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The Efficacy and Safety of Linezolid for the Treatment of Suspected or
Proven Gram Positive Skin and Soft Tissue Infections
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Shin Woo Kim, M.D.%, Choong Ki Lee, M.D.}5, Jae Hoon Song, M.D.”, June Myung Kim, M.D.?
Moon Won Kang, M.D.2, and Woo Joo Kim, M.D.°

Department of Internal I\/Iedicine‘, College of Medicine, Kangdong Sacred Heart Hospital, Seoul, Korea
Department of Internal I\/Iedicinez, College of Medicine, Dong-A University, Busan, Korea

Department of Internal I\/Iedicine3, College of Medicine, Chonnam National University, Gwangju, Korea
Department of Internal I\/Iedicine College of Medicine, Catholic University of Korea, Seoul, Korea
Department of Internal Medicing”, College of Medicine, Kyungpook National University, Daegu, Korea
Department of Internal Medicine”, College of Medicine, Yeongnam University, Daegu, Korea
Department of Internal Medicing”, College of Medicine, Sungkyunkwan University, Samsung Medical Center, Seoul, Korea
Department of Internal Medicing”, College of Medicine, Yonsei Universitiy, Seoul, Korea

5
6
7
8
Department of Internal l\/Iedlcme9 College of Medicine, Korea University, Seoul, Korea

Background : Linezolid, an oxazolidinone, has shown efficacy in the treatment of adults with noso-
comial or community—acquired pneumonia, skin and soft tissue infections (SSTI), and infections due
to methicillin—resistant Staphylococcus aureus. We have taken part in the study for evaluation of
efficacy and safety of linezolid for the treatment of suspected or proven gram-—positive SSTI in Asia.
We sub—analyzed and reported the results of the study among Korean patients.

Materials and Methods : A total of 60 patients were enrolled in the study for evaluation of efficacy
and safety of linezolid for the treatment of gram—positive SSTI at eight teaching hospitals in Korea.
We investigated patients' medical history, physical examination and laboratory study. Patients were
regularly followed up to evaluate clinical response, laboratory changes, and adverse event up to 4
weeks after treatment. When possible, we performed microbiological study before and after treatment.
Results : A total of 60 patients were enrolled. Average age of the patient was 50.9£15.3 years old
with male to female ratio being 1.3:1. Cellulitis, open wound infection, skin abscess, and other
clinical manifestations were observed in 47 (78.3%), 6 (10.0%), 2 (3.3%), and 5 (8.3%) patients,
respectively. Forty two patients completed both follow—up and treatment and among them, treatment
was successful in 38 patients (90.5%) and unsuccessful in 4 patients (9.5%). Microoranisms were
isolated from seven patients and 14 isolates were documented; 11 S. aureus, 3 coagulase—negative
staphylococcus. Among the seven patients, bacteria were eradicated in four patient and the organism
proved to be colonization in three patients. The most frequent drug—related adverse events were
gastrointestinal (21.7%), hematologic and biochemical (21.7%) and neurologic (3.3%), in decreasing
order. Nausea (15%) was the most frequent symptom and there were no serious side effects related
to linezolid.

Conclusion : Linezolid was effective and safe in treatment of gram—positive SSTI.

Key Words : Linezolid, Skin and soft tissue infection, Efficacy, Safety
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Table 1. Baseline Characteristices of Patients with
SSTI Treated with Linezolid

Demographic ~ Statistic  Intent-to-treat  Clinically Microbiolo-

Variable QOopulation  evaluable  gically
(N=60) population evaluable
(N=50)  population
(N=15)
Age (years) Mean*SD 509+153 509+153 55+139
Range 18-77 18-77 35-77
Median 52 54 51
Sex Male 34 30 8
Female 26 20 7
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7 oEktoA Am FRYY AR AFED 7% (95
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Table 2. Summary of Patients Disposition

Frequency
Disposition of Patients Reason i
n %"
Allocated 60 100
Treatment completed 51 850
Treatment and
follow-up completed 49 817
Treatment not completed 9 15
Lack of Efficacy 1 1.7
Death 1 17
Ineligible 5 8.3
Protocol Noncompliance 1 1.7
Patient Reguest 1 1.7
Treatment and follow-up
not completed 11 18.3

"Percents are based on total number of subjects allocated
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Table 3. Assessment of Clinical Qutcome : ITT and CE Populations with SSTI Treated with Linezolid

[TT (n=60) CE (n=50)
Visit Assessment : 9% % CIf % % Clf
n %" n %"
EOT Number Assessed’ 55 100 46 100
Success (Cured +Improved) 51 R7 (8241, 97.98) 42 91.3 (79.21, 97.58)
Cured 35 63.6 32 69.6
Improved 16 291 10 217
Failed 4 7.3 4 8.7
Indeterminate 5 4
F-U (TOC) Number Assessed 46 100 42 100
Cured 42 N3 (79.21, 97.58) 38 905 (77.38, 97.34)
Failed 4 8.7 4 95
Indeterminate 10 8

All percentages are based on number of assessed patients.
T95% Confidence intervals are exact and based on the F distribution method.

Excludes patients with indeterminate and missing outcomes.
Abbreviations : [TT, intent—to-treat; CE, clinically evaluable; EOT, end of treatment; TOC, test-of—cure
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Table 4. Frequency of Clinical Signs and Symptoms
Reported at Baseline and Follow-up:ITT and CE
Populations with SSTI Treated with Linezolid

ITT CE
o : Population Population
Clinical signs and - - -
Symptoms Visit (N=60) (N=50)
N % N %
Chills Baselne 31/60 517 24/50 480
F-U 156 1.8 050 00
Erythema Baselne 6060 1000 50/50 100.0
F-U 9/56 16.1 6/50 12.0
Tendemness /Pain Baselne 5760 950 4850 96.0
F-U 856 14.3 6/50 12.0
Fluctulance Baselne 14/60 233 12/50 240
F-U 156 1.8 1/50 20
Drainage /Discharge Baselne 2060 333 17/50 340
F-U 556 89 4/50 80

Swelling /Induration Baselne 5660 933 4850 96.0
F-U 13/56 232 11/50 22.0
Heat/ Localized warmth Baseline 58/60 967 49/50 98.0
F-U 556 90 450 80

“All percentages are based on number of assessed patients.
Abbreviations : [TT, intent-to-treat; CE, clinically evaluable
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Table 5. Microbiological Response of Patients with
SSTI Treated with Linezolid at Follow-up (Test of Cure)
Visit

Microbiologically

evaluable
Assessment population % % ClI'
(n=15)
n %"
Number Assessed? 7 100
Microbiologic Success 7 100 (59.04, 100.00)
Documented microbiologic
eradication 1 14.3
Presumed microbiologic
eradication 3 429
Colonization 3 429
Microbiologic Failure 0 0
Documented microbiologic
persistence 0 0
Indeterminate 8

All percentages are based on number of assessed patients.

T95% Confidence intervals are exact and based on the F distrioution
method.

Excludes patients with indeterminate, insufficient and missing out
comes.

Table 6. Overall Summary of Study-Emergent Adverse
Events of Linezolid

Intent-to-treat

Parameter group (N=60)
n %"
Total Number Patients Reporting 60 100
Patients with =1 AE 37 61.7
Patients with no SAEs 33 55
Patients with >1 SAE 4 6.7
Patients with no drug related AEs 17 28.3
Patients with =1 drug related AE 20 333
Patients with no AEs resulting in
D/C of Study Med. 36 60
Patients having =1 AE resulting in
D/C of Study Med. 1 1.7
Patients with AEs for which
Outcome was Death 2 33

«Percentages are based on the number of patients reporting.
Abbreviations : AE, Adverse Event; SAE, Serious Adverse Event; D/C,
Discontinued

2 AE(1.7%), 23H1.7%), AA FEE2:(17%) 5] 3
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Table 7. Frequency of Study-Emergent Drug-Related
Adverse Events of Linezolid

Intent-to-treat group

Body System Number of Number of

j X %"
patients  episodes

Gastrointestinal tract 13 19 217
Hematologic and

chemistry abnormalities 13 17 217
Skin and soft tissue 2 3 33
Sensory and nervous system 3 3 50
Others 1 1 1.7

"Percentages are based on the number of patients reporting (TT
population).
Note : Patients are only counted once for each body systems
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