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Abstract: This article describes a method for the modification of paper with single-wall carbon
nanohorns (SWCNHs) to form stable suprastructures. The SWCNHs form stable dahlia-like
aggregates in solution that are then self-assembled into superior structures if the solvent is evaporated.
Dipping paper sections into a dispersion of SWCNHs leads to the formation of a thin film that
can be used for microextraction purposes. The coated paper can be easily handled with a simple
pipette tip, paving the way for disposable extraction units. As a proof of concept, the extraction of
antidepressants from urine and their determination by direct infusion mass spectrometry is studied.
Limits of detection (LODs) were 10 ng/L for desipramine, amitriptyline, and mianserin, while the
precision, expressed as a relative standard deviation, was 7.2%, 7.3%, and 9.8%, respectively.
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1. Introduction

Solid-phase microextraction (SPME) is a consolidated sample treatment technique that combines
isolation, preconcentration, and sample introduction into one step [1]. This miniaturized technique,
which can easily be automated, is based on the distribution of the analytes between the sample and the
fiber coating. In this context, the reversible chemical interactions between the analyte and the sorptive
phase are of paramount importance to define the efficiency and selectivity of the microextraction.
SPME is in a continuous development following several evident tendencies like the development
of new coatings [2,3] or the direct coupling with instrumental techniques like mass-spectrometry
(MS) [4,5]. All these trends make SPME the predominant technology for microextraction.

The adaptation of the SPME principles to a specific field such as environmental analysis drove
the development of thin film microextraction (TFME) [6]. Although both techniques share the same
foundations, they differ in their application. TFME uses a thin sheet of a polymeric phase as a sorptive
phase that may adopt several shapes [7] like a flat membrane [8] or a coated blade [9]. These formats
present a higher extraction capacity compared to traditional fibers due to an increased surface to
volume ratio, which has positive connotations for the thermodynamic and kinetics. Also, TFME can
be automated to allow the simultaneous extraction of several samples, thus increasing the sample
throughput [10]. In the typical procedure, the thin film is immersed in the sample, which is stirred to
favor the analyte transference to the sorptive phase [11]. However, the thin film can also be stirred
into the sample. The use of planar sorptive phases integrated into stirring units has allowed for
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the development of new techniques like rotating disk sorptive extraction [12] and stir membrane
extraction [13,14].

As with SPME, the development of new sorptive phases is crucial in TFME. Fortunately, there is
a wide range of materials that can be used, from commercial membranes to lab-made materials.
Among the latter, fabric phases and electrospun membranes can be highlighted. Fabric phases,
first proposed by Kabir and Furton, consist of the chemical modification by sol-gel reaction of fabrics
(cotton, glass fiber) to introduce functional polymers to its surface [15]. On the other hand, electrospun
membranes provide the analyst with a wide range of tools since the characteristics of the final product
depend on the polymeric precursor(s) and conditions used during the electrospinning [16]. The use
of nanoparticles (NPs) as ingredients in these materials makes their application scope even broader.
The presence of these NPs usually enhances the sorption capacity by two mechanisms that can be
complementary: NPs may introduce new sorption sites in the polymer structure, and may increase the
superficial area of the polymer [17].

A NP can be defined as a particle that has at least one dimension in the nanometric range
(100 nm is used as a limit by convention) and presents unique properties (not observable in the
bulk material) because of its size [18]. There would be a myriad of different NPs if we considered
their chemical composition, size, shapes, and potential combinations. From a chemical point of view,
NPs can be classified as inorganic or carbon-based. The latter, including fullerenes and nanotubes,
have been extensively used in microextraction [19], although the use of single-walled carbon nanohorns
(SWCNHs), first described by Ijima et al. in 1991 [20], is limited [21,22]. SWCNHs consist of horn-
shaped sheath aggregates of graphene. They usually present lengths in the range of 40–50 nm and an
inner diameter from 2 to 5 nm. Their oxidation, to introduce oxygen-containing functional groups to the
surface, is easier compared to carbon nanotubes. In solution, SWCNHs are prone to aggregate, forming
ordered and stable structures called dahlias [23]. Although the aggregation tendency is common
for all carbon nanoparticles, especially when their surface is not chemically modified, these ordered
aggregates have been only described for CNHs. This particularity is exploited in the present work.

Oakes et al. proposed in 2013 the electrodeposition of CNHs in different substrates, opening
the door for the synthesis of CNHs-coated materials for catalysis, sensing, or energy storage
applications [24]. In this article, we propose for the first time the use of SWCNHs-modified paper
as a sorptive phase in TFME without the assistance of an anchoring polymer. It has been observed
that the dahlia aggregates, obtained in solution, form suprastructures (ordered combinations of single
dahlias) when the solvent is evaporated. These suprastructures present a porous conformation that
enhances their sorption ability. To make the handling of this sorptive phase easier, it has been coated
over conventional paper. It is necessary to indicate that paper acts as a simple support and that
suprastructures form over its surface. A small percentage of the suprastructure is embedded in the
cellulose fibers, thus improving the mechanical stability of the sorptive phase.

The use of paper as a support opens the door for the development of cheap and disposable units.
Meng et al. proposed the use of unmodified paper for the extraction of 8-hydroxy-2′-deoxyguanosine
from a urine sample [25], while Saraji and Farajmand have reported the use of modified paper as
a sorptive phase [26]. Our research group proposed the direct coating of conventional paper with
polymers as a simple strategy to synthesize new sorptive phases [27]. Also, the resulting sorptive phase
can be easily cut to the desired shape and length. The potential of paper goes beyond these applications
since it can be directly analyzed by MS, in the so-called paper spray MS [28–31], which implies a
dramatic simplification of the analytical process. To be used in the paper spray mode, the phases must
be conductive and mechanically stable to avoid MS source contamination. As the mechanical stability
of this phase in a high-voltage gradient should be previously guaranteed, this initial research will be
focused on the evaluation of its sorption ability towards selected antidepressants in urine. To speed up
and simplify the analysis, the eluates are directly infused [32,33] in the mass spectrometer, thereby
avoiding a previous chromatographic separation.
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2. Materials and Methods

2.1. Reagents

All reagents were of analytical grade or better. Unless otherwise specified, they were purchased
from Sigma Chemical Co. (St. Louis, MO, USA, https://www.sigmaaldrich.com/). Stock standard
solutions of the antidepressants (mianserin, trimipramine, desipramine, and amitriptyline) were
prepared in methanol at a concentration of 1 g/L and stored at 4 ◦C. Working standard solutions were
prepared daily by rigorous dilution of the stocks in ultrapure Milli-Q water. Methanol:acetic acid (95:5)
was also used for antidepressants elution after the extraction. Deuterated 5-hydroxyindole-3-acetic
acid (5-HIAA-D5) was used as an internal standard for MS measurements. The working concentration
of the internal standard was 100 ng/mL.

SWCNHs were purchased from Carbonium S.r.l. (Padua, Italy, www.carbonium.it/). They form
stable dahlia-shaped aggregates with an average diameter of 60–80 nm. Individually, the lengths of
these SWCNHs are in the range 40–50 nm, and the width in the cylindrical structure varies between 4
and 5 nm. For the synthesis of the sorptive phases, SWCNTs were dispersed in chloroform.

Acetonitrile, acetic acid (Scharlab, Barcelona, Spain, http://www.scharlab.com/), triethylamine,
and ultrapure Milli-Q water were employed as components of the chromatographic mobile phase.

Blank urine samples were collected from healthy adult volunteers and stored in
polytetrafluoroethylene (PTFE) flasks at −20 ◦C until analysis. Before the extraction, each sample
was 1:1 diluted with ultrapure water and the pH was also adjusted to 10 with sodium hydroxide.
The pH is fixed at alkaline conditions to promote the interaction between the basic analytes with the
sorptive phase. The interaction between the sorptive phase and the analytes (their chemical structures
and the logarithm of the octanol/water partition coefficients are shown in Figure S1) involve general
hydrophobic interactions and π–π bonds with the aromatic moieties. The samples are not filtered
before their extraction.

2.2. Synthesis and Characterization of Sorptive Phases

The synthesis follows a simple workflow. First, 10 mg of SWCNHs are dispersed by manual
shaking in 150 µL of chloroform inside an Eppendorf flask. Once dispersed, segments of filter paper
(3 × 0.5 cm) are dipped three consecutive times into the dispersion, drying the paper after each dip.
The evaporation of the solvent leaves a suprastructure of dahlia aggregates over the paper surface.
The resulting materials were characterized by scanning electron microscopy (SEM) using a JEOL JSM
7800 microscope (JEOL, Tokyo, Japan). Micrographs were acquired at the central Service for Research
Support (SCAI) of the University of Córdoba.

2.3. Microextraction Procedure

A plastic pipette is used to build a simple extraction device. A segment of sorptive phase with
an area of 0.25 cm2 is located and mechanically fixed (physically caught in the narrower section) in a
200 µL pipette tip, as indicated in Figure 1. The extraction process comprises several steps. Initially,
1200 µL of the pretreated sample are located in a vial. In the meantime, the sorptive phase is conditioned
with 200 µL of methanol and 200 µL of an alkaline aqueous solution (pH = 10), which are aspirated
and ejected. Once the sorptive phase is in the best conditions, the tip is immersed in the sample vial,
and 80 strokes (aspiration and ejection cycles) are performed to maximize the interaction of the analytes
with the membrane. Before the final elution of the analytes using 50 µL of methanol:acetic acid (95:5,
v/v), the sorptive phase is washed with 200 µL of alkaline aqueous solution (pH = 10). The extracts are
analyzed by UPLC-DAD or direct infusion MS for analyte identification and quantification, as indicated
in the next section. For direct infusion MS, the internal standard is added to the eluent at a concentration
of 100 ng/mL.

https://www.sigmaaldrich.com/
www.carbonium.it/
http://www.scharlab.com/
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UPLC® BEH C18 column (1.7 µm, 2.1 mm × 100 mm) working at the experimental conditions 
described in the Supplementary Materials. Direct infusion MS measurements were performed on 
Agilent 6420 Triple Quadrupole MS with electrospray source using Agilent MassHunter Software 
(version B.06.00, Santa Clara, CA, USA) for data analyses. The mass spectrometer settings were fixed 
to improve the SRM signal. The flow rate and the temperature of the drying gas (N2) were 9 L/min 
and 300 °C, respectively. The nebulizer pressure was 40 psi, and the capillary voltage was kept to 
2000 V in positive mode. The analytes and the internal standard were detected by Selected Reaction 
Monitoring (SRM) transitions, the parameters being specified in Table S1. 
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assembled dahlias. If an SWCNHs dispersion in chloroform is prepared, and a conventional paper is 
dipped into it, these suprastructures can be created after the solvent evaporation over the paper 
surface. Dipping, among other approaches, has been proposed for the preparation of coatings in 
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unmodified paper is not observed. 

Figure 1. Three different pipette tip extraction units containing carbon nanohorn suprastructures
coated over conventional paper as a sorptive phase. The phase is mechanically fixed to the narrower
section of the tip and in close contact with its inner walls.

2.4. Instrumental Techniques

Two instrumental techniques were employed in the development of the present research.
The optimization of the extraction procedure and its preliminary analytical evaluation was carried
out on a Waters AcquityTM Ultra Performance LC system (Waters Corp., Madrid, Spain) using an
Acquity UPLC® BEH C18 column (1.7 µm, 2.1 mm × 100 mm) working at the experimental conditions
described in the Supplementary Materials. Direct infusion MS measurements were performed on
Agilent 6420 Triple Quadrupole MS with electrospray source using Agilent MassHunter Software
(version B.06.00, Santa Clara, CA, USA) for data analyses. The mass spectrometer settings were fixed
to improve the SRM signal. The flow rate and the temperature of the drying gas (N2) were 9 L/min
and 300 ◦C, respectively. The nebulizer pressure was 40 psi, and the capillary voltage was kept to
2000 V in positive mode. The analytes and the internal standard were detected by Selected Reaction
Monitoring (SRM) transitions, the parameters being specified in Table S1.

3. Results and Discussion

3.1. Synthesis and Characterization of Sorptive Phases

Paper is an excellent support for the preparation of new microextraction and sensing platforms
due to its low price, high porosity, and easy chemical modification. Conventional paper consists of
natural cellulose fibers, mechanically compacted, creating a crisscross pattern, as can be observed in
Figure 2A. On the other hand, SWCNHs aggregate in solution, forming a stable structure called a dahlia.
When the solvent evaporates, these aggregates form suprastructures that consist of self-assembled
dahlias. If an SWCNHs dispersion in chloroform is prepared, and a conventional paper is dipped into
it, these suprastructures can be created after the solvent evaporation over the paper surface. Dipping,
among other approaches, has been proposed for the preparation of coatings in SPME [34]. Figure 2B
shows the SEM picture of modified paper where single nanometric dahlias, showing a semispherical
shape, are easily identified, while the typical fibrous structure of the unmodified paper is not observed.
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different tests have demonstrated acceptable stability under working conditions where the sample is 
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the sorptive phases are cleaned with different solvents, and negligible detachment of the 
suprastructures is observed. Although the extracts are filtered before their injection in the UPLC, the 
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nanoparticles would affect the column backpressure (which is very sensitive to the introduction of 
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Figure 2. SEM micrographs of (A) unmodified paper (at 300 magnifications) and (B) coated paper
(at 13,000×magnification). The presence of the SWNHs suprastructure, which completely covers the
cellulose fibers, is observable on the surface.

The thickness of the suprastructure coating can easily be modified by increasing the number of
paper dips. Figure 3 shows the superficial SEM pictures of two sorptive phases fabricated using one
and three dips, respectively. The thickness of the coating increases from ca. 84 to 190 µm. The thickness
is directly related to the extraction capacity, as can be observed for desipramine in Figure S2. The best
extraction recoveries are obtained for three dips, which indicates that the sorption is not only superficial;
the size of the pores is sufficient for the diffusion of the analytes. Although the extraction is not
exhaustive, the results are comparable with those obtained in other microextraction techniques.
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Figure 3. SEM micrographs of the side profile of sorptive phases synthesized after (a) one dip (at 270
magnifications) and (b) three dips (at 140 magnification). The thickness of the coating (considering the
different scale of the pictures) increases from ca. 84 to 190 µm.

It is assumed that the mechanical stability is the critical issue of the new phase. However, different
tests have demonstrated acceptable stability under working conditions where the sample is passed
laterally (it does not flow) through the sorptive phase. On the one hand, after the synthesis, the sorptive
phases are cleaned with different solvents, and negligible detachment of the suprastructures is observed.
Although the extracts are filtered before their injection in the UPLC, the dahlia sizes (60–80 nm) are
smaller than the filter pore size (0.22 µm). A detachment of the nanoparticles would affect the column
backpressure (which is very sensitive to the introduction of particles) in UPLC analyses. However,
the pressure remained in the normal working range. Finally, sorptive phases can be reused up to
100 times, which indicates that the sorptive phase is not lost during the extraction.
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The explanation of this stability can be found on the support. Paper is porous, and the first layer
of CNHs aggregates can be occluded on its structure while the subsequent layers can be stabilized by
non-covalent (π–π) interactions. This stabilization and the working conditions previously described
can be the reason behind this acceptable stability.

3.2. Extraction Evaluation

The effect of three critical parameters on the extraction of the analytes was evaluated.
The sensitivity and precision enhancement were considered to select the most appropriate conditions.
The optimization was done following a one variable at a time approach. Once optimized, the variable
is fixed at its optimum value to study the rest of the parameters. Each condition was evaluated
in triplicate.

The number of sample strokes (times that the solution is pulled into and ejected from the pipette
tip) was evaluated, placing 800 µL of an aqueous standard in a glass vial. As can be observed in
Figure 4A, the extraction recovery increases with the number of strokes up to 80 cycles, before
decreasing for further values. The number of cycles indicates that the diffusion of the analytes from
the solution to the sorptive phases is not promoted. This fact can be ascribed to the geometry of the
pipette tip and the location of the phase in one of the inner walls of the tip (see Figure 1), which permits
the direct contact of only a fraction of the sample with the sorptive phase. The modification of the
extraction unit to enhance this transference is a current line of research.
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Figure 4. Effect of the (A) number of strokes and (B) sample volume on the extraction recovery of
the analyte. The sample volume is defined as the volume of sample placed in the extraction vial.
Each condition was evaluated in triplicate.

The sample volume was also considered in depth. This volume was defined as the volume of
sample placed in the extraction vial. For the extraction, the pipette tip containing the sorptive phase is
immersed in the sample, and 80 strokes are done without taking the tip out of the sample. As can be
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observed, the peak of the area of the analytes increased with the initial sample volume up to 1200 µL
(Figure 4B), which was selected as the optimum value. This volume is compatible with bioanalytical
samples like urine or saliva.

Finally, the number of elution strokes was considered. The results (data not shown) indicate that
10 cycles were enough to elute the analytes.

3.3. Analytical Evaluation

The combination of the extraction workflow with chromatographic analysis (UPLC-DAD) was
initially considered to fully understand the potential of the sample treatment. For this purpose,
a calibration curve for each analyte was constructed. Good linearity (R > 0.995) was observed in the
range 10–1500 µg/L for desipramine, amitriptyline, and mianserin, while trimipramine presented
a slightly lower value (R = 0.989). The limits of detection, which were calculated using a signal
to noise ratio of 3, were in the range of 0.1 µg/L for desipramine, amitriptyline, and mianserin,
while trimipramine presented a slightly higher value (0.2 µg/L). The repeatability of the method,
expressed as the relative standard deviation (RSD, %), ranged from 3.8% (amitriptyline) to 7.4%
(trimipramine). The analysis of a raw urine sample with the method did not show good performance,
with relative recoveries (calculated at 200 µg/L) in the 50–60% range, although the 1:1 dilution of the
sample fulfilled the 70–130% recovery criterion.

Once the performance of the extraction workflow in combination with UPLC-DAD was evaluated,
its direct coupling with MS was also studied. Direct infusion MS allows the reduction of the analysis
time, providing good selectivity (working in the SRM mode) and sensitivity (if ion-suppression is
negligible). In most cases, ESI-MS requires the use of an internal standard to improve the precision
measurement, and in this case, 5-HIAA-D5 was used for this purpose. According to the results
obtained with the UPLC-UV combination, in-matrix calibration was selected for the direct infusion
approach. Interestingly, the calibration curves obtained for the analytes in the range from 0.1 to 10 µg/L
(six different concentration levels, n = 3), and prepared in blank urine 1:1 diluted in water, were linear
(R > 0.993) for almost all the analytes, trimipramine excepted (R = 0.9), while the limits of detection
were in the range of 10 ng/L for desipramine, amitriptyline, and mianserin. The precision, expressed
as RSD values, was evaluated at 0.1 µg/L considering three replicates. The values of the last three
analytes were 7.2%, 7.3%, and 9.8%, respectively.

Table 1 summarizes and compares the sensitivity levels provided by different analytical
methods [35–40] proposed for the determination of antidepressant drugs in biological fluids. The new
approach provided the best results thanks to the use of direct infusion MS as instrumental technique.
This combination combines the inherent sensitivity of MS with the higher injection volumes allowed in
direct infusion. In fact, the sample volume is limited in chromatographic separation by the resolution factor.

Table 1. Comparison of the sensitivity provided by the new method with other counterparts proposed
for the determination of antidepressant drugs in biological samples.

Extraction Procedure 1 Instrumental Technique 2 Sample Linear Range LOD Reference

Micro SPE LC-UV Urine 14–1000 µg/L 8.6–15.2 µg/L [35]

Hollow fiber drop to drop
microextraction GC-MS Water Urine

Blood 0.5–50 mg/L 0.007–0.021
mg/L [36]

Ionic liquid-dispersive
liquid-liquid microextraction LC-MS/MS Blood 10–1000 µg/L 1–2 µg/L [37]

Thin film microextraction DCBI-MS Plasma 5–1000 µg/L 0.3–1 µg/L [38]

SPME LC-UV Urine 10–400 µg/ 3–5 µg/ [39]

MEPS GC-MS Urine 0.1–100 µg/L 0.03–0.05 µg/L [40]

Thin film microextraction Direct infusion-MS Urine 0.1–10 10 ng/L This work
1 SPE, solid phase extraction; SPME, solid phase microextraction; MEPS, microextraction in packed sorbent. 2 LC,
liquid chromatography; GC, gas chromatography; MS mass spectrometry; DCBI, desorption corona beam ionization;
UV, ultraviolet detection.
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4. Conclusions

This article presents carbon nanohorn suprastructures coated over conventional paper as a
sorptive phase in thin film microextraction. To make a critical and complete study of the new phase,
a SWOT (Strengths, Weaknesses, Opportunities, and Threats) analysis has been done. This study,
which is schematically presented in Figure 5, is focused on the new sorptive phase rather than the
analytical application.
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The synthesis is simple as it only requires dipping the paper into an organic dispersion containing
the nanostructures. The evaporation of the solvent leaves a continuous and homogeneous layer of
aggregated dahlias over the paper surface, which can interact with the target analytes. The volume of
solvent is very low, and the synthesis can be considered almost solventless. The as-prepared sorptive
phases, which have dimensions of 3× 0.5 cm, are finally adapted to conventional pipette tips, which act
as simple extraction devices. The volume of the tips and their disposable nature make this approach
attractive in the bioanalytical context. Several variables, including the number of dips, strokes,
or sample volume, have been considered in detail to fully understand the potential of the sorptive
phase. The combination of the microextraction technique and direct infusion MS allows the rapid
detection and determination of three antidepressants (desipramine, amitriptyline, and mianserin) in
urine samples with limits of detection in the ng/L range. Considering the chemical characteristics of
the SWNHs, the new sorptive phase has the potential to interact with a great variety of compounds,
especially those containing aromatic rings on their structures.

In this first approach a manual extraction is performed; therefore, the procedure is tedious and the
sample flow rate cannot be efficiently controlled. As has been demonstrated, many strokes are required
for the extraction, which indicates intermediate kinetics (the velocity of the extraction depends on the
tip geometry as only a fraction of the aspirated volume meets the sorptive phase). In the same way,
the synthesis (dip and evaporation) is done manually.

The potential automation of pipette tip extraction [41–43] or the use of static extraction procedures
(where several samples can be extracted at the same time) may be a solution. Also, the synthesis can
be automated by dip coating technology.

The stability of the coating is the main limitation for flow through applications, as the CNHs
superstructure is not covalently bonded to the paper substrate. Also, assuring their stability in the
paper-spray MS approach will be an exciting challenge in the near future.
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Supplementary Materials: The following are available online. Figure S1: Chemical structure of the four
antidepressants drugs studied in this work. The logarithm of octanol/water partition coefficients (log P) for all
the analytes at the working pH are also shown (source www.chemspider.com), Figure S2: Effect of the number of
dips into the extraction recovery of the target analytes, Table S1: Selected reaction monitoring parameters for the
MS analyses.

Author Contributions: J.R.-G., B.F.-C. and R.L. designed the extraction experiments; M.T.G.-V designed the direct
infusion MS experiments; J.R.-G. performed the experiments; S.C. and R.L. supervised the project; all the authors
contributed to the paper writing.

Funding: Financial support from the Spanish Ministry of Economy and Competitiveness (CTQ2017-83175R) is
gratefully acknowledged.

Acknowledgments: J.R.-G., B.F.-C., and M.T.G.-V. express their gratitude for the predoctoral grants (FPU13/03549,
FPU13/03896, and BES-2015-071421) from the Spanish Ministry of Education. The authors would like to thank the
Central Service for Research Support (SCAI) of the University of Córdoba for the service provided to obtain the
micrographs. Article processing charge was sponsored by MDPI.

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

References

1. Arthur, C.L.; Pawliszyn, J. Solid phase microextraction with thermal desorption using fused silica optical
fibers. Anal. Chem. 1990, 62, 2145–2148. [CrossRef]

2. Souza-Silva, É.A.; Gionfriddo, E.; Shirey, R.; Sidisky, L.; Pawliszyn, J. Methodical evaluation and improvement
of matrix compatible PDMS-overcoated coating for direct immersion solid phase microextraction gas
chromatography (DI-SPME-GC)-based applications. Anal. Chim. Acta 2016, 920, 54–62. [CrossRef] [PubMed]

3. Gionfriddo, E.; Boyacl, E.; Pawliszyn, J. New Generation of Solid-Phase Microextraction Coatings for
Complementary Separation Approaches: A Step toward Comprehensive Metabolomics and Multiresidue
Analyses in Complex Matrices. Anal. Chem. 2017, 89, 4046–4054. [CrossRef] [PubMed]

4. Gómez-Ríos, G.A.; Liu, C.; Tascon, M.; Reyes-Garcés, N.; Arnold, D.W.; Covey, T.R.; Pawliszyn, J. Open
Port Probe Sampling Interface for the Direct Coupling of Biocompatible Solid-Phase Microextraction to
Atmospheric Pressure Ionization Mass Spectrometry. Anal. Chem. 2017, 89, 3805–3809. [CrossRef] [PubMed]

5. Gómez-Ríos, G.A.; Vasiljevic, T.; Gionfriddo, E.; Yu, M.; Pawliszyn, J. Towards on-site analysis of complex
matrices by solid-phase microextraction-transmission mode coupled to a portable mass spectrometer via
direct analysis in real time. Analyst 2017, 142, 2928–2935. [CrossRef] [PubMed]

6. Bruheim, I.; Liu, X.; Pawliszyn, J. Thin-film microextraction. Anal. Chem. 2003, 75, 1002–1010. [CrossRef]
[PubMed]

7. Jiang, R.; Pawliszyn, J. Thin-film microextraction offers another geometry for solid-phase microextraction.
TrAC Trends Anal. Chem. 2012, 39, 245–253. [CrossRef]

8. Riazi Kermani, F.; Pawliszyn, J. Sorbent coated glass wool fabric as a thin film microextraction device.
Anal. Chem. 2012, 84, 8990–8995. [CrossRef] [PubMed]

9. Mirnaghi, F.S.; Pawliszyn, J. Development of coatings for automated 96-blade solid phase microextraction-
liquid chromatography-tandem mass spectrometry system, capable of extracting a wide polarity range of
analytes from biological fluids. J. Chromatogr. A 2012, 1261, 91–98. [CrossRef] [PubMed]

10. Vuckovic, D.; Cudjoe, E.; Musteata, F.M.; Pawliszyn, J. Automated solid-phase microextraction and thin-film
microextraction for high-throughput analysis of biological fluids and ligand-receptor binding studies.
Nat. Protoc. 2010, 5, 140–161. [CrossRef] [PubMed]

11. Karimi, S.; Talebpour, Z.; Adib, N. Sorptive thin film microextraction followed by direct solid state
spectrofluorimetry: A simple, rapid and sensitive method for determination of carvedilol in human plasma.
Anal. Chim. Acta 2016, 924, 45–52. [CrossRef] [PubMed]

12. Richter, P.; Leiva, C.; Choque, C.; Giordano, A.; Sepúlveda, B. Rotating-disk sorptive extraction of
nonylphenol from water samples. J. Chromatogr. A 2009, 1216, 8598–8602. [CrossRef] [PubMed]

13. Alcudia-León, M.C.; Lucena, R.; Cárdenas, S.; Valcárcel, M. Stir membrane extraction: A useful approach for
liquid sample pretreatment. Anal. Chem. 2009, 81, 8957–8961. [CrossRef] [PubMed]

14. Roldán-Pijuán, M.; Lucena, R.; Cárdenas, S.; Valcárcel, M.; Kabir, A.; Furton, K.G. Stir fabric phase sorptive
extraction for the determination of triazine herbicides in environmental waters by liquid chromatography.
J. Chromatogr. A 2015, 1376, 35–45. [CrossRef] [PubMed]

www.chemspider.com
http://dx.doi.org/10.1021/ac00218a019
http://dx.doi.org/10.1016/j.aca.2016.03.015
http://www.ncbi.nlm.nih.gov/pubmed/27114223
http://dx.doi.org/10.1021/acs.analchem.6b04690
http://www.ncbi.nlm.nih.gov/pubmed/28260369
http://dx.doi.org/10.1021/acs.analchem.6b04737
http://www.ncbi.nlm.nih.gov/pubmed/28192911
http://dx.doi.org/10.1039/C7AN00718C
http://www.ncbi.nlm.nih.gov/pubmed/28721422
http://dx.doi.org/10.1021/ac026162q
http://www.ncbi.nlm.nih.gov/pubmed/12622398
http://dx.doi.org/10.1016/j.trac.2012.07.005
http://dx.doi.org/10.1021/ac301861z
http://www.ncbi.nlm.nih.gov/pubmed/23039367
http://dx.doi.org/10.1016/j.chroma.2012.07.012
http://www.ncbi.nlm.nih.gov/pubmed/22824218
http://dx.doi.org/10.1038/nprot.2009.180
http://www.ncbi.nlm.nih.gov/pubmed/20057385
http://dx.doi.org/10.1016/j.aca.2016.04.025
http://www.ncbi.nlm.nih.gov/pubmed/27181643
http://dx.doi.org/10.1016/j.chroma.2009.10.044
http://www.ncbi.nlm.nih.gov/pubmed/19879588
http://dx.doi.org/10.1021/ac9016192
http://www.ncbi.nlm.nih.gov/pubmed/19874057
http://dx.doi.org/10.1016/j.chroma.2014.12.027
http://www.ncbi.nlm.nih.gov/pubmed/25533394


Molecules 2018, 23, 1252 10 of 11

15. Racamonde, I.; Rodil, R.; Quintana, J.B.; Sieira, B.J.; Kabir, A.; Furton, K.G.; Cela, R. Fabric phase
sorptive extraction: A new sorptive microextraction technique for the determination of non-steroidal
anti-inflammatory drugs from environmental water samples. Anal. Chim. Acta 2015, 865, 22–30. [CrossRef]
[PubMed]

16. Reyes-Gallardo, E.M.; Lucena, R.; Cárdenas, S. Electrospun nanofibers as sorptive phases in microextraction.
TrAC Trends Anal. Chem. 2016, 84, 3–11. [CrossRef]

17. Bagheri, H.; Roostaie, A. Roles of inorganic oxide nanoparticles on extraction efficiency of electrospun
polyethylene terephthalate nanocomposite as an unbreakable fiber coating. J. Chromatogr. A 2015, 1375, 8–16.
[CrossRef] [PubMed]

18. Auffan, M.; Rose, J.; Bottero, J.Y.; Lowry, G.V.; Jolivet, J.P.; Wiesner, M.R. Towards a definition of inorganic
nanoparticles from an environmental, health and safety perspective. Nat. Nanotechnol. 2009, 4, 634–641.
[CrossRef] [PubMed]

19. Valcárcel, M.; Cárdenas, S.; Simonet, B.M.; Moliner-Martínez, Y.; Lucena, R. Carbon nanostructures as sorbent
materials in analytical processes. TrAC Trends Anal. Chem. 2008, 27, 34–43. [CrossRef]

20. Iijima, S. Helical microtubules of graphitic carbon. Nature 1991, 354, 56–58. [CrossRef]
21. Jiménez-Soto, J.M.; Cárdenas, S.; Valcárcel, M. Oxidized single-walled carbon nanohorns as sorbent for

porous hollow fiber direct immersion solid-phase microextraction for the determination of triazines in
waters. Anal. Bioanal. Chem. 2013, 405, 2661–2669. [CrossRef] [PubMed]

22. Fresco-Cala, B.; Cárdenas, S.; Herrero-Martínez, J.M. Preparation of porous methacrylate monoliths with
oxidized single-walled carbon nanohorns for the extraction of nonsteroidal anti-inflammatory drugs from
urine samples. Microchim. Acta 2017, 184, 1863–1871. [CrossRef]

23. Iijima, S.; Yudasaka, M.; Yamada, R.; Bandow, S.; Suenaga, K.; Kokai, F.; Takahashi, K. Nano-aggregates of
single-walled graphitic carbon nano-horns. Chem. Phys. Lett. 1999, 309, 165–170. [CrossRef]

24. Oakes, L.; Westover, A.; Mahjouri-Samani, M.; Chatterjee, S.; Puretzky, A.A.; Rouleau, C.; Geohegan, D.B.;
Pint, C.L. Uniform, homogenous coatings of carbon nanohorns on arbitrary substrates from common solvents.
ACS Appl. Mater. Interfaces 2013, 5, 13153–13160. [CrossRef] [PubMed]

25. Meng, X.; Liu, Q.; Ding, Y. Paper-based solid-phase microextraction for analysis of 8-hydroxy-2′-
deoxyguanosine in urine sample by CE-LIF. Electrophoresis 2017, 38, 494–500. [CrossRef] [PubMed]

26. Saraji, M.; Farajmand, B. Chemically modified cellulose paper as a thin film microextraction phase.
J. Chromatogr. A 2013, 1314, 24–30. [CrossRef] [PubMed]

27. Ríos-Gómez, J.; Lucena, R.; Cárdenas, S. Paper supported polystyrene membranes for thin film
microextraction. Microchem. J. 2017, 133, 90–95. [CrossRef]

28. Damon, D.E.; Davis, K.M.; Moreira, C.R.; Capone, P.; Cruttenden, R.; Badu-Tawiah, A.K. Direct Biofluid
Analysis Using Hydrophobic Paper Spray Mass Spectrometry. Anal. Chem. 2016, 88, 1878–1884. [CrossRef]
[PubMed]

29. Mendes, T.P.P.; Pereira, I.; Ferreira, M.R.; Chaves, A.R.; Vaz, B.G. Molecularly imprinted polymer-coated
paper as a substrate for highly sensitive analysis using paper spray mass spectrometry: Quantification of
metabolites in urine. Anal. Methods 2017, 9, 6117–6123. [CrossRef]

30. Wang, T.; Zheng, Y.; Wang, X.; Austin, D.E.; Zhang, Z. Sub-ppt Mass Spectrometric Detection of Therapeutic
Drugs in Complex Biological Matrixes Using Polystyrene-Microsphere-Coated Paper Spray. Anal. Chem.
2017, 89, 7988–7995. [CrossRef] [PubMed]

31. Pereira, I.; Rodrigues, M.F.; Chaves, A.R.; Vaz, B.G. Molecularly imprinted polymer (MIP) membrane
assisted direct spray ionization mass spectrometry for agrochemicals screening in foodstuffs. Talanta 2018,
178, 507–514. [CrossRef] [PubMed]

32. Castrillo, J.I.; Hayes, A.; Mohammed, S.; Gaskell, S.J.; Oliver, S.G. An optimized protocol for metabolome
analysis in yeast using direct infusion electrospray mass spectrometry. Phytochemistry 2003, 62, 929–937.
[CrossRef]

33. González-Domínguez, R.; García-Barrera, T.; Gómez-Ariza, J.L. Using direct infusion mass spectrometry
for serum metabolomics in Alzheimer’s disease. Anal. Bioanal. Chem. 2014, 406, 7137–7148. [CrossRef]
[PubMed]

34. Aziz-Zanjani, M.O.; Mehdinia, A. A review on procedures for the preparation of coatings for solid phase
microextraction. Microchim. Acta 2014, 181, 1169–1190. [CrossRef]

http://dx.doi.org/10.1016/j.aca.2015.01.036
http://www.ncbi.nlm.nih.gov/pubmed/25732581
http://dx.doi.org/10.1016/j.trac.2016.04.019
http://dx.doi.org/10.1016/j.chroma.2014.11.059
http://www.ncbi.nlm.nih.gov/pubmed/25497581
http://dx.doi.org/10.1038/nnano.2009.242
http://www.ncbi.nlm.nih.gov/pubmed/19809453
http://dx.doi.org/10.1016/j.trac.2007.10.012
http://dx.doi.org/10.1038/354056a0
http://dx.doi.org/10.1007/s00216-013-6716-5
http://www.ncbi.nlm.nih.gov/pubmed/23371529
http://dx.doi.org/10.1007/s00604-017-2203-6
http://dx.doi.org/10.1016/S0009-2614(99)00642-9
http://dx.doi.org/10.1021/am404118z
http://www.ncbi.nlm.nih.gov/pubmed/24294993
http://dx.doi.org/10.1002/elps.201600439
http://www.ncbi.nlm.nih.gov/pubmed/27862062
http://dx.doi.org/10.1016/j.chroma.2013.09.018
http://www.ncbi.nlm.nih.gov/pubmed/24075457
http://dx.doi.org/10.1016/j.microc.2017.03.026
http://dx.doi.org/10.1021/acs.analchem.5b04278
http://www.ncbi.nlm.nih.gov/pubmed/26730614
http://dx.doi.org/10.1039/C7AY01648D
http://dx.doi.org/10.1021/acs.analchem.7b01296
http://www.ncbi.nlm.nih.gov/pubmed/28686424
http://dx.doi.org/10.1016/j.talanta.2017.09.080
http://www.ncbi.nlm.nih.gov/pubmed/29136855
http://dx.doi.org/10.1016/S0031-9422(02)00713-6
http://dx.doi.org/10.1007/s00216-014-8102-3
http://www.ncbi.nlm.nih.gov/pubmed/25230597
http://dx.doi.org/10.1007/s00604-014-1265-y


Molecules 2018, 23, 1252 11 of 11

35. Fresco-Cala, B.; Mompó-Roselló, Ó.; Simó-Alfonso, E.F.; Cárdenas, S.; Herrero-Martínez, J.M. Carbon
nanotube-modified monolithic polymethacrylate pipette tips for (micro) solid-phase extraction of
antidepressants from urine samples. Microchim. Acta 2018, 185, 127. [CrossRef] [PubMed]

36. Jagtap, P.K.; Tapadia, K. Pharmacokinetic determination and analysis of nortriptyline based on GC–MS
coupled with hollow-fiber drop-to-drop solvent microextraction technique. Bioanalysis 2018, 10, 143–152.
[CrossRef] [PubMed]

37. De Boeck, M.; Dubrulle, L.; Dehaen, W.; Tytgat, J.; Cuypers, E. Fast and easy extraction of antidepressants
from whole blood using ionic liquids as extraction solvent. Talanta 2018, 180, 292–299. [CrossRef] [PubMed]

38. Chen, D.; Hu, Y.-N.; Hussain, D.; Zhu, G.-T.; Huang, Y.-Q.; Feng, Y.-Q. Electrospun fibrous thin film
microextraction coupled with desorption corona beam ionization-mass spectrometry for rapid analysis of
antidepressants in human plasma. Talanta 2016, 152, 188–195. [CrossRef] [PubMed]

39. Rajabi, A.A.; Yamini, Y.; Faraji, M.; Seidi, S. Solid-phase microextraction based on cetyltrimethylammonium
bromide-coated magnetic nanoparticles for determination of antidepressants from biological fluids.
Med. Chem. Res. 2013, 22, 1570–1577. [CrossRef]

40. Bagheri, H.; Banihashemi, S.; Zandian, F.K. Microextraction of antidepressant drugs into syringes packed
with a nanocomposite consisting of polydopamine, silver nanoparticles and polypyrrole. Microchim. Acta
2016, 183, 195–202. [CrossRef]

41. Guan, H.; Brewer, W.E.; Garris, S.T.; Morgan, S.L. Disposable pipette extraction for the analysis of pesticides
in fruit and vegetables using gas chromatography/mass spectrometry. J. Chromatogr. A 2010, 1217, 1867–1874.
[CrossRef] [PubMed]

42. Brewer, W.E. Disposable pipette extraction. U.S. Patent US6566145B2, 20 May 2003.
43. Brewer, W.E. Dispersive pipette extraction tip and methods for use. U.S. Patent US9733169B2, 15 Augus 2017.

Sample Availability: Samples of the membranes are available from the authors.

© 2018 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/10.1007/s00604-017-2659-4
http://www.ncbi.nlm.nih.gov/pubmed/29594510
http://dx.doi.org/10.4155/bio-2017-0207
http://www.ncbi.nlm.nih.gov/pubmed/29333862
http://dx.doi.org/10.1016/j.talanta.2017.12.044
http://www.ncbi.nlm.nih.gov/pubmed/29332813
http://dx.doi.org/10.1016/j.talanta.2016.02.003
http://www.ncbi.nlm.nih.gov/pubmed/26992510
http://dx.doi.org/10.1007/s00044-012-0158-z
http://dx.doi.org/10.1007/s00604-015-1606-5
http://dx.doi.org/10.1016/j.chroma.2010.01.047
http://www.ncbi.nlm.nih.gov/pubmed/20144461
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Reagents 
	Synthesis and Characterization of Sorptive Phases 
	Microextraction Procedure 
	Instrumental Techniques 

	Results and Discussion 
	Synthesis and Characterization of Sorptive Phases 
	Extraction Evaluation 
	Analytical Evaluation 

	Conclusions 
	References

