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ABSTRACT A change of ertapenem dosage from 500 mg daily to thrice weekly, af-
ter each hemodialysis session, can maintain the plasma concentration above 2 mg/li-
ter and be practical for hemodialysis patients.
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he recommended dose of ertapenem for hemodialysis (HD) patients is 500 mg

daily, compared to 1,000 mg daily for patients with mild to moderate renal insuf-
ficiency, because 80% of the dose of ertapenem is excreted in urine (1-3). However,
pharmacokinetic (PK) data for HD patients, a prerequisite for accurate dosing, are
neglected by clinicians. This prospective study aimed to investigate whether ertapenem
administered at 500 mg thrice weekly, after each HD session, could maintain serum
concentrations of >2 mg/liter (selected based on the MIC,, and the CLSI/FDA suscep-
TABLE 1 Basic characteristics and clinical data for infected HD patients who received
ertapenem treatment during hospitalization (n = 22)

Reference groupc Experimental group®

Characteristic? (n=11) (n=11) P
Age (yr) 63.2 £ 16.6 66.4 = 16.1 0.653
No. male/no. female 4/7 4/7 0.67
Body height (cm) 159.7 = 10.8 159.1 = 10.7 0.906 Citation Ueng Y-F, Wang H-J, Wu 5-C, Ng Y-Y.
Body weight (kg) 60.3 + 14.1 62.0 + 17.4 0.804 2019. A thrice-weekly ertapenem regimen is
Total body fluid removal (liters) 14+13 17 =11 0.602 practical for hemodialysis patients. Antimicrob
Systolic BP (mm Hg) 136.0 = 25.2 140.8 = 23.7 0.649 Agents Chemother 63:e01427-19. https://doi
Diastolic BP (mm Hg) 79.7 = 17.8 80.8 = 12.0 0.868 g2 AACIZ-TE)
Blood flow in HD (ml/min) 201.8 + 41.4 2105 + 26.5 0.567 Copyright © 2019 American Society for
Dialysate flow in HD (ml/min) 500 500 1 Microbiology. AllRights Reserved.
Kt/V 1.6 +0.2 14 +04 0.108 Address correspondence to Yee-Yung Ng,
URR (%) 735%50 69.3+93 0.209 yyngscwu12@gmail.com.
Albumin level (g/dl) 33*+03 32*+06 0.934 Y-F.U. and H.-JW. contributed equally to this
BUN level (mg/dl) 63.7 £17.9 80.7 * 23.1 0.068 study.
Cr level (mg/dl) 82*26 83*17 0.929 Received 16 July 2019

Returned for modification 6 August 2019

aAll patients were local HD patients in Taiwan.
Accepted 10 September 2019

bKt/V, dialysis efficiency; URR, urea reduction rate; BUN, blood urea nitrogen; Cr, creatinine. Continuous

variables are shown as mean = standard deviation. The normal range for albumin levels is 3.5 to 5.7 mg/dI, Accepted manuscript posted online 16
that for blood urea nitrogen levels is 7 to 25 mg/dl, and that for creatinine levels is 0.6 to 1.3 mg/dl. September 2019
<In the reference group, HD patients received ertapenem at 500 mg daily. Published 21 November 2019

dIn the experimental group, HD patients received ertapenem at 500 mg thrice weekly, after each HD session.
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TABLE 2 Plasma levels of total and free forms of ertapenem and clearance during each
HD session for the reference and experimental groups (n = 22)

Reference group Experimental group
Measurement? (n=11) (n=11) P
THDOt plasma level (mg/liter) 96.4 + 40.2 60.6 = 17.1 0.013
1HDA4t plasma level (mg/liter) 495+ 154 364+ 11.0 0.032
1HDt clearance (%) 454 + 136 394 +119 0.283
2HDOt plasma level (mg/liter) 161.9 + 35.1 50.2 + 39.3 <0.001
2HDA4t plasma level (mg/liter) 84.5 £ 13.9 33.1 = 26.8 <0.001
2HDt clearance (%) 46.5 +93 339+98 0.006
3HDOt plasma level (mg/liter) 182.8 = 35.5 285+ 14.2 <0.001
3HDA4t plasma level (mg/liter) 89.4 + 20.2 16.6 = 7.0 <0.001
3HDt clearance (%) 50.7 =85 39.1 8.6 0.006
4HDOt plasma level (mg/liter) 169.3 = 434 27.7 = 20.6 <0.001
4HDA4t plasma level (mg/liter) 82.2 + 14.1 134+ 65 <0.001
4HDt clearance (%) 499 *+ 8.9 44,0 = 14.8 0.315
5HDOt plasma level (mg/liter) 195.8 + 40.6 335+ 264 <0.001
5HDA4t plasma level (mg/liter) 90.5+ 334 19.7 £10.3 0.008
5HDt clearance (%) 54.0 =10.5 34.8 = 16.2 0.031
THDOf plasma level (mg/liter) 40.2 +17.6 240+ 124 0.021
THDA4f plasma level (mg/liter) 13.0x7.2 8.7 £3.1 0.099
1HDf clearance (%) 67.7 =111 57.8 +13.7 0.07
2HDOf plasma level (mg/liter) 58.2 =234 20.1 =15.8 <0.001
2HDA4f plasma level (mg/liter) 18.2 = 10.1 89+59 0.016
2HDf clearance (%) 67.2 = 12.1 50.8 = 18.2 0.022
3HDOf plasma level (mg/liter) 65.7 = 36.2 9955 0.001
3HDA4f plasma level (mg/liter) 232 +17.7 45+ 2.1 0.009
3HDf clearance (%) 57.7 £329 51.6 =136 0.581
4HDOf plasma level (mg/liter) 54.6 + 27.3 11.2+128 0.001
4HDA4f plasma level (mg/liter) 17.2+9.0 3414 0.002
4HDf clearance (%) 61.5 +30.8 56.6 = 15.2 0.649
5HDOf plasma level (mg/liter) 64.8 + 223 10.1 £ 5.7 0.005
5HD4f plasma level (mg/liter) 224 +11.3 43+ 2.1 0.023
5HDf clearance (%) 66.7 9.3 53.1+12.8 0.052

aTimes are indicated as mHDn, with m before and n after HD indicating the session of HD and the blood
sample collection time during the session of HD, respectively. For example, the first session of HD is
indicated by m = 1, and the blood sample collection at the fourth hour of HD is indicated by n = 4. t,
plasma level of total ertapenem; mHDt clearance, the plasma level of total ertapenem at 0 h of the m
session of HD minus the plasma level of total ertapenem at 4 h of the m session of HD divided by the
plasma level of total ertapenem at 0 h of the m session of HD [(mHDOt — mHD4t)/mHDOt]; f, plasma level of
the free form of ertapenem; mHDf clearance, the plasma level of the free form of ertapenem at 0 h of the
m session of HD minus the plasma level of free ertapenem at 4 h of the m session of HD divided by the
plasma level of the free form of ertapenem at 0 h of the m session of HD [(mMHDOf — mHD4f)/mHDOf].

tibility breakpoint [4-6]). The study protocols were approved by the institutional review
board of Taipei Veterans General Hospital (protocols 2013-08-011A and 2015-08-005A).

Twenty-two hospitalized adult HD patients with infections who were receiving
empirically initiated ertapenem treatment in the ward were recruited. The first 11 of the
22 HD patients were assigned to the reference group and received intravenous infusion
of ertapenem (Invanz; Merck) at 500 mg daily. The other 11 HD patients were assigned
to the experimental group and received ertapenem at 500 mg thrice weekly, after each
HD session. After the first dose of 500 mg ertapenem, patients in both groups started
thrice-weekly HD the following morning. On HD days, 2-ml, prefilter, venous blood
samples were collected prior to HD and 1 h, 2 h, 3 h, and 4 h after the initiation of HD,
for biochemical tests and plasma ertapenem determinations. On non-HD days, venous
blood was drawn before and 1h after administration of 500 mg ertapenem in the
reference group. Plasma was collected after centrifugation of the samples at 1,500 X g
for 10 min at 4°C. To stabilize ertapenem, plasma (180 wl) was mixed with 10 ul of T M
2-(N-morpholino)ethanesulfonic acid (MES) buffer (pH 6.6) (7) and stored at —70°C until
analysis within 2 weeks. Plasma total and free ertapenem concentrations were deter-
mined using reverse-phase high-performance liquid chromatography, and meropenem
was used as an internal standard (7, 8). Ertapenem and meropenem were detected by
measuring the absorbance at 304 nm.
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FIG 1 Curve fitting of total ertapenem plasma concentrations in HD patients (n = 11) after multiple-dose regimens. Ertapenem at 500 mg was administered
daily to patients via 30-min intravenous infusion. The vertical axis in each diagram indicates the ertapenem plasma level (milligram per liter), and the
horizontal axis indicates the time (hours). The observed data are represented by open circles, and the fitted results are depicted with dotted lines. Patients
4 and 6 developed central nervous system toxicity, presenting as self-talking and visual hallucinations, after the seventh and ninth consecutive daily doses

of 500 mg ertapenem, respectively.

The PK analyses of ertapenem were processed using a two-compartment open
model (9, 10). The model, with 30-min infusion and first-order elimination, was estab-
lished using WinNonlin 5.3 software (Pharsight, Mountain View, CA, USA) to generate
ertapenem PK parameters. The curve fitting of ertapenem plasma concentrations from
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FIG 2 Curve fitting of free ertapenem plasma concentrations in HD patients (n = 11) after multiple-dose regimens. Ertapenem at 500 mg was administered daily
to patients via 30-min intravenous infusion. The vertical axis in each diagram indicates the ertapenem plasma level (milligram per liter), and the horizontal axis
indicates the time (hours). The observed data are represented by open diamonds, and the fitted results are depicted with dotted lines.

all patients in the reference group was conducted individually and results were
collected to simulate three different ertapenem dosing regimens (500 mg daily, 250 mg
daily, and 500 mg every other day), to estimate the optimal administration for HD
patients. In addition, the derived equation obtained from the PK analysis of total
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FIG 3 Simulations of ertapenem plasma concentrations. PK parameters for ertapenem obtained from HD
patients (n = 11) were used to simulate drug plasma concentrations in a clinical setting. The simulations
of total (A) and free (B) ertapenem plasma levels with three different multiple-dose regimens in HD
patients were graphed. The shaded regions indicate the standard errors of all concentration points from
11 simulated profiles. Ertapenem was administered via 30-min intravenous infusion at the beginning of
each dosing interval. The black lines indicate 500 mg ertapenem administered daily to patients, to follow
the current clinical regimen, the blue lines indicate a half dose given daily as current use, and the red
lines indicate ertapenem given every other day at a dose of 500 mg. The dotted lines indicate the MICs
of ertapenem in total form (10 mg/liter) and free form (2 mg/liter). The levels for all subjects were above
the MIC,, therapeutic level (>2 mg/liter) for the entire dosing interval.

ertapenem concentrations was used to analyze the trough plasma levels in the exper-
imental group.

The chi-square test and the Mann-Whitney U test were used to compare gender,
etiology of renal failure, body height, body weight, body fluid removal in HD, systolic
and diastolic blood pressure (BP), blood and dialysate flow in HD, dialysis efficiency,
urea reduction rate, albumin level, blood urea nitrogen level, and creatinine level at
baseline. The tests showed no significant differences between the two groups (Table 1).

The mean total and free ertapenem plasma levels and the clearances of ertapenem
in each HD session were significantly higher in the reference group (P < 0.05). The
ertapenem plasma levels increased rapidly after the first dose before the first session of
HD, and high plasma levels were maintained during the consecutive ertapenem
therapy and HD sessions. In the reference group, ~50% of the ertapenem was cleared
during each session of HD (Table 2). The plasma trough and peak levels of total
ertapenem were at least 5 to 10 times and 50 to 100 times, respectively, higher than
2 mg/liter throughout the treatment course (Fig. 1). The plasma trough levels of the free
form were also >2 mg/liter (Fig. 2). These findings suggest that the daily 500-mg doses
of ertapenem was more than required.
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FIG 4 Application of the equations derived from the simulation data to data for another 11 HD patients. The dotted line in each diagram indicates the simulated
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The simulations of total and free ertapenem plasma trough levels showed that,

when HD patients received 500 mg daily, 250 mg daily, or 500 mg every other day, their
plasma levels were above 10 mg/liter and 2 mg/liter, respectively, on HD and non-HD
days (Fig. 3). The simulated plasma trough concentrations of ertapenem were similar to
the trough concentrations for each dosing interval that were observed for patients
in the experimental group (Fig. 4). The trough concentrations of ertapenem above
2 mg/liter in the experimental group supported the idea that the daily dose of 500 mg
ertapenem was more than required for HD patients. In addition, owing to the strong
correlation (r = 0.7468) between observed and predicted plasma levels, the data for
patients 12 to 22 confirmed the clinical applicability of our simulations in predicting the
appropriate ertapenem dosage in the experimental group (Fig. 4). This study also
supported previous case reports showing that a daily dose of 500 mg ertapenem was
probably not needed for HD patients and was potentially toxic due to accumulation (7,
11, 12). The higher ertapenem levels in the reference group than in the experimental
group may be related to the barely eliminated ertapenem on nondialysis days (Table 2).
The administration of 500 mg ertapenem after each HD session was probably a safer
regimen and was practical for HD patients.

This first PK study of ertapenem in HD patients with consecutive doses, instead of

previous studies with single-dose administration (3, 13), is important for both pharma-
covigilance and antimicrobial efficacy in considering ertapenem doses. The change of
administration of 500 mg ertapenem from daily to thrice weekly, after each session of
HD, is adequate to maintain the plasma trough level above 2 mg/liter.

This study may be partially confounded by factors such as the sequential study

design. Since ertapenem is highly protein bound, our findings may not be applicable
to other carbapenems and to patients undergoing peritoneal dialysis or continuous
renal replacement therapy (10). Further study with a larger population of HD patients
may be required to evaluate safety and tolerability.
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