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ORIGINAL ARTICLE

Therapeutic Drug Monitoring of Daptomycin:
A Retrospective Monocentric Analysis

Claudine Reiber, cand.med.,* Oliver Senn, MD,† Daniel Müller, PhD,‡ Gerd A. Kullak-Ublick, MD,*

and Natascia Corti, MD*

Background: Daptomycin dose is adjusted to body weight and

renal function and is usually not guided by therapeutic drug

monitoring. Daptomycin plasma concentration measurement was

established at our institution in January 2009 and is now

increasingly being used. The aim of this study was to describe

and characterize variability in daptomycin exposure during routine

clinical therapy.

Methods: We collected daptomycin plasma concentrations that

were measured at our institution during the period January 2009–

July 2012. Additional clinical and demographic data and their asso-

ciation with daptomycin exposure were tested by a multilevel linear

regression analysis.

Results: A total of 332 daptomycin plasma concentrations were

determined in 86 patients. Sixty-six percent (n = 218) of all deter-

minations were trough concentrations (Cmin), and 34% (n = 114)

were peak concentrations (Cmax). Cmin ranged 2–68 mg/L (median,

16.7 mg/L), and Cmax 20–236 mg/L (median, 66.2 mg/L). A signif-

icant positive association of total dose, albumin, creatinine and a sig-

nificant negative association of dose interval and intermittent

hemodialysis with Cmin were found in the regression analysis. Total

dose and intensive care unit (ICU) stay were significantly associated

with Cmax (P , 0.05). However, only 28% (P , 0.005) of Cmin

variability and 8% (P = 0.08) of Cmax variability were explained by

the factors included in the analysis.

Conclusions: Daptomycin plasma concentrations are often unpre-

dictable as shown by highly variable drug exposure that is only

partially explained by dose administered and underlying renal

function.

Key Words: Gram-positive infection, lipopeptide antibiotic,

therapeutic drug monitoring

(Ther Drug Monit 2015;37:634–640)

INTRODUCTION
Therapeutic drug monitoring (TDM) is established for

a number of antiinfective agents that are used in clinical care.
Therapeutic plasma concentrations are defined based on
clinical studies comparing plasma drug exposure to clinical
efficacy and toxicity.1 Although a toxicity threshold has been
proposed for daptomycin-induced creatinine phosphokinase
(CPK) elevation, no clinical trials exist that define optimal
effective daptomycin plasma concentrations in different
types of infection. Daptomycin (Cubicin; Novartis, Basel,
Switzerland) is a lipopeptide antibiotic active against Gram-
positive organisms including methicillin-resistant Staphylococ-
cus aureus (MRSA) or vancomycin-resistant Enterococci sp.2

The actual labelled dose is 4 mg/kg once daily for the treatment
of complicated skin and soft-tissue infections and 6 mg/kg for
blood stream infections, including those with right-sided endo-
carditis caused by MRSA and methicillin-susceptible strains.3

Data that correlate daptomycin concentration and antimicrobial
killing are derived from in vitro or animal studies where a con-
centration-dependent effect of daptomycin has been demon-
strated, with area under the concentration curve/minimal
inhibitory concentration ratio and peak concentrations (Cmax)/
minimal inhibitory concentration ratio being the main determi-
nants of bactericidal effect.4,5

Based on these findings, higher doses are recommended
for Gram-positive infections that are severe and difficult to
treat, such as bacteremia, infective endocarditis, and osteo-
myelitis,6 and for critically ill patients.7 Daptomycin use and
efficacy in different types of infection has mainly been inves-
tigated in retrospective studies,8,9 where the focus was to
investigate dosing regimen and outcome; daptomycin plasma
concentrations were not determined in these studies. Because
daptomycin is mainly eliminated by the kidneys, prolongation
of dosing interval from 24 hours (q24h) to 48 hours (q48h) is
indicated in patients with a reduced glomerular filtration rate
(GFR) of ,30 mL/min with or without intermittent hemodi-
alysis (IHD). Independent of the degree of renal impairment
and the type of renal replacement therapy used, high variabil-
ity of daptomycin plasma concentrations can occur.10–12 This
is particularly the case in critically ill patients with Gram-
positive sepsis, higher volume of distribution and increased
daptomycin clearance have been observed with highly vari-
able drug exposure leading to very low drug concentration in
certain patients.7,13,14 Therefore, TDM in these special popu-
lations might be warranted to optimize the dosing regimen
and prevent either underdosing or excessive drug exposure
associated with CPK elevation.15
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Daptomycin plasma concentration measurement at our
institution was established in January 2009 and has now
increasingly been used especially in the intensive care setting.
The aim of this study was to investigate treatment indications
in which daptomycin TDM was performed, to describe
variability of daptomycin plasma concentrations, and to
determine the main factors associated with excessive or low
drug exposure.

MATERIAL AND METHODS
In this retrospective chart review, we included all patients

treated with daptomycin at the University Hospital in Zurich in
the period January 2009–July 2012 with at least 1 determination
of daptomycin plasma concentration. The study was approved
by the local ethics committee, Zurich, Switzerland. Samples
were analyzed by liquid chromatography–mass spectrometry
at the Institute of Clinical Chemistry as previously described.11

The lower limit of quantification of the method was 0.03 mg/L,
precision 3.1%, and accuracy 101%.

We collected all available daptomycin plasma concen-
trations determined, clinical and demographic data, the
corresponding dosage, dosing interval, and the renal function
or type of renal replacement therapy at the time of measure-
ment. Cmin was usually determined just before the next infu-
sion, and Cmax immediately after the end of infusion. Cubicin
was infused over 30 minutes in all but 1 patient who received
the infusion as a bolus over 2 minutes. To characterize dap-
tomycin dose as a function of body weight, total single
administered dose mentioned in the patient records was
divided by body weight (in kilograms).

Patients were divided into 4 groups according to the renal
function and type of renal replacement applied: group 1,
creatinine clearance (CrCl) .30 mL/min; group 2, CrCl #30
mL/min and no renal replacement therapy; group 3, end-stage
renal disease with IHD; group 4, renal failure requiring contin-
uous renal replacement therapy (CRRT). CRRT was performed
either with Multifiltrate (Fresenius Medical Care, Homburg,
Germany) using the capillary hemofilter AV 1000s (polysul-
fone, surface area 1.8 m2) or with Prismaflex ST150 (Gambro
AB, Lund, Sweden) using the capillary hemofilter AN69 ST
(acrylonitrile-sodium-methyl sulfonate, surface area 1.5 m2). In
72 of 86 patients, CrCl was estimated by Cockcroft-Gault for-
mula. In the remaining patients, the Modification of Diet in
Renal Disease equation was used to estimate GFR. Analysis
of variance (ANOVA) was applied to compare daptomycin
plasma concentrations within the groups. Correlations of dap-
tomycin dose and daptomycin plasma concentration were ana-
lyzed within these groups by simple linear regression analysis
using SPSS Version 22 (IBM Corp, Armonk, NY).

The independent association between daptomycin
trough concentrations (Cmin), peak concentrations (Cmax),
and the 4 renal function groups was investigated by multilevel
linear regression analysis, taking into account repeated meas-
urements in patients. The following covariates were included
in the model to control for potential confounding: serum cre-
atinine, dose interval, total administered dose (defined as total
single dose administered on the sampling day), weight, sex,
albumin plasma concentration, and hospitalization in an

intensive care unit (ICU). A separate analysis was addition-
ally undertaken for dose-normalized Cmax and Cmin (defined
as Cmax or Cmin divided by total administered dose) at dose
intervals of 24 hours or 48 hours. Total dose and dose interval
were excluded as covariates for this analysis. Because of the
skewed daptomycin trough and peak concentration distribu-
tion, regression analysis was performed on natural log (ln)
transformed data. Residual analysis was performed to check
for the regression assumption. Analysis was performed with
STATA Vers.12.1 (StataCorp LP, Texas).

Daptomycin trough concentrations and their respective
CPK values were recorded, and possible drug-induced CPK
elevation was evaluated. CPK elevation was judged as possibly
daptomycin related after exclusion of other causes (eg, trauma
or surgery) and the presence of a temporal relationship with
daptomycin treatment. A toxicity threshold was defined as
a daptomycin trough concentration of .25 mg/L based on the
findings of Bhavnani et al,15 who reported an increased risk of
CPK elevation above a value of .24.3 mg/L.

RESULTS

Patient Characteristics
Patient characteristics and indication for daptomycin

treatment are represented in Table 1. A total of 86 patients
were included. Four patients were excluded because of incor-
rect sampling time points. Eighty percent of the patients stud-
ied were hospitalized, at least transiently, in the ICU. Four
percent of daptomycin concentrations were determined on an
outpatient basis. Daptomycin plasma concentrations were
most frequently determined in Enterococcus faecium infec-
tions (44%) and in coagulase-negative Staphylococci (CoNS)
infections (28%). The following pathogens were isolated in
36 blood cultures: 19 E. faecium, 6 MRSA, 6 CoNS, and 1
E. faecalis, vanocomycin-resistant Enterococcus, methicillin-
susceptible S. aureus, S. anginosus, and group B Streptococ-
cus. Additional antibiotics effective against the infecting
pathogen were used in 46 patients (51%); 37 (41%) patients
received daptomycin monotherapy. The remaining patients
could not be evaluated either because of missing pathogen
detection or unknown comedication.

Daptomycin dosing
The median daptomycin dose administered was 6

mg/kg (range, 2.7–13.8 mg/kg), and the median total dose
was 500 mg (150–1000 mg). Data on daptomycin dosing
interval in different renal function groups are shown in Table
4. In 40 of 86 patients, a high-dose regimen (6–13.8 mg/kg)
was administered.

In 10 patients, dose was adjusted based on daptomycin
plasma concentration measurements. However, this was done
in an unsystematic way solely dependent on the decision of
the treating physician because no internal guidelines on target
range were available. In 4 patients, the dose was increased
based on Cmin ,2, 5.4, and 14.9 mg/L. In 5 patients, the daily
dose was decreased based on Cmin .50 and 19.7 mg/L
and in 1 case based on a peak concentration of 133 mg/L.
In 1 patient, the reason for dose change was unclear.
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Plasma Concentrations
A total of 332 daptomycin plasma concentrations were

determined. Sixty-six percent (n = 218) of all determinations
were trough concentrations (Cmin), and 34% (n = 114) were
peak concentrations (Cmax). In patients with multiple

sampling, a median of 2 Cmin samples and 1 Cmax sample
was drawn per patient (range, 0–14 and 0–15, respectively).
Cmax was never determined in patients with CrCl #30 mL/
min. Cmin ranged 2–68 mg/L (median, 16.7 mg/L), and Cmax

ranged 20–236 mg/L (median, 66.2 mg/L). Time of the first
daptomycin measurement after the first dose or after a dose
change ranged 1–80 days (median, 4 days) and 1–120 days
(median, 3 days) for Cmin and Cmax, respectively. In 77% of
patients, determination of the first daptomycin plasma con-
centration was performed after at least 3 days. When analyzed
by renal function groups, only in patients undergoing CRRT,
significant correlations were observed between daptomycin
dose (mg/kg) and Cmin (R2 0.23, P , 0.05) or Cmax (R2

0.25, P , 0.05). No significant correlation with dose admin-
istered was found in the other groups.

The highest variability of daptomycin plasma concen-
trations was observed in patients with CrCl #30 mL/min and
CrCl .30 mL/min without renal replacement therapy (coef-
ficient of variation%, 81% and 72% in CrCl #30 and
CrCl .30 mL/min versus coefficient of variation%, 69%
and 63% in IHD and CRRT) (Figs. 1A, B). Dose-
normalized Cmin was more variable in patients with
CrCl ,45 mL/min than in patients with moderately impaired
or normal renal function or in patients undergoing renal
replacement therapy (Fig. 2). In patients with CrCl #30 mL/
min and a dosing interval of q48h, Cmin values were all below
20 mg/mL, whereas Cmin values higher than 20 mg/mL were
measured in 22% of the patients with a dosing interval of q24h.
Mean Cmin values in the 48h and the 24h group were 15.7 6

16.9 mg/L and 39.46 21.0 mg/L, respectively. This difference
was statistically significant (student t test, P , 0.05).

Cmin concentrations were significantly lower in patients
with CRRT compared with patients without renal replacement
therapy independent of renal function (ANOVA, P , 0.005)
(Fig. 1A). Cmax was slightly lower in CRRT patients com-
pared with other renal function groups but this difference was
not statistically significant (P = 0.49) (Fig. 1B).

When patients with severely impaired renal function
(CrCl #30 mL/min, IHD, CRRT) were compared with the
CrCl .30 mL/min group and controlled for serum creatinine,
dose interval, total dose, weight, sex, albumin concentration,
and ICU hospitalization in the multilevel regression analysis,
patients with IHD were associated with lower Cmin (P =
0.041), whereas association in the CRRT group was not sta-
tistically significant (P = 0.227) (Table 2). In the same anal-
ysis, a significant positive association of total daptomycin
dose, albumin, creatinine and a significant negative associa-
tion of dose interval with Cmin were observed. The multilevel
analysis determined total dose and ICU hospitalization as
factors significantly associated with Cmax (Table 3, P ,

0.005). In a separate analysis of dose-normalized plasma con-
centrations, Cmin/dose determined at 24h was negatively asso-
ciated with dose interval, serum creatinine, and positively
associated with ICU-hospitalization. For Cmin/dose deter-
mined at 48h, a significant negative association of serum
creatinine, sex, and albumin and a positive association with
weight were observed. For Cmax/dose determined at 24h, only
patients undergoing CRRT were now associated with lower
values compared with the CrCl .30 mL/min group. No

TABLE 1. Demographic and Clinical Data in Patients With at
Least 1 Daptomycin Concentration Determination

Total no. patients included 86

Age (yrs) 60 (18–95)*

BMI 24.6 (16.7–41.6)*

APACHE II Score 20 (12–27)*

female, n (%) 26 (30.2)

male, n (%) 60 (69.8)

Treatment setting, n (%)

ICU 37 (43.0)

ICU + inpatient non-ICU 29 (33.7)

Inpatient non-ICU 16 (18.6)

Inpatient non-ICU + outpatient 2 (2.3)

ICU + inpatient non-ICU + outpatient 2 (2.3)

Comorbidities, n (%)

Concomitant infection 61 (70.9)

Organ transplantation 22 (25.6)

Neoplasia 14 (16.3)

Liver fibrosis/cirrhosis 9 (10.5)

Insulin-dependent diabetes mellitus 7 (8.1)

Polytrauma 5 (5.8)

Burn 3 (3.5)

Traumatic rhabdomyolysis 2 (2.3)

Cystic fibrosis 2 (2.3)

Acute liver failure 1 (1.2)

Indications, n (%)

Bacteremia or sepsis without
endocarditis†

30 (34.9)

Wound infection 12 (14.0)

Empiric administration with suspected
Gram-positive infection

12 (14.0)

Endocarditis‡ 7 (8.1)

Abdominal puncture 6 (7.0)

Contaminated foreign body 6 (7.0)

Urinary tract infection 4 (4.7)

Positive culture of intraoperative
sample

3 (3.5)

Osteomyelitis 2 (2.3)

Pathogen in tracheal secretion/
thoracocentesis

2 (2.3)

Unknown 2 (2.3)

Renal function at sampling, n (%)

eGFR ,30 mL/min 14 (16.3)

eGFR $30 mL/min 32 (37.2)

IHD 13 (15.1)

CRRT 25 (29.1)

*Median (range).

†All patients had positive blood cultures.

‡Six of 7 patients had positive blood cultures.

APACHE II, acute physiology and chronic health evaluation score II; BMI, body

mass index; CRRT, continuous renal replacement therapy; eGFR, estimated glomerular

filtration rate; IHD, intermittent hemodialysis.
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significant association could be found for other covariates or
clearance groups with Cmax/dose determined either at 24h or
48h. Overall, only 27% (adjusted R2 0.27, P, 0.005) of Cmin

variability and 8% (adjusted R2 0.08, P = 0.08) of Cmax

variability were explained by the covariates included into
a multiple linear regression analysis. Residual analysis re-
vealed no violation of the regression assumption.

Safety
Cmin values $25 mg/L were found in 38% of patients

with CrCl.30 mL/min or CrCl#30 mL/min, in 17% of IHD
patients, and in 7% of patients undergoing CRRT. Overall, 20
cases of mild CPK elevation were found of which only 4 were
considered possibly related to daptomycin treatment. In these

patients, the highest CPK values ranged 201–346 U/L and
maximum Cmin values were 9.6, 23.5, 50.1, and 14.3 mg/L,
respectively. The last 2 patients were taking a statin
concomitantly.

DISCUSSION
In this retrospective survey, we present daptomycin

plasma concentrations derived from patients undergoing
TDM while treated with daptomycin. Our data reflect the
heterogeneity of a real-world hospital patient population in
contrast to prospective pharmacokinetic (PK) studies pub-
lished so far that report daptomycin plasma concentrations
in defined patient populations under strict dosing

FIGURE 1. A and B, Daptomycin Cmin and Cmax

values in different renal function groups. Cmin,
trough concentrations; Cmax, peak concentrations.
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regimens.7,11,14,16,17 Accordingly, high variability in weight,
comorbidities, treatment indications, and dosing regimen
was observed in our subjects, and 60% had severely impaired
renal function or were undergoing renal replacement therapy.

We found that Cmin and Cmax values were associated
with total dose administered, and Cmin was additionally pos-
itively associated with CrCl and albumin concentration
and negatively associated with dose interval. Even when the
analysis was undertaken separately for the 2 dosing intervals,

24h and 48h, and dose-normalized Cmin and Cmax, CrCl re-
mained associated with Cmin/dose. However, the covariates
investigated accounted for only 27% of Cmin variability and
8% of Cmax variability. Thus, more than 70% of the Cmin

variability and more than 90% of the Cmax variability remain
unexplained in our model.

Renal function has been identified as the main factor
associated with daptomycin clearance in population PK
studies that investigated patients with different grades of
renal impairment or severe Gram-positive infection.14,18 Addi-
tional factors influencing daptomycin PK were a considerably
larger volume of distribution compared with healthy volun-
teers in patients with acute bacterial infections7,13,14 and in
patients with severely impaired renal function.18 In a subset
of patients with MRSA bacteremia, highly increased dapto-
mycin clearance was observed with significantly lower dap-
tomycin exposure despite a comparable dose administered in
all patients.7 However, a significant proportion of daptomycin
clearance variability remained unexplained.14,18 In view of
these findings, TDM may me considered an important tool
for individualized daptomycin dosing.7

Over one third of the subjects in our study were treated
with a high-dose regimen $6 mg/kg. High-dose daptomycin
regimens of .6 mg/kg have been recommended in compli-
cated infections, such as endocarditis, osteomyelitis, and sep-
sis,6 whereas the maximum licensed dose is 6 mg/kg for the

FIGURE 2. Dose-normalized Cmin values in different renal
function groups. Cmin, trough concentrations. Filled circles
represent q24h, triangles q48h, and quads a q12h dosing
interval.

TABLE 2. Results Multilevel Regression Analysis of Cmin

Coefficient Standard Error P

IHD* 20.529 0.259 0.041

CRRT* 20.161 0.135 0.227

Clearance ,30 mL/min* 20.191 0.221 0.387

Creatinine (mmol/L) 0.022 0.008 0.008

48 h dose interval† 20.336 0.150 0.025

Total dose (mg) 0.001 0.000 0.006

Sex‡ 0.291 0.179 0.104

Weight (kg) 20.004 0.004 0.297

Albumin (g/L) 0.031 0.011 0.005

ICU hospitalization§ 20.281 0.198 0.156

No. observations: 172

*Ref = one corresponds to patients with eGFR .30 mL/min (without renal replace-

ment).

†Ref = one corresponds to 24 h.

‡Ref = one corresponds to male.

§Ref = one corresponds to non-ICU.

Ref, reference group.

Bold, statistically significant (P , 0.05).

TABLE 3. Results Multilevel Regression Analysis of Cmax

Coefficient Standard Error P

IHD* 0.446 0.250 0.074

CRRT* 0.128 0.121 0.289

Creatinine (mmol/L) 0.000 0.001 0.831

48 h dose interval† 20.174 0.156 0.265

Total dose (mg) 0.001 0.000 0.009

Sex‡ 0.070 0.150 0.639

Weight (kg) 20.003 0.002 0.241

Albumin (g/L) 0.007 0.009 0.413

ICU hospitalization§ 20.258 0.329 0.000

number of observations: 80

*Ref = one corresponds to patients with eGFR .30 mL/min (without renal replace-

ment).

†Ref = one corresponds to 24 h.

‡Ref = one corresponds to male.

§Ref = one corresponds to non-ICU.

Ref, reference group.

Bold, statistically significant (P , 0.05).

TABLE 4. Dosing Interval in Different Renal Function Groups

Renal Function Groups

Dosing Interval

q24h, % q48h, % q36h, %

CrCl .30 mL/min 91* 9 0

CrCl ,30 mL/min 46 43 11

IHD 28 72 0

CRRT 86 14 0

*Percentage of Cmin determinations.
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treatment of S. aureus bacteremia and right-sided endocardi-
tis. The variability of individual dosing in our patients within
the high-dose regimen might reflect the fact that 80% of in-
dications were off-label treatments, such as enterococcal and
CoNS infections, left-sided endocarditis, foreign body infec-
tion, or osteomyelitis for which exact dosing recommenda-
tions have not been established because of the lack of
prospective controlled studies. This might lead to a further
prescribing variability among physicians.

Dosing intervals were not necessarily chosen according
to product labelling, which recommends a prolongation of
dosing interval to 48 hours in patients with CrCl ,30 mL/
min.3 In particular, in severely impaired renal function (CrCl
,30 mL/min without renal replacement therapy), we noticed
the highest heterogeneity of dosing interval (Table 4). In nearly
half of these patients, the dosing interval was not adjusted to 48
hours. This generated very high Cmin values far above 20 mg/L
in contrast to the adjusted interval with Cmin below 20 mg/L
after 48 hours. Although correct dose use might reduce the risk
for CPK elevation, the 48h dose interval is still associated with
significantly lower daptomycin exposure over 24h–48h.

The impact of low daptomycin exposure during the
second day in a 48-hour dose interval regimen on efficacy and
risk of development of resistance is still unclear. Few data
exist on efficacy and safety of daily daptomycin administra-
tion in severe renal impairment. In a case series, daptomycin
was administered daily at doses of 6–8 mg/kg in 3 patients
with severe renal impairment (GFR, 10–30 mL/min) over
several weeks with an improved efficacy and no CPK eleva-
tion.19 However, daptomycin plasma concentrations were not
monitored. The authors recommend high-dose regimen
administered daily as initial therapy for patients with very
severe infections and a GFR of 10–30 mL/min.

A higher risk for CPK elevation was associated with
daptomycin trough concentrations of .24.3 mg/L in a study by
Bhavnani et al,15 who analyzed daptomycin plasma concentra-
tions derived from a pivotal clinical study investigating dapto-
mycin in the treatment of bacteremia and endocarditis caused by
S. aureus.20 In our patients, 25% of all Cmin values were above
25 mg/L. Concentrations as high as 68 mg/L were tolerated
without CPK elevation. This supports the fact that higher doses
might be administered safely if needed for an efficient treatment.

Significantly lower daptomycin Cmin and Cmax concen-
trations were observed in critically ill patients undergoing
CRRT, despite a high percentage of patients receiving dapto-
mycin q24h. Daptomycin pharmacokinetics in CRRT have
recently been investigated by several groups,11,21–24 and a dos-
ing interval q24h versus q48h has been discussed. The risk of
underdosing on the second day after daptomycin administra-
tion in a q48h dosing regimen was also outweighed against
the risk of CPK elevation in q24h dosing. Our observational
data here confirm our previously published prospective PK
data in CRRT patients receiving 6 mg/kg q24h11 to ensure
adequate daily drug exposure. As dose correlated significantly
with daptomycin Cmin and Cmax values in CRRT patients,
a high-dose regimen q24h is probably necessary to ensure
adequate daptomycin concentrations in critically ill patients
who mostly suffer from severe infections. A study 8 mg/kg
q24h in CRRT is ongoing at our department.

Limitations of this study are due to the retrospective
design. In some patients, data collection was incomplete and
the exact sampling time point after daptomycin administration
could not be verified. Therefore, differences in duration of
daptomycin infusion or incorrect sampling time could be an
additional factor for Cmax and Cmin variability. We did not
assess treatment outcome because less than half of our patients
received daptomycin as monotherapy and the number of micro-
biologically evaluable patients was small. Additionally, our
patient population was very heterogeneous concerning comor-
bidities and renal function and they also differed regarding
dose, duration of therapy, and surgical interventions.

As we included only patients with daptomycin TDM
performed, the population studied probably represents only
a subset of the overall population treated with daptomycin at our
institution. 50% of Cubicin was in fact delivered to departments
other than ICUs during the period of data collection, whereas
80% of our study patients were hospitalized in the ICU.

CONCLUSIONS
Our data demonstrate that, in an unselected patient

population, daptomycin exposure is highly variable and is
only partially explained by dose administered and underlying
renal function. The factors accounting for most of the
variability remains unclear, and therefore daptomycin plasma
concentrations are often unpredictable.
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