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Abstract

Background: The purported value of empirical therapy to cover methicillin-resistant Staphylococcus aureus (MRSA)
has been debated for decades. The purpose of this study was to evaluate the effects of inappropriate empirical
antibiotic therapy on clinical outcomes in patients with healthcare-associated MRSA bacteremia (HA-MRSAB).

Methods: A prospective, multicenter, observational study was conducted in 15 teaching hospitals in the Republic
of Korea from February 2010 to July 2011. The study subjects included adult patients with HA-MRSAB. Covariate
adjustment using the propensity score was performed to control for bias in treatment assignment. The predictors
of in-hospital mortality were determined by multivariate logistic regression analyses.

Results: In total, 345 patients with HA-MRSAB were analyzed. The overall in-hospital mortality rate was 33.0 %.
Appropriate empirical antibiotic therapy was given to 154 (44.6 %) patients. The vancomycin minimum inhibitory
concentrations of the MRSA isolates ranged from 0.5 to 2 mg/L by E-test. There was no significant difference in
mortality between propensity-matched patient pairs receiving inappropriate or appropriate empirical antibiotics
(odds ratio [OR] = 1.20; 95 % confidence interval [C]] =0.71-2.03). Among patients with severe sepsis or septic shock,
there was no significant difference in mortality between the treatment groups. In multivariate analyses, severe
sepsis or septic shock (OR=545; 95 % Cl=2.14-13.87), Charlson’s comorbidity index (per 1-point increment; OR = 1.
52; 95 % Cl=1.27-1.83), and prior receipt of glycopeptides (OR =3.24; 95 % Cl = 1.08-9.67) were independent risk
factors for mortality.

Conclusion: Inappropriate empirical antibiotic therapy was not associated with clinical outcome in patients with
HA-MRSAB. Prudent use of empirical glycopeptide therapy should be justified even in hospitals with high MRSA
prevalence.
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Background

Methicillin-resistant Staphylococcus aureus (MRSA) has
been a major cause of healthcare-associated bacteremia
[1, 2]. MRSA bacteremia (MRSAB), with a mortality rate
as high as 40 %, is a grave concern because a clinical
cure may not be achieved using standard therapy in
some cases [3—6]. Evidence-based therapy and the iden-
tification of mortality-related risk factors for MRSAB
continue to represent significant clinical challenges for
clinicians.

Previous studies determined the independent predictors
of mortality among patients with MRSAB, including old
age (=60 years), underlying cardiac diseases, a higher
Charlson’s comorbidity index, pneumonia, septic shock,
metastatic infection, non-eradicable foci, and higher
vancomycin minimum inhibitory concentrations (MICs)
of the MRSA isolates [7-9]. However, studies evaluating
the presence of relationships between clinical outcome
and inappropriate empirical antibiotic therapies in
patients with MRSAB have yielded conflicting results
[10-16]. The conflicting results on the benefits of early
empirical antibiotic therapy are probably due to differing
definitions of “inappropriate” therapy on the basis of in
vitro susceptibility data, impact of potentially confounding
variables, and selection or information biases such as the
baseline severity of illness [17, 18]. The definition and cri-
teria items used to denote the appropriate antibiotic ther-
apy should include the criterion matching the in vitro
susceptibility and the timing of the administration of the
antibiotics as well as their optimal dose and usage [19, 20].
A recent meta-analysis involving 510 MRSAB episodes
demonstrated an overall 2-fold increased survival benefit
with the administration of appropriate empirical therapy
for MRSAB episodes, but there are some problems with
heterogeneity across the studies [21]. In the meanwhile,
the prudent use of glycopeptides has been an import-
ant component of hospital antimicrobial stewardship
programs to contain the emergence of glycopeptide
resistance, especially in high-prescribing countries
with a high prevalence of MRSA. Thus, empirical
glycopeptides use for MRSAB should be guided on
the basis of scientific data.

The purpose of this study was to assess the influence
of inappropriate empirical antimicrobial therapy on
mortality in patients with healthcare associated-MRSAB
(HA-MRSAB) in a hospital setting in which the preva-
lence of MRSA was high.

Methods

Study design and setting

A prospective, multi-center, observational study was
conducted to compare clinical outcomes between patients
receiving inappropriate or appropriate antibiotics for the
treatment of HA-MRSAB in 15 teaching hospitals in the
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Republic of Korea from February 2010 to July 2011. This
cross-sectional study was performed in accordance with
the Strengthening the Reporting of Observational Studies
in Epidemiology (STROBE) guidelines. Two analytical
strategies were used: (1) for the non-matched case—con-
trol study (n = 345), the clinical outcomes of 154 patients
who received appropriate empirical antibiotic treatment
was compared with those of 191 patients who received
inappropriate treatment; and (2) for the propensity score-
matched (1:1) case—control study, the outcome was
compared between 127 pairs of patients who received
inappropriate or appropriate empirical antibiotics. Cases
were defined as the patients treated with inappropriate
empirical antibiotics, and controls were defined as those
with HA-MRSAB who were treated with appropriate
empirical antibiotics. The primary endpoint was all-cause
in-hospital mortality. The secondary endpoints were
mortality attributable to MRSAB, persistent fever, and
persistent MRSAB.

All 15 participating hospitals have long had a high
prevalence of MRSA, which accounted for about
approximately 70 % of all S. aureus isolates. Clinical data
were collected at each participating site via a standardized
web-based case report form. A representative infectious
disease specialist from each site prospectively reviewed
and interpreted clinical data for the enrolled patients. A
trough serum concentration of vancomycin was measured
routinely in 13 of the 15 participating hospitals in this
study.

Study population

Study subjects included hospitalized adult patients
(aged =18 years) with HA-MRSAB who had >1 positive
blood culture for MRSA. Our study excluded the subjects
who did not receive the active antibiotics against MRSA,
after confirming that the index blood culture was positive
for MRSA. All patients were followed up until death or
hospital discharge. If a patient had more than 1 episode of
HA-MRSAB during the study period, only the first epi-
sode was included. Patients with polymicrobial bacteremia
were excluded from the analysis specifically evaluating the
influence of empirical antimicrobial therapy for HA-
MRSAB. Physicians treated patients according to routine
medical practices without standardized protocols of
intervention.

Definitions

Patients with healthcare-associated or nosocomial
MRSAB were included in this study. MRSAB diagnosed
within 48 h of hospital admission was considered
healthcare-associated infection, if the patient met any
healthcare-associated criteria in the preceding 3 months,
including admission to a hospital, nursing home, or
other healthcare facility for more than 2 days, specialized



Yoon et al. BMC Infectious Diseases (2016) 16:331

home care, treatment at a medical day unit, surgery,
dialysis, or permanent indwelling catheters. MRSAB
diagnosed after 48 h of hospital admission was consid-
ered nosocomial infection.

The primary focus of HA-MRSAB was determined by
the organ affected and classified as follows: catheter-related
bloodstream infection (CR-BSI) [22], lower respiratory
tract, intra-abdominal, urinary tract, skin and soft tissue,
bone and joint, or central nervous system infection; or
unknown when no other site of infection was evident [23].
Sepsis, severe sepsis, and septic shock were diagnosed in
accordance with standard criteria [24].

Definitive therapy was defined as the antibiotic therapy
administered subsequent to the receipt of the final blood
culture and antibiotic susceptibility results [17]. Empir-
ical antibiotic therapy was defined as initial antibiotic
treatment started before the pathogen was identified and
antimicrobial susceptibility test results were obtained.
Empirical antibiotic therapy was defined as appropriate
if the pathogen was shown in in vitro studies to be sus-
ceptible to the antibiotic administered intravenously
with optimal dosing and if the timing of administration
was within 48 h of obtaining the index positive blood
culture. If it did not meet any of these criteria, it was
regarded as inappropriate antibiotic therapy. Prior anti-
biotic exposure was defined as the receipt of >3 doses of
antibiotics within 3 months before the occurrence of
HA-MRSAB. The duration of bacteremia after definitive
antibiotic therapy was calculated as the number of days
from initiation of definitive antibiotic treatment against
HA-MRSAB to the day on which the first negative blood
culture was obtained.

Mortality attributable to MRSA bacteremia was
defined as death with positive blood cultures for MRSA
and persistent fever, but no other definitive causes of
death. Persistent MRSAB and persistent fever were
defined as positive blood cultures for MRSA for >7 days
and as a fever 238.0 °C for 27 days after the commence-
ment of appropriate antibiotic treatment, respectively.

Variables

The clinical data of patients were extracted from medical
records, including age, gender, medical history, comor-
bid medical conditions, Charlson’s comorbidity index
[25], primary site of infection, risk factors predisposing
to infections within 3 months before the occurrence of
HA-MRSAB, APACHE II scores [26], Pitt’s bacteremia
score [27] on the day of index positive blood culture
sampling, presence of severe sepsis or septic shock, mor-
tality attributable to MRSAB, and in-hospital mortality.

Microbiological tests
The identification of MRSA and antibiotic susceptibility
tests were performed in each hospital using the MicroScan
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Pos Combo Panel Type 6 automated system (Baxter
Diagnostics, West Sacramento, CA, USA) or VITEK II
automated system (bioMérieux, Hazelwood, MO, USA).
All MRSA isolates from index blood cultures were col-
lected at the coordinating center and immediately stored
at =70 °C until August 2012 when the MICs of vanco-
mycin were further determined by the E-test (bioMérieux,
Marcy I'Etoile, France) according to the manufacturer’s
instructions.

Statistical analysis

Categorical variables were denoted as count (proportion)
and compared using Pearson’s chi-squared test, Fisher’s
exact test, or McNemar’s test. Continuous variables were
expressed as the mean + standard deviation or median
(inter-quartile range [IQR]) and compared using two-
sample Student’s t-tests, the Mann—Whitney U test, or
Wilcoxon’s signed-rank test. All tests were two-tailed, and
a P-value <0.05 was considered statistically significant.

For the covariate adjustment between patients receiv-
ing inappropriate or appropriate empirical antibiotic
therapy, variables that represented the probability of
being treated inadequately were found. In univariate
analysis of 345 patients with HA-MRSAB, baseline and
clinical characteristics were compared between the two
treatment groups. Variables at the 10 % significance level
were considered independent variables for the propen-
sity scores, including category of infection, trauma, pri-
mary focus of HA-MRSAB (such as CR-BSI, pneumonia,
or urinary tract infection), severe sepsis or septic shock,
infective endocarditis, retention of foreign body, surgery,
and recent exposure to immunosuppressive agents such
as systemic corticosteroids on a regular basis or antineo-
plastic chemotherapy, third-generation cephalosporins,
or fluoroquinolones during the preceding 30 days.
Patients who received inappropriate empirical antibiotic
therapy were matched 1:1 with patients who received
appropriate empirical antibiotic therapy with regard
to 5 digits of the propensity score without replacement
[28, 29]. To confirm whether we had a good match, the
absolute standardized differences for each covariate in the
model and distribution of propensity scores were evalu-
ated [30]. To determine the predictors of in-hospital mor-
tality in patients with HA-MRSAB, multivariate
conditional logistic regression analyses within the
matched data set were performed with all variables
with a P-value <0.10 in the univariate analysis as well
as the main variable of inappropriate empirical anti-
biotic therapy.

Within the unmatched data set, inverse probability of
treatment weighting (IPTW) based on the propensity
score was also used to control for bias in treatment
assignment [30, 31].
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Data were analyzed using IBM SPSS Statistics version
20.0 (IBM Corporation, Armonk, NY, USA), R 2.15.2
(The R Foundation for Statistical Computing, Vienna,
Austria), and SAS 9.2 (SAS Institute, Cary, NC, USA).

Results

During the study period, a total of 345 patients with
HA-MRSAB were included in our analysis. Their demo-
graphic and clinical characteristics are presented in
Table 1. The most common primary focus of HA-MRSAB
was CR-BSI (51.3 %), followed by pneumonia (11.6 %),
surgical wound infection (7.0 %), intra-abdominal infec-
tion (21.0 %), skin and soft tissue infection (4.9 %), and
others (4.2 %). The all-cause in-hospital mortality and
MRSAB-related mortality rates were 33.0 (114/345) and
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16.5 % (57/345), respectively. An in-hospital mortality rate
of at least 25 % was noted for pneumonia (55 %), central
nervous system infections, MRSAB of unknown origin
(44.4 %), intra-abdominal infections (38.1 %), CR-BSI
(33.3 %), and cardiovascular infections (28.6 %), whereas
mortality rates of less than 25 % were observed for urinary
tract infections, surgical wound infections, skin and soft
tissue infections, bone and joint infections, and head and
neck infections. Six patients died before the culture results
were reported as follows: 4 patients presented with septic
shock and 2 patients displayed high APACHE II scores of
30 and 39, respectively.

Of the 345 patients with HA-MRSAB, 154 (44.6 %)
patients received appropriate empirical antibiotic therapy.
The antibiotics used for definitive therapy were vancomycin

Table 1 Demographic and clinical characteristics of 345 patients with healthcare-associated methicillin-resistant Staphylococcus aureus
bacteremia according to the appropriateness of initial empirical antimicrobial therapy

Variables All (n = 345) Appropriate Inappropriate Odds ratio (95 %
(n=154, 446 %) (n=191, 554 %) confidence interval)
Male sex 154 (44.6) 97 (43.9) 124 (56.1) 0.92 (0.59-1.43)
Age (years), median (IQR) 67 (52-75) 66 (51-74) 67 (53-75) 0.99 (0.98-1.01)
Category of infection
Healthcare-associated® 51 (14.8) 29 (18.8) 22 (11.5) 1.78 (0.98-3.25)
Nosocomial 294 (85.2) 125 (81.2) 169 (88.5)
Comorbidity
Malignancy 97 (28.1) 47 (30.5) 50 (26.2) 0.81 (0.50-1.29)
Metabolic 122 (354) 52 (338) 70 (36.6) 1.14 (0.73-1.77)
Trauma 29 (84) 10 (6.5) 19 (99) 1.59 (0.72-3.53)
Charlson’s comorbidity index®, median (IQR) 2 (1-4) 2 (1-5) 2 (1-4) 1.09 (1.00-1.20)
Primary focus of HA-MRSAB
CR-BSI 177 (51.3) 93 (60.4) 84 (44.0) 0.52 (0.34-0.79)
Pneumonia 40 (11.6) 13 (84) 27 (14.1) 1.79 (0.89-3.59)
Clinical severity
Development of severe sepsis or septic shock 99 (28.7) 50 (32.5) 49 (25.7) 0.72 (045-1.15)
Pitt's bacteremia score at onset of bacteremia®, median (IQR) 1(0-2) 1(0-3) 1(0-2) 1.08 (0.96-1.21)
Predisposing factors
Surgical operation 84 (24.3) 29 (18.8) 55 (28.8) 1.74 (1.05-291)
Foreign body retention 15 (4.3) 12 (7.8) 3(16) 0.189 (0.05-0.69)
Prior antibiotics use 219 (63.5) 99 (64.3) 120 (62.8) 0.94 (0.60-1.46)
Vancomycin MIC, mg/L 1(1-1.5) 1(1-1.5) 1(1-15) 1.57 (0.81-3.04)
Outcomes
In-hospital mortality 114 (33.0) 51 (33.1) 63 (33.0) 0.99 (0.63-1.56)
MRSAB-related mortality 57 (16.5) 24 (15.6) 33(173) 1.13 (0.64-2.01)

IQR interquartile range, APACHE acute physiology and chronic health evaluation, CR-BSI catheter-related bloodstream infection, MIC minimum inhibitory

concentration, MRSAB methicillin-resistant Staphylococcus aureus bacteremia

*MRSAB diagnosed within 48 h of hospital admission was considered healthcare-associated infection, if the patient presented with any healthcare-associated

factor in the preceding 3 months

PCharlson’s comorbidity score was calculated at the onset of MRSA bacteremia infection
“Pitt’s bacteremia score and APACHE Il scores were assessed at the onset of MRSA bacteremia
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(n =201, 58.3 %), teicoplanin (1 =96, 27.8 %), arbekacin
(n=63, 18.3 %), linezolid (n =34, 9.9 %), and tigecyc-
line (n =38, 2.3 %). Combination antibiotic therapy was
administered to 15 patients as follows: glycopeptides
plus rifampin (7 =11), linezolid plus arbekacin (n =2),
tigecycline plus arbekacin (n=1), and teicoplanin plus
arbekacin (7 =1).

For the non-matched case—control study (n = 345), the
clinical outcomes of 154 patients who received appropri-
ate empirical antibiotic therapy was compared with those
of 191 patients who received inappropriate therapy. There
were no significant differences in in-hospital mortality
(odds ratio [OR] =0.99; 95 % confidence interval [CI] =
0.63-1.56) or MRSAB-related mortality (OR =1.13; 95 %
CI=0.64-2.01) between the two treatment groups
(Table 1).

Propensity score-matched analysis

For the propensity score-matched (1:1) case—control
study, only 127 patient pairs were matched according to
the propensity score, because some variables, namely
catheter-related bloodstream infection, retention of for-
eign body, surgical operation, and Charlson’s comorbidity
index, showed large differences between the two groups.
Comparisons of demographic, clinical, and microbio-
logical characteristics between the propensity-matched
127 pairs receiving inappropriate or appropriate empirical
antibiotics are shown in Table 2. There were no significant
differences in in-hospital mortality (OR =1.20; 95 % CI =
0.71-2.03) or MRSAB-related mortality (OR =1.34; 95 %
CI=0.68-2.62) between the two treatment groups
(Table 2). The antibiotics used for the appropriate empir-
ical antibiotic therapy were vancomycin (n =93, 73.2 %),
teicoplanin (n = 22, 17.3 %), and arbekacin (n =12, 9.4 %).

To assess the effect of empirical antibiotic therapy
according to the clinical severity of HA-MRSAB, the
clinical outcomes of patients with HA-MRSAB in associ-
ation with empirical antibiotic therapy and the severity
of HA-MRSAB were analyzed (Table 3). For the sub-
group with severe sepsis (n =75), septic shock (n =45),
or a higher Charlson’s comorbidity index (=3) (n =108),
there were no significant differences in either in-hospital
mortality or MRSAB-related mortality between the pa-
tients receiving inappropriate or appropriate empirical
antibiotic treatment (Table 3).

The covariate balance of independent variables for the
propensity scores between the unmatched and matched
data sets is presented in Table 4. In the propensity score-
matched analysis, matched standardized differences
should be less than 0.20 and preferably 0.10 for the
balanced distribution of the relevant variables between the
two groups [32, 33]. Figure 1 demonstrates graphic
overlays of distribution of the propensity scores before
and after matching between the two treatment groups.
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The factors associated with all-cause in-hospital mor-
tality in patients with HA-MRSAB were determined in
the propensity score-matched set. For the 254 patients
included, demographic, clinical, and microbiological
characteristics were compared between 84 non-survivors
and 170 survivors (Table 2).

In multivariate conditional logistic regression analysis,
severe sepsis or septic shock (OR =5.45; 95 % CI =2.14—
13.87), Charlson’s comorbidity index (per 1-point incre-
ment; OR =1.52; 95 % CI =1.27-1.83), and prior receipt
of glycopeptides (OR =3.24; 95 % CI=1.08-9.67) were
found to be independent risk factors for in-hospital
mortality (Table 5).

As shown in Table 6, in multivariate logistic regression
models of risk factors for in-hospital mortality using
naive, propensity score matching, or IPT'W approaches,
inappropriate empirical antibiotic therapy was not an
independent predictor for mortality (Table 6).

Microbiological factors and clinical outcomes

A total of 296 (85.8 %) MRSA isolates were available for
analyzing vancomycin MICs using the E- test. The
measured vancomycin MIC range was 0.5-2 mg/L;
vancomycin MIC5q and MICy, were both 1.5 mg/L.
There was no difference in mortality outcomes between
the two groups categorized as each reference cut-off of
vancomycin MICs: >1.0 mg/L (OR=1.76; 95 % Cl=
0.36-8.71), 21.5 mg/L (OR =1.60; 95 % CI=0.91-2.83)
and 220 mg/L (OR=246; 95 % CI=0.95-6.34)
(Table 2).

Discussion
This propensity-matched study investigated the impact
of inappropriate empirical antibiotic therapy on mortal-
ity after adjusting for potentially confounding factors
that influence the receipt of inappropriate empirical
antibiotic therapy in patients with HA-MRSAB in hospi-
tals with a high prevalence of MRSA. This study found
that an initial delay in the use of definitive antibiotics to
which the MRSA isolates were susceptible did not ne-
cessarily prejudice the clinical outcomes of patients with
HA-MRSAB and that the impetuous use of glycopeptide
as empirical therapy targeting MRSA isolates should be
moderated in terms of increasing antibiotic resistance.
Although initial empirical broad-spectrum antibiotic
therapy, sometimes involving combination treatment, in
bacteremic patients may appear to be an attractive
treatment strategy before microbiological results are
available, it can lead to increases in antibiotic resistance,
costs, and adverse events. Studies investigating the
association between inappropriate empirical antibiotic
therapy and mortality among patients with bloodstream
infections have reported conflicting findings. Thirteen
studies have assessed the effects of empirical antibiotic
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Table 2 Comparison of clinical and microbiological characteristics and outcomes among patients with healthcare-associated
methicillin-resistant Staphylococcus aureus bacteremia according to the appropriateness of empirical antibiotic therapy or
treatment outcome in the propensity-matched analyses

Variables Total Empirical antibiotic therapy Treatment outcome
Inappropriate  Appropriate  OR (95 % Cl) Non-survival Survival OR (95 % Cl)
(n=127) (h=127) (n=81,31.9%) (n=173,68.1 %)
Male sex 165 (65.0) 84 (66.1) 81 (63.8) 1.03 (062-1.72) 59 (70.2) 106 (62.4) 0.66 (0.38-1.15)
Age (years), median (IQR) 67 (52-75) 68 (53-76) 65 (51-73) 099 (0.97-1.00) 72 (60-79) 63 (48-72) 1.03 (1.01-1.05)
Category of infection
Healthcare-associated® 32 (126) 16 (12.6) 16 (12.6) 1.07 (052-223) 4 (4.8) 28 (16.5) 231 (091-5.84)
Nosocomial 222.(874) 111 (874) 111 (874) 80 (95.2) 142 (83.5)
Comorbidity
Malignancy 68 (26.8) 30 (23.6) 38 (29.9) 0.66 (0.37-1.16) 33 (39.3) 35 (20.6) 263 (1.46-4.73)
Trauma 24 (9.4) 14 (11.0) 10 (7.9) 1.33 (0.56-3.17) 7 (83) 17 (10.0) 0.93 (0.37-2.35)
Charlson’s comorbidity index®, median (IQR) 2 (1-4) 2(1-4) 2(1-4) 1.08 (0.97-1.19) 3 (2-6) 2 (0-2) 1.37 (1.21-1.54)
Predisposing factors
Foreign body retention 4(1.6) 2(16) 2(1.6) 1.00 (0.14-721) 1 (1.2) 3(1.8) 0.71 (0.07-6.92)
Surgical operation 48 (18.9) 24 (189) 24 (189) 1.00 (0.53-1.87) 14 (16.7) 34 (20.0) 9 (0.56-2.12)
Prior antibiotic use 151 (594) 73 (57.5) 78 (614) 1.00 (0.60-1.66) 58 (69.0) 93 (54.7) 239 (1.33-4.30)
Third-generation cephalosporins 78 (307) 40 (315) 38 (29.9) 1.15 (0.68-1.95) 27 (32.1) 51 (30.0) 140 (0.81-2.44)
Fluoroquinolones 39(154) 17 (1134) 22(173) 0.89 (045-1.75) 16 (19.8) 23 (13.5) 1.96 (0.99-3.91)
Glycopeptides 36 (14.2) 14 (11.0) 22 (17.3) 0.77 (0.38-157) 19 (22.6) 17 (10.0) 2.15 (1.05-4.41)
Primary focus of HA-MRSAB
CR-BSI 144 (56.7) 72 (56.7) 72 (56.7) 1.03 (0.63-1.70) 52 (61.9) 92 (54.1) 1.03 (0.61-1.75)
Pneumonia 22 (87) 12 (94) 10 (7.9 041 (0.62-321) 11 (13.1) 11 (6.5 335 (1.46-7.67)

Clinical severity
Development of severe sepsis or septic shock 75 (29.5) 33 (26.0) 42 (33.1) 0.64 (0.37-1.09) 43 (51.2) 32 (188) 5.24 (2.93-9.38)
Pitt's bacteremia score®, median (IQR) 1(0-3) 1(0-3) 1(0-3) 1.08 (0.94-1.24) 3 (1-4) 1(0-2) 0.96 (0.82-1.12)
Vancomycin MIC, mg/L

MIC 21.0 mg/L 211 (96.3) 106 (98.1) 105 (94.6) 1.15 (0.52-2.54) 69 (95.8) 142 (96.6) 1.76 (0.36-8.71)
MIC 21.5 mg/L 94 (429) 39 (36.1) 55 (49.5) 060 (031-1.16) 34 (47.2) 60 (40.8) 1.60 (0.91-2.83)
MIC 22 mg/L 19 (8.7) 8 (74) 11 (99) 047 (0.08-2.61) 9 (12.5) 10 (6.8) 246 (0.95-6.34)
Appropriate empirical antibiotic therapy, n (%) 127 (50.0) 42 (50.0) 85 (50.0) 1.20 (0.71-2.03)
Definitive therapy
Vancomycin 145 (57.1) 68 (53.5) 77 (60.6) 0.75 (046-1.23) 48 (57.1) 97 (57.1) 1.00 (0.59-1.70)
Teicoplanin 75(295)  38(299) 37 (29.7) 1.04 (061-1.78) 26 (31.0) 49 (28.8) 1.11 (0.63-1.96)
Linezolid 28 (11.0) 16 (12.6) 12 (94) 1.38 (0.63-3.05) 9 (10.7) 19 (11.2) 095 (041-2.21)
Arbekacin 45(17.7)  25(19.7) 20 (15.7) 1.31 (0.69-2.51) 10 (11.9) 35 (20.6) 0.52 (0.24-1.11)
Tigecycline 4(16) 2(16) 2(1.6) 1.00 (0.14-6.99) 2 (24) 2(1.2) 2.05 (0.28-14.80)
Rifampin® 9(35) 7(55) 2(16) 365 (0.74-179) 0 9(5.3) 095 (0.91-0.98)
Outcomes
In-hospital mortality 84 (33.1) 42 (33.1) 42 (33.1) 1.20 (0.71-2.03) 1.20 (0.71-2.03)
MRSAB-related mortality 40 (15.7) 21 (165) 19 (15.0) 1.34 (0.68-2.62) 40 (47.6) 0 2.03 (1.62-2.53)

CR-BSI catheter-related bloodstream infection, /QR interquartile range, MIC minimum inhibitory concentration, MRSA methicillin-resistant Staphylococcus aureus,
MRSAB methicillin-resistant Staphylococcus aureus bacteremia

®MRSAB diagnosed within 48 h of hospital admission was considered healthcare-associated infection, if the patient presented with healthcare-associated factor in
the preceding 3 months

PCharlson’s comorbidity index was calculated at the first identification of MRSA bloodstream infection

“Pitt’s bacteremia score was assessed at the first identification of MRSA bloodstream infection

“Rifampin, which was prescribed in the survivals for the maintenance combination treatment during the finishing step for the small number of study cases



Yoon et al. BMC Infectious Diseases (2016) 16:331

Page 7 of 12

Table 3 Comparison of in-hospital mortality rates according to the clinical severity of healthcare-associated methicillin-resistant
Staphylococcus aureus bacteremia in the propensity-matched analyses

Empirical antibiotic therapy In-hospital mortality, n (%)

OR (95 % Cl) MRSA-related mortality, n (%) OR (95 % Cl)

Severe sepsis or septic shock (n=75)

Yes Appropriate 24 (57.1)
Inappropriate 19 (57.9)
No Appropriate 18 (21.2)
Inappropriate 23 (24.5)
Septic shock (n=45)
Yes Appropriate 20 (66.7)
Inappropriate 10 (66.7)
No Appropriate 22 (22.7)
Inappropriate31 32 (286)
Charlson’s comorbidity index 23 (n = 108)
Yes Appropriate 31 (564)
Inappropriate 24 (44.4)
No Appropriate 11 (15.3)
Inappropriate 18 (24.7)

1.02 (041-2.56) 13(31.0) 1.12 (0.42-2.96)
11(333)

121 (060-2.43) 6 (7.1) 157 (0.54-4.51)
10 (106)

1.00 (027-3.72) 12 (40.0) 1.00 (0.28-3.54)
6 (40.0)

1.36 (0.73-2.55) 7(7.2) 1.99 (0.78-5.10)
15 (13.4)

062 (0.29-132) 13 (23.6) 0.83 (0.33-2.05)
11 (208)

1.82 (0.79-4.18) 6 (8.3) 1.75 (0.60~5.09)
10 (13.7)

MRSA methicillin-resistant Staphylococcus aureus

Table 4 Covariate balance of independent variables for the
propensity scores between unmatched and matched data sets

Absolute standardized
difference (%)

Unmatched Matched

data data
Nosocomial infection 2049 0.00
Trauma 12.60 10.78
Surgical operation 2356 0.00
Immunosuppressive agents 1543 10.73
Prior exposure to third-generation 11.91 341
cephalosporins
Prior exposure to fluoroquinolones 12.36 10.94
Prior exposure to glycopeptides 14.06 18.14
CR-BSI 33.30 0.00
Pneumonia 18.07 5.60
Urinary tract infection 19.90 18.11
Severe sepsis or septic shock 15.05 15.58
Retention of foreign body 29.78 0.00
Infective endocarditis 15.25 18.11
Charlson’s comorbidity index 2135 16.12
Pitt's bacteremia score 13.35 11.08
Age 1047 13.89
Vancomycin MICs 15.67 1759

CR-BSI catheter-related bloodstream infection, MIC minimum inhibitory concentration

therapy on mortality in study populations with MRSAB
[10-16, 21, 34-36]. Seven of these study demonstrated
that timely empirical therapy for MRSAB was associated
with reduced mortality [10, 12-14, 21, 35, 36]. By
contrast, six other studies reported an opposite result
[11, 15, 16, 19, 20, 34]. Interestingly, three studies
conducted in Asia reported that an initial delay in the use
of definitive antibiotics to which the MRSA isolates were
susceptible did not have a detrimental effect on mortality
[11, 19, 20]. Paul et al. [21] speculated that the studies did
not confirm an advantage to empirical vancomycin treat-
ment, as the prevalence of vancomycin MICs >1.5 mg/L
might be higher in Asia than in other locations [7, 9, 37-39].

On the contrary, a lack of agreement in the association
between appropriate antibiotic therapy and mortality in
bacteremic patients among the previous studies might
be attributable to methodological heterogeneity. Appropri-
ate antibiotic therapy and mortality were not consistently
measured, and significant confounding variables were not
always considered in the final analysis [17]. Therefore, in
the present study on patients with HA-MRSAB, we obvi-
ously defined the appropriateness of antibiotic therapy in
terms of its in vitro activity against the MRSA isolates, the
timing and routes of administration, and the doses of the
prescribed antibiotics; we also defined empirical and defini-
tive antibiotic therapy clearly. We conducted multivariate
analysis to adjust for confounding variables, including clin-
ical severity and patients’ comorbidity at the onset of HA-
MRSAB. Although the previous studies used a multivariate
logistic regression analyses, residual confounding associ-
ated with the choice of appropriate or inappropriate
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empirical antibiotics was not fully excluded. Thus, our
propensity-matched analysis calibrated all covariates that
affect both the outcome and treatment assignment be-
tween patients who received appropriate and inappropriate
empirical antibiotics.

In this study, there was no significant difference in
mortality between the 127 pairs of propensity-matched
patients who received inappropriate or appropriate
empirical antibiotics. These results were comparable
with the findings from a study by Kim et al. using a
propensity score [20]. Among 345 patients with HA-
MRSAB analyzed in our study, empirical antibiotic
therapy against MRSA isolates was given to 154 (44.6 %)
patients. It was previously described that infections due

to gram-positive organisms do not have a rapid
course, unlike those caused by gram-negative pathogens
[40, 41]. In two meta-analyses of febrile neutropenic
patients, there was no statistically significant differ-
ence in mortality between those who received a
glycopeptide as part of the empirical regimen and
those who did not receive glycopeptides [42, 43]. In
addition, a large retrospective review from the
National Cancer Institute suggested that the addition
of vancomycin can be delayed until after four days of
antibiotic monotherapy against Pseudomonas aerugi-
nosa without any resulting increase in morbidity or
mortality, even when a gram-positive infection was
proven [44, 45].
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Table 5 Multivariate conditional logistic regression analysis of risk factors for in-hospital mortality in patients with healthcare-associated
methicillin-resistant Staphylococcus aureus bacteremia in the propensity-matched analyses

Unmatched data set

Unmatched data set

Matched data set

(n=345) (IPTW, n = 345) (n=254)

Independent variable OR (95 % CI) P-value OR (95 % Cl) P-value OR (95 % Cl) P-value
Inappropriate empirical antibiotic therapy 1.26 (0.64-2.48) 0499 3(0.83-2.12) 0.236 NA? 0.988
Nosocomial infection 2.24 (0.87-5.80) 0.096 262 (1.28-5.37) 0.009

Trauma 0.60 (0.18-1.97) 0.398 0.66 (0.28-1.52) 0329 1.95 (0.50-7.56) 0.335
Surgical operation 1.20 (0.54-2.66) 0.656 2 (0.69-2.17) 0493

Prior exposure to third- generation cephalosporins 1.34 (0.68-2.63) 0.399 3 (0.76-2.00) 0407 0.93 (041-2.10) 0.853
Prior exposure to fluoroquinolones 1(0.22-1.22) 0.129 0.66 (0.35-1.24) 0.193 1.24 (0.44-3.51) 0.683
Prior exposure to glycopeptides 2.85 (1.20-6.77) 0.018 2.86 (1.55-5.28) 0.001 3.24 (1.08-9.67) 0.035
CR-BSI 092 (0.44-1.92) 0.825 0.79 (047-1.32) 0.360

Pneumonia 0.37 (0.14-1.00) 0.050 0.28 (0.14-0.59) 0.001 2.15(0.51-9.04) 0.296
Severe sepsis or septic shock 3.84 (1.85-7.96) <0.001 364 (2.17-6.10) <0.001 545 (2.14-13.87) <0.001
Retention of foreign body 1.63 (0.40-6.71) 0.500 6 (0.62-6.18) 0.250

Charlson’s comorbidity index (per 1-point increment) 0.66 (0.57-0.77) <0.001 0.68 (0.61-0.75) <0.001 1.52 (1.27-1.83) <0.001
Pitt's bacteremia score (per 1-point increment) 0.77 (0.64-0.93) <0.001 0.76 (0.66-0.87) <0.001 3 (0.99-1.54) 0.067
Age (per 1-year increment) 0.96 (0.94-0.98) 0.001 0.97 (0.95-0.98) <0.001 1.02 (1.00-1.05) 0.105
Vancomycin MICs 048 (0.20-1.16) 0.103 042 (0.23-0.79) 0.007 1.55 (0.52-4.62) 0433

CR-BSI catheter-related bloodstream infection, IPTW inverse probability of treatment weighted, OR odds ratio, 95 % Cl 95 % confidence interval, MIC minimum

inhibitory concentration, NA not available

“These variables were not available because they displayed perfect marginal homogeneity with respect to each category concerning inappropriate initial empirical

antibiotic therapy

In this study, the in-hospital mortality rate of HA-
MRSAB was 33.1 %, which is comparable to the range
from 29 % to 45 % reported in other studies [10, 12, 16,
36]. Within our propensity score-matched data set, three
prognostic factors were associated with in-hospital
mortality in patients with HA-MRSAB: severe sepsis or
septic shock, Charlson’s comorbidity index at the onset
of HA-MRSAB, and prior receipt of glycopeptides.
These findings were similar to those of other studies
[11-15, 20, 21]. In particular, prior exposure to glyco-
peptides was reported as an independent predictor of
treatment failure for MRSAB in several studies [12, 13,
15, 20, 21]. This fact strengthens the hypothesis that the
empirical use of glycopeptides should be judicious even

in patients suspected to have MRSAB. In addition, a
higher vancomycin MIC has been recognized as one of
the predictors associated with increased mortality and
treatment failure among patients with MRSAB [46, 47].
Prior exposure to glycopeptides is likely to be associated
with mortality in patients with MRSAB, as recent
exposure to vancomycin may lead to increased vanco-
mycin MICs [48]. In this study, we failed to identify a
significant impact of higher vancomycin MIC values on
mortality in patients with HA-MRSAB, probably due to
use of several antibiotics with activity against MRSAB.
Vancomycin was used as a definite antibiotic in
58.3 % of the 345 patients with HA-MRSAB analyzed
in the study.

Table 6 Evaluation of the association between inappropriate empirical antibiotic therapy and in-hospital mortality in patients with
healthcare-associated methicillin-resistant Staphylococcus aureus bacteremia

Number P-value OR 95 % Cl
LL uL
Model 1 Unmatched sample, no adjustment 345 0979 1.01 0.64 1.58
Model 2 Unmatched sample with no PS, adjusted for all covariates 345 0499 0.79 040 1.56
Model 3 Unmatched sample with IPTW, adjusted for all covariates 345 0.236 0.75 047 1.20
Model 4 PS-matched sample, no adjustment 254 0.984 NA?
Model 5 PS-matched sample adjusted for all covariates 254 0.988 NA?

PS propensity score, IPTW inverse probability of treatment weighted, OR odds ratio, 95 % CI 95 % confidence interval, LL lower limit, UL upper limit
*These variables were not available because they displayed perfect marginal homogeneity with respect to each category concerning inappropriate initial empirical

antibiotic therapy
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There are some potential limitations in our study.
First, the multivariate propensity-matched analysis still
has a residual risk for confounding given the non-
randomized, controlled study design. Second, it should
be acknowledged that culture sampling itself might have
been delayed in some cases due to difficulties in suspect-
ing the presence of MRSAB. Third, different kinds of anti-
biotics used for definitive therapy against MRSA can
affect the clinical outcomes. However, there was no statis-
tical difference in the distribution of definitive antibiotics
in the comparative analyses of empirical antibiotic therapy
or treatment outcomes. Fourth, vancomycin MIC for
MRSA isolates was determined using the thawed, stored
strains in this study, which can lead to an overall decline
in vancomycin MICs measured for the same strains at the
time of isolation. The effects of storage on the vancomycin
MIC of the isolates may be considered confounders [49].
Lastly, this study showed a lack of significant difference in
the hospital mortality between patients who received in-
appropriate or appropriate empirical antibiotics. This may
imply an inconclusive result from the limited sample size,
rather than a lack of any effect of appropriate empirical
antibiotic therapy.

Conclusions

In conclusion, empirical inappropriate antibiotic therapy
was not a significant predictor of mortality in patients
with HA-MRSAB in hospitals with a high prevalence of
MRSA. These findings suggest that it may be safe to
await microbiological results and guide the use of defini-
tive antibiotics in patients suspected of having HA-
MRSAB. Although earlier proper antibiotic prescribing
is usually recommended for bacteremic patients by most
experts, the empirical use of glycopeptides should be
guided by the presence of predictors of MRSAB as well
as the risk factors associated with MRSAB-related
mortality.
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