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Three presentations reported similar efficacy and safety for tedizolid vs linezolid in patients with 
acute bacterial skin and skin structure infections (ABSSSIs) regardless of route of administra-
tion, type of infection, or whether a causative pathogen was identified at baseline. The reports 
were based on pooled data from 2 phase 3 clinical trials, ESTABLISH-1 and ESTABLISH-2  
[Shorr AF et  al. Antimicrob Agents Chemother. 2015]. Both trials were randomized, double-
blind, multicenter trials that demonstrated the noninferiority of tedizolid (200 mg once daily 
for 6 days) to linezolid (600 mg twice daily for 10 days) in patients with ABSSSIs. Patients in 
ESTABLISH-1 [Prokocimer P et  al. JAMA. 2013] received only oral drug, while ESTABLISH-2 
[Moran GJ et  al. Lancet Infect Dis. 2014] patients received 2 or more intravenous doses, after 
which they could be switched to oral doses.

For the pooled analysis, the primary study end point established by the FDA was early clinical 
response (≥ 20% reduction in lesion area at 48 to 72 hours compared with baseline). The primary 
end point required by the European Medicines Agency was the investigator’s assessment of clini-
cal response at post-therapy evaluation (PTE). Secondary end points included clinical response 
at end-of-therapy (EOT) and results of microbiological efficacy analyses obtained from the pri-
mary ABSSSI site at baseline. Safety evaluations included an assessment of treatment-emergent 
adverse events (TEAEs). Early assessment occurred 48 to 72 hours post treatment, EOT assess-
ment at days 11 to 13, and PTE at days 18 to 25.

Patients (aged ≥ 18 years in ESTABLISH-1 and ≥ 12 years in ESTABLISH-2) with an ABSSSI  
(cellulitis or erysipelas, major cutaneous abscess, or wound infection) that had a lesion area 
of ≥ 75 cm2, and ≥ 1 regional or systemic sign of suspected infection documented to be associ-
ated with a gram-positive pathogen, were included in the studies. There were 664 patients in the 
tedizolid-treated group and 669 in the linezolid group.

Using the pooled data, Carisa De Anda, PharmD, Merck & Co, Inc, San Diego, California, USA, 
reported that there were no clinically meaningful differences in efficacy or adverse event (AE) rates 
between the intravenous-only, intravenous and oral, and oral-only groups following tedizolid or 
linezolid administration. Baseline demographics and clinical characteristics were similar between 
treatment groups. Lesion area was greater in the intravenous-only group but similar between drug 
treatment groups. More patients in the intravenous-only group had a lesion surface area > 300 cm2. 
Methicillin-resistant Staphylococcus aureus (MRSA) infection rates were higher in the oral-only 
group. Early clinical response rates were similar for the 3 routes of administration and drug treat-
ments, and ranged from 85.4% to 76.1%; differences between treatment groups were small (Figure 1).

Similar values were seen for clinical responses at PTE, but with an even smaller range (82.8% 
to 89.2%) and treatment differences (Figure 2).

There were no clinically meaningful differences in the rates of TEAEs or serious TEAEs based 
upon route of administration of tedizolid or linezolid. There were few drug-related TEAEs or 
TEAEs leading to discontinuation. Early and late clinical treatment response rates were high 
in ABSSSI patients, while the rates were similar regardless of route of administration or use of 
tedizolid vs linezolid.

Using the same pooled data, Warren Joseph, DPM, Roxborough Memorial Hospital, 
Philadelphia, Pennsylvania, USA, reported that once-daily (6 days) use of tedizolid had efficacy 
similar to 10 days of twice-daily linezolid for the treatment of lower-extremity ABSSSIs. Lower-
extremity (mostly in the lower leg) ABSSSIs were seen in 270 patients in the tedizolid arm (270 of 
664; 40.7%) and 282 patients in the linezolid arm (282 of 669; 42.2%). Baseline causative patho-
gens were isolated in 129 of 270 tedizolid and 145 of 282 linezolid patients; the majority were 
gram-positive aerobes (mainly S aureus and Streptococcus pyogenes). Cellulitis/erysipelas, wound 
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infections, and cutaneous abscess were documented in 
58.0%, 25.9%, and 16.1%, respectively, of patients with 
lower-extremity ABSSSIs.

Early clinical responses were similar between treatment 
arms and across lower-extremity ABSSSI types (cellulitis/ 
erysipelas, wound infections, and major cutaneous 
abscess). However, in both treatment groups, response 
rates were lower for cellulitis compared with wound 
infection and major cutaneous abscess (Figure 3).

Similar findings were reported at PTE. No differences 
in rates of lower-extremity ABSSSI types were noted in 
postclinical responses between the tedizolid and line-
zolid treatment groups (Figure 4).

Response rate differences were noted between 
patients with lower-extremity ABSSSIs (5% to 8%) and 

Figure 1. Early Clinical Response Rates by Route of 
Administration
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Reproduced with permission from C De Anda, PharmD.

Figure 2. Clinical Response Rates by Route of Administration 
at Post-therapy Evaluation
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Figure 3. Early Clinical Response by ABSSSI: Type of 
Infection in Lower Extremity
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Figure 4. Post-therapy Evaluations by ABSSSI: Type of 
Infection in Lower Extremity
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those with ABSSSIs in non–lower-extremity locations 
for early clinical responses but not for PTE responses 
(Figure 5).

No AE rate differences were noted between treatment 
groups (tedizolid, 36.8%; linezolid, 39.8%).

The purpose of the study conducted by Taylor 
Sandison, MD, Merck & Co, Inc, San Diego, California, 
USA, was to compare the efficacy of tedizolid in patients 
with ABSSSIs in whom no pathogen was isolated at 
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baseline with that in patients who did have a con-
firmed pathogen. Using the same pooled data, tedizolid 
appeared to be an effective option for the treatment of 
ABSSSIs regardless of whether a causative pathogen was 
identified at baseline.

Of the 664 patients randomized to tedizolid, 258 did 
not have a pathogen isolated at baseline. Microbiologic 
assessments were attempted in 207 patients with incon-
clusive results; in 51 patients, microbiologic assessments 
were not attempted. This latter group of patients had 
substantially larger lesion areas. Most infections were 
located in the lower extremities (54.7%) and diagnosed 
as cellulitis/erysipelas (76%).

Tedizolid remains an effective treatment regardless  
of whether a pathogen had been isolated at baseline 
(Table 1).

There were no differences in AEs, TEAEs, drug-related 
TEAEs, serious TEAEs, or TEAEs leading to discontinua-
tion between tedizolid-treated patients regardless of the 
identification of a baseline pathogen. The most frequent 
TEAEs in patients with unknown pathogens were nausea 
(8.5%), headache (5.8%), and diarrhea (4.3%). Nausea 
(7.9%), abscess (7.7%), and headache (6.4%) were the 
most common TEAEs in patients with known baseline 
pathogens.

Tedizolid was generally well tolerated in patients  
with ABSSSIs regardless of whether a causative pathogen 
was identified, the route of administration, or the loca-
tion of the infection. Only rarely was treatment discon-
tinued due to AEs. Overall, the most common TEAEs 
were nausea, headache, diarrhea, vomiting, and abscess. 
Tedizolid has a high bioavailability and, with its route of 

administration variability, may allow for shorter hospi-
talizations, fewer hospitalization-related complications, 
and cost savings.

Additional Results From SECURE: 
Comparing Isavuconazole 
With Voriconazole
Written by Jill Shuman

Isavuconazole (ISA) is a novel, water-soluble, broad- 
spectrum triazole antifungal agent developed for the 
treatment of invasive fungal diseases (IFDs), including 
invasive aspergillosis. These are rare infections that occur 
typically in immunocompromised, critically ill patients. 
By disrupting fungal membrane structure and function, 
ISA is active against all major opportunistic and patho-
logic fungi [Seyedmousavi S et  al. Expert Rev Anti Infec 
Ther. 2015]. ISA was approved by the FDA for the treat-
ment of aspergillosis and mucormycosis in March 2015.

The SECURE trial [NCT00412893] investigated the 
safety and efficacy of ISA as compared with voriconazole 
(VRC) in patients with IFD caused by Aspergillus spp and 
other filamentous fungi. SECURE was a large (n = 516) 
phase 3 double-blind randomized trial that demon-
strated the noninferiority of ISA compared with VRC for 
all-cause mortality at day 42 in the intention-to-treat 
population (ISA, 18.6%; VRC, 20.2%; 95% CI, −7.8 to 5.7) 
[Maertens J et al. ECCMID 2014 (abstr O230a)].

Figure 5. Early and Post-therapy Response Rates in Patients 
With Lower- and Non–Lower-Extremity Locations
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Reproduced with permission from W Joseph, DPM.

Table 1. Clinical Responses in Patients With and Without 
Baseline Pathogen Isolation Treated With Tedizolid

No Pathogen Isolated at Baseline

Pathogen 
Isolated at 
Baselinea 

(n = 406)

Microbiology 
Attempted, 

but No Result 
(n = 207)

Microbiology 
Not Attempted 

(n = 51)
Overall 

(n = 258)

Early clinical 
response

165  
(79.7)

37  
(72.5)

202  
(78.3)

340  
(83.7)

Investigator-
assessed 
response  
at EOT

185  
(89.4)

49  
(96.1)

234  
(90.7)

365  
(89.9)

Investigator-
assessed 
response  
at PTE

178  
(86.0)

48  
(94.1)

226  
(87.6)

350  
(86.2)

Data presented in n (%).

EOT, end of therapy; PTE, post-therapy evaluation.
aMicroITT population (all patients with at least 1 gram-positive pathogen isolated at baseline).

Reproduced with permission from T Sandison, MD.




