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Abstract: Personal biosensors and bioelectronics have been demonstrated for use in out-of-clinic
biomedical devices. Such modern devices have the potential to transform traditional clinical analysis
into a new approach, allowing patients or users to screen their own health or warning of diseases.
Researchers aim to explore the opportunities of easy-to-wear and easy-to-carry sensors that would
empower users to detect biomarkers, electrolytes, or pathogens at home in a rapid and easy way. This
mobility would open the door for early diagnosis and personalized healthcare management to a wide
audience. In this review, we focus on the recent progress made in modern electrochemical sensors,
which holds promising potential to support point-of-care technologies. Key original research articles
covered in this review are mainly experimental reports published from 2018 to 2020. Strategies for
the detection of metabolites, ions, and viruses are updated in this article. The relevant challenges and
opportunities of applying nanomaterials to support the fabrication of new electrochemical biosensors
are also discussed. Finally, perspectives regarding potential benefits and current challenges of the
technology are included. The growing area of personal biosensors is expected to push their application
closer to a new phase of biomedical advancement.

Keywords: nanomaterials; wearable sensors; electrochemical sensors; glucose; viruses; miniaturized
sensors; bioelectronics; point-of-care technology; personalized healthcare

1. Introduction

Smart healthcare is a new class of systems transforming a traditional healthcare service to modern
platforms, integrating state-of-the-art technology, e.g., wearable sensors, portable electronic systems,
digital biodevices, and internet networks to connect users with healthcare services. The research area
aiming to develop modern systems for smart healthcare applications has been expanding at an accelerating
rate [1-3]. Limitations to accessing health services, particularly under difficult circumstances, such as a
pandemic, may also accelerate the development in easy-to-use and out-of-clinic biosensors [4]. Several
wearable sensors that give exciting opportunities to monitor personal physiological parameters, such as
body movement [5], eye movement [6], blood pressure [7,8], heart rate [9,10], body temperature [11,12],
and respiratory rate [13,14], have been developed. However, another important group of sensors providing
complementary data of significant chemical and biochemical markers is attracting attention [15,16].

Chemosensors 2020, 8, 71; d0i:10.3390/chemosensors8030071 www.mdpi.com/journal/chemosensors


http://www.mdpi.com/journal/chemosensors
http://www.mdpi.com
https://orcid.org/0000-0001-8016-6411
http://dx.doi.org/10.3390/chemosensors8030071
http://www.mdpi.com/journal/chemosensors
https://www.mdpi.com/2227-9040/8/3/71?type=check_update&version=2

Chemosensors 2020, 8, 71 2 of 25

Extending from recent review articles [17-20], this review will focus on very recent strategies used to
realize biomedical electrochemical sensors by applying nanomaterials and functional materials for the
detection of metabolites, electrolytes, and pathogens. Modern healthcare requires new solutions for
achieving quick, easy-to-use, and fit-to-lifestyle devices that can provide early warning to the user of
health issues, ensuring health security and effective management. Importantly, miniaturized biosensors
are suitable candidates that can be integrated for early clinical diagnosis, prevention of illnesses, and
maintenance of personal wellbeing [21-23]. Such integrations with smartphones and portable/wearable
devices could enhance the convenience of smart biomedical sensing systems.

Two main platforms, including easy-to-wear and easy-to-carry sensing devices, are emphasized
in this review (Figure 1). The recent progress in developing sensors for measuring metabolites and
electrolytes (such as glucose, lactate, ions, etc.) will be highlighted along with relevant technological
factors. The most common example of point-of-care detection is glucose monitoring because irregular
glucose metabolism links to several problems, including diabetes, hyperglycemia, and hypoglycemia,
etc. [24-26]. The development of miniaturized and simple biosensors allows the transition of traditional
blood testing in hospitals to self-testing at homes. Furthermore, ongoing efforts have contributed more
and more to the advancement of wearable, noninvasive, or minimally invasive platforms. Such new
directions aim to address old obstacles, such as inconvenient and discontinuous monitoring. Modern
strategies of the out-of-clinic analysis would support a new way to realize fast and actionable feedback
and personalized healthcare management. In addition to sensors monitoring metabolites and electrolytes,
the early detection of pathogens (such as viruses) is another crucial area [27-30]. Remarkably, the
recent global problem pertaining to the pandemic (due to the novel coronavirus, COVID-19) leads
to tremendous interest in bioassay research [31,32]. Clearly, the research on modern biosensors and
bioelectronics that can provide rapid detection is becoming more important. The speedy screening of the
pathogenic infection would help patients to quickly access the right medical services, avoiding severe
complications. This provides significant benefits to the vast population to slow down the spreading of
contagious pathogens.

Advanced material functionalization is one of the most vital factors for advancing innovative
devices for the new analytical chemistry (Figure 1A) [33-36]. The nanomaterial-based electrochemical
transducer would contribute to the fabrication of effective sensors and greatly maximize functional
densities of miniaturized systems. Moreover, nanomaterial surfaces can also be tailored to form specific
functions, structures, or desirable functional groups [37-39]. These are crucial for the immobilization
of biorecognition layers on the nanomaterial-base electrodes (Figure 1B,C) [40]. Opportunities to
take advantages of nanomaterials as well as related challenges will be discussed in this review.
In addition to the electronic system, the main components in the electrochemical sensor include the
transducer and the bioreceptor layer (or sensitive layer). These are required to fabricate an effective
layer that can specifically interact with the target (e.g., glucose) and involve a biological event or a
reaction to yield a highly sensitive signal. An example that combines the advantages of functional
nanomaterials and composites to improve the sensitivity of the electrochemical sensor is shown in
Figure 2. In this example, due to the three-dimensional (3D) porous structure of the graphite foam
and the heteroatom doping, the sensor displays a favorable rate of electron transfer, and provides
a large surface area, allowing loading of a number of biomolecules (such as glucose oxidase (GOXx)
enzymes, which involves the selective electrooxidation of the glucose target) [41]. Prussian Blue (PB) is
also added to serve as one of the most effective electrocatalyst for HO,. Note that H,O; is a common
byproduct of many enzymatic-catalyzed reactions. Such an advantage to electrochemically sense H,O,
empowers the nanomaterial-based sensor to be applied to many biosensing applications. Several
biosensors, such as hydrogen peroxide [42,43], glucose [44,45], lactate, and alcohol sensors [46,47],
employ PB. PB represents a key material to provide functions of the redox mediator or the ‘artificial
peroxidase’ electrocatalyst. Advantageously, PB can allow the biosensing system to operate at a low
detection potential [41,48-50]. Nonetheless, related challenges should be highlighted. For example,
in biological systems, electrolytes (e.g., H+ or K+ in sweat) can fluctuate. Such dynamic variation
can vary the electrochemical signal of PB-based sensors or impair the PB framework [51-53]. This
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challenge is an example to show that the design of the electrochemical transducer should be a primary
consideration that requires engineers to optimize properties of materials [54-56]. Stability of the
material is another example of a parameter when developing nanomaterial-based sensors. For instance,
the electrosynthesis of inorganic frameworks, e.g., PB, using different approaches display different
qualities. The PB synthesized in chloride solutions provide superior stability compared with synthesis
under chloride-free environments [52]. Therefore, efforts have been made to enhance the operational
stability of PB-based materials [57]. In addition to these examples, more challenges pertaining to the
use of materials in biosensors will be discussed further.

This review will cover some key developments on electrochemical biosensors over the past three
years. Key articles considered for eligibility are mainly experimental reports published from 2018 to
2020. Research progress using nanomaterials and contributing to modern electrochemical platforms
are highlighted in this article. This aims to cover the accelerating state in the development of modern
biomedical electrochemical sensors with relevant obstacles. Finally, conclusions and perspectives will
be summarized in the final section.
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Figure 1. Concepts of out-of-clinic electrochemical biosensors. (A) The main platforms include wearable
electrochemical sensors and portable electrochemical sensors. Nanomaterials and recognition biomaterials
are important for the development of such modern point-of-care devices. (B) The main components
of the electrochemical biosensor. (C) An example of the electrochemical sensor for glucose detection.
This consists of glucose oxidase (GOx) as a specific enzyme to catalyze glucose, producing HyO,.
The horseradish peroxidase enzyme (HRP) involves the electrochemical reaction with the generated
H;O;. The mediator is used to shuttle the electron to the electrode surface, allowing the electrochemical
signal to be measured.
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Figure 2. An example of using nanomaterials coupled with Prussian Blue (PB) to develop a PB-based
enzymatic biosensor. PB and PW stand for Prussian Blue (Fe4[Fe(CN)yz]3) and Prussian White
(K4Fey4[Fe(CN)gl3). Adapted with permission from [41], copyright 2018, Springer Nature.

2. Moving toward Modern Electrochemical Detection of Metabolites and Electrolytes

2.1. Developing Glucose Sensors

Modern electrochemical biosensors have been demonstrated as promising tools for supporting
smart healthcare as they can detect biomarkers available in body fluids, such as saliva [58,59], interstitial
fluid [60,61], and sweat [62,63]. The gold-standard biofluid for monitoring glucose is blood. For example,
it is well-known that the blood glucose level can be used to warn diabetic patients. Normal blood
glucose concentration is around 4.9-6.9 mM [64,65], while the blood glucose level of patients can
be high (even 40 mM) or low (2 mM) [65-68]. In addition to the detection of glucose in blood,
glucose levels in other biofluids are interesting. Researchers aim to develop more technological tools
to investigate the glucose concentration in alternative biofluids and examine the correlation of such
glucose levels with blood glucose level [69,70]. Concentration ranges of glucose in alternative fluids
are around 0.006-2 mM (sweat) [71-73], 3.9-6.6 (interstitial fluid) [74], 2.78-5.56 mM (urine) [75,76],
and 0.03-1.39 mM (saliva) [64,65,77,78]. The use of nanomaterials is important to help the sensor to
be able to operate under fluctuating conditions of real biological systems. For instance, engineered
nanomaterials can be developed to tailor the desirable electrocatalytic activity while enhancing stability
of the sensor. Examples of materials based on copper oxide, tin oxide, or titanium dioxide were reported
in patents to build non-enzymatic glucose sensors [79,80]. Thanks to their high surface area and
favorable electrocatalytic activity of functional nanomaterials, non-enzymatic sensors can be realized.
In addition, non-enzymatic biosensors could provide long shelf-life stability, low detection limit, and
high sensitivity. Such non-enzymatic sensors have become another important class; the development
of this non-enzymatic materials would be an alternative solution to fabricate highly sensitive, stable,
non-enzymatic biosensors [81-84]. Additional challenges to achieve an on-body biosensing device
are related to long-term storage and stretchability. These factors need to be taken into account when
fabricating wearable sensing devices with nanomaterials.

An example to produce a stretchable and wearable non-enzymatic glucose sensor was the formation
of nanoporous gold on a 3D micropatterned elastomeric substrate to prevent undergoing brittle fracture
of nanoporous gold [85]. As illustrated in Figure 3A, the sensing patch consisted of the biosensor
electrodes on the patterned polydimethylsiloxane (PDMS) substrate, PDMS encapsulation layer, capillary
cotton layer, and cover layer made of polyurethane nanofiber for attaching to the skin. This design
enabled the engineering of a very thin, tough, and stretchable microfluidics-integrated wearable sensor
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suitable for continuous monitoring of sweat glucose levels. Au-Ag alloy, which is a key conductive
material, was deposited on the electrode surface by thermal evaporation. The Ag, as a porogen present
in the deposited metallic alloy, was dissolved under strong acidic conditions to form nanoporous gold.
The layer of cotton fabric not only provided collection of sweat by liquid absorption but also generated
capillary flow of the sample toward the sensing electrodes. The layer of polyurethane nanofibers
produced by electrospinning reinforced the device to ensure conformability while maintaining the
robustness. In analytical studies, the device showed good linearity in the determination of glucose
covering concentration range expected in both hypoglycemic and hyperglycemic patients with high
sensitivity and acceptable selectivity against ascorbic acid and uric acid. The sensor showed high
stretchability and durability as there were no significant change in sensitivity and analytical output after
the device was stretched at 0-30% strain. The performance was stable after stretching 1000 times (at
30% strain). The device embedded with the capillary cotton facilitated sample handling and continuous
flowing of the testing solution. For the on-body test, signals obtained from glucose monitoring before
and after meals were clearly different after the detection chamber was wetted by 10 min of cycling.
The device could be conducted over long periods for continuously monitoring sweat glucose. However,
the glucose concentrations obtained from the developed device must be normalized with sweat pH
before being compared with those obtained from the commercial glucose meter and the glucose assay kit.
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Figure 3. Examples of glucose sensors. (A) Wearable stretchable capillary microfluidic non-enzymatic
glucose sensors. Adapted with permission from [85], copyright 2019, American Chemical Society.
(B) Wearable fiber-based enzymatic glucose sensors. Adapted with permission from [86], copyright
2019, American Chemical Society. (C) Wearable cellulose/B-cyclodextrin nanofiber enzymatic glucose
sensors. Adapted under the terms and conditions of the CC-BY 3.0 from [61], copyright 2019, Kim
et al., published by RSC Adv. (D) Wearable and flexible metal-based catalysts/polyaniline/cotton-based
non-enzymatic glucose sensors. Adapted with permission from [87], copyright 2019, Elsevier.

Another example of the use of gold nanomaterials to improve stretchability and conductivity
of the enzyme-based fiber-shaped glucose sensor, is shown in Figure 3B [86]. Three gold fiber-based
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electrodes were formed by dry spinning of gold nanowires (AuNWs) together with the elastomer
(styrene—ethylene/butylene—styrene). The challenge is how to avoid poor conductivity during the
deformation of the device. A technical solution to ensure good conductivity was to plate a gold film
on the fiber surface by electroless plating during pre-stretching of the fiber. After coating with gold
film, the fibers were released to its original length. Electrodeposition was utilized to deposit Ag/AgCl
or PB onto the fiber to serve as reference or working electrodes, respectively. The working electrode
was further immobilized with glucose oxidase (GOx) and chitosan. The unmodified Au fiber was
used as the counter-electrode. All of these electrodes were helically twined on their individual elastic
core and finally patterned to achieve the glucose sensing textile. With this engineering strategy, the
conductivity of the fiber electrode could be maintained even at high stretching (at 200% strain). Besides
high sensitivity and selectivity, the fiber-base sensor could be used continuously and displayed stable
amperometric signals for 6 h. This was effective to monitor the change in the sweat glucose level
before/after a meal. However, the stability of the device was limited by only three-day storage owing
to the limited stability of the enzyme. In addition to glucose sensing applications, the idea of using
metallic nanowires is versatile with respect to being adapted for other applications in electroanalysis,
such as the detection of electrolytes [88]. More examples of the development of electrolyte biosensors
will be discussed further in Section 2.3.

Cellulose/3-cyclodextrin (3-CD) nanofiber was used as matrix for enzyme immobilization on the
electrode for developing a glucose sensor patch (Figure 3C) [61]. The cellulose/-CD nanofiber electrode
was fabricated by electrospinning cellulose acetate and 3-CD onto nonwoven cellulose. Converting
cellulose acetate into cellulose was done by introducing NaOH vapor for 20 h. Finally, GOx was
immobilized by using the physical absorption method via cross-linking through a host-guest chemical
reaction with CD [89]. The 3-CD nanofiber-based electrode immobilized with GOx and the mediator
yielded good bioelectrochemical performances with favorable electron transfer and diffusion coefficient
0f 9.0 x 107 ecm? s1. The sensor provided high sensitivity for the detection of glucose in the range of
0-1 mM.

Metal nanocomposites with conducting polymers are also interesting as they provide good
conductivity and flexibility for the development of wearable and flexible electrochemical biosensors.
For instance, Ni-based nanoparticles have been considered as providing good redox behaviors, high
surface area, and conductivity to the electrode [90-92]. Nickel phosphide (NiP) and copper oxide
(CuO) nanoparticles could be synthesized and deposited on the cotton fabric substrate via the chemical
method and using polyaniline conducting polymer as a supporting holder to develop a flexible glucose
sensor, as shown in Figure 3D [87]. It should be noted that the cotton fabric used as a substrate did not
only allow flexibility of the sensor, but also maximize the entrapment of electrocatalytic nanoparticles,
yielding enhanced sensitivity. Moreover, the porosity could also contribute to a fast sensing response.
Electrooxidation of glucose could be catalyzed by CuO and NiP nanomaterials in alkaline conditions,
resulting in clear oxidation current when increasing the glucose concentrations. The developed sensor
delivered high sensitivity and wide range for glucose determination (0.001-1 mM glucose), covering
the glucose level in body fluids including blood. Since no enzyme was used, it avoids the limited
intrinsic long-term instability of biocatalysts.

2.2. Developing Lactate Sensors

The main development of wearable sensors has focused on attaching the sensor directly to the
skin, which may cause an unstable electrical contact due to movement. An alternative is to integrate
the device with stable and rigid support. This would help to optimize the signal-to-noise result.
An example is to mount the printed thick-film electrochemical transducer with the eyeglass frame [93].
The working electrode was modified by drop-casting a mixture of Os-complex mediator solution,
carboxy-functionalized multiwalled carbon nanotubes (MWCNTs), horseradish peroxidase, and poly
(ethylene glycol) diglycidyl ether. Subsequent immobilization of lactate oxidase (LOx) was formed by
electropolymerizing the poly (phenylenediamine) film and re-entrapping the enzymatic layer with
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chitosan. The amperometric sensor showed good selectivity against possible interferences, e.g., glucose,
uric acid, and ascorbic acid. By using Os-complex mediator, the sensor could operate at a low working
potential (0 V versus printed Ag/AgCl), offering reproducible output and long-term applicability. It
should be highlighted that the low oxidation potential is advantageous for biosensors, especially for
the detection in complex biofluids. Other redox polymers can also be candidates to facilitate the
oxidation and reduction in enzymatic electrochemical systems [94]. For instance, the application of
ferrocene modified linear polyethylenimine coupled with buckypaper was also demonstrated [95].
The strategy of coupling the redox polymer and carbon nanomaterials displayed effective mediate
electron transfer from LOx, showing a low Michaelis-Menten constant and a low oxidation potential.
This redox polymer/oxidase-based electrode also used as an anode to couple with a cathode to build a
self-powered amperometric biosensor.

A trend in biomedical sensing devices is to achieve self-sustainable sensing devices [96]. This
would need a system that contains a continuous and effective energy sources. The initial concept to pave
a way in the development of easy-to-wear biosensors was demonstrated by engineering stretchable
and textile-based biofuel cells [97]. In addition to harvesting the energy from the wearer, this on-body
energy-conversion gadget was designed to provide self-powered analytical signals for monitoring
metabolites (i.e., glucose and lactate). Tremendous and continued efforts of researchers aimed to push
self-powered systems further. Recently, another interesting example of the new self-powered lactate
biosensing system was reported, as shown in Figure 4A [98]. In this device, the key sensitive electrode
was realized by using a porous carbon material immobilized with LOx. When using hydrophobic
carbon nanotube (CNT)-based materials, hydrophobicity of the electrode surface is an obstacle as
the hydrophobic surface would limit the absorption of the perspiration. Annealing the CNT-based
electrode at 375 °C is a strategy to generate favorable hydrophilicity of the porous carbon electrode.
The electrode was designed to convert the thermal energy into electricity and also provide an analytical
signal. The principle of the biosensing system relied on the evaporation-biosensing coupling effect.
Evaporation of solutions from the electrode surface can generate the energy; the generated electrical
energy is then stored in the capacitive electrode. This energy can be utilized to power electronics and
sensing systems. In the presence of lactate, the enzymatic oxidation of lactate with the assistance of
LOx can generate peroxide. This generated product was important to affect the surface. In other words,
the increase of the lactate level in the perspiration (causing the increase of peroxide concentration)
could change the zeta potential of the porous carbon nanomaterial. This also improved voltage output,
giving a useful self-powered analytical signal. This example represents progress in advancing wireless
self-sustainable biosensors for modern biomedical applications.

Graphene oxide nanosheets on palladium electrodes were demonstrated to be used in metabolite
sensors based on nonfaradaic electrochemical impedance spectroscopy (EIS) as shown in Figure 4B [99].
The electrode and impedometric technique were designed to indicate the impedance shift when
resistance and capacitance change. It is essential to fabricate organized structures of nanomaterial-based
sheets integrated flexible electrode containing enzymes for the development of biosensors. The graphene
oxide nanosheets were distributed into a number of pores of nanoporous polyamide electrode
using vacuum over the electrode sensing area. The subsequent functionalization of 1-pyrenebutyric
acid-N-hydroxysuccinimide ester as a crosslinker and LOx was accomplished. In the presence of lactate,
LOx catalyzes the oxidation of lactate to form H,O,. The generated H,O, can then be oxidized to
electrochemically charge ions, giving change in total impedance of the system and EIS signal. Due to the
high surface-to-volume ratio of graphene oxide nanosheets and the design of the miniaturized electrode
area, only a small volume (lower than 5 pL of the testing fluid) was required for the sensing event. The
sensor provided a wide dynamic range to detect sweat lactate over a relevant range (1-100 mM lactate).
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Figure 4. Examples of lactate sensors. (A) Self-powered lactate sensors. Adapted with permission
from [98], copyright 2019, Elsevier. (B) Flexible graphene oxide-based lactate sensors. Adapted with
permission from [99], copyright 2020, Elsevier. (C) Potentiometric lactate sensors. Adapted under the
terms and conditions of the CC-BY 4.0 from [100], copyright 2019, Nagamine et al., published by Sci. Rep.
(D) Microneedle-based lactate sensors. Adapted with permission from [101], copyright 2019, Elsevier.

Amperometry is a widely used technique that can be applied for the development of lactate biosensors.
For examples, the printed Ag/AgCl electrode, printed gold electrode, and the biocatalyst-modified
gold electrode could be used as reference, counter and working electrodes, respectively [102]. Carbon
nanotubes and chitosan were used to functionalize the enzyme on the working electrode. When
developing biosensors used for the detection of untreated biosamples, the mediator is a key to minimize
the challenge of oxygen dependence and allow a low detection potential, thus mitigating interfering
effects [103]. For example, tetrathiafulvalene could help to decrease the detection voltage to be in a low
range of 0-0.2V [102].

Not limited to amperometry, an electrochemical transducer can allow for potentiometric biosensing
analysis. The PB-based working electrode modified with LOx was integrated with hydrogel-based
touch sensor for noninvasive detection of lactate in sweat by potentiometric technique (Figure 4C) [100].
The sensor was fabricated by inkjet-printing the silver nanoparticle ink on the polyethylene naphthalate
substrate. Graphite-PB and Ag/AgCl inks were coated on the electrode areas of the working and
reference electrodes, respectively. Finally, LOx with chitosan entrapment was immobilized on the PB
electrode. To prove the concept of the touch-to-detect sensor, the agarose pad prepared in phosphate
buffer was placed on the active area of the sensor. Lactate and matrix in sweat were extracted and
diffused into the gel. With the assistance of the selective oxidase enzyme, only lactate oxidation can
be catalyzed to form H,O,. H,O, is subsequently oxidized by the PB-based material, causing the
analytical signal of potential difference, which could be monitored by reading the open-circuit potential.
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The sensor provided fast response within 20 s after touching the finger with good sensitivity and
reproducibility. However, related challenges may link to skin temperature and the dynamic amount of
sweat generated by individual may affect the output.

Another interesting platform is a microneedle-based biosensor. Microneedles allow electrodes to
access the analyte under the skin. Microneedle-based electrodes have been demonstrated for minimally
invasive detection of a variety of analytes, such as glucose, lactate, uric acid, etc. [104-106]. As shown in
Figure 4D, an example of a second-generation-based biosensor was demonstrated in a microneedle
platform for lactate detection [101]. Gold microneedles were used as the stable and conductive core. This
gold electrode was then coated with Au-MWCNTS5, followed by the polymerization of methylene blue.
The resulting polymethylene blue was immobilized with LOx. The mediated system allowed a detection
potential of +0.15 V versus the saturated calomel electrode (SCE). This mediated lactate biosensor could
yield a high sensitivity toward the detection of lactate in artificial interstitial fluid, while providing a
lower sensitivity when testing the sensor in human serum. This example suggests challenges pertaining
to biofouling and passivation. Engineering nanomaterial composites and membranes would be helpful
to address such challenges when using electrodes in real complex samples [107-109].

2.3. Developing Electrolyte Sensors

Most of the sensors for monitoring electrolyte levels that have been developed rely on the
potentiometric technique [110]. As the development of wearable sensors is needed to overcome the
challenge pertaining to the mechanical aspects when considering the application with real biological
systems, it is essential to make the sensor to be both mechanically compliant and robust [96,111]. This
mechanical quality is significant to reserve electrochemical performances during the deformation of
the sensor. Engineering materials are, therefore, important to develop the effective wearable sensor.
One of strategies is utilizing fiber-based sensor which can be directly woven into textiles. A nanowire
is an interesting material to be applied for flexible and stretchable electrodes. An example of AuNWs
is for improving the stretchability of traditional rigid solid-state ion-selective electrode (ISE) [88].
The AuNW-based ISE was fabricated by vertically aligning and bonding AuNWs to PDMS elastomers
using facile solution-based method and a seed-mediated approach combining photolithography.
The electrochemical performance of the sensor was maintained under deformation at 30% strain.
Future efforts may need to consider more ways to improve the signal stability as the device needs
to be stabilized by multiple cycles of 500 iterations before use in real monitoring. In addition, the
strategy, called a surface strain redistributed elastic fiber, has been recently proposed for sweat sodium
sensors as shown in Figure 5A [112]. The active sensing material of the fiber sensor was designed to be
a unilateral bead structure by preliminarily dropping Ecoflex prepolymer onto the fiber, allowing the
intrinsic stretchability owing to the elastomeric property. The ion-selective electrode and the reference
are fabricated by the similar processes: drop-casting the ion-selective membrane solution and Ag/AgCl
ink onto the bead region, respectively, to form the active layers. This electrode design can redistribute
the sensing surface strain even the deformation of 200% strain, enabling high capability to integrate into
the textile-based potentiometric sodium sensor for sweat-detection applications with high stretchability
and sensing stability.

Enhancing the sensitivity of the sensor is important. Researchers aim to develop super-Nernstian
potentiometric sensing systems to go beyond the theoretical sensitivity. An example of utilizing
nanofiber-polymer composites for developing the sensitive potentiometric pH sensor was reported
(Figure 5B) [113]. To improve the surface area of the sensor, the composite solution of tungsten oxide
nanofibers and chloromethylated triptycene poly (ether sulfone) polymer was functionalized onto the
glassy carbon electrode. The nanofiber structure of the oxide material could be stabilized in the reactive
polymer binder. In addition, an amplifier, metal-oxide field-effect transistor (MOSFET), was employed
to achieve a sensitive pH response by integrating differential electronic amplifier. The combined system
provided a high sensitivity toward pH detection (-377.5 mV/pH), exceeding the theoretical Nernstian
behavior (i.e., about —=59 mV/pH), offering high precision in detection. Nonetheless, a narrow range of
pH detection (6.90—8.94) is still a challenge.
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Figure 5. Examples of sensors for electrolyte detection. (A) Strain redistributed fibers for stretchable
sodium sensors. Adapted with permission from [112], copyright 2020, Elsevier. (B) WOj; nanofiber-polymer
composites for the amplification system of pH sensors. Adapted with permission from [113], copyright
2019, American Chemical Society. (C) Sol-gel-derived ruthenium oxide on the flexible extended-gate
field-effect transistor for super-Nernstian pH sensors. Adapted with permission from [114], copyright
2019, Elsevier. (D) Self-healable and flexible cable-type pH sensors. Adapted with permission from [115],
copyright 2020, Elsevier.

Another type of field-effect transistor (FET) technique, called extended-gate field-effect transistor
(EGFET), was also used for super-Nernstian pH sensor; sol-gel ruthenium oxide (RuOx) as the pH
sensitive sensing membrane was integrated as shown in Figure 5C [114]. Similar to the general FET
system, the interaction between the transducer and electrolytes in the sample would cause the electric
field on the surface of the sensor, changing the conductivity channel between source and drain.
The RuOx-based EGFET sensor was fabricated by spin coating RuOx sol-gel solution onto the surface
of an indium tin oxide-coated polyethylene terephthalate (PET) substrate. After drying, the sensing
area of the RuOx film was limited with epoxy resin. When the applied current between the source
and drain is equal to 100 pA, the voltage output (Vrgr) toward the pH detection displayed the high
response of 65.11 mV/pH over a wide pH range of 2-12. It should be noted that this highly sensitive pH
sensor can be applied further for the metabolite measurement (e.g., glucose). 4-carboxyphenyl boronic
acid could be functionalized onto the RuOx sensing film for glucose detection through the covalent
binding, generating the negatively charge of glucose-boronate ester complex and subsequently leading
the shift in the potential (Vrgr) when interacting with glucose. Therefore, non-enzymatic glucose
sensors could be obtained.

Apart from flexibility, self-healing ability of materials is interesting to integrate with soft or modern
electrochemical sensors [96,116]. An example of a wearable potentiometric pH sensor was proposed in
form of cables which can easily be knitted into textile (Figure 5D) [115]. Carbon fiber threads were used
as the two-electrode system. The polyaniline-based sensing electrode was prepared by performing the
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electropolymerization of aniline monomer onto the carbon thread surface. The reference electrode
was obtained from subsequently coating carbon fiber thread with Ag/AgCl ink and by polyvinyl
butyral. The obtained electrodes were finally dip-coated with self-healing polymers compose of poly
(1,4-cyclohexanedimethanol succinate-co-citrate). The cable sensor was built by weaving the two
coated electrodes together. Good linear-Nernstian sensitivity of 58.28 mV/pH was obtained in a wide
pH range of 3.89-10.09 with excellent repeatability and durability. As the electrodes were coated with
the self-healing polymer, the pH sensor was highly flexible and autonomously healable, enabling
promising high precision and accuracy for wearable sensor. More than 97.8% healing efficiencies from
Nernstian responses could be obtained even after completely cutting and self-healing the sensor for
four cycles. For the application toward wearable sensors, the sensor cable was knitted into a headband
integrated with wireless electronics and successfully applied for continuously and real-time monitoring
electrolyte in human sweat.

2.4. Developing Wearable Integrated Sensors for Multiplex Detection

Multiplex detection in one integrated device is in the best interest of researchers to provide many
vital parameters. An example employs CO; laser engraving technique to produce a laser-engraved
graphene-based electrode on a polyimide film for wearable uric acid and tyrosine chemical sensors,
coupled with physical sensors (temperature and respiration rate) [117]. The laser engraving relies on
shining a laser beam on the surface of a substrate material. Graphene from the carbon-atom-containing
substrate could be directly generated by the carbonization due to the energy of the beam. The laser was
also used to construct microfluidic channels on medical adhesive through ablation for sampling and
minimizing sweat vaporization and contamination. For the chemical sensing using voltammetry, the
sensor showed good sensitivity and selectivity for uric acid and tyrosine against studied interferences
(e.g., glucose, urea, dopamine, and ascorbic acid).

A common material to support several biosensors is PB. Nevertheless, as discussed earlier about
PB-material-related obstacles, researchers have attempted to address such challenges. One alternative
strategy is avoiding the use of PB materials. The development of PB-free or mediator-free biosensors is
an interesting direction. The use of PB can be replaced by developing other electrocatalytic materials to
support the fabrication of sensors. A recent example is employing a composite of platinum nanoparticles
and MWCNTs (as shown in Figure 6A) [118]. The electrochemical interface was integrated with
poly-m-phenylenediamine membrane. This permselective layer was designed to minimize interfering
species [119-121]. This is an important factor when developing modern biosensors that will be used
directly in complex biological samples. The Pt-based electrocatalyst was coupled with the surface of
MWCNTs to enhance the electrocatalytic properties to support peroxide-based sensing mechanisms.
Such an electrochemical transducer could be immobilized with corresponding oxidase enzymes
(including GOx, LOx, and choline oxidase) to form glucose, lactate, and choline biosensors, respectively.
The resulting mediator-free sensors could cover detection ranges of 0-300 pM glucose; 0-20 mM lactate;
and 0-300 uM choline. The developed biosensors were also coupled with miniaturized electronics
and smartwatch to allow the demonstration of biosensors to monitor biomarkers contained in sweat.
This example represents another progress toward the development of modern sensors for personal
healthcare management.

Another important challenge in electroanalytical chemistry, particularly for the potentiometric
method, pertains to the potential instability of the electrode. Engineering the surface material used to
develop sensors is a primary consideration. It is essential that the interfacial property on the electrode
transducer should be tuned carefully. An example of an approach to fabricate wearable ion sensors
was demonstrated, as shown in Figure 6B [122]. A fluorinated alkyl silane (CF3(CF,);CH,CH,SiCl3)
was used to enhance the hydrophobicity of the paper-based electrode surface. The surface coating
was carried out by using vaporized fluorinated alkyl silane (in a vacuum drying chamber at 80 °C).
This step is important as it is necessary to form a homogenously coated film. In addition, the coating
could help to minimize the problem of the water-layer effect. The resulting hydrophobic paper was
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then spray-coated by using a graphene dispersion, creating a good conductive nanomaterial-based
surface. This coating was designed to ensure the quality of the ion-to-electron transducer in the
electrode sensor. Afterward, the electrode was then functionalized by ionophore-based membranes
(such as potassium-, sodium-, pH-, and chloride-selective membranes). For example, the K*-selective
membrane relied on valinomycin, while the membrane for the reference electrode relied on potassium
tetrakis (4-chlorophenyl) borate, tridodecylmethylammonium chloride, bis(2-ethylhexyl)sebacate, and
polyvinyl chloride. This design could offer all-solid-state ion-selective electrodes with stable and fast
response performances. Moreover, this approach utilizing a paper substrate represents an interesting
example to build a flexible sensor.
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Figure 6. Examples of wearable sensors for monitoring multianalytes. (A) Mediator-free enzymatic
sensors for the development of wearable glucose, lactate, and choline biosensors. Adapted with
permission from [118], copyright 2019, Wiley-VCH. (B) The application of graphene-based materials
to develop all-solid-state wearable potentiometric sensor for various ion monitoring. Adapted with
permission from [122], copyright 2019, Elsevier.

Moreover, the combination of chemical sensors (including non-electrochemical techniques) with
physical sensors would allow opportunities to realize a single wearable device with versatile utilities.
For example, graphene oxide combined inverse opal acetylcellulose (IOAC) film was utilized to develop
flexible sensor for simultaneous monitoring of human motion and salt concentration in sweat [123].
Graphene oxide served as motion sensor as the material was designed to display a resistance change
when applying mechanical movement, while the IOAC film served as a flexible substrate and a sweat
ion indicator via the change of color when adsorbing ions. In addition to developing a device that can
only detect sweat, an integrated sensor that can expand to detect other vital signs (e.g., temperature)
together with the perspiration sensing function would be of great interest. For example, textile sensor
integrated wireless communication system have been developed for real-time body temperature and
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sweat sensing [124]. Conductive threads which can be integrated with conventional textiles used in
daily life was utilized to implement antennas, offering a wearable capacitive circuit for wireless power
supply and communication systems. This example of hybrid sensors, combining physical sensors and
chemical sensors, not only allowed tracking real-time wellbeing but also sharing data remotely, is
important to improve personal diagnosis and treatment efficiency.

3. Moving toward Modern Electrochemical Detection of Viruses

Viruses are an example of pathogenic threats to human health worldwide [125,126]. A current and
critical example is the coronaviruses, which is causing severe pandemic problems globally. Recently, the
novel coronavirus 2019 (COVID-19) has become a serious pathogen and the World Health Organization
(WHO) has declared a global health emergency [127-130]. In addition to therapeutic and preventive
efforts, efficacious diagnostic tools are crucial. This has stimulated researchers to explore modern
diagnostic analysis for fast and specific detection of the virus. In addition to such an emerging pathogen,
a number of deaths worldwide have been reported due to influenza virus [131,132]. Influenza A is
one of the most prevalent infectious diseases which can lead to the seasonal flu and future health
complications. It is also possible to be infectious. Therefore, it is important to warn of the outbreak of
the virus by using a fast and convenient platform that users can easily access. Hence, methods for rapid
diagnosis with features of high selectivity, sensitivity, accuracy, convenience, and portability are needed.
The new effective analytical tools would allow early antiviral management and treatment, limiting
the spread of infectious viruses as quickly as possible. Electrochemical detection is one of attractive
methods for such purposes. Importantly, electrochemical biosensors represent promising tools for
selective diagnosis. For example, DNA-aptamer-based biosensors have great potential to differentiate
the virus subtypes [133]. This quality is a crucial parameter of analytical methods, particularly for
reliable biomedical diagnosis and clinical need. In order to realize on-site and compact devices,
electrochemical approaches become an attractive candidate as they hold the potential to achieve high
sensitivity and rapid detection while requiring small samples. A common biosensor contains two main
units: a biorecognition (receptor) unit that interacts with its analyte and a transducer. Nanomaterials
can also help to enhance the quality of immobilization and improve desirable analytical qualities, such
as sensitivity [134,135]. Some recent examples will be discussed in this section.

An example of the new strategy is to integrate electrochemical sensors for virus detection with textile
or conventional substrates. For example, fabrics or flexible substrates are attractive to develop modern
virus-detection sensors. A recent example using graphene oxide- and textile-based impedometric sensors
was demonstrated, as shown in Figure 7A [136]. This example employed the electrochemical impedance
spectroscopy (EIS) method to measure the impedance shift when the resistance and capacitance
change. This example sensor was built by screen-printing conductive silver ink as a base electrode
on textiles or substrates to form a two-electrode system. The subsequent layer of graphene oxide
was coated as the transduction layer on silver traces. For targeting influenza detection, pyrenebutyric
acid-N-hydrosuccinimide ester was used as a crosslinker to conjugate the influenza antibody on the
layer of the carbon nanomaterial. Note that the oxide form of the graphene material, possessing oxygen
rich-containing moieties, is essential to conjugate with biomolecules for developing the biorecognition
layer (e.g., to recognize the influenza target). Moreover, electron transport enhanced by nanomaterials
at the electrode-solution interface is also advantageous for the EIS detection. After the incubation of
the influenza sample on the sensor for less than 10 min, the EIS could be recorded. The measured
impedance shifts of the sensor showed linear relationship to the influenza protein concentration in the
range of 10 ng mL~! to 10 ug mL~!. This detection range is compatible with the average expression
of the virus in a patient (~50 ng mL™!), indicating potential use of the personalized or miniaturized
sensors to quickly screen for the virus. Nonetheless, studies were performed in a laboratory setting.
Therefore, the practical application in real virus exposure must be studied and optimized, including the
effect of environmental conditions, interference studies, and the integration with electronics and big
data systems.
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Figure 7. Examples of electrochemical sensors that have the potential for the development of
point-of-care virus detection. (A) Wearable electrochemical biosensor for the detection of influenza
virus. Adapted under the terms and conditions of the CC-BY 4.0 from [136], copyright 2018, Kinnamon
etal., published by J. Electrochem. Soc. (B) Electrochemical biosensors for the detection of avian influenza
virus (H5N1). Adapted with permission from [137], copyright 2019, Elsevier. (C) Aptamer-based
field-effect transistor for the detection of avian influenza virus. Adapted with permission from [138],
copyright 2020, American Chemical Society. (D) Label-free electrochemical biosensors for the detection
of the subtyping of Influenza A HIN1 virus. Adapted with permission from [133], copyright 2019,
Elsevier. (E) Reduced graphene oxide-based biosensors for the detection of influenza virus. Adapted
with permission from [139], copyright 2020, Elsevier. (F) Electrochemical array biosensors for the
detection of the Middle East respiratory syndrome coronavirus (MERS-CoV) and human coronavirus
(HCoV). Adapted with permission from [140], copyright 2019, Springer Nature.
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Avian influenza virus (AIV), such as the H5N1 virus, is an example that can also transmit from birds
to human [141,142]. In general, labelling processes, involving the labeling of enzymes and fluorescent
or radioactive substances to the target, are required as many biological analytes has limitations of
their intrinsic physical properties, causing difficulty of direct detection. Therefore, it is preferable
to avoid the additional labeling approach when moving forward to handy devices. Sensors based
on the label-free technique offers a potential to integrate into lab-on-a-chip devices for real-time
biodetection. Recent example of the development in electrochemical sensors is the biosensors utilizing
multifunctional three-way-junction DNA structure and porous Au nanoparticles on Au electrodes, as
shown in Figure 7B [137]. The hemagglutinin protein is an important marker component of the virus
surface glycoproteins. Therefore, the DNA biomaterial was designed to give an arm for additional
functionalization, allowing the attachment of hemagglutinin-protein aptamer for AIV detection unit. This
was also important to link with a redox reporter or thiol bonding. The ‘horseradish-peroxidase-mimicked’
DNAzyme with the hemin was also used. It should be highlighted that a combination of DNA and hemin
complex is a promising candidate to serve as an effective and robust bioelectrocatalyst, compared with
traditional protein-based enzymes [143]. In addition, it is necessary to achieve a low limit of detection for
measuring the concentration of hemagglutinin protein. Therefore, porous Au nanoparticles were also
modified on the Au surface as an electrode base. The high porosity of the nanomaterial-based surface,
providing a high effective surface area, offered the favorable functionalization of biomolecules [144-146].
This biosensor represents a strategy to simplify diagnostic processes, eliminating amplification and
labeling steps.

Another example application of aptamer-based sensors is targeting hemagglutinin protein for
the detection of H5SN1 AIV (Figure 7C) [138]. This example relied on a microelectronic interface, the
field-effect transistor (FET). The DNA three-way-junction aptamer specific to biomarkers of AIV was
directly modified on the surface of the planar gold electrode without the need of thiol linkers to use
as the sensing electrode. The modified electrode was then connected to the gate of FET transducer.
For detection, the AIV contained in the sample would bind to the sensing aptamer, leading to a
change of the electric field generated in the FET system and subsequently change the drain current
output. In this case, the signal increased with increasing AIV concentration. The sensor provided high
sensitivity to detect AIV at the picomolar level without the requirement of molecular amplification
and was successfully applied to chicken serum samples. The aptamer-based sensor also offered high
stability when compared with an antibody-based sensor, giving field-use advantage.

Additionally, an example is the sensor based on DNA aptamer modification for the detection of
the HIN1 subtype of avian influenza virus (AIV) (Figure 7D) [133]. An indium tin oxide-coated glass
electrode was used and modified with (3-aminopropyl) trimethoxysilane to serve as a linker for further
immobilizing the DNA aptamer. The aptamer recognition layer was specific to the hemagglutinin protein,
which is a biomarker of AIV. This binding assay decreased the voltammetric signal of the electrode in
the redox probe solution. This electrochemical sensor offered high sensitivity for detection of the HIN1
subtypes in the nanomolar range. However, the DNA aptamer amplification technique, systematic
evolution of ligands by exponential enrichment, was still needed prior the electrochemical assay.

Another example that applies nanomaterials for pathogen analysis is using graphene-based
electrodes for the fabrication of virus sensors, as shown in Figure 7E [139]. Shellac biopolymer could be
converted into conductive graphene by using a ‘green” approach. Shellac flakes were heated in a vacuum
chamber. The high temperature (700 °C) could carbonize the flakes after 15 min, yielding graphene.
This synthesis approach to prepare nanocarbon materials was effective and yielded a carbon content
around 97%. The resulting thermally decomposed reduced graphene oxide displayed a high electrical
conductivity. Therefore, this carbon nanomaterial could be used as a stable electrode for the subsequent
bioimmobilization. The linker (i.e., 1-pyrenebutanoic acid succinimidyl ester) was functionalized on
the carbon surface to provide noncovalent interactions via 7 stacking and bioconjugation bonding
with the amine in HIN1 antibodies (for the influenza A virus subtype HIN1), serving as the selective
biorecognition layer. The analytical calibration curves for the detection of the virus could be obtained by
measuring the change in electrochemical impedance spectra. The higher the amount of virus, the greater
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the bound sites. Hence, the signal was obtained by the measurement of charge transfer resistance values.
The charge transfer resistance increased significantly upon increasing the virus concentration levels,
until it reached a relatively steady value. The obtained limits of detection studied in buffer and saliva
yielded 26 and 33 plaque-forming units (PFU, referring to the amount of virus) mL~!, respectively.
This approach represents another example that used cost-effective nanomaterials to fabricate pathogen
electrochemical sensors.

Even though researchers still keep putting their efforts on developing new biosensors for
coronavirus, principles that have been reported are helpful to the research progress. The Middle East
respiratory syndrome coronavirus (MERS-CoV) is another serious pathogen, causing viral respiratory
sickness [147]. An example of biosensors is developing competitive electrochemical immunosensing
systems for the multianalyte detection of coronaviruses, e.g., MERS-CoV and human coronavirus
(HCoV), as shown in Figure 7F [140]. The electrode relied on a nanomaterial-modified carbon electrode.
Gold nanoparticles were electrodeposited to modify the carbon array electrode to ensure the good
conductivity of the electrode and maximize the effective surface area for the immobilization of antibodies.
The principle of this limited amount of antibody assay was based on the indirect competition between the
immobilized MERS-CoV protein and the pathogenic analyte available in the patient’s fluid (unknown
virus amount). The binding of the antibody deposited on the electrode surface, insulating the electrode
surface, caused the decrease of the electrochemical current of the electrode in Fe(CN)g> /4~
The current signal obtained from the voltammogram was inversely proportional to the concentration
of the virus target. This assay with array electrodes, which takes 20 min and opens a possibility to
functionalize various specific antigens for multianalyte electrochemical analysis on one chip.

The development of modern diagnostic system is essential to control the pathogenic spread, such as
the COVID-19 pandemic. Easy-to-access platforms, such as smartphone-based sensing devices, would
empower people to connect with healthcare services (Figure 8). The out-of-clinic sensor should be
simple and allow the integrative diagnostic system to connect with digital health. Applying functional
nanomaterials can yield extraordinary functionalities in the selective and sensitive electrochemical

solution.

devices. The electrochemical sensor is ready to provide an electrical signal, allowing the convenience
to the development of digital integrated systems. In addition, the public health organization could
obtain the clear and real-time epidemiological data, analyze the data, and share the information. This
strategy would help to support personal healthcare management and policy regulation.

Ultimately, researchers aim to develop a sensitive way to directly diagnose the original genetic
target, compared with depending on amplified nucleic acids. For example, an immunosensor for
fast and high sensitivity detection of a virus (e.g., Fig mosaic virus) was developed, relying on the
antigen-antibody recognition [148]. The gold electrode surface was modified with the self-assembly
monolayer of 11-mercaptoundecanoic acid and 3-mercapto propionic acid before immobilizing the
biorecognition layer via the drop-casting method. As the self-assembly monolayer formed with long
chain alkanethiol, redox reaction between solution and electrode could be achieved. The voltammetric
mode was utilized to measure electrochemical responses before and after having the virus in redox
probe solution. In the presence of the virus, the antigen-antibody interaction formed the insulating
layer, which hinders the electrochemical reaction on the biosensor surface, leading to a small current
output. The developed sensor exhibited high selectivity and sensitivity for the virus detection without
the need of the molecular amplification step.

In many cases, the concept of the polymerase chain reaction is also useful to amplify the numbers
of copies of specific genetic samples, such as RNA samples from Influenza [149,150]. Moreover, a
point-of-care device with a self-powered system is a promising innovation to provide the potential in
personalized diagnostic devices. An example is to develop a microfluidic chip using body heat for
the process of recombinase polymerase amplification [151]. A flexible chip with microchannels was
made of PDMS, enabling conformal skin contact and good heat transfer. The wearable gadget with
the function of recombinase polymerase amplification could be used as a wristband. By using this
wearable platform, the DNA amplification could be achieved within a half hour. This example could
open up the potential for supporting the integrated system for the infectious pathogen detection.
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Figure 8. Schematic illustration showing that the out-of-clinic electrochemical sensor can allow
convenient biomedical diagnosis. The data can be sent out to the integrated network, connecting the
individual, the local healthcare unit, and the national or international public health organization.

4. Conclusions and Outlooks

Nanomaterials have been utilized and demonstrated in wearable, portable, and miniaturized
electrochemical sensors for many applications, ranging from quick diagnostic tools to modern healthcare
and biomedical applications [17-20]. These open up exciting opportunities to realize immediate or
continuous analytical detection of significant biomarkers or pathogens for out-of-clinic biomedical
evaluation. Over the last few years, significant advancements have been made, which are highlighted
in this article. The related challenges and primary factors that should be considered are also discussed.

We envisage that exploring new nanomaterials and composites would open the door to future
development of sensors with outstanding analytical performances. Moreover, the integration with
various new concepts should be considered. For instance, the continual development of functional
materials to support self-powered sensors could be a crucial paradigm shift in the modern sensing
field [152-154]. The integration of electrochemical devices with other techniques would also help to
fulfill these requirements. For example, a patch consisting of flexible microfluidic and polymerase
amplification systems could be combined with a sensor for the speedy analysis of nucleic acids [155].
Within 10 min, this example of integrated polymerase amplification sensor offered the possibility to
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determine of virus. The combination of spectrophotometric techniques is also attractive [156]. This may
expand to the combination of miniaturized fluorescent fiber-based sensors or paper-based colorimetric
sensors on wearable or miniaturized platforms [157].

It should be noted that more comprehensive studies await the discovery of deep knowledge
about the correlation and meaning of new data obtained from biofluids other than the traditional
information obtained from human blood. The research on complex physiological systems and biological
mechanisms would be an interesting topic. Different contents of biofluid compositions or co-existing
interferences can affect sensor performance. There are several analytical parameters that must also be
considered, including selectivity, specificity, precision, accuracy, linearity range, matrix variations, and
limit of detection.

We expect that the next development phase of wearable and portable electrochemical sensors for
modern out-of-clinic analytical chemistry would provide unprecedented capabilities and convenience
to support new lifestyles of users. They would represent the beneficial strategy to warn of health issues
in a timely manner and closely track temporal biochemical levels in a convenient manner for a new era
of healthcare and biomedical applications.
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