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Abstract: Mortality and morbidity due to invasive fungal infections have increased over the
years. Posaconazole is a second-generation triazole agent with an extended spectrum of activity,
which shows a high interindividual variability in its plasma levels, rendering dosing in many patients
inconsistent or inadequate. Hence, posaconazole therapeutic drug monitoring, which is easily
available in clinical practice, may improve treatment success and safety. The aim of the study was to
describe posaconazole pharmacokinetics, and to evaluate the utility of therapeutic drug monitoring
for therapy and prophylaxis in a cohort of adult patients. A fully validated chromatographic method
was used to quantify posaconazole concentration in plasma collected from adult patients at the
end of the dosing interval. Associations between variables were tested using the Pearson test.
The Mann-Whitney test was used to probe the influence of categorical variables on continuous
ones. A high inter-individual variability was shown. Of the 172 enrolled patients, among those
receiving the drug by the oral route (N = 170), gender significantly influenced drug exposure:
males showed greater posaconazole concentration than females (p = 0.028). This study highlights the
importance of therapeutic drug monitoring in those with invasive fungal infections and its significant
clinical implications; moreover we propose, for the first time, the possible influence of gender on
posaconazole exposure.

Keywords: therapeutic drug monitoring (TDM); triazoles; HPLC; antifungal; invasive fungal
infections (IFIs)

1. Introduction

Mortality and morbidity due to invasive fungal infections (IFIs) has increased over the
years, despite the development of better and faster diagnostic methods and the availability of
antifungal treatments [1]. IFIs are a major cause of life-threatening diseases in immunocompromised
patients, including cancer patients receiving chemotherapy, hematopoietic stem cell and solid organ
transplant recipients, HIV positive patients, those receiving invasive clinical procedures or patients
hospitalized in intensive care units [2,3]. Moreover, emerging opportunistic fungal pathogens are
now significantly prevalent in patients receiving massive antifungal treatment [4]. The introduction
of the echinocandins and triazoles improved the therapeutic options. There are five classes of
antifungal agents currently in use for treatment of IFIs: polyenes (amphotericin, nystatin), allylamines
(terbinafine), azoles (fluconazole, itraconazole, voriconazole, posaconazole, isavuconazole), pyrimidine
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analogous (5-fluorocytosine), and echinocandins (micafungin, caspofungin, and anidulafungin) [5,6].
Posaconazole (PSC; Noxafil®) is a second-generation triazole agent with an extended spectrum of
activity. It is used for the treatment of IFIs and is recommended as a first-line prophylaxis during
prolonged neutropenia, leukaemia induction treatment and graft-versus-host disease [7]. Particularly,
PSC is used to treat infections including Candida spp., Aspergillus spp., Cryptococcus neoformans and
the Mucorales; moreover, it is used in fusariosis as salvage therapy, in invasive aspergillosis patients
resistant or intolerant to first-line agents, for chromoblastomycosis and mycetoma resistant and/or
intolerant to itraconazole, and for coccidioidomycosis resistant and/or intolerant to amphotericin,
itraconazole or fluconazole [8]. PSC shows a linear pharmacokinetics with daily doses up to 800 mg;
further dose increases do not result in proportional increases in drug exposure [9]. It has poor
water solubility, thus necessitating ingestion with a high-fat meal, and is absorbed at low intestinal
pH [10]. PSC shows a time of 5 h to reach the maximum serum concentration of and a half-life
of about 34 h (1 week) [11]. The drug is metabolized primarily by glucuronidation, rather than
oxidation; it is a cytochrome (CYP) 3A4 activity inhibitor [12]. PSC is available as a solid tablet,
oral suspension (OS) and intravenous (IV) formulation. The oral bioavailability of tablets and capsules
is better than the suspension, although considerable variability is still seen, suggesting that therapeutic
drug monitoring (TDM) should be considered [13]. The tablet and oral suspension formulations
of PSC are not considered interchangeable, due to different dosing and pharmacokinetics [14].
For patients with established disease, the probability of a clinical response increases with increasing
drug exposure [15]. TDM may be an important tool for maximizing efficacy [16]. Drug levels and
treatment outcomes depend on host factors, target organisms and associated interventions, and TDM
can guide timely and appropriate drug dosage modifications [17]. Published clinical TDM studies
have been conducted, and have observed that PSC dose modifications can result in more appropriate
drug plasma levels [18–20]. The guidelines recommend PSC concentrations ≥1000 ng/mL during
treatment and ≥700 ng/mL for prophylactic use [21,22]. Lower concentrations have been associated
with breakthrough IFIs; although an upper boundary of 3500 ng/mL is suggested for the average PSC
levels [23].

The aim of this study was to describe PSC pharmacokinetics and to evaluate the utility of PSC
TDM for therapy and prophylaxis in a cohort of adult patients.

2. Results

One hundred and seventy-two adult patients (96 males, 55.8%) treated with PSC were enrolled.
The majority (93.0%; N = 160) were caucasian. Sixty-eight (39.5%) received PSC antifungal prophylaxis.
Routes of administration were OS (N = 170; 98.8%) or IV (N = 2; 1.2%). Mean, SD, median and
interquartile range 25th to 75th percentiles (IQR) values for age, BMI and PSC plasma concentration
are compared in Table 1.

Table 1. Mean, standard deviation, median and interquartile range for age, body mass index and
posaconazole plasma concentration.

Variable
N = 172

Mean Standard Deviation Median IQR

Age (years) 47.14 18.952 49.50 27.00–64.00
BMI Kg/m2 24.49 4.342 24.16 21.83–27.01

PSC Ctrough ng/mL 726.71 914.443 419.50 252.50–778.75

The drug dosage was evaluated with a score from 1 to 12: 100 mg twice daily (t.d.) (1), 100 mg three
times daily (th.d.) (2), 200 mg once daily (o.d.) (3), 200 mg t.d. (4), 200 mg th.d. (5), 300 mg t.d. (6), 300 mg
th.d. (7), 400 mg o.d. (8), 400 mg t.d. (9), 400 mg th.d. (10), 500 mg t.d. (11) and 800 mg o.d. (12) (Table 2).
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Table 2. Number and percentage of patients for each dose regimens.

N = 172

PSC Dose Dose Score N %

100 t.d. 1 1 0.6
100 th.d. 2 1 0.6
200 o.d. 3 27 15.7
200 t.d. 4 84 48.8
200 th.d 5 13 7.6
300 t.d. 6 1 0.6

300 th.d. 7 2 1.2
400 o.d. 8 1 0.6
400 t.d. 9 30 17.4

400 th.d. 10 7 4.1
500 th.d. 11 3 1.7
800 o.d. 12 2 1.2

Evaluating those receiving PSC treatment based on published PSC through levels cut-offs [21–23],
we observed that 84 patients (80.8%) showed sub-optimal exposure (drug concentrations <1000 ng/mL),
18 (17.3%) had concentrations higher than the efficacy cut-off (drug concentrations ≥1000 ng/mL) and
2 (1.9%) had toxic drug levels (drug concentrations ≥3500 ng/mL). Instead, for prophylaxis, 50 patients
(61.7%) showed trough levels lower than the efficacy cut-off (drug concentrations <700 ng/mL), 30 (37%)
had concentrations included in the efficacy range (drug concentrations ≥700 ng/mL) and 1 (1.2%)
had drug levels higher than the toxicity cut-off levels (drug concentrations ≥3500 ng/mL). A high
interindividual variability was found between PSC Ctrough: the median value was 419.50 ng/mL and the
IQR range was 252.50 and 778.75. Mann-Whitney U test showed a significant influence of gender on drug
exposure (p = 0.028): males (N = 96) had 521.50 ng/mL (IQR: 256.00–240.25 ng/mL) median concentrations,
while females (N = 76) had 376.50 ng/mL (IQR: 240.25–376.50 ng/mL) (Figure 1).
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Figure 1. Plots of gender influence on posaconazole trough concentration, considering all the 172
enrolled patients (p = 0.028). Boxes and black lines in boxes represent respectively interquartile ranges
(IQR) and median values; open dots and stars represent outlier values. Median values (horizontal line),
interquartile range (IQR, bars), patient values (black square), highest and lowest value (whiskers) are
shown. Males (N = 96) had 521.50 ng/mL (IQR: 256.00–240.25 ng/mL) median concentrations; Females
(N = 76) had 376.50 ng/mL (IQR: 240.25–376.50 ng/mL) median concentrations.
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3. Discussion

IFIs are still a leading cause of morbidity and mortality; they occur in a setting of multiple
morbidities, and are associated with fatality rates of 30–70% [1]. Azoles remain the corner-stone of
prevention and treatment of IFIs, including acute invasive aspergillosis [24]. However, the clinical use
of these drugs is characterized by frequent pharmacological drawbacks in terms of pharmacokinetic
variability and drug–drug interactions [25]. PSC is a third-generation triazole antifungal agent,
structurally similar to itraconazole, with a broad spectrum of activity; it is registered for use in humans,
and is available as a 40-mg/mL oral suspension, as delayed-release tablets, and as an IV infusion [26].
TDM, a dosage individualization strategy, could help to minimize toxicity whilst maximizing the
efficacy of PSC [11]. In this study, we analyzed the pharmacokinetics of PSC in patients with IFIs
receiving PSC therapy. Our results show that PSC exposure has a high interindividual variability.
Participants’ age, BMI, and PSC administered dose did not significantly affect PSC pharmacokinetics.
On the contrary, an inverse relationship among age and PSC volume of distribution was shown in
a study regarding prophylactic PSC use in patients undergoing allogeneic hematopoietic stem cell
transplantation [27], and a relationship between weight and a larger PSC volume of distribution
was observed in a PSC population pharmacokinetic analysis [28]. Considering the gender effect
on drug exposure, we observed that males had higher median PSC Ctrough values than women
(p = 0.028; Figure 1). Gender-related differences, such as body size and muscle mass, may result in
drug pharmacokinetic differences, as reported by Beierle et al. [29]. Although various studies have not
observed an influence of gender on PSC pharmacokinetics [30], this factor could alter the disposition
of other triazole antifungal agents: voriconazole plasma levels were twofold higher for healthy women
than for healthy men in the same age range [31]. Moreover, sex-based differences in drug metabolism
could be due to differences in the hepatic enzymes expression, including CYP (such as the CYP3A4).
Indeed, the sex-related dimorphic expression of CYPs, and other genes expressed in liver, depends on
the growth hormone plasma levels emitted by the pituitary gland, which controls sexual maturation.
Our study has some limitations. It has a retrospective design, it lacks a standardized protocol for PSC
dosing, and we included a limited patient sample size; therefore, further research applied to larger
cohorts is required to confirm the reported data. This study highlights the importance of TDM in
patients with IFIs, and its significant clinical implications; moreover, we propose, for the first time,
the possible influence of gender on PSC exposure. The results from the present study might be further
explained through pharmacogenetic analyses [32].

4. Material and Methods

4.1. Patients and Inclusion Criteria

Plasma samples were collected at the Laboratory of Clinical Pharmacology and Pharmacogenetics
(Department of Medical Sciences, Unit of Infectious Diseases, University of Turin, Amedeo di Savoia
Hospital, Turin) and Clinical Pharmacology Service “Franco Ghezzo”(Department of Biological
and Clinical Sciences, University of Turin, S. Luigi Gonzaga Hospital) from different Hospitals
in Piedmont (Italy). Inclusion criteria were: age above 18 years old, diagnosed IFI, treatment
with PSC for prophylaxis or therapy purposes, and an adherence of 90%. Patients on treatment
with potential interacting drugs, allergy or intolerance to PSC, HIV infection, severe malnutrition,
liver cirrhosis, chronic renal failure (with estimated creatinine clearance, eCRCl < 60 mL/min) were
excluded. Study protocol (“PkPG_J02AC Studio retrospettivo per la valutazione e farmacocinetica e
farmaco-genetica della terapia antimicotica con farmaci triazolici”) was approved by the local Ethics
Committee in accordance with the Declaration of Helsinki. Written informed consent for the study
was obtained from each enrolled subject. For all patients, the following data were available: gender,
age, body mass index (BMI), ethnicity and PSC dose.
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4.2. Determinations of Posaconazole Plasma Concentration

Blood samples were taken immediately before drug intake (Ctrough), under steady-state
conditions. Plasma samples were obtained by centrifugation at 3000 rpm for 10 min at 4 ◦C. 6,7-dimethyl-
2,3-di(2-pyridyl) quinoxaline (QX), used as the internal standard (IS), was purchased from Sigma-Aldrich
Corporation (Milan, Italy), and PSC was purchased from Sigma-Aldrich Corporation (Milan, Italy).
Acetonitrile (HPLC grade) and methanol (HPLC grade) were purchased from VWR (Milan, Italy).
Formic acid was from Sigma-Aldrich Corporation (Milan, Italy). HPLC-grade water was produced
by a Milli-DI system coupled with a Synergy 185 system by Millipore (Milan, Italy). Plasma samples
(200 µL) have been pipette in a polytetrafluoroethylene tube with 50 µL of IS. A simple protein precipitation
(using 200µL) was used to extract drug from samples. Each sample was vortexed for 15 s and centrifuged at
12,000 rpm for 10 min (4 ◦C). One hundred µL of supernatant, diluted with 100 µL of water, was transferred
to a glass vial. A part of the sample (50 µL) was injected into the HPLC-MS system. All extraction
procedures were carried out at room temperature. The HPLC-MS system used was a Waters system
(Milford, MA, USA) with a binary pump (1525), in-line degasser AF, 717-plus autosampler, and Micromass
ZQ mass detector. The software used was LC-MS Empower 2 Pro (version year 2005; Waters) [33,34].
The chromatographic separation was carried out at 35 ◦C using a column oven on a C18 Atlantis T-3 5-µm
column (150 mm by 4.6 mm, inside diameter (i.d.)) (Waters, Milford, MA, USA), protected by a Security
Guard with a C18 precolumn (4.0 mm by 3.0 mm, i.d.) (Phenomenex; Torrance, CA, USA). The mobile
phase (50:50 water with formic acid (0.05%)/acetonitrile with formic acid (0.05%)) was ramped to 20:80
within 6.5 min. The flow rate was set at 1 mL/min. Detector settings were: electrospray ionization
(ESI+), capillary voltage (3.5 kV), source temperature (110 ◦C), desolvation temperature (350 ◦C), nitrogen
desolvation flow (400 L/h) and, nitrogen cone flow (50 L/h). The ion m/z values monitored were: 351.0 for
PSC and 313.4 for QX, cone voltage was 25 V and 50, respectively. This work was carried out in a PHASE I
AIFA, UNI EN ISO 9001:2008 and 13485:2012 (CE-IVD) certified laboratory.

4.3. Statistical Analysis

For descriptive statistics, continuous and non-normal variables were summarized as average,
standard deviation (SD), median and interquartile range (IQR); 25th to 75th percentiles were
calculated to measure the statistical dispersion of the data; categorical variables were summarized
as frequency and percentage. The Shapiro-Wilk test was used to evaluate normality for all variables.
The Kolmogorov-Smirnov test was performed to define the correspondence of each parameter with
a normal or non-normal distribution. The Independent Samples t Test was used to compare the
means of two independent groups, considering the level of statistical significance (p value < 0.05).
The Pearson linear correlation coefficient (r) was used to investigate the strength of the association
between two quantitative variables considering the level of statistical significance (p value < 0.05).
The Mann-Whitney U test was used to probe the influence of categorical variables on continuous ones,
considering the level of statistical significance (p value < 0.05). All tests were performed with IBM
SPSS Statistics 22.0 for Windows (Chicago, IL, USA).

Acknowledgments: We thank CoQuaLab (www.coqualab.it) for its methodological support and assistance in the
preparation and execution of the pharmacokinetic analysis. This research did not receive any specific grant from
funding agencies in the public, commercial, or not-for-profit sectors.

Author Contributions: Sarah Allegra, Giovanni Di Perri and Antonio D’Avolio conceived and designed the
experiments; Sarah Allegra, Giovanna Fatiguso, Silvia De Francia, Fabio Favata, Elisa Pirro, Chiara Carcieri,
Amedeo De Nicolò and Jessica Cusato performed the experiments; Sarah Allegra analyzed the data; Sarah Allegra
wrote the paper.

Conflicts of Interest: The authors declare no conflict of interest.

www.coqualab.it


Biomedicines 2017, 5, 66 6 of 8

References

1. Drew, R.H.; Townsend, M.L.; Pound, M.W.; Johnson, S.W.; Perfect, J.R. Recent advances in the treatment
of life-threatening, invasive fungal infections. Expert Opin. Pharmacother. 2013, 14, 2361–2374. [CrossRef]
[PubMed]

2. Brown, G.D.; Denning, D.W.; Gow, N.A.; Levitz, S.M.; Netea, M.G.; White, T.C. Hidden killers: Human fungal
infections. Sci. Transl. Med. 2012, 4. [CrossRef] [PubMed]

3. Kontoyiannis, D.P.; Mantadakis, E.; Samonis, G. Systemic mycoses in the immunocompromised host:
An update in antifungal therapy. J. Hosp. Infect. 2003, 53, 243–258. [CrossRef] [PubMed]

4. Cuenca-Estrella, M.; Bernal-Martinez, L.; Buitrago, M.J.; Castelli, M.V.; Gomez-Lopez, A.; Zaragoza, O.;
Rodriguez-Tudela, J.L. Update on the epidemiology and diagnosis of invasive fungal infection. Int. J.
Antimicrob. Agents 2008, 32 (Suppl. 2), S143–S147. [CrossRef]

5. Sheng, C.; Zhang, W. New lead structures in antifungal drug discovery. Curr. Med. Chem. 2011, 18, 733–766.
[CrossRef] [PubMed]

6. Marty, F.M.; Ostrosky-Zeichner, L.; Cornely, O.A.; Mullane, K.M.; Perfect, J.R.; Thompson, G.R., 3rd;
Alangaden, G.J.; Brown, J.M.; Fredricks, D.N.; Heinz, W.J.; et al. Isavuconazole treatment for mucormycosis:
A single-arm open-label trial and case-control analysis. Lancet Infect. Dis. 2016, 16, 828–837. [CrossRef]

7. Fleming, S.; Yannakou, C.K.; Haeusler, G.M.; Clark, J.; Grigg, A.; Heath, C.H.; Bajel, A.; van Hal, S.J.;
Chen, S.C.; Milliken, S.T.; et al. Consensus guidelines for antifungal prophylaxis in haematological
malignancy and haemopoietic stem cell transplantation, 2014. Intern. Med. J. 2014, 44, 1283–1297. [CrossRef]
[PubMed]

8. Sabatelli, F.; Patel, R.; Mann, P.A.; Mendrick, C.A.; Norris, C.C.; Hare, R.; Loebenberg, D.;
Black, T.A.; McNicholas, P.M. In vitro activities of posaconazole, fluconazole, itraconazole,
voriconazole, and amphotericin b against a large collection of clinically important molds and yeasts.
Antimicrob. Agents Chemother. 2006, 50, 2009–2015. [CrossRef] [PubMed]

9. Courtney, R.; Pai, S.; Laughlin, M.; Lim, J.; Batra, V. Pharmacokinetics, safety, and tolerability of oral
posaconazole administered in single and multiple doses in healthy adults. Antimicrob. Agents Chemother.
2003, 47, 2788–2795. [CrossRef] [PubMed]

10. Eiden, C.; Meniane, J.C.; Peyriere, H.; Eymard-Duvernay, S.; Le Falher, G.; Ceballos, P.; Fegueux, N.;
Cociglio, M.; Reynes, J.; Hillaire-Buys, D. Therapeutic drug monitoring of posaconazole in hematology
adults under posaconazole prophylaxis: Influence of food intake. Eur. J. Clin. Microbiol. Infect. Dis. 2012, 31,
161–167. [CrossRef] [PubMed]

11. Ashbee, H.R.; Barnes, R.A.; Johnson, E.M.; Richardson, M.D.; Gorton, R.; Hope, W.W. Therapeutic
drug monitoring (tdm) of antifungal agents: Guidelines from the british society for medical mycology.
J. Antimicrob. Chemother. 2014, 69, 1162–1176. [CrossRef] [PubMed]

12. Niwa, T.; Imagawa, Y.; Yamazaki, H. Drug interactions between nine antifungal agents and drugs
metabolized by human cytochromes p450. Curr. Drug. Metab. 2014, 15, 651–679. [CrossRef] [PubMed]

13. Kraft, W.K.; Chang, P.S.; van Iersel, M.L.; Waskin, H.; Krishna, G.; Kersemaekers, W.M. Posaconazole tablet
pharmacokinetics: Lack of effect of concomitant medications altering gastric ph and gastric motility in
healthy subjects. Antimicrob. Agents Chemother. 2014, 58, 4020–4025. [CrossRef] [PubMed]

14. European Medicines Agency (EMA). EMA Warns that Noxafil Tablets and Oral Suspension Have Different Doses
and Are Not Interchangeable; EMA: London, UK, 2016.

15. Cattaneo, C.; Panzali, A.; Passi, A.; Borlenghi, E.; Lamorgese, C.; Petulla, M.; Re, A.; Caimi, L.; Rossi, G. Serum
posaconazole levels during acute myeloid leukaemia induction therapy: Correlations with breakthrough
invasive fungal infections. Mycoses 2015, 58, 362–367. [CrossRef] [PubMed]

16. Dolton, M.J.; Ray, J.E.; Chen, S.C.; Ng, K.; Pont, L.; McLachlan, A.J. Multicenter study of posaconazole
therapeutic drug monitoring: Exposure-response relationship and factors affecting concentration.
Antimicrob. Agents Chemother. 2012, 56, 5503–5510. [CrossRef] [PubMed]

http://dx.doi.org/10.1517/14656566.2013.838217
http://www.ncbi.nlm.nih.gov/pubmed/24050675
http://dx.doi.org/10.1126/scitranslmed.3004404
http://www.ncbi.nlm.nih.gov/pubmed/23253612
http://dx.doi.org/10.1053/jhin.2002.1278
http://www.ncbi.nlm.nih.gov/pubmed/12660121
http://dx.doi.org/10.1016/S0924-8579(08)70016-5
http://dx.doi.org/10.2174/092986711794480113
http://www.ncbi.nlm.nih.gov/pubmed/21182484
http://dx.doi.org/10.1016/S1473-3099(16)00071-2
http://dx.doi.org/10.1111/imj.12595
http://www.ncbi.nlm.nih.gov/pubmed/25482741
http://dx.doi.org/10.1128/AAC.00163-06
http://www.ncbi.nlm.nih.gov/pubmed/16723559
http://dx.doi.org/10.1128/AAC.47.9.2788-2795.2003
http://www.ncbi.nlm.nih.gov/pubmed/12936975
http://dx.doi.org/10.1007/s10096-011-1288-9
http://www.ncbi.nlm.nih.gov/pubmed/21611869
http://dx.doi.org/10.1093/jac/dkt508
http://www.ncbi.nlm.nih.gov/pubmed/24379304
http://dx.doi.org/10.2174/1389200215666141125121511
http://www.ncbi.nlm.nih.gov/pubmed/25429674
http://dx.doi.org/10.1128/AAC.02448-13
http://www.ncbi.nlm.nih.gov/pubmed/24798274
http://dx.doi.org/10.1111/myc.12326
http://www.ncbi.nlm.nih.gov/pubmed/25907298
http://dx.doi.org/10.1128/AAC.00802-12
http://www.ncbi.nlm.nih.gov/pubmed/22890761


Biomedicines 2017, 5, 66 7 of 8

17. Morgan, J.; Wannemuehler, K.A.; Marr, K.A.; Hadley, S.; Kontoyiannis, D.P.; Walsh, T.J.; Fridkin, S.K.;
Pappas, P.G.; Warnock, D.W. Incidence of invasive aspergillosis following hematopoietic stem cell and solid
organ transplantation: Interim results of a prospective multicenter surveillance program. Med. Mycol. 2005,
43 (Suppl. 1), S49–S58. [CrossRef] [PubMed]

18. Hummert, S.E.; Green, M.R. Therapeutic drug monitoring and dose adjustment of posaconazole oral
suspension in adults with acute myeloid leukemia. Ther. Drug. Monit. 2015, 37, 508–511. [CrossRef]
[PubMed]

19. Vaes, M.; Hites, M.; Cotton, F.; Bourguignon, A.M.; Csergo, M.; Rasson, C.; Ameye, L.; Bron, D.; Jacobs, F.;
Aoun, M. Therapeutic drug monitoring of posaconazole in patients with acute myeloid leukemia or
myelodysplastic syndrome. Antimicrob. Agents Chemother. 2012, 56, 6298–6303. [CrossRef] [PubMed]

20. Park, W.B.; Cho, J.Y.; Park, S.I.; Kim, E.J.; Yoon, S.; Yoon, S.H.; Lee, J.O.; Koh, Y.; Song, K.H.; Choe, P.G.; et al.
Effectiveness of increasing the frequency of posaconazole syrup administration to achieve optimal plasma
concentrations in patients with haematological malignancy. Int. J. Antimicrob. Agents 2016, 48, 106–110.
[CrossRef] [PubMed]

21. Dolton, M.J.; Ray, J.E.; Marriott, D.; McLachlan, A.J. Posaconazole exposure-response relationship: Evaluating
the utility of therapeutic drug monitoring. Antimicrob. Agents Chemother. 2012, 56, 2806–2813. [CrossRef]
[PubMed]

22. Seyedmousavi, S.; Mouton, J.W.; Verweij, P.E.; Bruggemann, R.J. Therapeutic drug monitoring of voriconazole
and posaconazole for invasive aspergillosis. Expert Rev. Anti. Infect. Ther. 2013, 11, 931–941. [CrossRef]
[PubMed]

23. EMA. European Medicines Agency, Committee for Medicinal Products for Human Use. Assessment
Report Noxafil. Available online: http//www.ema.europa.eu/docs/en_GB/document_library/EPAR_
-_Assessment_Report_-_Variation/human/000610/WC500168187.pdf (accessed on 20 February 2014).

24. Patterson, T.F.; Thompson, G.R., 3rd; Denning, D.W.; Fishman, J.A.; Hadley, S.; Herbrecht, R.;
Kontoyiannis, D.P.; Marr, K.A.; Morrison, V.A.; Nguyen, M.H.; et al. Practice guidelines for the diagnosis
and management of aspergillosis: 2016 update by the infectious diseases society of america. Clin. Infect. Dis.
2016, 63, e1–e60. [PubMed]

25. Girmenia, C.; Iori, A.P. An update on the safety and interactions of antifungal drugs in stem cell transplant
recipients. Expert Opin. Drug. Saf. 2016, 16, 329–339. [CrossRef] [PubMed]

26. Hof, H. A new, broad-spectrum azole antifungal: Posaconazol—Mechanisms of action and resistance,
spectrum of activity. Mycoses 2006, 49 (Suppl. 1), 2–6. [CrossRef] [PubMed]

27. Kohl, V.; Muller, C.; Cornely, O.A.; Abduljalil, K.; Fuhr, U.; Vehreschild, J.J.; Scheid, C.; Hallek, M.;
Ruping, M.J. Factors influencing pharmacokinetics of prophylactic posaconazole in patients undergoing
allogeneic stem cell transplantation. Antimicrob. Agents Chemother. 2010, 54, 207–212. [CrossRef] [PubMed]

28. Vehreschild, J.J.; Muller, C.; Farowski, F.; Vehreschild, M.J.; Cornely, O.A.; Fuhr, U.; Kreuzer, K.A.; Hallek, M.;
Kohl, V. Factors influencing the pharmacokinetics of prophylactic posaconazole oral suspension in patients
with acute myeloid leukemia or myelodysplastic syndrome. Eur. J. Clin. Pharmacol. 2012, 68, 987–995.
[CrossRef] [PubMed]

29. Beierle, I.; Meibohm, B.; Derendorf, H. Gender differences in pharmacokinetics and pharmacodynamics.
Int. J. Clin. Pharmacol. Ther. 1999, 37, 529–547. [PubMed]

30. Sansone-Parsons, A.; Krishna, G.; Simon, J.; Soni, P.; Kantesaria, B.; Herron, J.; Stoltz, R. Effects
of age, gender, and race/ethnicity on the pharmacokinetics of posaconazole in healthy volunteers.
Antimicrob. Agents Chemother. 2007, 51, 495–502. [CrossRef] [PubMed]

31. Jeu, L.; Piacenti, F.J.; Lyakhovetskiy, A.G.; Fung, H.B. Voriconazole. Clin. Ther. 2003, 25, 1321–1381. [CrossRef]
32. Baietto, L.; Corcione, S.; Pacini, G.; Perri, G.D.; D’Avolio, A.; De Rosa, F.G. A 30-years review on

pharmacokinetics of antibiotics: Is the right time for pharmacogenetics? Curr. Drug Metab. 2014, 15,
581–598. [CrossRef] [PubMed]

http://dx.doi.org/10.1080/13693780400020113
http://www.ncbi.nlm.nih.gov/pubmed/16110792
http://dx.doi.org/10.1097/FTD.0000000000000175
http://www.ncbi.nlm.nih.gov/pubmed/25549205
http://dx.doi.org/10.1128/AAC.01177-12
http://www.ncbi.nlm.nih.gov/pubmed/23027198
http://dx.doi.org/10.1016/j.ijantimicag.2016.04.013
http://www.ncbi.nlm.nih.gov/pubmed/27234674
http://dx.doi.org/10.1128/AAC.05900-11
http://www.ncbi.nlm.nih.gov/pubmed/22391534
http://dx.doi.org/10.1586/14787210.2013.826989
http://www.ncbi.nlm.nih.gov/pubmed/24053274
http//www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000610/WC500168187.pdf
http//www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000610/WC500168187.pdf
http://www.ncbi.nlm.nih.gov/pubmed/27365388
http://dx.doi.org/10.1080/14740338.2017.1273900
http://www.ncbi.nlm.nih.gov/pubmed/28004589
http://dx.doi.org/10.1111/j.1439-0507.2006.01295.x
http://www.ncbi.nlm.nih.gov/pubmed/16961575
http://dx.doi.org/10.1128/AAC.01027-09
http://www.ncbi.nlm.nih.gov/pubmed/19858252
http://dx.doi.org/10.1007/s00228-012-1212-y
http://www.ncbi.nlm.nih.gov/pubmed/22286158
http://www.ncbi.nlm.nih.gov/pubmed/10584975
http://dx.doi.org/10.1128/AAC.00472-06
http://www.ncbi.nlm.nih.gov/pubmed/17101682
http://dx.doi.org/10.1016/S0149-2918(03)80126-1
http://dx.doi.org/10.2174/1389200215666140605130935
http://www.ncbi.nlm.nih.gov/pubmed/24909419


Biomedicines 2017, 5, 66 8 of 8

33. Baietto, L.; D’Avolio, A.; Ventimiglia, G.; De Rosa, F.G.; Siccardi, M.; Simiele, M.; Sciandra, M.; Di Perri, G.
Development, validation, and routine application of a high-performance liquid chromatography method
coupled with a single mass detector for quantification of itraconazole, voriconazole, and posaconazole in
human plasma. Antimicrob. Agents Chemother. 2010, 54, 3408–3413. [CrossRef] [PubMed]

34. Baietto, L.; D’Avolio, A.; Marra, C.; Simiele, M.; Cusato, J.; Pace, S.; Ariaudo, A.; De Rosa, F.G.; Di Perri, G.
Development and validation of a new method to simultaneously quantify triazoles in plasma spotted on
dry sample spot devices and analysed by hplc-ms. J. Antimicrob. Chemother. 2012, 67, 2645–2649. [CrossRef]
[PubMed]

© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1128/AAC.01807-09
http://www.ncbi.nlm.nih.gov/pubmed/20530230
http://dx.doi.org/10.1093/jac/dks285
http://www.ncbi.nlm.nih.gov/pubmed/22872447
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results 
	Discussion 
	Material and Methods 
	Patients and Inclusion Criteria 
	Determinations of Posaconazole Plasma Concentration 
	Statistical Analysis 


