure infections (SSSIs), bacteraemia and
nosocomial pneumonia.’ Infections due to MRSA may
be associated with morbidity and mortality, particularly
in the elderly.> MRSA-related infections are an increasing
problem in Latin America,*® both in the healthcare envi-
ronment and in the community. The epidemiology of MRSA
is constantly changing; both hospital-acquired (HA) and
community-acquired (CA) MRSA circulating clones and their
antibiotic resistance profiles vary considerably throughout
regions and countries.” In 2003, the first outbreak of infections
involving CA-MRSA strains in Latin America was described
in Uruguay and was caused by the Southwest Pacific (SWP)
clone/sequence type (ST)-30/SCCmec IVc.? Furthermore, other
clones of CA-MRSA have been isolated in Brazil,” Argentina,'®
Colombia, Ecuador, Venezuela,'’! Mexico,’? and Chile.’® A
considerable amount of CA-MRSA has also been found among
nosocomial isolates, at least in Colombia and Uruguay.'*'>

Vancomycin, teicoplanin, daptomycin, tigecycline, line-
zolid, clindamyecin, and ceftaroline are commercially available
as parenteral intravenous agents for MRSA infections in many
countries in Latin America.'® Despite the broad range of anti-
MRSA antibiotics, initial empirical therapy is inappropriate in
a large number of patients leading to treatment failures,’
increased healthcare costs,'® and potentially increasing resis-
tance levels.”

Tedizolid phosphate is a novel oxazolidinone antibiotic?°
with at least 4-times higher potency than linezolid against
Gram-positive bacteria including MRSA, vancomycin-
resistant enterococci (VRE), linezolid-resistant cfr+ S. aureus,
and Streptococcus pyogenes.’?? Tedizolid phosphate is con-
verted in vivo by non-specific phosphatases to its active
moiety tedizolid (TZD).”> Two pivotal randomised, double-
blind, double-dummy, multicentre, controlled, Phase 3
clinical trials (ESTABLISH-1 and ESTABLISH-2) conducted in
patients with acute bacterial skin and skin structure infec-
tions (ABSSSI; i.e. cellulitis/erysipelas, wound infection and
major cutaneous abscess)’*?> demonstrated that tedizolid
phosphate, 200mg, once daily (QD) treatment for six days
was non-inferior to linezolid (LZD), 600 mg, twice daily (BID)
treatment for 10 days.?®~?8 In addition, TZD had an improved
tolerability and safety profile compared with LZD, particularly
in terms of gastrointestinal (GI) adverse events (AEs) and
haematological parameters.?6-2%

Interethnic pharmacokinetic (PK) differences exist for cer-
tain antibacterial agents potentially influencing the efficacy

and safety of the antibiotic drug in patients.”” For example,
ciprofloxacin metabolism in Brazilian subjects differs from
thatin other ethnic populations, while tigecycline clearance in
young healthy Afro-American subjects is higher than in Cau-
casian subjects.”” Furthermore, both intrinsic (e.g. genetics,
body size and fat distribution) and extrinsic ethnic factors may
influence the effects of an investigational drug via altered PK
and pharmacodynamics.%3?

The objectives of the current post-hoc analysis were to
evaluate the efficacy and safety of TZD vs LZD for the treat-
ment of ABSSSI in patients of Latino origin enrolled into the
Phase 3 ESTABLISH studies. Furthermore, the TZD PK profile of
these patients was evaluated based on population PK analysis.

Methods
Study design and treatments

Both ESTABLISH-1 (NCT01170221) and ESTABLISH-2
(NCT01421511) were randomised, multicentre, double-blind,
double-dummy, active-controlled Phase 3 studies comparing
tedizolid phosphate 200mg QD (6-day course followed by 4-
day placebo treatment) vs LZD 600 mg BID (10-day treatment)
for the treatment of patients with ABSSSIs. Patients enrolled
into ESTABLISH-1 received exclusively oral (PO) therapy,?®
while patients in ESTABLISH-2 received intravenous (IV)
therapy with an optional switch to PO therapy when certain
criteria were met.”’ The integrated dataset of ESTABLISH-1
and ESTABLISH-2 trials was analysed and reported by Shorr
etal.?®

Ethical approval

No ethical approval of this post-hoc analysis was required.
The ESTABLISH-1 and ESTABLISH-2 studies were conducted in
accordance with the 2008 Declaration of Helsinki and all rele-
vant international, European Union, national, and local rules
and legislation. Institutional review board or ethics commit-
tee approval was obtained at each participating centre and all
participants provided written informed consent. A data and
safety monitoring board reviewed safety data during the con-
duct of the study.?®%’

Enrolment criteria

Patients (aged >18 years old in ESTABLISH-1 and >12 years
old in ESTABLISH-2) were enrolled in both trials if they had an
ABSSSI (cellulitis/erysipelas, wound infection, or major cuta-
neous abscess) with a minimum lesion surface area of 75 cm?;
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