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Sufﬁcient antibiotic dosing in septic patients is essential for reducing
mortality. Piperacillin-tazobactam is often used for empirical treatment, but due to
the pharmacokinetic (PK) variability seen in septic patients, optimal dosing may be a
challenge. We determined the PK proﬁle for piperacillin given at 4 g every 8 h in 22
septic patients admitted to a medical ward. Piperacillin concentrations were compared to the clinical breakpoint MIC for Pseudomonas aeruginosa (16 mg/liter), and
the following PK/pharmacodynamic (PD) targets were evaluated: the percentage of
the dosing interval that the free drug concentration is maintained above the MIC
(fTMIC) of 50% and 100%. A two-compartment population PK model described the
data well, with clearance being divided into renal and nonrenal components. The renal component was proportional to the estimated creatinine clearance (eCLCR) and
constituted 74% of the total clearance in a typical individual (eCLCR, 83.9 ml/min).
Patients with a high eCLCR (⬎130 ml/min) were at risk of subtherapeutic concentrations for the current regimen, with a 90% probability of target attainment being
reached at MICs of 2.0 (50% fTMIC) and 0.125 mg/liter (100% fTMIC). Simulations of alternative dosing regimens and modes of administration showed that dose increment
and prolonged infusion increased the chance of achieving predeﬁned PK/PD targets.
Alternative dosing strategies may therefore be needed to optimize piperacillin exposure in septic patients. (This study has been registered at ClinicalTrials.gov under
identiﬁer NCT02569086.)
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A

ppropriate empirical antibiotic therapy is crucial for reducing mortality in septic
patients (1). Most hospitals worldwide use a standard ﬁxed-dose regimen for
treatment, but with numerous pharmacokinetic (PK) alterations being seen in this
patient population (2), how do we know that this dose is right? Due to the pathophysiological changes associated with the septic process, antibiotic plasma concentrations
are variable and hard to predict (3, 4). Optimal dosing and exposure can therefore be
a challenge in septic patients, and standard antibiotic dosing regimens may result in
subtherapeutic concentrations and therapeutic failure (5, 6). Appropriate dosing is also
essential in order to maximize bacterial killing and minimize the development of
antimicrobial resistance (7–9).
Piperacillin-tazobactam is a ␤-lactam–␤-lactamase inhibitor combination with
extended-spectrum antibacterial activity which is often used for empirical treatment of
severe infections (10). The antibacterial activity is time dependent; i.e., the activity is
related to the percentage of the dosing interval that the free drug concentration is
maintained above the MIC (fTMIC). By maximizing fTMIC, the therapeutic impact increases and the risk of drug resistance development is reduced (7). For ␤-lactams, an
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TABLE 1 Patient characteristicsa
Characteristic
Median (IQR) age (yr)

Values
57 (33, 76)

No. (%) of subjects who were:
Male
Female

12 (55)
10 (45)

Median (IQR) body wt (kg)
Median (IQR) plasma creatinine concn (mol/liter)
Median (IQR) plasma albumin concn (g/liter)
eCLCR (ml/min)

76 (64, 82)
97 (66, 132)
28 (24, 31)
83.9 (46, 152)

aData

are for 22 patients. IQR, interquartile range; eCLCR, estimated creatinine clearance, determined using
the Cockcroft-Gault formula.
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fTMIC of at least 50% is associated with clinical efﬁcacy (11); however, higher targets may
be needed for a maximal bactericidal effect in critically ill patients (12, 13). By standard
practice, piperacillin-tazobactam is administered as a bolus by intermittent administration (IA). Nevertheless, prolonged infusion, both extended infusion (IE) and continuous
infusion (CI), has been suggested to optimize drug exposure and offers a PK advantage
over IA, in that the TMIC achieved with prolonged infusion is higher than that achieved
with IA (14, 15).
Most ␤-lactams are primarily renally cleared, and there is consequently a relationship between creatinine clearance (CLCR) and the ␤-lactam concentration-time course
(16). In the early phase of critical illness, such as sepsis, an elevation of glomerular
ﬁltration is frequently seen, resulting in augmented renal clearance (ARC), deﬁned as a
CLCR of ⬎130 ml/min (17). ARC is mainly seen in younger patients and is associated with
subtherapeutic antibiotic concentrations (18).
To prevent an adverse clinical outcome due to subtherapeutic concentrations,
therapeutic drug monitoring (TDM) may be used to optimize the dose for an individual
patient. It is increasingly used for ␤-lactams in patient populations with substantial PK
variability (19).
When possible, an attempt to optimize the antibiotic dose according to patient
characteristics (e.g., CLCR) and PK knowledge for a given patient population should be
applied, even before the ﬁrst dose is administered. TDM may then be used as a tool to
reﬁne the dose when needed (20). Besides optimizing the antibiotic exposure, personalized therapy through TDM is recognized as a tool to reduce antimicrobial resistance
development (21).
It has previously been shown that standard treatment with piperacillin-tazobactam
(4 g/0.5 g) every 8 h (q8h) may result in subtherapeutic concentrations in septic shock
patients admitted to an intensive care unit (ICU) (4). In the present study, we wanted
to assess if there is a similar risk of subtherapeutic concentrations among less critically
ill septic patients admitted to a general ward. In order to do this, we designed a
prospective observational study with the aim to determine if intermittent administration of piperacillin-tazobactam q8h results in the recommended PK/pharmacodynamic
(PD) target achievement in this patient population. By developing a population PK
model, we assessed the current standard dose and simulated alternative dosing
regimens and modes of administration.
RESULTS
Patient characteristics. Patient characteristics are shown in Table 1. A total of 22
patients were included in the study. Two patients fulﬁlled the criteria of severe sepsis
at the time of inclusion. Their condition was stabilized within hours after treatment was
initiated, and none of them developed septic shock. One patient developed septic
shock and was transferred to an ICU. This patient was excluded from further monitoring. None of the remaining patients developed severe sepsis or septic shock. Four
patients had augmented renal clearance (ARC) with an estimated creatinine clearance
(eCLCR) above 130 ml/min.
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TABLE 2 The ﬁnal parameter estimates from the current analysisa
Parameter
CLother (liters/h)
eCLCR-COV
VC (liters)
Q (liters/h)
VP (L)
% CV for CL
% CV for ERR

Parameter description
Nonrenal clearance
eCLCR covariate effect
Volume of distribution of central
compartment
Compartmental clearance
Volume of distribution of
peripheral compartment
Variability in clearance
Proportional residual error

Estimated value
from ﬁnal model
2.23
0.0757
12.4

% RSE (% SHR)
36
12
8.3

3.54
3.48

3.0
11

29.7
11.5

13 (1.8)
21 (7.4)

clearance was parameterized according to the formula CLtotal,i ⫽ (CLother ⫹ eCLCR-COV · eCLCR,i) · ei,
where CLtotal,i is the individual total clearance (in millimeters per minute), CLother is an estimated parameter
describing nonrenal clearance (in liters per hour), eCLCR-COV is the estimated covariate effect, eCLCR,i is the
individual eCLCR (in millimeters per minute), and i is the deviation from the typical clearance in the
individual. CV, coefﬁcient of variation; CL, clearance; ERR, error; RSE, relative standard error; SHR, shrinkage.

aTotal
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Pharmacokinetic modeling. The parameter values for the ﬁnal PK model are shown
in Table 2. A visual predictive check based on the ﬁnal model is shown in Fig. 1. The
unbound piperacillin concentrations were best described by a two-compartment
model with linear clearance from the central compartment. Differences between
patients could be described by including an interindividual variability (IIV) term on
elimination clearance. Inclusion of interoccasion variability (i.e., within-patient day-today variability) was not found to improve the model.
With regard to assessment of signiﬁcant covariate relationships, inclusion of the
patients’ time-varying eCLCR on elimination clearance improved the model ﬁt (change
in the objective function value [ΔOFV] ⫽ 32.3) and reduced the associated random
variability in clearance, with the coefﬁcient of variation (CV) decreasing from 48% to
30%. The best implementation was when a direct proportionality between clearance
and eCLCR was added to a constant clearance, as in CLtotal,i ⫽ (CLother ⫹ eCLCR-COV ·
eCLCR,i) · ei, where CLtotal,i is the individual total clearance (in millimeters per minute),
CLother is an estimated parameter describing nonrenal clearance (in liters per hour),
eCLCR-COV is the estimated covariate effect, eCLCR,i is the individual eCLCR (in millimeters
per minute), and i is the deviation from the typical clearance in the individual. To
exemplify, the total clearance in an individual with an eCLCR of 40 ml/min would be 5.26
liters/h, 61% of the value in a typical individual (eCLCR ⫽ 83.9 ml/min), without
accounting for the random variability (i ⫽ 0). As described earlier, the available eCLCR
values were carried backwards, reﬂecting the fact that the measured creatinine concentration is likely a reﬂection of kidney function in the time period preceding the

FIG 1 Visual predictive check based on the ﬁnal model. Red circles, the observed concentrations in the
current study; red solid line, the median of the observations; red dashed lines, 95th and 5th outer
percentiles of the observations. The shaded area is derived from simulations from the ﬁnal model, with
the central dark gray area representing a 95% conﬁdence interval for the median and the light gray areas
representing the 95% conﬁdence intervals for the 95th and 5th outer percentiles of the simulations.
May 2018 Volume 62 Issue 5 e02306-17
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TABLE 3 Number of subjects included in the analysis that were predicted to achieve the
two PK/PD targetsa
No. of subjects predicted to achieve the following
fTMIC target/total no. of subjects evaluated (%)
50%
19/22 (86)
15/22 (68)
9/22 (41)
22/22 (100)
21/22 (95)
14/22 (64)
22/22 (100)
22/22 (100)
22/22 (100)

100%
9/22 (40)
4/22 (18)
2/22 (9)
14/22 (64)
7/22 (32)
2/22 (9)
22/22 (100)
22/22 (100)
22/22 (100)
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Regimen
IA at 4 g q6h
IA at 4 g q8h
IA at 4 g q12h
EI at 4 g q6h
EI at 4 g q8h
EI at 4 g q12h
CI at 16 g
CI at 12 g
CI at 8 g
aPK/PD,

pharmacokinetic/pharmacodynamic; fTMIC, percentage of the dosing interval that the free drug
concentration is maintained above the MIC; IA, intermittent administration; EI, extended infusion; CI,
continuous infusion.

measurement. No other statistically signiﬁcant parameter-covariate relationships were
identiﬁed.
For the current dosing regimen (IA at 4 g q8h), 15 of the patients (68%) were
predicted to achieve a 50% fTMIC and 4 patients (18%) were predicted to achieve a
100% fTMIC, with results for the other regimens being shown in Table 3. Extended
infusion (4 g every 6 h [q6h]) over 3 h would be sufﬁcient to achieve a 50% fTMIC in all
patients, while continuous infusion (CI; 8 g) was needed in order to achieve a 100%
fTMIC with a mean steady-state concentration of 53.5 mg/liter (95% conﬁdence interval,
38.8 to 68.2).
Predictions of the piperacillin 24-h proﬁle for a patient with a CLCR equal to the
population median (83.9 ml/min) and a patient with a CLCR equal to the highest value
in the current population (174 ml/min) are depicted in Fig. 2. As by the model
construction, plasma concentrations were higher for the patient with a median eCLCR,
though the peak concentrations following administration of an intravenous bolus were
similar between the two patients. Assessing the eCLCR covariate effect relative to the
random variability (according to the equation presented above) showed that the 5th,
50th, and 95th percentiles of the clearances for a median patient were 5.26, 8.58, and
14.0 liters/h, respectively. Comparing these values to those for patients with eCLCRs of
40 ml/min (5th, 50th, and 95th percentile clearances, 3.22, 5.26, and 8.56 liters/h) and
174 (5th, 50th, and 95th percentile clearances, 9.44, 15.4, and 25.1 liters/h), some
degree of overlap due to the random variability in clearance can be seen.
Simulations. The probability of target attainment (PTA) curves, shown in Fig. 3,
were constructed as a function of the MIC. To handle the included covariate effect, the
values of eCLCR were sampled from a normal distribution on the basis of the included
patients (a median of 83.9 ml/min and a standard deviation (SD) of 45.5 ml/min with
truncation at 20 and 180 ml/min). The difference in PTA between a 50% fTMIC and a
100% fTMIC for CI was predicted to be negligible (Table 3), and the PTA for a pathogen
with an MIC equal to 16 mg/liter was 100% for all simulated dosing regimens. However,
the PTA for IA and EI were generally much lower. As seen in Table 4, for piperacillin
administered by IA at 4 g q8h, the PTA for a pathogen with an MIC equal to 16 mg/liter
was 70.2% and 18.3% for a 50% fTMIC and a 100% fTMIC, respectively. This is far below
the commonly accepted 90% target. The maximum MIC for a pathogen resulting in a
100% fTMIC was 0.50 mg/liter.
The PTA as a function of the MIC for three different categories of eCLCR is depicted
in Fig. 4 and illustrates the impact of eCLCR on piperacillin concentrations. For a
pathogen with an MIC of 16 mg/liter, the standard dose of piperacillin of 4 g q8h
resulted in target attainment below the accepted 90% target for patients with a CLCR
above 60 ml/min. Patients with a CLCR above 130 ml/min were at great risk of
subtherapeutic concentrations. For these patients, the probabilities of achieving a 50%
fTMIC and a 100% fTMIC were 25% and 0%, respectively.
May 2018 Volume 62 Issue 5 e02306-17
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(A) 16 g/day

(C) 8 g/day

FIG 2 Predictions from the model for nine dosing regimens with a total administration of 16 g (A), 12 g (B), or 8 g (C) over 24 h for the median (left)
and highest (right) creatinine clearances. Horizontal dashed lines, an MIC of 16 mg/liter. Continuous infusion was initiated with a loading dose of 4 g.
IA, intermittent administration; EI, extended infusion; CI, continuous infusion.

DISCUSSION
Appropriate antibiotic dosing, initiated at an early stage, may be a challenge in
septic patients due to the many PK alterations seen in this patient population. To
address this issue, we developed a population PK model to assess the piperacillin PK
proﬁle in septic patients admitted to a general medical ward. Our results demonstrate
that piperacillin at 4 g q8h administered as an intermittent infusion may result in
subtherapeutic concentrations and that patients with augmented renal clearance are
especially at risk. Furthermore, simulations based on the developed model show that
prolonged infusion and the dose increment increase the chance of PK/PD target
achievement.
Our data showed that piperacillin follows two-compartmental disposition kinetics
and is eliminated by a linear process related to the individual patient’s kidney function
(determined by eCLCR). A sampling strategy was developed on the basis of optimal
design theory, which allowed the use of sparse sampling. The nonlinear mixed-effect
analysis approach draws full advantage of the distribution of sampling times among
patients, as all samples complement each other and aid in determining the individual’s
exposure to piperacillin. Nonlinearity in elimination mechanisms could not be estabMay 2018 Volume 62 Issue 5 e02306-17
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50% f T>MIC

100% f T>MIC

(A) 16 g/day
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(B) 12 g/day

(C) 8 g/day

FIG 3 Probability of target attainment (PTA) for each of the nine regimens using the ﬁnal model and a distribution of creatinine
clearance values. The graphs indicate the total administration of 16 g (A), 12 g (B), or 8 g (C) as intermittent administration (IA),
extended infusion (EI), or continuous infusion (CI). Dashed lines, 90% of the simulated patients reached the speciﬁed target; fTMIC, the
percentage of the dosing interval that the free drug concentration is maintained above the MIC.

lished on the basis of the collected data, although such a mechanism has been
suggested in one previous study in healthy volunteers and was supported by the
collection of urine (22). However, that study did not include a covariate effect of eCLCR
and further concluded that the nonlinearity has a limited impact on interpretation of
PTA curves over a dose range of 6 to 18 g. In our study, the description of elimination
was separated into renal and nonrenal components, with the renal component being
scaled in proportion to the patient’s eCLCR. For the typical subject, renal elimination
TABLE 4 PTA for each of the nine regimens for MICs of 16 mg/liter and the MIC value at
which PTA is predicted to be 90%a

Regimen
IA at 4 g q6h
IA at 4 g q8h
IA at 4 g q12h
EI at 4 g q6h
EI at 4 g q8h
EI at 4 g q12h
CI at 16 g
CI at 12 g
CI at 8 g

PTA (%) of the following for
MIC of 16.0 mg/liter:

MIC (g/ml) for PTA of 90%
for:

50% fTMIC
88.0
70.2
36.6
100
96.2
60.9
100
100
98.4

50% fTMIC
14.4
7.0
1.9
44.0
22.3
5.6
44.5
33.7
22.2

100% fTMIC
38.8
18.3
3.7
64.0
31.8
6.6
100
100
98.4

100% fTMIC
2.0
0.5
⬍0.125
6.1
1.6
⬍0.125
44.5
33.5
22.2

aIA,

intermittent administration; EI, extended infusion; CI, continuous infusion; fTMIC, percentage of the
dosing interval that the free drug concentration is maintained above the MIC; PTA, probability of target
attainment.
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100% f T>MIC

FIG 4 Probability of target attainment (PTA) for intermittent administration (IA) at 4 g q8h using the ﬁnal
model and a distribution of creatinine clearance values split into three empirical categories. Dashed lines,
PTA of 90%; fTMIC, the percentage of the dosing interval that the free drug concentration is maintained
above the MIC.
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would account for approximately 74% of the total clearance, similar to a mean value for
urinary recovery of 72% reported previously in healthy volunteers (23). Comparing our
results to those obtained with a previously established model, the volume of distribution of the central compartment was higher for septic patients (12.4 liters) than for
patients with septic shock (7.3 liters), resulting in lower concentrations for a similar
administered dose (4). The same was evident for clearance, which was almost twice as
high for a typical septic patient (8.58 liters/h) as for a septic shock patient (3.6 liters/h),
with the associated random variability being lower.
␤-Lactam antibiotics are predominantly renally cleared; thus, renal function affects
plasma concentrations (24). This relationship is illustrated in the 24-h pharmacokinetic
proﬁle predictions (Fig. 2). An increase in eCLCR from 83.9 to 174 ml/min is predicted to
lead to an increase in total ␤-lactam clearance of 79.5% and a pronounced decrease in
␤-lactam concentrations. This may prove helpful for clinicians making decisions about
␤-lactam dosing regimens, especially to establish efﬁcient initial dosing strategies and
in situations when TDM is not available. The association between renal function and
piperacillin concentrations and the consequence on target attainment is further demonstrated in Fig. 4. The maximum MIC resulting in a 90% PTA (100% fTMIC) for a patient
with a CLCR of greater than 130 ml/min (by deﬁnition, ARC) is predicted to be 0.125
mg/liter, whereas it is predicted to be 4 mg/liter for a patient with a CLCR of less than
60 ml/min. For the predeﬁned PK/PD target of a 50% fTMIC, the difference is even
bigger, with a maximum MIC of 3 mg/liter for a CLCR of greater than 130 ml/min and
a maximum MIC of 32 mg/liter for a CLCR of less than 60 ml/min. These ﬁndings imply
that patients with renal impairment are more likely to achieve therapeutic piperacillin
concentrations than patients with ARC. This is in line with the fact that patients with
renal impairment are recommended lower piperacillin doses than patients with preserved renal function (10, 25). In Denmark, patients with a CLCR of ⬍30 ml/min are
recommended reduced piperacillin-tazobactam doses, namely, IA at 4 g every 12 h
(q12h). Although ARC is correlated with lower antibiotic concentrations, it has not yet
been associated with clinical failure (16, 26).
As illustrated in our simulations and predictions, prolonged antibiotic infusion
reduces the risk of subtherapeutic concentrations (Tables 3 and 4; Fig. 3). This is in line
with the ﬁndings of other studies reporting similar ﬁndings following EI and CI, namely,
an increased fTMIC and a higher probability of target attainment (5, 14, 27–29). In our
simulations, a 4-g loading dose preceded the infusion in the CI regimen, and the total
daily dose was thus higher than that achieved with the IA and EI regimens. The loading
dose would primarily bias the PTA calculation in the early phase of the infusion (the
approach to steady state), but judging from the EI time course, the impact is assumed
to be low. In addition to the PK/PD advantages reported, CI has also been suggested
to reduce the daily antibiotic dose needed, which means lower costs for the hospitals
(30). However, data on the clinical advantages of CI are controversial, and several
reviews comparing clinical improvement and mortality rates are irresolute regarding
the superiority of prolonged infusion over IA (30–34). Two large multicenter randomized controlled trials comparing clinical outcomes between ␤-lactam CI and IA in severe
sepsis patients have recently been published. Dulhunty et al. (35) enrolled 432 patients
May 2018 Volume 62 Issue 5 e02306-17
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from 25 ICUs, including patients on renal replacement therapy. They found no difference in clinical outcome between the two patient groups. Abdul-Aziz et al. (36)
included 140 patients from two ICUs and found opposite results; clinical cure rates were
signiﬁcantly higher in severe sepsis patients receiving a ␤-lactam by CI than those
receiving a ␤-lactam by IA. As opposed to Dulhunty et al. (35), Abdul-Aziz et al. (36) did
not include patients on renal replacement therapy. This may partially explain the
difference in clinical cure rates between the two studies. Renal impairment, which is a
common complication in critically ill patients, leads to a prolonged half-life for renally
cleared antimicrobials. This results in a longer TMIC and increases the probability of
achieving therapeutic concentrations, regardless of the mode of administration of the
drug (30). Thus, patients with renal impairment may not need prolonged antibiotic
infusion to be clinically cured. It has been suggested that speciﬁc populations among
the critically ill may beneﬁt from prolonged infusion. Results from a post hoc analysis
of data from the DALI study (3) found no overall difference in clinical outcome between
patients receiving CI and patients receiving IA. However, in the subgroup analysis, there
was a signiﬁcant difference for patients with respiratory infections, with 30-day survival
being higher for patients treated with CI than those treated with IA (37). Further
research to identify such subpopulations that may beneﬁt from prolonged infusion is
needed. Moreover, the clinical beneﬁts from continuous infusion are more pronounced
when the infection is caused by a pathogen with reduced antibiotic susceptibility
(38, 39).
In addition to prolonged infusion, our results demonstrate that a higher intermittent
piperacillin dose of 16 g/day (IA at 4 g q6h) also increases the chance of PK/PD target
achievement (Tables 3 and 4; Fig. 3). For piperacillin given by IA at 4 g q8h, the
maximum MIC for a pathogen resulting in a 100% fTMIC was 0.5 mg/liter (Table 4). With
the increasing antimicrobial resistance seen worldwide, the number of pathogens with
an MIC above 0.50 mg/liter is likely to increase, which indicates that empirical treatment
with piperacillin at 4 g q8h may be insufﬁcient. For piperacillin given by IA at 4 g q6h,
the maximum MIC for a pathogen resulting in a 100% fTMIC was 2.0 mg/liter (Table 4).
This dosing regimen is already standard practice for treating septic patients in many
countries (3, 14), and our results speak in favor of implementing such a dosing regimen
in Denmark as well.
To assess the predeﬁned PK/PD targets, we used the clinical breakpoint MIC for P.
aeruginosa (16 mg/liter). Although the MIC of pathogens causing infections in septic
patients is often lower than 16 mg/liter, a worst-case scenario like this needs to be
considered because of the increasing rates of antimicrobial resistance seen globally and
the increasing traveling patterns of patients today, which make physicians unaware of
the pattern of susceptibility that they may be facing.
In conclusion, our results show that piperacillin administered as an intermittent
bolus dose of 4 g q8h may result in subtherapeutic concentrations in septic patients.
The impact of eCLCR on piperacillin concentrations was quantiﬁed, and patients with
augmented renal clearance have a reduced likelihood of achieving recommended
PK/PD targets. To make sure that the least susceptible pathogens are targeted, prolonged infusion or dose increment needs to be considered in this patient population.
MATERIALS AND METHODS
Study design. The study was conducted as a prospective, observational study at the Department of
Infectious Diseases, Aarhus University Hospital, Aarhus, Denmark, between November 2015 and June
2016 (ClinicalTrials.gov registration no. NCT02569086). The study was approved by the Danish Data
Protection Agency. Given that this study was undertaken in parallel with standard-of-care treatment of
suspected sepsis, the Regional Ethical Committee approved the study without requiring signed informed
consent.
Patient population. Patients fulﬁlling the criteria for sepsis and treated empirically with piperacillintazobactam (Tazocin) at 4 g/0.5 g every 8 h were eligible for the study. Sepsis was deﬁned according to
the sepsis deﬁnitions from 2001 (40); thus, all patients fulﬁlled the systemic inﬂammatory response
syndrome (SIRS) criteria and had a known or suspected infection. The assessment of a potential infection
was made by the treating physician and was based on clinical signs and symptoms of infection and
laboratory test results (i.e., elevated C-reactive protein levels and white blood cell counts). Patients were
included within 48 h after initiation of treatment. Patients on renal replacement therapy and patients
May 2018 Volume 62 Issue 5 e02306-17
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under the age of 18 years were excluded. The following demographic and clinical data were registered
for each enrolled patient: age, gender, body weight, plasma creatinine and plasma albumin levels, and
estimated creatinine clearance (eCLCR), derived from the Cockcroft-Gault formula (41).
Study drug and blood sample collection. Piperacillin-tazobactam (4 g/0.5 g) was administered
intravenously (i.v.) as a 3-min bolus infusion. Serial blood samples were collected over one dosing interval
for up to three consecutive days if piperacillin-tazobactam treatment was maintained. The sampling
times were optimized in the PopED (version 2.13) optimal design tool (42), given a prior piperacillin PK
model for septic shock patients (4), and were focused on providing information on the population PK and
the individual fTMIC (for further details, see A. N. Kristoffersson’s unpublished presentation at the
Population Optimum Design of Experiments [PODE] workshop, Uppsala, Sweden, 20 June 2016 [http://
www.maths.qmul.ac.uk/~bb/PODE/PODE2016_AKristoffersson.pdf ]). At the ﬁrst day after study inclusion,
each patient had three blood samples drawn. Patients 1 to 11 (group A) had blood samples drawn at 10
to 20 min, 45 to 75 min, and 7 to 8 h after administration of the drug. Patients 12 to 22 (group B) had
blood samples drawn at 10 to 20 min, 2 to 3 h, and 7 to 8 h after administration of the drug. On days
2 and 3, patients in group A had blood samples drawn at 2 to 3 h and 7 to 8 h after administration of
the drug and patients in group B had blood samples drawn at 45 to 75 min and 7 to 8 h after
administration of the drug. For all enrolled patients, the exact time for blood sample collection was
registered, and the entire dosing history of piperacillin was available for incorporation into the analysis
data set.
Piperacillin was administered in combination with the ␤-lactamase inhibitor tazobactam. However,
we determined only the piperacillin concentrations. Therefore, here we solely describe and discuss
piperacillin dosing.
UHPLC analysis. The free concentrations of piperacillin in serum were assessed using ultra-highperformance liquid chromatography (UHPLC; Agilent 1290; Agilent Technologies, USA). Before UHPLC
analysis, 300 l of serum was placed in a 96-well ultraﬁlter plate with a 30-kDa-molecular-mass cutoff
(Acroprep 30K Omega; Pall Corporation, USA). After centrifugation for 30 min at 1,000 ⫻ g, 15 l ﬁltrate
was mixed with 20 l of 10 mM phosphate buffer, pH 3 (NaH2PO4; H2O was adjusted with HCl; Merck,
Germany). For analysis, 5 l was injected into the UHPLC system, which was equipped with a C18 column
(particle size, 1.7 m; 100 mm by 2.1 mm; Kinetex; Phenomenex, USA) that had been preheated to 40°C.
Piperacillin was isolated with a gradient of acetonitrile (Sigma-Aldrich, Denmark) in phosphate buffer,
changing from 20% to 30% over 2.5 min. Piperacillin was eluted with a typical retention time of 2.2 min
and was measured with UV detection at 210 nm. Calculation of the concentrations was based on the
piperacillin peak areas and was done with ChemStation software (Agilent Technologies, USA). Intrarun
(total) imprecisions (coefﬁcients of variation [CV]) were 10.2% (15.3%) at 4.5 mg/liter and 4.7% (8.2%) at
15.6 mg/liter. The limit of quantiﬁcation was deﬁned as the lowest concentration with a CV of ⬍20% and
was found to be 0.5 mg/liter.
PK/PD targets. The following PK/PD targets were evaluated: a 50% fTMIC (in which the free
piperacillin concentration was maintained above the MIC for at least 50% of the dosing interval) and
100% fTMIC (in which the free piperacillin concentration was maintained above the MIC throughout the
dosing interval). To evaluate the predeﬁned PK/PD targets mentioned above, the piperacillin clinical
breakpoint MIC for Pseudomonas aeruginosa (16 mg/liter) published by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) was used (43). This represents a worst-case scenario
regarding bacterial susceptibility, which is what empirical treatment is based upon.
Pharmacokinetic modeling. A population PK model was developed using NONMEM (version 7.3)
software (Icon Development Solutions, Hanover, MD, USA) (44) and the programs Perl-Speaks-NONMEM
and Piraña to assist with the execution of models and the overview (45). The ﬁrst-order conditional
estimation method with interaction was used to estimate model parameters. Model selection and
evaluation were based on the goodness of ﬁt and visual predictive checks (VPC) (46). For statistical
assessment, the objective function values (OFV) of two nested models were compared using a likelihood
ratio test under the assumption that the OFV is 2 distributed (a ΔOFV of 3.84 would be signiﬁcant at a
P value of 0.05 for one additional parameter).
For incorporation of patient covariates, a linear relationship [1 ⫹ i · (Xi ⫺ Xmedian), where i is the
estimated covariate effect, Xi is the individual covariate value, and Xmedian is the median covariate value
in the population] was used for continuous covariates, whereas a shift in the typical value for the least
common category was used for categorical covariates. It was decided to carry continuous covariates
backwards to previous occasions, without interpolation between measurements.
The model was developed to describe the collected plasma observations by initially testing one-,
two-, or three-compartment disposition models in combination with linear elimination. Thereafter, the
optimal description of interindividual variability (IIV) was sought by including variances on parameters
when signiﬁcant, assuming that these followed a log-normal distribution in the population.
After establishing an acceptable description of the data, patient covariates were tested to explain
part of the random parameter variability. The primary focus was assessing eCLCR on the elimination
parameter, since piperacillin is primarily renally eliminated. Furthermore, weight was tested on PK
parameters, in line with the allometric principle; i.e., an underlying PK process scales with weight through
a power relationship, with exponents of 0.75 being used for clearance processes and 1.0 being used for
distribution volumes.
Simulations. Based on the ﬁnal model, predictions of the unbound piperacillin concentration-time
course over 24 h were done following intermittent administration (IA), extended infusion (EI), and
continuous infusion (CI). The predictions were performed for three piperacillin daily doses: 16 g, 12 g, and
8 g. The IA dosing regimens were 4 g every 6 h (q6h), 4 g every 8 h (q8h), and 4 g every 12 h (q12h),
aac.asm.org 9

Andersen et al.

Antimicrobial Agents and Chemotherapy

REFERENCES
1. Paul M, Shani V, Muchtar E, Kariv G, Robenshtok E, Leibovici L. 2010.
Systematic review and meta-analysis of the efﬁcacy of appropriate
empiric antibiotic therapy for sepsis. Antimicrob Agents Chemother
54:4851– 4863. https://doi.org/10.1128/AAC.00627-10.
2. Pinder M, Bellomo R, Lipman J. 2002. Pharmacological principles of
antibiotic prescription in the critically ill. Anaesth Intensive Care 30:
134 –144.
3. Roberts JA, Paul SK, Akova M, Bassetti M, De Waele JJ, Dimopoulos G,
Kaukonen KM, Koulenti D, Martin C, Montravers P, Rello J, Rhodes A,
Starr T, Wallis SC, Lipman J, DALI Study. 2014. DALI: Deﬁning Antibiotic
Levels in Intensive care unit patients: are current beta-lactam antibiotic
doses sufﬁcient for critically ill patients? Clin Infect Dis 58:1072–1083.
https://doi.org/10.1093/cid/ciu027.
4. Obrink-Hansen K, Juul RV, Storgaard M, Thomsen MK, Hardlei TF, Brock
B, Kreilgaard M, Gjedsted J. 2015. Population pharmacokinetics of piperacillin in the early phase of septic shock: does standard dosing result
in therapeutic plasma concentrations? Antimicrob Agents Chemother
59:7018 –7026. https://doi.org/10.1128/AAC.01347-15.
5. De Waele JJ, Lipman J, Akova M, Bassetti M, Dimopoulos G, Kaukonen M,
Koulenti D, Martin C, Montravers P, Rello J, Rhodes A, Udy AA, Starr T,
Wallis SC, Roberts JA. 2014. Risk factors for target non-attainment during
empirical treatment with beta-lactam antibiotics in critically ill patients.
Intensive Care Med 40:1340 –1351. https://doi.org/10.1007/s00134-014
-3403-8.
6. Roberts JA, Ulldemolins M, Roberts MS, McWhinney B, Ungerer J, Paterson DL, Lipman J. 2010. Therapeutic drug monitoring of beta-lactams
in critically ill patients: proof of concept. Int J Antimicrob Agents 36:
332–339. https://doi.org/10.1016/j.ijantimicag.2010.06.008.
7. Roberts JA, Kruger P, Paterson DL, Lipman J. 2008. Antibiotic resistance—what’s dosing got to do with it? Crit Care Med 36:2433–2440.
https://doi.org/10.1097/CCM.0b013e318180fe62.
8. Roberts JA, Joynt GM, Choi GY, Gomersall CD, Lipman J. 2012. How to
optimise antimicrobial prescriptions in the intensive care unit: principles
of individualised dosing using pharmacokinetics and pharmacodynamics. Int J Antimicrob Agents 39:187–192. https://doi.org/10.1016/j
.ijantimicag.2011.11.002.
9. Roberts JA. 2011. Using PK/PD to optimize antibiotic dosing for critically
ill patients. Curr Pharm Biotechnol 12:2070 –2079. https://doi.org/10
.2174/138920111798808329.
10. Gin A, Dilay L, Karlowsky JA, Walkty A, Rubinstein E, Zhanel GG. 2007.
Piperacillin-tazobactam: a beta-lactam/beta-lactamase inhibitor combination. Expert Rev Anti Infect Ther 5:365–383. https://doi.org/10.1586/
14787210.5.3.365.
11. Drusano GL. 2004. Antimicrobial pharmacodynamics: critical interactions
of ‘bug and drug.’ Nat Rev Microbiol 2:289 –300. https://doi.org/10.1038/
nrmicro862.
12. McKinnon PS, Paladino JA, Schentag JJ. 2008. Evaluation of area under
the inhibitory curve (AUIC) and time above the minimum inhibitory
concentration (T⬎MIC) as predictors of outcome for cefepime and
ceftazidime in serious bacterial infections. Int J Antimicrob Agents 31:
345–351. https://doi.org/10.1016/j.ijantimicag.2007.12.009.
13. Li C, Du X, Kuti JL, Nicolau DP. 2007. Clinical pharmacodynamics of
meropenem in patients with lower respiratory tract infections. AntimiMay 2018 Volume 62 Issue 5 e02306-17

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

crob Agents Chemother 51:1725–1730. https://doi.org/10.1128/AAC
.00294-06.
Roberts JA, Kirkpatrick CM, Roberts MS, Dalley AJ, Lipman J. 2010.
First-dose and steady-state population pharmacokinetics and pharmacodynamics of piperacillin by continuous or intermittent dosing in
critically ill patients with sepsis. Int J Antimicrob Agents 35:156 –163.
https://doi.org/10.1016/j.ijantimicag.2009.10.008.
Roberts JA, Roberts MS, Robertson TA, Dalley AJ, Lipman J. 2009. Piperacillin penetration into tissue of critically ill patients with sepsis—
bolus versus continuous administration? Crit Care Med 37:926 –933.
https://doi.org/10.1097/CCM.0b013e3181968e44.
Huttner A, Von Dach E, Renzoni A, Huttner BD, Affaticati M, Pagani L,
Daali Y, Pugin J, Karmime A, Fathi M, Lew D, Harbarth S. 2015. Augmented renal clearance, low beta-lactam concentrations and clinical outcomes in the critically ill: an observational prospective cohort study. Int J
Antimicrob Agents 45:385–392. https://doi.org/10.1016/j.ijantimicag.2014
.12.017.
Udy AA, Varghese JM, Altukroni M, Briscoe S, McWhinney BC, Ungerer JP,
Lipman J, Roberts JA. 2012. Subtherapeutic initial beta-lactam concentrations in select critically ill patients: association between augmented
renal clearance and low trough drug concentrations. Chest 142:30 –39.
https://doi.org/10.1378/chest.11-1671.
Sime FB, Udy AA, Roberts JA. 2015. Augmented renal clearance in
critically ill patients: etiology, deﬁnition and implications for beta-lactam
dose optimization. Curr Opin Pharmacol 24:1– 6. https://doi.org/10.1016/
j.coph.2015.06.002.
Sime FB, Roberts MS, Peake SL, Lipman J, Roberts JA. 2012. Does
beta-lactam pharmacokinetic variability in critically ill patients justify
therapeutic drug monitoring? A systematic review. Ann Intensive Care
2:35. https://doi.org/10.1186/2110-5820-2-35.
Tangden T, Ramos Martin V, Felton TW, Nielsen EI, Marchand S, Bruggemann RJ, Bulitta JB, Bassetti M, Theuretzbacher U, Tsuji BT, Wareham
DW, Friberg LE, De Waele JJ, Tam VH, Roberts JA, Infection Section for
the European Society of Intensive Care Medicine, the Pharmacokinetics
and Pharmacodynamics Study Group of the European Society of Clinical
Microbiology and Infectious Diseases, the International Society of AntiInfective Pharmacology and the Critically Ill Patients Study Group of
European Society of Clinical Microbiology and Infectious Diseases. 2017.
The role of infection models and PK/PD modelling for optimising care of
critically ill patients with severe infections. Intensive Care Med 43:
1021–1032. https://doi.org/10.1007/s00134-017-4780-6.
Roberts JA, Hope WW, Lipman J. 2010. Therapeutic drug monitoring of
beta-lactams for critically ill patients: unwarranted or essential? Int J
Antimicrob Agents 35:419 – 420. https://doi.org/10.1016/j.ijantimicag
.2010.01.022.
Landersdorfer CB, Bulitta JB, Kirkpatrick CM, Kinzig M, Holzgrabe U,
Drusano GL, Stephan U, Sorgel F. 2012. Population pharmacokinetics of
piperacillin at two dose levels: inﬂuence of nonlinear pharmacokinetics
on the pharmacodynamic proﬁle. Antimicrob Agents Chemother 56:
5715–5723. https://doi.org/10.1128/AAC.00937-12.
Ghibellini G, Vasist LS, Hill TE, Heizer WD, Kowalsky RJ, Brouwer KL. 2006.
Determination of the biliary excretion of piperacillin in humans using a
aac.asm.org 10

Downloaded from http://aac.asm.org/ on January 27, 2021 by guest

administered as a short infusion over 3 min. The EI dosing regimens were 4 g q6h (infusion over 3 h), 4 g
q8h (infusion over 4 h), and 4 g q12h (infusion over 6 h). The CI dosing regimens were 20 g/day, 16 g/day,
and 12 g/day, including a loading bolus dose of 4 g, which is standard clinical practice when CI is
initiated. The effect of eCLCR on these proﬁles was demonstrated by showing predictions for eCLCR equal
to the population median and eCLCR equal to the highest value observed in the current patient
population. Furthermore, the individual patient parameter estimates (empirical Bayes’ estimates) were
used to predict the number of patients in the current population that would achieve the predeﬁned
PK/PD targets (50% and 100% fTMIC) under the nine different treatment regimens described above. Lastly,
the impact of random variability on a parameter with an identiﬁed covariate effect (e.g., the impact of
eCLCR on clearance) was examined to identify the degree of overlap for different covariate values.
Calculation of the probability of target attainment (PTA) for pathogen MICs ranging from 0.125
mg/liter to 128 mg/liter was done on the basis of 10,000 simulated data sets (i.e., 2,200,000 simulated
patients).
PTA calculations for the nine dosing regimens were made for both predeﬁned PK/PD targets. For a
covariate included in the ﬁnal population PK model, the individual values for that covariate were sampled
from a distribution, instead of relying on the baseline point values measured in the studied patients.

Dosage Optimization of Piperacillin in Septic Patients

24.

25.

26.

28.

29.

30.

31.

32.

33.

34.

May 2018 Volume 62 Issue 5 e02306-17

35. Dulhunty JM, Roberts JA, Davis JS, Webb SA, Bellomo R, Gomersall C,
Shirwadkar C, Eastwood GM, Myburgh J, Paterson DL, Starr T, Paul SK,
Lipman J. 2015. A multicenter randomized trial of continuous versus
intermittent beta-lactam infusion in severe sepsis. Am J Respir Crit Care
Med 192:1298 –1305. https://doi.org/10.1164/rccm.201505-0857OC.
36. Abdul-Aziz MH, Sulaiman H, Mat-Nor MB, Rai V, Wong KK, Hasan MS, Abd
Rahman AN, Jamal JA, Wallis SC, Lipman J, Staatz CE, Roberts JA. 2016.
Beta-Lactam Infusion in Severe Sepsis (BLISS): a prospective, two-centre,
open-labelled randomised controlled trial of continuous versus intermittent beta-lactam infusion in critically ill patients with severe sepsis.
Intensive Care Med 42:1535–1545. https://doi.org/10.1007/s00134-015
-4188-0.
37. Abdul-Aziz MH, Lipman J, Akova M, Bassetti M, De Waele JJ, Dimopoulos
G, Dulhunty J, Kaukonen KM, Koulenti D, Martin C, Montravers P, Rello J,
Rhodes A, Starr T, Wallis SC, Roberts JA, DALI Study Group. 2016. Is prolonged infusion of piperacillin/tazobactam and meropenem in critically ill
patients associated with improved pharmacokinetic/pharmacodynamic
and patient outcomes? An observation from the Deﬁning Antibiotic Levels
in Intensive care unit patients (DALI) cohort. J Antimicrob Chemother
71:196 –207. https://doi.org/10.1093/jac/dkv288.
38. Lodise TP, Jr, Lomaestro B, Drusano GL. 2007. Piperacillin-tazobactam for
Pseudomonas aeruginosa infection: clinical implications of an extendedinfusion dosing strategy. Clin Infect Dis 44:357–363. https://doi.org/10
.1086/510590.
39. Lorente L, Jimenez A, Martin MM, Iribarren JL, Jimenez JJ, Mora ML. 2009.
Clinical cure of ventilator-associated pneumonia treated with
piperacillin/tazobactam administered by continuous or intermittent infusion. Int J Antimicrob Agents 33:464 – 468. https://doi.org/10.1016/j
.ijantimicag.2008.10.025.
40. Levy MM, Fink MP, Marshall JC, Abraham E, Angus D, Cook D, Cohen J,
Opal SM, Vincent JL, Ramsay G, SCCM/ESICM/ACCP/ATS/SIS. 2003. 2001
SCCM/ESICM/ACCP/ATS/SIS International Sepsis Deﬁnitions Conference.
Crit Care Med 31:1250–1256. https://doi.org/10.1097/01.CCM.0000050454
.01978.3B.
41. Cockcroft DW, Gault MH. 1976. Prediction of creatinine clearance from
serum creatinine. Nephron 16:31–41. https://doi.org/10.1159/000180580.
42. Nyberg J, Ueckert S, Stromberg EA, Hennig S, Karlsson MO, Hooker AC.
2012. PopED: an extended, parallelized, nonlinear mixed effects models
optimal design tool. Comput Methods Programs Biomed 108:789 – 805.
https://doi.org/10.1016/j.cmpb.2012.05.005.
43. European Committee on Antimicrobial Susceptibility Testing (EUCAST).
Clinical breakpoints. http://www.eucast.org/clinical_breakpoints/.
44. Beal SL, Sheiner LB, Boeckmann AJ, Bauer RJ (ed.). 2013. NONMEM 7.3.0
users guide. ICON Development Solutions, Hanover, MD.
45. Keizer RJ, Karlsson MO, Hooker A. 2013. Modeling and simulation workbench for NONMEM: tutorial on Pirana, PsN, and Xpose. CPT Pharmacometrics Syst Pharmacol 2:e50. https://doi.org/10.1038/psp.2013.24.
46. Bergstrand M, Hooker AC, Wallin JE, Karlsson MO. 2011. Predictioncorrected visual predictive checks for diagnosing nonlinear mixedeffects models. AAPS J 13:143–151. https://doi.org/10.1208/s12248-011
-9255-z.

aac.asm.org 11

Downloaded from http://aac.asm.org/ on January 27, 2021 by guest

27.

novel method. Br J Clin Pharmacol 62:304 –308. https://doi.org/10.1111/
j.1365-2125.2006.02662.x.
Blot S, Lipman J, Roberts DM, Roberts JA. 2014. The inﬂuence of acute
kidney injury on antimicrobial dosing in critically ill patients: are dose
reductions always necessary? Diagn Microbiol Infect Dis 79:77– 84.
https://doi.org/10.1016/j.diagmicrobio.2014.01.015.
Aronoff GR, Sloan RS, Brier ME, Luft FC. 1983. The effect of piperacillin
dose on elimination kinetics in renal impairment. Eur J Clin Pharmacol
24:543–547. https://doi.org/10.1007/BF00609901.
Udy AA, Dulhunty JM, Roberts JA, Davis JS, Webb SA, Bellomo R,
Gomersall C, Shirwadkar C, Eastwood GM, Myburgh J, Paterson DL, Starr
T, Paul SK, Lipman J, BLING-II Investigators, ANZICS Clinical Trials Group.
2017. Association between augmented renal clearance and clinical outcomes in patients receiving beta-lactam antibiotic therapy by continuous or intermittent infusion: a nested cohort study of the BLING-II
randomised, placebo-controlled, clinical trial. Int J Antimicrob Agents
49:624 – 630. https://doi.org/10.1016/j.ijantimicag.2016.12.022.
Felton TW, Hope WW, Lomaestro BM, Butterﬁeld JM, Kwa AL, Drusano
GL, Lodise TP. 2012. Population pharmacokinetics of extended-infusion
piperacillin-tazobactam in hospitalized patients with nosocomial infections. Antimicrob Agents Chemother 56:4087– 4094. https://doi.org/10
.1128/AAC.00521-12.
De Waele J, Carlier M, Hoste E, Depuydt P, Decruyenaere J, Wallis SC,
Lipman J, Roberts JA. 2014. Extended versus bolus infusion of meropenem and piperacillin: a pharmacokinetic analysis. Minerva Anestesiol
80:1302–1309.
Roberts JA, Kirkpatrick CM, Roberts MS, Robertson TA, Dalley AJ, Lipman
J. 2009. Meropenem dosing in critically ill patients with sepsis and
without renal dysfunction: intermittent bolus versus continuous administration? Monte Carlo dosing simulations and subcutaneous tissue distribution. J Antimicrob Chemother 64:142–150. https://doi.org/10.1093/
jac/dkp139.
Abdul-Aziz MH, Dulhunty JM, Bellomo R, Lipman J, Roberts JA. 2012.
Continuous beta-lactam infusion in critically ill patients: the clinical evidence. Ann Intensive Care 2:37. https://doi.org/10.1186/2110-5820-2-37.
Roberts JA, Webb S, Paterson D, Ho KM, Lipman J. 2009. A systematic
review on clinical beneﬁts of continuous administration of beta-lactam
antibiotics. Crit Care Med 37:2071–2078. https://doi.org/10.1097/CCM
.0b013e3181a0054d.
Kasiakou SK, Sermaides GJ, Michalopoulos A, Soteriades ES, Falagas ME.
2005. Continuous versus intermittent intravenous administration of
antibiotics: a meta-analysis of randomised controlled trials. Lancet Infect
Dis 5:581–589. https://doi.org/10.1016/S1473-3099(05)70218-8.
Teo J, Liew Y, Lee W, Kwa AL. 2014. Prolonged infusion versus intermittent boluses of beta-lactam antibiotics for treatment of acute infections:
a meta-analysis. Int J Antimicrob Agents 43:403– 411. https://doi.org/10
.1016/j.ijantimicag.2014.01.027.
Falagas ME, Tansarli GS, Ikawa K, Vardakas KZ. 2013. Clinical outcomes
with extended or continuous versus short-term intravenous infusion of
carbapenems and piperacillin/tazobactam: a systematic review and
meta-analysis. Clin Infect Dis 56:272–282. https://doi.org/10.1093/cid/
cis857.

Antimicrobial Agents and Chemotherapy

