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Abstract: Volatile organic compounds (VOCs) that evaporate under standard atmospheric conditions
are of growing concern. This is because it is well established that VOCs represent major contamination
risks since release of these compounds into the atmosphere can contribute to global warming, and
thus, can also be detrimental to the overall health of worldwide populations including plants, animals,
and humans. Consequently, the detection, discrimination, and quantification of VOCs have become
highly relevant areas of research over the past few decades. One method that has been and continues
to be creatively developed for analyses of VOCs is the Quartz Crystal Microbalance (QCM). In this
review, we summarize and analyze applications of QCM devices for the development of sensor arrays
aimed at the detection of environmentally relevant VOCs. Herein, we also summarize applications of
a variety of coatings, e.g., polymers, macrocycles, and ionic liquids that have been used and reported
in the literature for surface modification in order to enhance sensing and selective detection of VOCs
using quartz crystal resonators (QCRs) and thus QCM. In this review, we also summarize novel
electronic systems that have been developed for improved QCM measurements.

Keywords: volatile organic compounds; quartz crystal microbalance; sensor arrays; coating materials;
electronic systems

1. Introduction

Organic compounds containing carbon, along with at least one hydrogen, oxygen, chlorine,
bromine, fluorine, sulfur, or nitrogen atom, evaporate at room temperature and present a
certain reactivity in the atmosphere. These compounds are generally defined as volatile organic
compounds (VOCs) by the U.S. Environmental Protection Agency (EPA) [1,2]. Depending
on VOC boiling points, these types of compound will present different volatilities and could
be classified according to their boiling point into very volatile organic compounds (VVOCs),
volatile organic compounds (VOCs), and semi-volatile organic compounds (SVOCs) [2]. A wide
variety of VOCs originated from several types of biogenic or natural sources, such as plants,
animals, microbes, and volcanos [3-6], along with anthropogenic or artificial origins, like
cleaning products, solvents, electronic, domestic, industrial, transport, among others [7-9].
As a result, the presence of VOCs in different locations, such as buildings or factories, waste
water, tap water, or bacterial or fungi contamination in food samples [10-13], could indicate
significant hazardous contaminations and/or health risks. The field of medicine has also begun
to capitalize on VOC detection and determination with e-nose systems through an analysis
of skin, breath, urine, blood, and other biosamples as potential non-invasive routes for the
potential for diagnoses of illnesses [14-17]. Additionally, the presence of VOCs in breath could
be indicative of certain diseases (diabetes, lung cancer, among others) [18-26]. For this reason,
the detection and discrimination of VOCs for a wide variety of applications is of major interest.

Traditionally, gas chromatography (GC) is the most commonly employed technique for
the detection and quantification of VOCs. GC has been coupled to different detectors, like
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mass spectrometer detector (MS) [27-29], flame ionization detector (FID) [30-33], ion mobil-
ity spectrometry (IMS) [34,35], and ion-trap /mass spectrometry detection (IT/MS) [36,37]
to determine the presence of VOCs. However, this intricate technique requires expensive
equipment as well as specialized personnel for operation. Moreover, different detectors
present certain disadvantages, such as the destruction of a sample in the case of FID or
low mass accuracy for IT/MS detection. Another widely employed technique for VOC
detection is Fourier Transform Infrared spectroscopy (FI-IR), which has been employed for
the detection of VOCs in water and solid samples [38,39]. The methodologies described
above provide reliable and accurate results; however, the operations are performed off-line,
which is associated with collection, pre-concentration, and often the chemical processing of
the samples. Inevitably, these steps increase the time consumed during the analysis. For
this reason, the development of sensor-based methods employing electrical systems based
on the human nose, or electronic noses, for the detection of VOCs has gained interest in the
scientific community in recent decades.

In the human nose, around 400 smell receptors are present, which are connected
through nerves to the brain. When those receptors are exposed to a scent, each will produce
a specific signal response. Finally, a combination of these signal responses will be sent to
the brain, where processing and scent identification occurs. Due to the complexity of the
human nose, these receptors are able to detect and distinguish over one trillion different
odors [40,41]. Based on this mechanism, Krishna Persaud and George Dodd developed
the concept of an electronic nose, or “e-nose,” in 1982 [42,43]. Generally, an e-nose consists
of a series of distinct chemical sensors that act as cross-reactive elements arranged in an
array (Figure 1). Upon exposure to vapors, these sensors generate either a total or partial
specific response pattern that is then evaluated through a pattern recognition system. This
process will allow for the recognition of a single vapor or a mixture of vapors. Scientists
have also explored and evaluated different types of statistical and mathematical tools for
the differentiation and discrimination of these response patterns, such as linear regression
algorithms, discriminant analysis (DA), principal component analysis (PCA), artificial
neural networks (ANNS), etc. Figure 1 is a display of a schematic workflow of an e-nose
system for several types of application.
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Figure 1. Schematic workflow of an e-nose system.

Different sensors arrays for gas sensing for several applications have been reported
in the literature, such as metal-oxides [44-49], conductive polymers [50-54], electrochemi-
cal [55,56], optical [57-60], and acoustic wave sensors [61,62]. Each one of these chemical
sensors have different detection mechanisms and present specific advantages and disad-
vantages. For example, in the case of conducting polymer vapor sensors, a high sensitivity
was achieved with short response times; however, these types of sensors, in general, tend
to be overloaded by analyte [63]. Thus, their lifetimes and reusability are limited. Metal-
oxides, on the other hand, present high sensitivity as they detect VOCs through oxidation
or reduction; but require high operation temperatures, which leads to a high energy con-
sumption. In this regard, acoustic wave sensors are based on the measurement of mass
change adsorbed, and have the potential to solve these other problems mentioned above.
This review will be focused on quartz crystal microbalance devices (QCM), an acoustic
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wave sensing system in which the mechanism of this type of sensor is based on elastic
waves propagating through the substrate upon excitation from an appropriate voltage [64].

As a result of the yearly increase in the amount of anthropogenic VOCs that have been
introduced into the atmosphere, another typical application of QCM devices is detection and
discrimination of environmental concerning VOCs. These VOC emissions represent a major
contamination risk for the environment and can have a significant detrimental effect on the
health of plants, animals and humans. Other volatile compounds, such as organophosphates
for example, are employed as pesticides, flame-retardants in polymers, electric appliances,
aircraft and building materials [65-68]. Moreover, a great amount of cleaning products, like
air fresheners, cleaners, furniture polisher, toilet products, laundry detergent, among others,
introduce different types of VOCs [69-72]. In another respect, common VOCs like toluene,
benzene, isomers of xylene, and ethylbenzene are frequently used in the production of paints
and coatings, leather, rubber, and other synthetic material production that present risk factors
upon acute or chronic exposure to high levels of each compound [73-75].

The mechanism of absorption/desorption of VOCs on the bare QCR surface has been
explained in other works [76-79]. In this review, we describe the recent trends of theory
and use of coating-based QCM measurement systems for environmentally relevant VOC
detection. As many detection techniques have been developed, QCM has the advantage of
a low limit of detection, along with others described in various sections below. Statistical
analysis techniques based on the resultant data output are discussed to provide potential
sensor arrays that may be obtained. We also describe the use of various coating materials
to provide the selective detection of VOCs through the use of carbonaceous materials (i.e.,
graphene oxide, polymers, organic ionic materials).

Additionally, another aspect of the QCM devices that has to be taken into consideration
is the electronic operation system that is employed to measure changes in frequency.
Various research groups have focused on the development of electronic configurations
of QCM devices to pursue the potential optimization of signal measurements through
different electronic operation systems that, eventually, could present different sensitivities.
In this review, we also summarize the electronic measurement systems currently employed
for QCM systems.

2. Quartz Crystal Microbalance Devices: Gravimetric and Non-Gravimetric Sensing

A well-known and commonly used thickness shear mode (TMS) is the quartz crystal
microbalance (QCM). This type of device is more sensitive to most studied VOCs, is
inexpensive and presents rapid responses and portability, and can be employed in real
time procedures, which is promising for the online detection of target compounds. Owing
to these characteristics, an increase of interest from the scientific community in the use of
QCM devices for sensing of VOCs has been reflected on the number of publications in the
past two decades (Figure 2).
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Figure 2. Number of publications in the last two decades from Science Direct website when keywords
were: quartz crystal microbalance, sensors and VOCs.
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The working mechanism of a QCM is based on the piezoelectric effect. This effect was
discovered in 1880 by the Curie brothers [80]. They found that when certain asymmetrical
crystal structures, such as quartz or topaz, were submitted to a mechanical stress, a voltage
proportional to this stress will be produced. In the opposite manner, when a voltage is
applied to these types of crystalline materials, a mechanical deformation will be generated.
Later, Sauerbrey demonstrated that when a voltage is applied in an AT-and BT-cut quartz
crystal within two metal electrodes (Figure 3), the crystal oscillates in a specific frequency.
These crystal are known as quartz crystal resonators (QCRs), and the wave generated on
them is known as the resonance frequency [81].

(A) . N s .

Figure 3. (A) AT-cut crystal scheme, and (B) QCR with gold electrodes scheme.

Depending on the thickness between the nodes and the antinodes of the crystal, the
wave formed when a voltage is applied will have a specific wavelength. This relationship
is given by the following Equation (1):

c c

f=d=—d _
A 2(dg+dy)
where f is the frequency, ¢q is speed of sound, A is wavelength, d; is thickness of QCR, and
df is the film thickness [82]. According to this Equation, an increase on the thickness of the QCR
by the addition of any material in the QCR surface will be reflected in a decrease of resonance
frequency. From this finding, Sauerbrey was able to deduce that the QCM could be employed
as a mass detector and found the relationship between the change in resonance frequency to the
change on mass [81]. This Equation is known as the Sauerbrey Equation (2):

M

n n
Af:—;*Am:—zpftf 2

where Af is change in frequency, 1 is harmonic number, ¢ is mass sensitivity, p is density
of the film, and tris film thickness [81].

Along with the fundamental resonance frequency, the QCR could generate higher
resonance frequencies that are known as harmonics. These harmonics can only be generated
in odd multiples of the fundamental one due to the nodes of the wave inside the crystal [83].
As a result, the fundamental frequency, or the first harmonic, correspond to the wave that
has only one node inside the crystal. A wave that has three nodes inside the crystal
represents the third harmonic. Figure 4 is a display of these harmonics inside the QCR.
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Figure 4. Representation of wave behavior inside the QCR for (A) fundamental frequency, and
(B) the third harmonic.

As mentioned previously, QCM devices have been traditionally employed as gravi-
metric sensing devices, as defined by the Sauerbrey Equation (2). As a result, any mass
deposition on the QCR surface should result in a decreased frequency. This effect is known
as “ideal behavior,” which is only observed with rigid, thin, and uniform film coatings.
A deviation in this ideal behavior might be observed if the film does not meet these charac-
teristics. Deviations from this behavior can occur with films that are thick, soft, or viscous.
As a result, changes in frequency responses will depend on the resonance, thickness, and
viscoelasticity of each film. In some cases, these resultant responses have positive changes
in frequency [84-86]. For this reason, these type of films could be employed for the de-
velopment of QCM-based sensor arrays. In this case, the QCM device could be used as a
non-gravimetric sensing technique.

3. Commonly Employed Coating Materials for QCM-Based Sensors

During the past two decades, a great variety of materials have been employed by the
scientific community as coating materials applied on the surface of QCR to target a specific
or a related group of VOCs. Within the published works, we could find a broad diversity of
materials like carbon-nanotubes, graphene oxide, conductive polymers, ionic liquids (ILs), etc.,
in which exposure to VOCs provided different mechanisms of interaction with the coating
surface (Figure 5). These types of materials have been chosen due to their absorption and
sensitivity properties. Herein, we summarize several research works where different coating
materials have been employed for the development of QCM-based sensors.

Non-specific
Coating

Volatile
Organic

Reactivity

Compound Exploitation

Lock-and-Key Sensing
(Targeted Design)
e

Figure 5. Selectivity mechanisms of various coatings commonly employed in QCM methods.

3.1. Polymer-Based Coating Materials

Polymer materials have been used as coating materials of QCM devices due to their
relative ease of synthesis and viscoelastic properties. Different deposition techniques allow
for a variety of structural formations on the QCR surface as well. Researchers are able to
achieve a high conductivity and an increased surface area, as well as selectivity according
to the functional groups present in the polymers.

Detection of trace levels of p-xylene has been achieved through QCRs coated with
poly(4-vynilbenzyl chloride) (PVBC) and poly(4-vinylbenzyl chloride-co-methyl methacry-
late) (PVBC-co-MMA) [87]. In this work, polymers were being synthesized through a free
radical polymerization reaction and were then dissolved in chloroform coated on the QCR
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through spin-coating to form thin films. The responses of both sensors were evaluated to-
wards p-xylene and other VOCs (toluene, butyl acetate and, 1-butanol). PVBC-coated QCR
showed a greater sensitivity towards p-xylene in comparison to the other VOCs studied.
However, the introduction of MMA monomer in the polymer increased this sensitivity
significantly. For this reason, the authors studied different thicknesses of PVBC-co-MMA
coatings. An increase in the thickness of the polymer coating showed a decrease in the
sensitivity that could be possible for the adsorption of less p-xylene by the coating material.
Optimal conditions for p-xylene sensing achieved an LOD of 54 ppm.

In another report, Fan et al. were able to detect 1-butanol with high selectivity by coating
their QCR with poly(2-hydroxyethyl methacrylate-co-methylacrylate) (P(HEMA-co-MA)) copoly-
mer [88]. The sensor response of P(HEMA-co-MA) was tested against toluene, p-xylene, butyl
acetate and 1-butanol. This thin film of copolymer shows more sensitivity towards 1-butanol than
other tested VOCs. Moreover, the P(HEMA-co-MA) thin film responses were evaluated when
it was exposed to other alcohols, such as methanol, ethanol, 1-propanol, and isopropanol. The
change in frequency obtained when the copolymer was in contact and these alcohols were not
significant in comparison to the change obtained with 1-butanol. This indicated that this sensor is
more sensitive to the detection of 1-butanol, reaching an LOD of 72 ppm.

In several other works, Rianjanu and coworkers evaluated different coating forms
of polyvinyl acetate (PVAc) for sensitivity for a variety of alcohol analytes. In one report,
PVAc nanofibers were formed via electrospinning for small chain primary alcohol sen-
sitivity among methanol, ethanol, n-propanol, n-butanol, and n-pentanol [89]. It was
determined that nanofibers were most sensitive to n-pentanol vapors with 0.023 mg/L
LOD. This was hypothesized by the authors to be a result of surface interactions of hy-
drogen bonds from alcohol groups along with hydrophobic interactions promoted by the
length of the alkyl chains between ketone and hydrophobic regions of polymer chains,
respectively. Another investigation was performed to examine various isomers of butanol,
such as n-butanol, 2-methylpropan-1-ol, butan-2-ol, and 2-methylpropan-2-ol [90]. In this
report, electrospun PVAc nanofibers were most sensitive to n-butanol and 2-methylpropan-
1-ol, with LODs of 0.05 and 0.07 mg/L, which also provides higher propensities for surface
interactions of the alkyl side chain with the hydrophobic regions of PVAc fibers. To inves-
tigate the stability of PVAc nanofibers versus thin film mats deposited by spin-coating,
another investigation was reported and confirmed the necessity of a high surface area of
nanofibers for prolonged n-butanol sensitivity [91]. Thin film stability was determined
to decrease by approximately 7% frequency shifts over repeated use as a result of low
porosity, which was not observed in nanofibers and demonstrated prolonged stability.
In this respect, this group was able to continue with other investigations and show the
utility of electrospun PVAc, a relatively inexpensive polymer, for a multitude of VOC
sensitivities [92-96].

Carbohydrate polymers, such as chitosan (CS), are another group of naturally occur-
ring biosensors that have recently been employed for composites fabrication and QCR
coatings for VOCs. Polyaniline (PANI) and CS nanofibers were synthesized by Ayad et al.
and employed as a coating material to determine amines vapors [97]. Due to the presence
of hydrogen bond capable hydroxyl and amine groups on the CS, the authors targeted the
detection of amines and alcohols with these nanofibers. A good linear relationship was
found for methylamine, dimethylamine and ethanol employing this composite. In another
work, Triyana and coworkers used I-cysteine and glutaraldehyde to anchor CS to QCRs and
analyze responses to n-amyl alcohol, isoamyl alcohol, isopropanol, and ethanol [98]. Linear
responses were observed for each analyte, with the highest sensitivity of 4.4 (Hz-mg)/L
determined for n-amyl alcohol with an LOD of 0.25 mg/L. Nughroho et al. employed
cellulose acetate (CA) nanofibers overlaid with CS to provide nucleophilic surface inter-
actions from nucleophilic amine groups of CS to electrophilic carbonyl groups of acetic
anhydride (AA) vapor [99]. These authors determined that this method of carbohydrate
QCR coating functioned for AA vapor detection with an LOD of 5 ppm and an LOQ of
16 ppm, respectively [100].
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Additionally, the synthesis of molecular imprinted polymers (MIP) has been devel-
oped for the sensing of different VOCs in other studies [101-103]. These sensory systems
are fabricated using a desired analyte as a template, and once these templates are removed
after polymer synthesis, and QCRs coated, the resultant sensors are highly specific for
VOCs. Hussain et al. reported the quantification of formaldehyde through nanoparti-
cles and films of MIP reaching lower concentrations as 500 ppb. The high selectivity
reached by the MIP is reflected in the lower LOD obtained in this study [102]. Chen and
coworkers used this strategy to form an MIP-hexanal sensor since it is a VOC that is often
found as a biomarker in agricultural industries, and as a marker in food quality control.
Methacrylic acid and ethylene glycol dimethacrylate were polymerized with initiator
2,2'-azobis(isobutyronitrile) (AIBN) in the presence of hexanal. Soxhlet extraction was
employed to remove the template, and MIPs were sonicated with silica nanoparticles and
coated onto clean QCRs [104]. After QCR coating and analysis among other VOCs, coated
QCRs were found to be sensitive to hexanal from 1 to 80 ppm, and they showed selectivity
to this VOC in high relative humidities and when exposed to structurally similar VOCs,
octanal and nonanal.

In cases for VOCs that are structurally inert, MIP synthesis is more difficult as template
inclusion may not be directly performed with these structures due to a lack of reactive
functional groups. For compounds such as benzene, toluene, xylenes (BTX), or methyl
ketones, scientists have employed structurally similar components for MIP templates.
In one respect, Hwang and coworkers used phenol and acetoin as templates in an MIP
synthesis with 1,4-divinyl benzene, 4-vinylpyridine, and AIBN for benzene and isopropyl
methyl ketone detection [103]. After synthesis, templates were removed via extraction
several times with methanol. Coating QCR surfaces was performed byspin-coating a
suspension of MIPs in methanol. In this work, the authors established the sensitivity for
desired analytes, and determined that Langmuir isotherms were linear up to 200 Pa of
each analyte. From this information, the authors also investigated adsorption-based sensor
capabilities for binary VOC mixtures, and established 91.5% accuracy and 91.6% accuracy
with a single component (Markham-Benton) and multi-component (IAS) partial pressure
models, respectively. In another work, BTX were chosen as desired analytes, and Banerjee
and coworkers screened ten different templates containing different benzyl functional
groups with styrene, divinylbenzene, tung oil, and benzoyl peroxide as the initiators [105].
Ultimately, 1,2,3-trimethoxybenzene was determined to be the most sensitive MIP template
for BTX quantification. In this report, QCR coating was performed with a prepolymer
mixture, was heated and the template was removed by submersion of the coated QCR
into ethanol. Benzene was found to provide highest MIP sensitivities, followed by toluene,
0-, m-, then p-xylenes, with sensitivities between 1.645 to 2.605 Hz per ppm between 5 to
250 ppm. Limits of detection and quantification were determined to range from 0.99 to
1.36 ppm and 2.99 to 4.13 ppm (benzene to p-Xylene), respectively.

Carbon-Based Coating Materials

Carbon-based nanomaterials have been employed as coating materials for VOC sens-
ing due to their high adsorptive and conductivity properties. Figure 6 is a display of the
representation of the carbon-based coating materials commonly used.
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Figure 6. General structure of (A) single-wall carbon nanotubes (SWNTs), (B) multi-wall carbon
nanotubes (MW-NTs), and (C) graphene oxide (GO).

For instance, single-wall carbon nanotubes (SWNTs) that present a particular cylin-
drical structure provide electronic and chemical properties that have been employed for
the detection of vapors. Lu et al. employed SWNTs and its acidic ester and a sodium
dodecyl sulfate modified version as coating sensor materials of two sensing platforms, a
chemiresistor (CR) and QCM for sensing different VOCs. In this work, polar and non-polar
VOCs were tested and the responses of each type of SWNT were evaluated. The authors
noticed that modifications in the SWNTs created changes in the response patterns. The
acidic SWNTs were more selective to polar VOCs, like butanol, where hydrogen bond-
ing interactions could take place. Moreover, SDS-SWNTs demonstrated a higher mass
adsorption in comparison with the rest of the SWNTs tested. These diverse responses
obtained with the two sensing platforms when the naked SWNTs and modified SWNTs
where employed as coating materials could be used as a highly sensitive hybrid array for
the possible identification of VOCs [106]. Another group conducted research combining
two types of sensing platforms using an optical fiber and QCM to develop a hybrid sensor
array to obtain a high discrimination of tested VOCs. In this case, Consales et al. employed
two types of coating a cadmium arachidate and others coated with SWNTs over cadmium.
The responses of the QCM and fiber optic sensors in the presence of six VOCs (methanol,
ethanol, isopropanol, acetone, ethylacetate, and toluene) were tested by the authors. In this
work, they proved that the sensitivity of coated QCM sensors was improved when the sen-
sors were coated with SWNTs and cadmium. The sensor response patterns obtained with
these two platforms were analyzed with PCA and ANN algorithms for the discrimination
of the studied VOCs. The combination of these responses produced significantly improved
the sensitivity of this sensor [107].

In another report, Mafioso et al. investigated the responses of a QCR sensor that were
modified through the application of different thickness of multi-wall carbon nanotubes
(MWCNTs) [108]. In this work, the researchers removed the different areas of the gold
electrode region in the QCR and replaced with the MWCNTs. Moreover, authors employed
three different techniques (Triton X-100 with methanol and water, sodium dodecylsulfate
in methanol, acetonitrile and toluene and the last was Triton X-100 in toluene) to attach the
MWCNTs to the QCR electrode. These modifications were evaluated testing its responses
to different VOCs, like benzene, xylenes, ethylbenzene, toluene, aldehydes and amines.
The sensitivity to these VOCs was remarkably increased when the modified QCRs were
employed. The lower limit of detections (LODs), as low as 0.01 mg/L, were achieved when
the QCRs were modified with MCNTs in the presence of Titron X-100 and toluene.
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Other investigations were focused on the use of graphene oxide (GO) as a sensing
material on QCM techniques. For example, Quang et al. employed a novel technique
to grow graphene oxide over a copper foil, covering the graphene oxide layer with a
polymethyl methacrylate (PMMA) layer to remove the cooper foil, and later to transfer it
over the QCR surface to finally remove the PMMA layer. Quang and coworkers demon-
strated that the sensitivity towards, butanol, isopropanol, ethanol, and acetone was highly
increased in comparison with the naked QCR electrode. Moreover, the authors observed a
fast response-recovery behavior of the GO-coated QCR in comparison with other types
of coatings published in the literature [109]. In another report, Zhang et al. developed a
composite formed by GO combined with chitosan (CS) as a coating material of a QCR for
the detection of low molecular weight amines [110]. The authors prepare the nanocompos-
ite through the simple mixture of a CS solution with a GO suspension. The selectivity of
the GO-CS coated QCR was tested when it was exposed to methylamine, dimethylamine,
trimethylamine, diethylamine, trimethylamine, acetone, toluene, ethanol, n-hexane, and
ethyl acetate. As result of the presence of the high content of hydroxyl groups in the GO-CS
nanocomposite, a higher response and selectivity towards the amines was observed in
comparison to the other VOCs or when only GO or Cs were employed as coating materials.
Moreover, the authors were able to obtain a good lineal relation using this coating, reaching
LODs of 1.3 ppm for trimethylamine. In addition, this GO-CS nanocomposite showed
good reproducibility, reversibility and long-term stability at room temperature. In another
work that involved GO functionalization to provide amido-GO (GO-NH?2), the authors
also combined these sheets with poly(ethenimine) (PEI) in an amine rich coated QCR to
investigate the sensitivity toward acetone detection at an ambient temperature [111]. Zhao
and coworkers determined that inclusion of GO-NH2 with PEI increased the sensitivity
of acetone vapors 4.2 times compared to PEI. They hypothesized that this effect could not
only be a result of an increase in amino groups, but also from the increase in heterogeneity
in the morphological properties of the coated QCR.

A more recent study detailed the investigation of two dimensional GO nanosheets
employed as QCR sensors [112]. As a result of their high surface area to volume ratio,
these nanocoatings were hypothesized to provide good sensitivity to volatile compounds,
such as NO2, CO, SO,, and NH3. Two dimensional GO nanosheets were determined to be
the least responsive to NHj3, followed by CO, with high recovery times. However, good
recovery and response times for other toxic volatile compounds were observed at the time
of initial experiments and after four months, indicating the stability of GO nanosheets.
In another respect, Langmuir-Blodgett (LB) films of GO were prepared as QCR coatings
and adsorption characteristics for several VOCs studied [113]. Volatile gases employed
were DCM, benzene, and carbon tetrachloride, and LB films were assembled on the QCR
surface. These authors determined that GO-LB films demonstrated sensitivity to each
VOC, with the highest frequency response obtained for DCM. As a result of nonlinear
processes involved in the adsorption and desorption processes, the authors employed
nonlinear autoregressive with an exogenous input neural network (NARX-ANN) to model
and obtain diffusion constants that were verified with experimental data.

3.2. Ionic Liguids (ILs)

As mentioned previously, sensing capabilities of the QCM measurement systems
are based on coatings used to functionalize the surface of the QCR. Coating materials
need to be processed and applied in such a manner that optimizes the surface area to
allow for maximum adsorption, as well as desorption, of the studied analytes. Although
prior coating materials proved be efficient for the detection of certain analytes, interest in
ILs as sensing coatings has increased over the years due to their viscoelastic properties,
processability, and ease of synthesis and tunability for selective properties [114-118]. As ILs
are composed of an organic cation and/or anion, these compounds have tunable properties
via simple ion exchange metathesis reactions while maintaining melting points below
100 °C [119]. Traditional ILs (i.e., imidazolium and phosphonium based ILs) have been
used and have been proven effective with developing sensitive arrays, and targeted ILs
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have also been explored for more specific compounds, as discussed below. Figure 7 is a
display of the cations and anions commonly employed for ILs synthesis.
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Figure 7. Cations and anions commonly employed in ILs synthesis.

3.2.1. Target-Specific IL Sensors

As ionic materials are desirable for use as QCM sensory components, many groups
have explored the design, synthesis, and capabilities of these valuable materials. Im-
idazolium have been a specifically targeted cation as materials for reaction-based gas
sensing [120]. Tseng and coworkers established a range of chemo-selective imidazolium
ILs, employing the [NTf2] as an anion, and using various reactive sites on the imidazolium
side chain branches [121]. While their targeted efforts showed good sensitivity toward
aldehyde detections, sensitivity to ketones was decreased in one respect. Another targeted
IL showed better detection for ketones, but common VOCs were relatively insensitive to
these materials (Figure 8).
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Figure 8. Ionic liquids for targeted VOC detections based on chemical reactions.

In a third IL synthesis, authors targeted amine gas detection and were successful.
In most cases, however, studies showed irreversible decreases after sensing procedures.
In a similar respect, solvate ILs synthesized from [Li][NTf2] and aromatic substituted
tetraglyme were explored by Chu and coworkers in 2017 [122]. The designed mechanism
for these sensors were similar to that from exposure to amine analytes were proposed to
undergo covalent functionalization by nucleophilic aromatic substitution. By increasing
the electrophilicity of the aromatic ring, the authors were able to successfully produce a
sensor for amine gases with little response toward alcohols. This same group produced
work involving a combination of imidazolium ILs with azobenzene probes for detecting
chemical warfare mimics [123]. By incorporating these complexes, they not only proved
useful for QCM coatings, but colorimetric testing as well. These sensing materials are
important investigatory achievements, and discrimination of these gases from real-word
samples and in the presence of other VOCs would be of prudent interest in future studies.

3.2.2. IL Sensor Arrays

The Warner research laboratory has recently explored the utility of synthetically
simple ILs as reusable gas-sensing coatings to produce sensor arrays for different classes of
VOCs with high accuracies. From this strategy, multi and virtual sensor arrays (MSAs or
VSAs) for these systems were reported based on viscoelasticity and film thickness, which
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produced specific response patterns across multiple harmonics [84]. Figure 9 is a display of
a schematic representation of QCM-MSAs and QCM-VSAs.
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Figure 9. Schematic representation of (A) a QCM-based MSA and (B) a QC-based VSA.

For example, Speller et al. studied two simple ionic liquids [OMIm][Br] and [OMIm][SCN]
with two different coating thicknesses obtained through a simple electrospray deposition. In
this work, these sensors were exposed to different groups of VOCs like alcohols, hydrocarbons,
chlorohydrocarbons and, nitriles. The responses patterns of the change in frequency for different
harmonics were collected to build a VSA and to analyze it through PCA and DA, obtaining
in this way a high discrimination between the different VOCs. However, better results were
obtained when the VSAs were evaluated through quadratic discriminant analysis (QDA). This
was proven to reach 100% accuracy on the discrimination of the studied VOCs.

Similarly, Regmi et al. studied the viscoelastic effects on sensing abilities using
four different ILs—[BM2Im][PF6], [HMIm][PF6], [HMPyr][PF6], and [HMIm][TFSI]—in
combination with two different polymers (cellulose acetate and polymethylmethacrylate
(PMMA)) [124]. As a result of this study, authors were able to discover a relationship
between molecular weight and frequency and dissipation changes for structurally related
compounds. To further support this theory, Speller et al. produced a study in 2017 that used
a VSA to not only identify VOCs, but also to provide information for molecular weight
approximation [125]. Employing a low viscosity IL ((HMIm][TFSI]) and PMMA, authors
were able to increase the scope of information provided by QCM dissipation techniques
with the ability to both provide excellent detection and discrimination between isomers of
various alcohols along with molecular weight approximation.

Additionally, Vaughan et al. described anion effects on ionic liquid sensing capabilities
by employing trihexyl(tetradecyl)phosphonium as the cation ([Pggs14] "), and benzenesulfonate
([BS]™), dodecylbenzenesulfonate ([DBS] ™), and octylbenzenesulfonate ([OBS]-) as anionic
components, along with polydimethylsiloxano (PDMS) for improved viscoelastic polymer
composites [85]. Upon data analysis, authors found that overall, VSAs based on polymer-IL
composites generally were determined to have higher accuracies (100%) when compared to the
MSA at 95.56% using QDA. After establishing these studies and widening the capabilities of
MSAs and VSAs obtained from different IL-sensing materials with multiple harmonics, these
strategies were employed for real-world samples and mixture analyses. Imidazolium-based
ILs [CxMIm][Br] with varying chain lengths (X = C8, C10, C12, and C16) were employed as
sensing materials for fuel discrimination (petroleum ether, kerosene, gasoline, and diesel fuel)
with excellent accuracies and at various flow rates [126].
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Notably, these ILs resemble lipid properties, and since lipids are known to be suitable
gas sensors, [CoMIm][SCN], [CoMIm][Br], [CgPyr][Br], and [C1;Pyr][Br] were also used
to develop one MSA, four VSAs, and eleven virtual multisensory arrays (V-MSAs) of
comparable accuracy for citrus odors [127]. While the MSA and VSAs provided comparable
accuracies from 73-98%, by creating V-MSAs with increased data density, sensor array
accuracies were improved to 100% accuracy. As a result of the continued studies for sensor
array development, structurally related compounds may be discriminated through simple
data analysis.

More recently, Aleixandre and Nakamoto conducted a systematic study of twenty
three room-temperature ILs and five stationary phases from gas chromatography were eval-
uated based on frequency responses and resistance changes upon exposure to four different
VOCs [128]. The volatile compounds studied were butyl acetate, hexanol, 2-hexanone, and
hexanoic acid, which were comprised of different functional groups with the same number
of carbon atoms. Because sensors were studied in groups of four, Wilks-lambda analysis
was employed to evaluate the relative significant differences among sensor responses
within each group. When both frequency and resistance responses were considered, the
four sensors with the lowest Wilks-lambda included two GC stationary phases, Tricresyl
phosphate and Apiezon-L, with ILs [Py ][NTf2] and [C¢MIm][PF¢]. These investigators
employed LDA for fabricated sensor arrays and obtained a substantial separation of all
VOCs. Validation experiments were performed and achieved with banana and pineapple
flavors. Overall, these researchers established a method in which to systematically study
and construct sensor arrays from ILs for target analytes [128].

3.3. Macrocyclic Sensors

While different coatings like polymers, ILs, and more possess many desirable at-
tributes to promote sensitive and rapid detection of VOCs, macrocyclic compounds such
as cyclodextrins (CDs) [129-131], calixarenes [132-135], and phthalocyanines have proven
useful as sensitive coating agents. Several groups have studied their VOC-sensing prop-
erties in various sensor arrays as their structures promote host—guest interactions with
various compounds. In some cases, these materials have been incorporated both as doping
materials and as the sole coating materials for sensing. As others have provided compre-
hensive details on CDs as vapor sensing coatings [131,136], this section focuses on recent
developments on calixarenes and phthalocyanines for VOC detection with QCM systems.

3.3.1. Calixarenes

Calixarenes are macrocyclic structures bearing aromatic rings with host-guest char-
acteristic properties. Similar to CDs, they contain a cage-like structure that can be tuned
through common synthetic organic strategies. Calix[4]arene is the most widely studied
form of this macrocycle, and R1, R2, R3 and/or R4 are often modified to improve selectivity
(Figure 10). For example, Temel and Tabacki reported in 2016 the use of various substituent
groups on these positions to examine sensing properties to a variety of different VOCs.
They found, however, that the strongest response was to methylene chloride with the best
detection limit achieved at 54.1 ppm from aqueous systems [128].

Figure 10. General structure of Calix(n)arenes, where n could be equal or higher than 4.
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In another work, Temel and coworkers used an R2-bromopropyl functionalized
calix[4]arene for sensor development, and determined that this compound was most
sensitive to toluene vapors in aqueous media [129]. On the other hand, modification
of this same position with a triazine structure was reported by Halay and coworkers
in 2019. This modification provided the greatest sensitivities to chlorinated hydrocarbons
dichloromethane > chloroform > carbon tetrachloride [131]. Finally, an amino morpholine
modified calix[4]arene was also investigated for multiple VOC sensing, and was deter-
mined to have a high response to formaldehyde vapor. The sensitivity of this system was
determined to be 0.67 ppm. Selectivity of this sensor for 1.85 ppm formaldehyde was
established under relative humidities ranging from 33% to 97%, as well as in the presence
of other potentially interfering VOCs that were maintained at 30 ppm with 97% relative
humidity. While all sensors in these investigations were developed and obtained specific
analyte responses, sensor arrays to discriminate between gases were not established in
these studies, which could be attributed to low intermolecular forces and low sensitivity as
a result of relatively small inner cavities.

In this respect, Acikbas and coworkers investigated the use of pillar[5]arenes
(P5-P4) for chlorohydrocarbons VOC detection and discrimination [133]. By incorporating a
larger central cavity along with strategic functionalization, these authors hypothesized that
monolayers of this sensing material would provide more substantial host-guest interactions.
In this work, P5-P4s were similar to the general calix[n]arene structure depicted in Figure 9,
where n equals 2. These investigators functionalized central hydroxyl groups, along with
the appending R side chains, that were substituted for ether-linked aminopyridine terminal
groups. Langmuir-blodgett films were produced, characterized, and coated onto QCRs to
be employed in chlorohydrocarbon detection and discrimination. Dichloromethane (DCM),
chloroform, and carbon tetrachloride were employed as VOCs for QCM measurements.
Sensitivity values and limits of detection for the VOCs were determined to be between
7.61-2.16 Hz ppm and 0.39-1.38, respectively. Two deep learning algorithms were used
to train prediction models for diffusion constant determination with 100 measurements:
(1) nonlinear autoregressive neural networks (NARNET) and (2) long short-term memory
(LSTM). By employing 20 sampling points for verification, these investigators determined
that LSTM predicted values for chloroform and carbon tetrachloride vapors when com-
pared to NARNET. In contrast, NARNET was determined to be a better prediction model
for DCM vapors as a result of highly nonlinear measurements influenced by diffusion
characteristics. By employing a hybrid model, investigators verified that both models were
suitable to provide predictive properties with a 0.98 correlation coefficient [133].

3.3.2. Phthalocyanines Sensors

Phthalocyanines are a class of macrocyclic polyaromatic carbons, similar to calixarenes,
that often contain a metal center, such as nickel (Ni?*), zinc (Zn?*), copper (Cu?*), or
more than 60 other metal atoms [134]. A general structure of the phthalocyanine ring is
represented in Figure 11. They have been extensively studied in various applications such
as their 18p electron core and peripheral carbon units may be covalently functionalized to
lend unique chemical, photophysical, and electronic properties. As a result of their electrical
responsiveness in response to various stimuli, many iterations of phthalocyanines have
been employed as QCR coatings for VOC detection. For example, Harbeck and coworkers
studied the substituent effects about the periphery of the phthalocyanine macrocycle,
as well as examining central metallic atom effects on organic compound detection in
both liquid and gaseous states [134]. The authors found that in aqueous states, sensors
were able to detect desired analytes in the parts-per-million range, and sensors with
2,2,33-tetrafluoropropyloxy units displayed a greatest sensitivity to VOCs, with Cu?* as
the central atom displaying the greatest sensitivity as determined by partition coefficient
determination. Overall, investigators confirmed the general reversibility and reliability of
phthalocyanines as sensors for VOC detection.
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Figure 11. General structure of Phthalocyanines.

Toxic VOCs under specific regulation and monitoring, such as benzene, toluene,
and xylenes (BTX), have also been used as samples for phthalocyanine sensor develop-
ment [135,136]. In one study conducted in 2015, authors explore and evaluate various
side chains along copper(Il) phthalocyanines for investigations into sensitivity for reliable
toluene detection [136]. Investigators determined that tert-butyl ligands improved the
overall rate of the adsorption and desorption processes as the tert-butyl ligands provide
dispersive forces upon removal of toluene vapor. This tetra-substituted tert-butyl phthalo-
cyanine sensor was determined to have excellent repeatability and sensitivity to toluene
exposure with a response and recovery times for thermodynamic equilibrium of three
minutes each. Similarly, Kumar et al. investigated unsubstituted phthalocyanines with
various (iron, cobalt, zinc, and copper) metallic cores as well as respective tetra tert-butyl
and hexadecafluoro-phthalocyanines to assess the sensitivity and related trends of each
compound to toluene detection in aqueous environments [135]. The authors confirmed that
no significant changes in responses were determined with the change of metallic atom, but
substitutions along the periphery remained a substantial influence. Cu2* cores maintained
the fastest response and recovery times, and tetra tert-butyl groups showed the greatest
sensitivity for toluene vapor over hexadecafluoro-phthalocyanines, presumably due to the
electronic effects involved in fluorine substitution that do not promote toluene adsorption.
As these studies prove to have a useful input for determining the substituent effects on
vapor detection, arrays for distinguishing between BTX remain to be explored.
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3.3.3. Phthalocyanines Sensors

As exploring chain lengths as well as anion effects has proven beneficial for exploring
QCM-D capabilities with simple ILs, this strategy has also been applied to easily tune phthalo-
cyanine peripheral sites to improve VOC detection and sensor array development. In this
respect, several investigations have been reported on the use of groups of uniform materials
based on organic salts (GUMBOS) [113], a class of solid phase ionic compounds with melting
points between 25 and 250 °C, as sensing materials. For this reason, Regmi et al. first reported
combining the properties of these macrocycles with [P66614] cations in 2015 [137].

Anionic copper(Il)phthalocyanine, along with copper(Il) porphyrin GUMBOS, were
formed using a simple cation exchange metathesis reaction to obtain [P66614]4[CuTCPP]
and [P66614]4[CuPS4] sensing materials [137]. These authors found that these macrocylic
GUMBOS were suitable materials for excellent VOC detection and discrimination. To fur-
ther explore the tunability of these phthalocyanine GUMBOS and explore VOC sensitivity,
Vaughan et al. synthesized a variety of copper(Il) phthalocyanines ([CuPS4]) GUMBOS
with various cations ((DDMA], [P4444], [N4444], and [P4448]) [86]. With ion exchange,
authors found that each novel sensor produced desired analyte responses to discriminate
into four different classes alcohols, chlorohydrocarbons, aromatic hydrocarbons, and hy-
drocarbons. High accuracies (98.6%) were obtained by QDA and employing original data
sets in lieu of principal components, which are traditionally used for accuracy analysis.

4. Electronic Devices

As described in previous sections, a great amount of effort has been targeted toward
sensor and sensor array development to detect and distinguish VOCs based on QCR
coatings. Another area of interest for this gravimetric system in recent years has been in the
development of the capabilities of electronic devices. In this section, we also briefly review
the types of QCM instruments currently in use, as well as their advantages and limitations.

4.1. General QCR Signal Output through QCM Devices

As a QCR interacts with target molecules, the resonator gains a certain amount of
mass, causing a piezoelectric resonance change, which then needs to be measured by a
QCM instrument to quantify the mass or resonance change. Electronic instruments em-
ployed for QCM measurements usually have three different types of operation principles:
impedance, oscillation, and dissipation. An oscillation-based system is suitable for most
gas phase applications, while systems based on impedance and dissipation measurements
are typically preferred for high damping applications under the liquid phase. Impedance
responses from the QCR can be obtained by implementing a sweeping frequency. In this
manner, an impedance spectrum generated can then be used to determine the resonance
frequency and power dissipation of the QCR. In an oscillation-based measurement, the
QCR is connected to an oscillation circuit that is designed as a positive feedback system to
compensate for energy loss of the resonator, and thus enables continuous oscillation of the
resonator. A resonance frequency shift of the QCR is then measured by a digital frequency
counter circuit. Another type of measurement uses a ring-down technique, which is known
as QCM, with dissipation monitoring (QCM-D). In this circuit, QCM-D measurements
analyze the resonance frequency and power dissipation of the QCR after a short period
of excitation to monitor molecular interactions at the surface of the resonator in real-time.
In general, an oscillation-based system is suitable for most gas-phase applications, while
systems based on impedance and dissipation measurements are typically preferred for
high damping applications under the liquid phase. Figure 12 illustrates brief concepts of
the three major measurement types for QCM.
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Figure 12. Brief concepts illustrating three different types of quartz crystal microbalance sensing
instruments including impedance analysis, quartz crystal microbalance with dissipation monitoring
(QCM-D), and oscillation-based measurements.

4.2. Impedance-Based Measurement System

The mechanical resonance of a QCR is traditionally analyzed by investigating the
piezoelectric response of QCR with an equivalent electrical circuit model having capac-
itance, inductance, and resistance, or impedance all together [137]. In the equivalent
electrical model, capacitance and inductance reflect mechanical elasticity and inertia of the
piezoelectric resonator, which ultimately determine the resonance frequency. Resistance
represents energy loss by the QCR. Molecular reactions on the surface of a QCR causes
a change in the equivalent electrical model, resulting in a change in impedance that can
be measured by an electronic instrument. In general, an impedance plot is obtained by
a sweeping frequency to the QCR to detect impedance changes of the resonator in real-
time. An impedance measurement offers high accuracy compared to other measurement
techniques but requires sophisticated and costly instrumentation [138].

Several electronic systems have been suggested to replace a powerful, yet expensive,
impedance measurement system like a network analyzer. Reported systems operate in a
similar principle of the traditional impedance measurement system, but they target a reduc-
tion in measurement times toward real-time monitoring [139], improvements in parameter
extraction efficiency from the equivalent electrical model [140,141], and miniaturization
of the system for portable applications [142,143]. A recent study reported an impedance
measurement system with a measurement time of 1-5 ms at a given frequency point [139].
Voltage or impedance division methods have been proposed to measure the magnitude
of the resonator output signal instead of obtaining the impedance spectrum. Thus, the
equivalent electrical model components could be extracted using a transfer function of
the system [140,141]. Compact interface circuits have also been proposed to miniaturize
measurement instruments for portable applications [143,144], but a true portable QCM
instrument has not yet been demonstrated.

4.3. QCM with Dissipation Monitoring (QCM-D)

The ring-down technique is usually called a QCM with a dissipation monitoring
(QCM-D) method after the Q-Sense Analyzer (Biolin Scientific, Gothenburg, Sweden) com-
mercialized in 1996 [145]. In this technique, an oscillation signal near the resonance frequency
is applied to a QCR in a short period time. When the applied oscillation signal is turned off,
a signal from the QCR starts to exponentially decay due to energy loss, and this decaying
pattern is monitored in real-time to obtain the resonance frequency and dissipation factor
(D) [146]. The actual resonance frequency of a QCR is determined by the dissipation factor and
oscillating frequency of the decaying signal. QCM-D allowed contactless sensor technology in
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which impulse excitation and decaying signals from the resonator are wirelessly transferred
via electromagnetic coupling between two coils connected to the main circuit system and
the QCR [147,148]. A wireless QCM-D technique has recently been implemented in the
discrimination of VOCs with a single QCR coated with polyvinylpyrrolidone (PVP) [148].
This QCM-D technique is advantageous in viscoelastic environments, but the instrument is
costly due to the requirement of high-quality system components.

4.4. Oscillator-Based Measurement System

Oscillation changes caused by molecular absorption on a QCR can directly be mea-
sured using proper electronic instruments. Oscillation circuits are usually designed as
a positive feedback system providing enough power to maintain oscillation. In QCM,
the piezoelectric resonator plays a role as an electrical filter with other electrical compo-
nents [149]. Ideally, an oscillation circuit or an oscillator produces an alternating signal
whose frequency is the resonance frequency of the QCR. However, an oscillation frequency
is also affected by the amount of power dissipation of the QCR [150]. The accuracy of the
oscillator-based measurement can be lower in a high damping medium like water due to a
significant increase in power dissipation.

A frequency counter is the simplest and most common way to measure the change
in frequency of oscillation signal. A frequency counter circuit usually consists of digital
timers and counters and provides high precision at simple design [151]. The simplest
frequency counter tallies the number of input pulses over a pre-defined measurement time.
However, in this type of counter, measurement time should be increased in order to obtain
a better frequency resolution. A reciprocal counter has also been introduced to enhance the
frequency resolution and obtain faster measurement times [152,153], which provides an
accurate time measurement using a high-frequency reference signal for a certain number
of oscillation signal pulses [152]. As the name suggests, the frequency is calculated based
on the measured time in a reciprocal counter.

An interesting measurement system has been proposed for very fast QCM applications
like electrochemical QCM (EQCM) [154,155]. The proposed system used a phase-locked
loop circuit as a frequency-to-voltage converter. This class of system showed a measure-
ment time of 1 millisecond, which is difficult to achieve by other measurement systems.

Recent trends in QCM measurement electronics focus on developing low-cost, portable,
and multi-sensor QCM systems. A commercial data acquisition system offered by Open-
QCM (Novaetech, Italy) has been widely used as a low-cost and easily operated QCM
measurement system [156,157]. However, since the OpenQCM system is limited to single-
channel operation, it cannot directly be used for QCM-based sensor arrays. Recently, a
four-channel data acquisition system has been proposed for an e-nose application. Four
individual counters embedded in a microcontroller calculate the frequencies of the four
input signals.

Overall, the impedance measurement provides high accuracy and would be suitable
for applications not requiring fast measurements due to its relatively slow measurement
speed. When a rapid measurement is desired, QCM-D or oscillator-based measurements
would be a more practical selection. QCM-D has a strong advantage in power dissipation
monitoring with a high accuracy, especially for applications in a high damping medium.
For simple resonance frequency measurements in a low damping medium, oscillator-based
measurements can provide a cost-effective option.

5. Conclusions

Due to the detrimental effects that VOCs produce in human health, animals, plants,
and the general environment, detection and discrimination of these organic compounds is
of crucial importance. The working principle of the QCM allows the scientific community
to explore and employ several types of materials to coat the QCR. Different types of
coating materials have been reported in the past two decades, where these could be chosen
to be more selective and sensitive towards a specific type of VOC. New and different
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combinations of coating materials could be used to develop a sensor array in order to
improve the selectivity and sensitivity for VOC detection.

Moreover, it is also important to have precise and rapid methods for the detection
of different VOCs. This device has been proven to be fast, sensitive, and cost effective for
the study of a broad variety of VOCs. For this reason, the use of QCM devices for VOC
detection, as well as electronic system development, has increased in the past two decades.
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