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Progress in microfluidic technology has enabled precise manipulation of small vol-
umes of fluids, leading to the development of low-cost and portable systems that have
shown considerable promise in biomedicine. Although these functional devices have
gained a great deal of attention over the past decades, a new fascinating trend con-
cerns the integration of microfluidics with other fabrication techniques, with particular
regard to electrospinning and additive manufacturing.

In this chapter, the attention will be focused on integrative approaches obtained
combining microfluidics and electrospinning, highlighting the recent advances and
challenges in the tissue engineering framework. Indeed, although this innovative trend
is still at its beginning, significant results have been achieved both in the microfluid-
ic-aided fabrication of novel microstructured materials and in the development of new
biosensors and analytical devices for point-of-care diagnostics.

8.1 Electrospinning: an overview

The origin of electrospinning (ES) as a viable fiber spinning technique can be traced
back to the first years of the 20th century. In 1902, J. F. Cooley [1] deposited a pat-
ent that disclosed the principle and system to generate powders or fibers using a
high-voltage apparatus. From that pioneering work, the technique has been further
developed and refined, as documented by many articles elucidating the history of elec-
trospinning [2—4], for example, the patents deposited in the 1930s by Formhals [5,6].
However, since the first appearance of this technique, a long time passed before a
theoretical study on the jet forming process was made [7,8]; the characteristic conical
shape assumed by the drop was later referred to as the Taylor cone, using the name of
its discoverer.

The use of the word electrospinning is quite recent; it was introduced for the first
time in 1995 in two different scientific articles by R. H. Reneker and coworkers [9,10].
The mechanism of fiber production is relatively easy and can be summarized as fol-
lows. A high-voltage (generally in the order of tens of kV) is applied between an extru-
sion system (i.e., nozzle) and a collector. A polymeric solution is then fed at a constant
flow rate to the nozzle where it starts elongating forming the Taylor cone. The initial
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ejection from the cone undergoes a chaotic motion and, as the jet travels through the
atmosphere, the solvent evaporates leaving behind polymer fibers that are deposited
on the collector [11].

Being an easy, unique approach in which electrostatic forces are used to produce
fine fibers, electrospinning has attracted many researchers driven by the possibil-
ity to fabricate fibers with both micro- and nanostructural characteristics enabling
the development of advanced materials to be used in sophisticated applications.
Moreover, an appealing aspect of electrospinning is the high level of fine-tuning
granted by the many process parameters that can be modified and that greatly affect
the final product. In fact, changes to the final fiber morphology and surface topog-
raphy and, consequently, characteristics and properties of the electrospun mat, are
influenced not only by the processing parameters (e.g., solution feed rate, applied
voltage, nozzle-collector distance) and spinning environment, such as humidity and
temperature, but also by the material properties, like solution rheology, concen-
tration, viscosity, surface tension, conductivity, and solvent vapor pressure. In this
regard, Seyedmahmoud et al. showed the use of statistical methodologies to gain
a quantitative and systematic insight about the effects and interactions between the
main process parameters and scaffold properties [12,13]. Thus, the electrospinning
process, despite the apparent simplicity, can fabricate complex electrospun fibers
whose characteristics and properties, morphology, and microstructure are affected
by a high number of parameters.

Generally, electrospun structures are characterized by high surface-to-volume ratio,
high porosity, dimensions ranging from nano- to microscale, and variable pore-size
distribution, showing morphological similarities to the natural extracellular matrix
(ECM). Thus, electrospun fibers have been proposed for the fabrication of tissue engi-
neering scaffolds [14—18].

Moreover, electrospinning technique is also easily adjusted to allow fiber function-
alization by the addition of molecules and/or nanoparticles. This, can be achieved in
different ways. For example, nanoparticles can be embedded in the precursor solution
in a “one-pot route” [19,20] or following electrospinning [21], by immersing electro-
spun structures into colloidal solutions. New trends also entail the functionalization of
the electrospun nanofibers by a more refined modification of their surfaces to further
enhance the material performance. As an example, in the fields of neural and cardiac
tissue engineering, the topology of the electrospun nanofibers was modified to super
porous or grid shaped [22-24]; also, in order to guide the growth, apoptosis, and dif-
ferentiation of cells, nanofibers have been coated or modified with drugs and DNA
[25-30]. Moreover, another great advantage of electrospun fibers over nanomateri-
als obtained with “classical” methods is the possibility to control the overall align-
ment along desired directions or to obtain organized fiber patterns through the use of
optimized metal collectors [31]. Thanks to all those advantages, and especially with
regard to the high porosity, large specific surface area, and wide material selection,
electrospun fibers have been widely utilized in many fields related to biomedicine as
tissue engineering, regenerative medicine, and drug delivery devices [32].

To summarize, electrospinning has the advantages of simplicity, efficiency, low
cost, high yield, and high degree of reproducibility, as well as high versatility in
the obtained compositions and architectures. However, to successfully mimic the
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complexity of the in vivo environment, it might be necessary to combine electrospin-
ning with other fabrication techniques [32-34].

8.2 Microfluidics in biomedical research

Microfluidics is a relatively new research field that deals with the manipulation of
fluids at the microscale, allowing their precise control and processing [35]. Flow in
microfluidic regime shows effects that can hardly be seen at a greater scale. In particu-
lar, the viscous and capillary forces become dominant with respect to the inertial ones;
as a result, fluids are generally characterized by laminar flows with very low Reynolds
number (Re<<1) [36].

Since the 1990s, microfluidics has grown enormously, becoming a first-choice
approach for an increasing number of applications in a broad set of research fields such
as analytical chemistry [37,38], bioassays [39,40], materials science [41,42], biology
[43.44], optics [45], etc. Independently from the application, the main advantages of
microfluidics are: (1) the extremely reduced volume of reagents/samples needed to
run the experiments, (2) the high repeatability of the experiments performed in the
microchannels, (3) the ease of device design and fabrication, (4) the low fabrication
cost per unit, and (5) the possibility to integrate fluidic units such as mixers, valves,
pumps, etc. within the devices achieving an extremely high degree of flow control.

In the last decade, microfluidics has been extensively studied to address relevant
questions and problems in biomedical research [46]. The plethora of applications
developed so far can be classified into four main categories:

1. Microfluidic devices designed to carry out specific analyses of biologically important mole-
cules, generally referred as a micro total analysis system (u-TAS);

2. Microfluidic devices specifically designed for biological purposes such as cell culture, cell-
cell interaction, cell sorting, etc.;

3. Microfluidic chips devised for the fabrication of functional microtissues/organs to be used as
predictive in vitro models (referred to as organ-on-a-chip devices);

4. Microfluidic devices for the fabrication of tailored biomaterials to be used as scaffolds or
cell carriers for tissue engineering applications.

p-TASs have been proposed since the beginning of 1990s [47]. These systems,
when fully developed, contain elements for the acquisition, pretreatment, separation,
posttreatment, and detection of a variety of samples. All these steps are achieved by
the integration of functional modules, which can include, for instance, specific chan-
nel networks for the creation of gradients in the analyzed flow [48], integrated optics
for the excitation and detection of fluorescently labeled molecules or cells [49], DNA
amplification by polymerase chain reaction [50], etc. So far, u-TASs have found sev-
eral applications in genomics [51], proteomics [52], clinical diagnostics [53], drug
discovery [54], and biosensors [55].

Microfluidic devices represent a suitable platform for cell handling and culture. In
fact, the possibility to study specific biological phenomena in tailored microenviron-
ments at the same scale length of cells has prompted engineers and biologists to develop
numerous applications aimed at investigating cell polarization [56] and cross-talk
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between different cell types [57,58], cell response to specific active compounds, bio-
molecules, or nanoparticles [59,60], etc. These studies are extremely interesting as the
results can be better and more reliably analyzed if compared to population-level studies
in which the results are always averaged on the whole cell population.

Besides these studies, an enormous wave of excitement has spread in the tis-
sue engineering community for the development of new cell culture platforms, the
so-called organs-on-chips. An organ-on-a-chip is a microfluidic cell culture device
created via soft-lithography and replica molding that contains continuously perfused
and/or actuated (generally vacuum-actuated) microchambers/channels inhabited by
living cells arranged to simulate tissue- and organ-level physiology [61]. By recapitu-
lating the multicellular architectures, tissue—tissue interfaces, physicochemical micro-
environments, and vascular perfusion of biological systems, these devices produce
unprecedented levels of tissue and organ functionality not possible with conventional
2D- or 3D-culture systems [62]. They also enable high-resolution, real-time imaging
and in vitro analysis of biochemical, genetic, and metabolic activities of living cells in
a functional tissue and organ context. So far, researchers have fabricated chips to study
several organs such as liver, kidney, lung, intestine, heart, fat, and skin demonstrating
that organs-on-chips can mimic specific organ-level functions [63,64].

The intrinsic advantages of microfluidic technology in handling and processing flu-
ids at the microscale also have been exploited for the fabrication of tailored biomate-
rials for tissue engineering applications. An abundant number of microfluidic systems
have been proposed for the fabrication of microparticles and microcapsules by using
both synthetic and natural polymers [41,65]. The obtained products are extremely
monodisperse (CV <5%), they can be produced in rather wide ranges of sizes and
shapes (from few tens to hundreds of micrometers in diameter), and they can encapsu-
late living cells or active molecules for drug-delivery applications.

Furthermore, multiphasic systems have been proposed for the fabrication of either
monodisperse porous scaffolds or porous microparticles [66]. These materials have
been shown to have enhanced permeability properties and cell colonization after
seeding when compared to conventional porous scaffolds [67]. In other applications,
researchers have used microfluidic systems for the production of microfibers and
nanofibers demonstrating that it is possible to tailor their morphology and improve
their production rate [68—71]. Among them, graded electrospinning nanofibers have
been successfully developed through a microfluidic-assisted ES approach [32]. This
system, enabling accurate and tunable mixing of the precursor solutions with variable
nanoparticles and biomolecule concentrations before the electrospinning process, pro-
duced nanofibers with spatially controlled gradients and enhanced functionality.

8.3 Hybrid systems

Despite their growing diffusion, microfluidic chips still face many problems in real-
world applications since most of them are 2D systems, thus, recapitulating only par-
tially the real in vivo environment experienced by cells [72]. To overcome this issue,
various membranes, such as polydimethylsiloxane (PDMS) [64], polycarbonate (PC)
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[73,74], and/or 3D-hydrogel matrices [72,75,76] have been successfully integrated
into microfluidic devices.

Among the others, electrospun membranes have been demonstrated to be a promis-
ing substrate for integration into microfluidic devices [77] due to their straightforward
fabrication procedure and relatively large specific surface area. However, electrospun
membranes are often too fragile and easily crinkled for typical sealing methodol-
ogies, and the roughness of the surface further contributes to the reduction of the
bonding efficiency. In addition, considering that PDMS can form tight, irreversible
seals only on a very limited number of materials, novel methods have been devel-
oped and optimized prior to successfully entrapping electrospun membranes into soft-
lithographically obtained microfluidic chips.

In early studies, large electrospun fiber mats have been pressed and held in place
by the bonded PDMS and the glass slide or sealed by using adhesive tape [77-79].
Although press fitting can generate tight seals, the hydraulic pressure that can be
applied in such a system is lower compared with irreversibly bonded PDMS microflu-
idic networks. Furthermore, if electrospun fibers are located both inside the channel
and at the PDMS glass interface, small amounts of liquid could easily creep over
the channel boundaries [80]. Thus, more innovative solutions have been developed to
integrate spatially controlled electrospun fibers within microfluidics PDMS devices
[80,81]. Among the others, a simple and versatile electrolyte-assisted electrospinning
process has been engineered for the fabrication of a free-standing nanofiber membrane
on complex-shaped PDMS microcavities, using an electrolyte solution as a grounded
collector instead of a conventional metal collector [81].

As a result of these bonding optimization protocols, several studies have reported
on the combined use of electrospun membranes and microfluidic devices for a wide
range of applications, spanning from advanced tissue-engineered scaffolds to min-
iaturized bioanalytical systems for point-of-care diagnostic. This growing interest
is shown by the increasing number of related publications during the last 15years
(Fig. 8.1).

A schematic overview of main application areas of these integrated approaches is
reported in Fig. 8.2 together with some significant illustrative examples.

8.3.1 Hybrid tissue-engineered in vitro models

To explore the full potential of electrospun fiber substrates and to investigate cel-
lular responses in greater detail into highly controlled microenvironments, several
researchers have shown that the incorporation of electrospun fibrous mats into micro-
fluidic chips could be beneficial for in vitro cell culture studies. For example, Lee et al.
developed an integrated biomimetic system consisting of a PDMS-based microfluidic
chip and a nanofiber polymer network, and evaluated the feasibility of human bone
marrow—derived mesenchymal stem cell culture under different perfusion conditions
and surface characteristics [82].

As a further improvement, patterned electrospun fibers have been produced and
successfully integrated into microfluidic devices with the aim to better mimic the
topography of the natural ECM [80,83,84]. This ability to create controlled cell



144 Electrofluidodynamic Technologies (EFDTs) for Biomaterials and Medical Devices

30 1
25 -
20 1 *
15 1
10 1

Publications

5 4
0_

O X O O A @O O N OO KX oA
L T O LT NN AN N NN N

Year
Figure 8.1 Number of publications on hybrid systems combining electrospinning and micro-
fluidics during the last 15 years, (*until July 2017). Research items: “electrospinning” and
“microfluidic”.
From Scopus.

Engineered in vitro models Lab-on-a-chip (LOC) devices

e N 1 o .
Micropatterned ES nanofibers [83] Hybl’ld
platforms

Other appliations

Circulating tumor cells detection [96]

ErbB2 Antigen

+

Cancer biomarkers detection [101]

Polarized light source [105]

Figure 8.2 Schematic overview of main application areas of integrated approaches.

microenvironments through spatially defined fibrous structures becomes increas-
ingly important for studying and/or controlling phenotype expression in tissue engi-
neering and drug-discovery applications. In this framework, fiber pads have been
integrated with microfluidic networks to study the combined effects of surface topog-
raphy and chemical gradients on neural stem cells cultured in microfluidic chan-
nels on differently aligned ES substrates [80]. The combined effect of microfluidics
and patterned-electrospun fibers on hepatocyte behavior has also been studied [84].
Hepatocytes cultured in a controlled system under an optimized flow exhibited
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restored hepatocyte polarity and biliary excretion, and maintained liver-specific
functions. In these conditions, they were able to produce sensitive and consistent Ag
nanoparticles toxicity responses at different time points, demonstrating the feasibility
of the patterned fiber-embedded microfluidic chips as a potential in vitro screening
model for toxicological studies [84].

Alternatively, the combination of 3D-hydrogel and microfluidic devices also has
been reported as a means to provide in vivo-like 3D conditions [75,76]. A leading
example in this sense has been reported by Lee et al. who integrated an ECM-based
biomimetic hydrogel into a microfluidic chip to monitor glioma cells’ alignment and
migration. As a further improvement, a polyurethane electrospun membrane has been
integrated in the system, not only to prevent the collapse of the hydrogel into the
microfluidic channel but also to act as a selective porous membrane to regulate the
diffusion of media and growth factors into the hydrogel [72].

Although still in its infancy, the described approaches offer a large potential for the
mimicking of in vitro cell microenvironment and represent a competitive strategy to
study the interplay of flow conditions, surface properties, and soluble factors on cell
behavior and cellular fate processes.

8.3.2 Hybrid lab-on-a-chip devices

Analytical assays in microfluidic regime have shown significant improvements
over conventional bench-top assays across a range of performance metrics. Specific
advances have been made in terms of reagent consumption, assay automation, and mul-
tiplexing capability [85]. These miniaturized bioanalytical systems have particularly
benefited from the use of electrospun membranes thanks to their high specific surface
area and macro/mesoporous structures that lead to high levels of protein absorbance.

Over the years, electrospun matrices have been successfully used to incorpo-
rate many biological species such as ECM proteins, growth factors, antibodies, and
enzymes, with the aim to guide biological response, create nonspecific binding-
resistant surfaces, and/or increase the stability of biological molecules. These biomol-
ecules can be directly spun into fibers during electrospinning, coupled with secondary
polymers that enhance their spinnability, or they can be immobilized on nanofibers
postspinning. Regardless of the functionalization method, the high surface area of
electrospun-nanofiber mats results in an increase of the immobilization efficiency
when compared to conventional substrates [86].

Therefore, electrospun matrices have been recently adopted within bioanalytical
microfluidic systems to enhance sample preparation (filtration, separation, and con-
centration) and analyte detection [87-89]. In some of these applications, water-soluble
nanofibers have been used to facilitate on-chip reagent storage in microfluidic biosen-
sors through the immobilization of biological molecules directly within fiber-spinning
dopes [89,90]. As an example, a horseradish peroxidase-tagged antibody has been
successfully encapsulated into water-soluble polyvinylpyrrolidone nanofibers, guar-
anteeing stable and long-term storage of the biorecognition element on-chip [90].

In alternative, non-water-soluble electrospun nanofibers have been variously
functionalized and used as a substrate for microfluidic HIV immunoassays [78],
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Escherichia coli detection [88], and on-chip sample concentrators [87]. To this aim,
standard immobilization procedures have been purposely modified to functionalize
nanofiber mats after being bonded into microfluidic channels [88,91]. In these applica-
tions, the non-water-soluble nanofibers could withstand the fluid flow within the chan-
nels, dramatically increasing the functional surface area available within the devices.
In particular, Yang et al. reported the use of electrospun highly fibrous membranes as a
protein-adsorption substrate in microfluidic immunoassays [78]. Resembling enzyme-
linked immunosorbent assays (e.g., ELISA), microfluidic immunoassays involve the
immobilization of the pathogenic antigen on a solid substrate. The substrate is then
incubated with the serum that may contain the corresponding primary antibody, which
can be captured by the immobilized antigen. A second labeled detection antibody
is finally introduced to determine the amount of the primary antibody in the serum.
According to this working principle, researchers created a PC nanofibrous membrane,
sandwiched it between a glass substrate and a PDMS chip, and evaluated the perfor-
mance of the membrane for promoting the adsorption of IgG and detecting HI'V-specific
antibodies from human serum samples. Compared with a commercial track-etched
PC membrane having a uniform pore size, the synthetized nanofibers showed higher
binding capacity and improved signal-to-noise ratio. Since polyvinylidene fluoride
(PVDF) is a material commonly used for protein adsorption in Western blot analysis,
similar results have been obtained embedding a PVDF nanofibrous membrane in a
multichannel microfluidic assay [77]. The improved sensitivity of these microfluidic
immunoassays can potentially facilitate the diagnosis of other diseases for which the
detection is based on antigen/antibody recognition, such as hepatitis, many types of
venereal diseases, severe acute respiratory syndrome, and the avian flu virus.

8.3.3 Hybrid microfluidic platforms for cancer research

Point-of-care detection devices are highly desirable for early diagnosis of diseases,
but they require high sensitivity and specificity with minimum sample consumption
and easy operation. Microfluidics holds great promise in this field, especially for can-
cer diagnosis. Developing and applying state-of-the-art microfluidic technologies to
address the unmet challenges in cancer can expand the knowledge on biological mech-
anisms and improve the management of disease and patient care.

According to the scientific literature, four critical areas have been identified
in cancer research in which microfluidics can change the current paradigm. These
include: (1) cancer cell isolation, (2) molecular diagnostics, (3) tumor biology, and (4)
high-throughput screening for therapeutics [92]. Concerning the first point, circulating
tumor cells (CTCs) detection can be extremely valuable to cancer diagnosis in early
stages and treatment choice. In this regard, one of the more active research groups is
the team of Prof. Hsian-Rong at UCLA who developed a “NanoVelcro” cell-affinity
substrate in which CTCs capture agent-coated nanostructured substrates have been
utilized to immobilize CTCs with high efficiency. Based on the unique NanoVelcro
working mechanism, the research team has produced and validated three generations
of NanoVelcro chips capable of successfully detecting, isolating, and purifying CTCs
from blood samples. First, they pioneered a unique NanoVelcro substrate, by using
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3D-nanostructured elements—specifically, a silicon-nanopillar array—which allows
for enhanced local topographic interactions with nanoscale components of the cellu-
lar surface (e.g., microvilli and filopodia) and results in vastly improved cell-capture
affinity compared to flat Si substrates. Upon coating with epithelial-cell adhesion-
molecule antibody, the system exhibited outstanding cell-capture efficiency in a sta-
tionary device setting [93]. Secondly, they further improved CTCs capture efficiency
by integrating a lithographically patterned NanoVelcro substrate with an overlaid
PDMS mixer to enhance contact frequency between flow-through CTCs and the sub-
strate [94]. Finally, they introduced a next-generation NanoVelcro chip to replace the
nontransparent silicon substrate with a transparent one, prepared by depositing elec-
trospun PLGA nanofibers onto a commercial laser microdissection slide, capable not
only of capturing CTCs with high efficiency but also enabling highly specific isolation
of single CTCs immobilized on the nanosubstrate without contamination by white
blood cells. In the presence of different capture agents, these NanoVelcro chips have
been used to capture CTCs from several types of solid tumors, including prostate,
breast, lung, and pancreatic cancer, as well as melanoma [95-97].

In addition to cellular approaches, other biomolecules can be monitored for cancer
diagnosis such as circulating tumor DNA, microRNAs, proteins, and serum microves-
icles [92,98,99]. Since microfluidics exhibits high sensitivity and accuracy for detect-
ing cancer-specific biomarkers present at low concentrations [92], the quantification
of protein biomarkers has also received some attention for the diagnosis and prognosis
of cancer [100]. In this framework, a label-free microfluidic immunosensor with fem-
tomolar sensitivity and high selectivity for early detection of epidermal growth factor
receptor 2 (ErbB2, or HER2/neu) protein has been developed [101]. Among human
epidermal growth factor receptor family, ErbB2 is worldwide recognized as a marker
for early breast cancer diagnosis [102,103]. Thus, this sensor utilizes a uniquely struc-
tured immunoelectrode made of porous hierarchical graphene foam modified with
electrospun carbon-doped titaniumdioxide nanofibers as an electrochemical working
electrode. To detect interfacial changes originating from biorecognition events at the
working electrode, electrochemical impedance spectroscopy and differential pulse
voltammetry have been used [101].

Schematic illustrations of two representative examples of microfluidic platforms
for cancer diagnosis can be found in Fig. 8.2.

8.3.4 Other applications

Although microfluidic networks have been shown to efficiently generate spatially and
temporally defined liquid microenvironments, to date the effects of the electrospun-
fiber mats on the fluid flow have been scarcely studied. In one of this few works, two
different polymers, namely PVA and PS, have been used to produce fibers with dif-
ferent diameters and morphologies with the aim to study their effect on fluid mixing
within microfluidic channels [104]. An appreciable passive mixing has been demon-
strated for mats with more inhomogeneous morphology and smaller fiber diameters
(450-550nm). Additionally, passive mixing can be smartly coupled with the above
reported use of electrospun substrates for analyte concentration, immobilization,
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and/or detection; hence, microanalytical systems can take advantage of this dual func-
tionality and avoid the use of additional mixing structures when already using nanofi-
bers as functional components in their systems.

Furthermore, hybrid systems integrating electrospun membranes and microfluidic
devices have gained interest also in optical analysis as a means to provide high sen-
sitivity and short response time in lab-on-a-chip systems. In this context, polarized
light-emitting electrospun nanofibers have been used as a nanoscale light source and
integrated into optical sensing devices for lab-on-a-chip applications [105].

For the sake of completeness, although the research focus of this work is on inte-
grated approaches for tissue engineering and cancer diagnosis, representative studies
regarding the use of ES nanofibers as a catalyst in microfluidic fuel cells [106] or as a
photocatalyst in novel microfluidic-based photocatalytic microreactors [107] should
also be mentioned.

8.4 Conclusions

Electrospun nanofibers have been used with great success as tissue engineering scaf-
folds, in drug-delivery studies, and, more recently, as high-efficiency sensing plat-
forms. At the same time, microfluidics and PDMS perfusion systems offer a very
well-suited microenvironment for cell culture and enable reduced consumption of
reagents.

The integration of these technologies has led to enormous advantages in several
tissue engineering fields, as well as in the development of new biosensors and analyt-
ical devices for point-of-care diagnostics. In particular, the integration of electrospun
membranes into microfluidic chips has provided a new means of fabricating complex
tissue-engineered systems of considerable utility as in vitro models for toxicological
studies.

On the other hand, miniaturized bioanalytical systems have particularly benefited
from the use of electrospun nanofibers to enable further development of portable
devices that require smaller reagent and sample volumes than traditional devices,
making them more accessible for use in point-of-care settings, especially for early
cancer diagnosis.

References

[1] J.F. Cooley, Apparatus for Electrically Dispersing Fluids, 1902.

[2] A. Greiner, J.H. Wendorff, Electrospinning: a fascinating method for the preparation of
ultrathin fibers, Angew. Chem. Int. Ed. 46 (2007) 5670-5703, https://doi.org/10.1002/
anie.200604646.

[3] Z.-M. Huang, Y.-Z. Zhang, M. Kotaki, S. Ramakrishna, A review on polymer nanofibers
by electrospinning and their applications in nanocomposites, Compos. Sci. Technol. 63
(2003) 22232253, https://doi.org/10.1016/S0266-3538(03)00178-7.


https://doi.org/10.1002/anie.200604646
https://doi.org/10.1002/anie.200604646
https://doi.org/10.1016/S0266-3538(03)00178-7

Electrospinning and microfluidics: an integrated approach for tissue engineering and cancer 149

[4] A. Frenot, I.S. Chronakis, Polymer nanofibers assembled by electrospinning, Curr. Opin.
Colloid Interface Sci. 8 (2003) 64-75, https://doi.org/10.1016/S1359-0294(03)00004-9.

[5] F. Anton, Artificial Thread and Method of Producing Same, 1937.

[6] A. Formhals, US Patent 1975504, 1934.

[7] G. Taylor, Electrically driven jets, Proc. R. Soc. London A Math. Phys. Eng. Sci. 313
(1969) 453-475.

[8] G. Taylor, Disintegration of water drops in an electric field, Proc. R. Soc. London A
Math. Phys. Eng. Sci. 280 (1964) 383-397.

[9] G. Srinivasan, D.H. Reneker, Structure and morphology of small diameter elec-
trospun aramid fibers, Polym. Int. 36 (1995) 195-201, https://doi.org/10.1002/
pi.1995.210360210.

[10] J. Doshi, D.H. Reneker, Electrospinning process and applications of electrospun fibers, J.
Electrostat. 35 (1995) 151-160, https://doi.org/10.1016/0304-3886(95)00041-8.

[11] D.H. Reneker, A.L. Yarin, H. Fong, S. Koombhongse, Bending instability of electrically
charged liquid jets of polymer solutions in electrospinning, J. Appl. Phys. 87 (2000)
4531-4547, https://doi.org/10.1063/1.373532.

[12] R. Seyedmahmoud, A. Rainer, P. Mozetic, S. Maria Giannitelli, M. Trombetta, E.
Traversa, S. Licoccia, A. Rinaldi, A primer of statistical methods for correlating parame-
ters and properties of electrospun poly(L-lactide) scaffolds for tissue engineering-PART
1: design of experiments, J. Biomed. Mater. Res. A 103 (2015) 91-102, https://doi.
org/10.1002/jbm.a.35153.

[13] R. Seyedmahmoud, P. Mozetic, A. Rainer, S.M. Giannitelli, F. Basoli, M. Trombetta, E.
Traversa, S. Licoccia, A. Rinaldi, A primer of statistical methods for correlating parame-
ters and properties of electrospun poly(L-lactide) scaffolds for tissue engineering-PART
2: regression, J. Biomed. Mater. Res. A 103 (2015) 103-114, https://doi.org/10.1002/
jbm.a.35183.

[14] M. Kitsara, O. Agbulut, D. Kontziampasis, Y. Chen, Fibers for hearts: a critical review on
electrospinning for cardiac tissue engineering, Acta Biomater. 48 (2016) 20—40.

[15] L.Liverani, F. Abbruzzese, P. Mozetic, F. Basoli, A. Rainer, M. Trombetta, Electrospinning
of hydroxyapatite—chitosan nanofibers for tissue engineering applications, Asia-Pac. J.
Chem. Eng. 9 (2014) 407—414, https://doi.org/10.1002/apj.

[16] C. Spadaccio, A. Rainer, M. Trombetta, G. Vadald, M. Chello, E. Covino, V. Denaro,
Y. Toyoda, J.A. Genovese, Poly-l-lactic acid/hydroxyapatite electrospun nanocompos-
ites induce chondrogenic differentiation of human MSC, Ann. Biomed. Eng. 37 (2009)
1376-1389, https://doi.org/10.1007/s10439-009-9704-3.

[17] C. Spadaccio, M. Chello, M. Trombetta, A. Rainer, Y. Toyoda, J.A. Genovese, Drug
releasing systems in cardiovascular tissue engineering, J. Cell. Mol. Med. 13 (2009)
422-439, https://doi.org/10.1111/j.1582-4934.2008.00532.x.

[18] G.-M.Kim, K.H.T.Le, S.M. Giannitelli, Y.J. Lee, A. Rainer, M. Trombetta, Electrospinning
of PCL/PVP blends for tissue engineering scaffolds, J. Mater. Sci. Mater. Med. 24 (2013)
1425-1442, https://doi.org/10.1007/s10856-013-4893-6.

[19] S. Cavaliere, V. Salles, A. Brioude, Y. Lalatonne, L. Motte, P. Monod, D. Cornu, P.
Miele, Elaboration and characterization of magnetic nanocomposite fibers by elec-
trospinning, J. Nanoparticle Res. 12 (2010) 2735-2740, https://doi.org/10.1007/
s11051-010-0053-9.

[20] C. Spadaccio, A. Rainer, M. Centola, Heparin-releasing scaffold for stem cells: a differen-
tiating device for vascular aims, Regen. Med. 5 (2010) 645-657. https://doi.org/10.2217/
rme.10.25.


https://doi.org/10.1016/S1359-0294(03)00004-9
https://doi.org/10.1002/pi.1995.210360210
https://doi.org/10.1002/pi.1995.210360210
https://doi.org/10.1016/0304-3886(95)00041-8
https://doi.org/10.1063/1.373532
https://doi.org/10.1002/jbm.a.35153
https://doi.org/10.1002/jbm.a.35153
https://doi.org/10.1002/jbm.a.35183
https://doi.org/10.1002/jbm.a.35183
https://doi.org/10.1002/apj
https://doi.org/10.1007/s10439-009-9704-3
https://doi.org/10.1111/j.1582-4934.2008.00532.x
https://doi.org/10.1007/s10856-013-4893-6
https://doi.org/10.1007/s11051-010-0053-9
https://doi.org/10.1007/s11051-010-0053-9

150 Electrofluidodynamic Technologies (EFDTs) for Biomaterials and Medical Devices

[21] E. Formo, M.S. Yavuz, E.P. Lee, L. Lane, Y. Xia, X.H. Yang, A.R. Khokhlov, V.G.
Matveeva, M.G. Sulman, Functionalization of electrospun ceramic nanofibre membranes
with noble-metal nanostructures for catalytic applications, J. Mater. Chem. 19 (2009)
3878-3882, https://doi.org/10.1039/b901509d.

[22] J. Xie, M.R. MacEwan, A.G. Schwartz, Y. Xia, S.L. Harris, V. Ayres, Y. Fan, Q. Chen,
R. Delgado-Rivera, A.N. Babu, P.W. Zandstra, C. Ohtsuka, A. Mitawaki, A. Takashima,
M. Ogawa, Y. Toyama, H. Okano, T. Kondo, Electrospun nanofibers for neural tissue
engineering, Nanoscale 2 (2010) 35-44, https://doi.org/10.1039/BONR00243]J.

[23] M. Gulfam, J.M. Lee, J. Kim, D.W. Lim, E.K. Lee, B.G. Chung, Highly porous core—shell
polymeric fiber network, Langmuir 27 (2011) 10993-10999, https://doi.org/10.1021/
1a201253z.

[24] Y. Orlova, N. Magome, L. Liu, Y. Chen, K. Agladze, Electrospun nanofibers as a tool
for architecture control in engineered cardiac tissue, Biomaterials 32 (2011) 5615-5624,
https://doi.org/10.1016/j.biomaterials.2011.04.042.

[25] H. Nie, M.-L. Ho, C.-K. Wang, C.-H. Wang, Y.-C. Fu, BMP-2 plasmid loaded PLGA/
HAp composite scaffolds for treatment of bone defects in nude mice, Biomaterials 30
(2009) 892-901, https://doi.org/10.1016/j.biomaterials.2008.10.029.

[26] H. Nie, C.-H. Wang, Fabrication and characterization of PLGA/HAp composite scaffolds
for delivery of BMP-2 plasmid DNA, J. Control. Release 120 (2007) 111-121, https://
doi.org/10.1016/j.jconrel.2007.03.018.

[27] S. Fu, X. Wang, G. Guo, S. Shi, H. Liang, F. Luo, Y. Wei, Z. Qian, Preparation and
characterization of nano-hydroxyapatite/poly(e-caprolactone)—poly(ethylene glycol)—
poly(e-caprolactone) composite fibers for tissue engineering, J. Phys. Chem. C 114
(2010) 18372-18378, https://doi.org/10.1021/jp106488t.

[28] D. Gupta, J. Venugopal, S. Mitra, V.R. Giri Dev, S. Ramakrishna, Nanostructured
biocomposite substrates by electrospinning and electrospraying for the mineraliza-
tion of osteoblasts, Biomaterials 30 (2009) 2085-2094, https://doi.org/10.1016/].
biomaterials.2008.12.079.

[29] F. Ignatious, L. Sun, C.-P. Lee, J. Baldoni, Electrospun nanofibers in oral drug delivery,
Pharm. Res. 27 (2010) 576588, https://doi.org/10.1007/s11095-010-0061-6.

[30] S.K. Tiwari, R. Tzezana, E. Zussman, S.S. Venkatraman, Optimizing partition-controlled
drug release from electrospun core—shell fibers, Int. J. Pharm. 392 (2010) 209-217,
https://doi.org/10.1016/j.ijpharm.2010.03.021.

[31] T.D. Stocco, B.V.M. Rodrigues, F.R. Marciano, A.O. Lobo, Design of a novel elec-
trospinning setup for the fabrication of biomimetic scaffolds for meniscus tissue
engineering applications, Mater. Lett. 196 (2017) 221-224, https://doi.org/10.1016/].
matlet.2017.03.055.

[32] X.Zhang, X. Gao, L. Jiang, J. Qin, Flexible generation of gradient electrospinning nano
fibers using a micro fluidic assisted approach, Langmuir 28 (2012) 10026—10032.

[33] G. Yang, F. Mun, G. Kim, Direct electrospinning writing for producing 3D hybrid con-
structs consisting of microfibers and macro-struts for tissue engineering, Chem. Eng. J.
288 (2016) 648-658.

[34] S.M. Giannitelli, P. Mozetic, M. Trombetta, A. Rainer, Combined additive manufac-
turing approaches in tissue engineering, Acta Biomater. 24 (2015) 1-11, https://doi.
org/10.1016/j.actbio.2015.06.032.

[35] G.M. Whitesides, The origins and the future of microfluidics, Nature 442 (2006) 368—
373, https://doi.org/10.1038/nature05058.

[36] H. Bruus, Chapter 1 Governing Equations in Microfluidics, 2015, pp. 1-28, https://doi.
org/10.1039/9781849737067-00001.


https://doi.org/10.1039/b901509d
https://doi.org/10.1039/B9NR00243J
https://doi.org/10.1021/la201253z
https://doi.org/10.1021/la201253z
https://doi.org/10.1016/j.biomaterials.2011.04.042
https://doi.org/10.1016/j.biomaterials.2008.10.029
https://doi.org/10.1016/j.jconrel.2007.03.018
https://doi.org/10.1016/j.jconrel.2007.03.018
https://doi.org/10.1021/jp106488t
https://doi.org/10.1016/j.biomaterials.2008.12.079
https://doi.org/10.1016/j.biomaterials.2008.12.079
https://doi.org/10.1007/s11095-010-0061-6
https://doi.org/10.1016/j.ijpharm.2010.03.021
https://doi.org/10.1016/j.matlet.2017.03.055
https://doi.org/10.1016/j.matlet.2017.03.055
https://doi.org/10.1016/j.actbio.2015.06.032
https://doi.org/10.1016/j.actbio.2015.06.032
https://doi.org/10.1038/nature05058
https://doi.org/10.1039/9781849737067-00001
https://doi.org/10.1039/9781849737067-00001

Electrospinning and microfluidics: an integrated approach for tissue engineering and cancer 151

[37] A.W. Martinez, S.T. Phillips, G.M. Whitesides, E. Carrilho, Diagnostics for the devel-
oping world: microfluidic paper-based analytical devices, Anal. Chem. 82 (2010) 3-10,
https://doi.org/10.1021/ac9013989.

[38] A.E.Kambholz, B.H. Weigl, A.F. Bruce, P. Yager, Quantitative analysis of molecular inter-
action in a microfluidic channel: the T-sensor, Anal. Chem. 71 (1999) 5340-5347, https://
doi.org/10.1021/AC9905047.

[39] Y. Sun, I. Perch-Nielsen, M. Dufva, D. Sabourin, D.D. Bang, J. Hggberg, A. Wolft,
Direct immobilization of DNA probes on non-modified plastics by UV irradiation and
integration in microfluidic devices for rapid bioassay, Anal. Bioanal. Chem. 402 (2012)
741-748, https://doi.org/10.1007/s00216-011-5459-4.

[40] D. Choi, E. Jang, J. Park, W.-G. Koh, Development of microfluidic devices incorporating
non-spherical hydrogel microparticles for protein-based bioassay, Microfluid. Nanofluid.
5 (2008) 703-710, https://doi.org/10.1007/s10404-008-0303-7.

[41] D. Dendukuri, K. Tsoi, A.T. Alan Hatton, P.S. Doyle, Controlled synthesis of nonspher-
ical microparticles using microfluidics, Langmuir 21 (2005) 2113-2116, https://doi.
org/10.1021/LA047368K.

[42] C.M. Hwang, A. Khademhosseini, Y. Park, K. Sun, S.-H. Lee, Microfluidic chip-based
fabrication of PLGA microfiber scaffolds for tissue engineering, Langmuir 24 (2008)
6845-6851, https://doi.org/10.1021/1a800253b.

[43] G.B. Salieb-Beugelaar, G. Simone, A. Arora, A. Philippi, A. Manz, Latest developments
in microfluidic cell biology and analysis systems, Anal. Chem. 82 (2010) 48484864,
https://doi.org/10.1021/ac1009707.

[44] Y. Schaerli, F. Hollfelder, The potential of microfluidic water-in-oil droplets in experi-
mental biology, Mol. Biosyst. 5 (2009) 1392—-1404, https://doi.org/10.1039/b907578;.

[45] D. Psaltis, S.R. Quake, C. Yang, Developing optofluidic technology through the fusion
of microfluidics and optics, Nature 442 (2006) 381-386, https://doi.org/10.1038/
nature05060.

[46] E.K. Sackmann, A.L. Fulton, D.J. Beebe, The present and future role of microfluidics in
biomedical research, Nature 507 (2014) 181-189, https://doi.org/10.1038/nature13118.

[47] S.J.Lee,S.Y. Lee, Micro total analysis system (u-TAS) in biotechnology, Appl. Microbiol.
Biotechnol. 64 (2004) 289-299, https://doi.org/10.1007/s00253-003-1515-0.

[48] D. Irimia, D.A. Geba, M. Toner, Universal microfluidic gradient generator, Anal. Chem.
78 (2006) 3472-3477, https://doi.org/10.1021/ac0518710.

[49] S. Qi, X. Liu, S. Ford, J. Barrows, G. Thomas, K. Kelly, A. McCandless, K. Lian, J.
Goettert, S.A. Soper, Microfluidic devices fabricated in poly(methyl methacrylate) using
hot-embossing with integrated sampling capillary and fiber optics for fluorescence detec-
tion, Lab Chip 2 (2002) 88-95, https://doi.org/10.1039/6200370h.

[50] S. Park, Y. Zhang, S. Lin, T.-H. Wang, S. Yang, Advances in microfluidic PCR for point-
of-care infectious disease diagnostics, Biotechnol. Adv. 29 (2011) 830-839, https://doi.
org/10.1016/j.biotechadv.2011.06.017.

[51] L. Clyde A Hutchison, J.C. Venter, Single-cell genomics, Nat. Biotechnol. 24 (2006)
657-659.

[52] N. Lion, T.C. Rohner, L. Dayon, L.L. Arnaud, E. Damoc, N. Youhnovski, Z.-Y. Wu, C.
Roussel, J. Josserand, H. Jensen, J.S. Rossier, M. Przybylski, H.H. Girault, Microfluidic
systems in proteomics, Electrophoresis 24 (2003) 3533-3562, https://doi.org/10.1002/
elps.200305629.

[53] E. Verpoorte, Microfluidic chips for clinical and forensic analysis, Electrophoresis
23 (2002) 677-712, https://doi.org/10.1002/1522-2683(200203)23:5<677::AID-
ELPS677>3.0.CO;2-8.


https://doi.org/10.1021/ac9013989
https://doi.org/10.1021/AC990504J
https://doi.org/10.1021/AC990504J
https://doi.org/10.1007/s00216-011-5459-4
https://doi.org/10.1007/s10404-008-0303-7
https://doi.org/10.1021/LA047368K
https://doi.org/10.1021/LA047368K
https://doi.org/10.1021/la800253b
https://doi.org/10.1021/ac1009707
https://doi.org/10.1039/b907578j
https://doi.org/10.1038/nature05060
https://doi.org/10.1038/nature05060
https://doi.org/10.1038/nature13118
https://doi.org/10.1007/s00253-003-1515-0
https://doi.org/10.1021/ac0518710
https://doi.org/10.1039/b200370h
https://doi.org/10.1016/j.biotechadv.2011.06.017
https://doi.org/10.1016/j.biotechadv.2011.06.017
https://doi.org/10.1002/elps.200305629
https://doi.org/10.1002/elps.200305629
https://doi.org/10.1002/1522-2683(200203)23:5<677::AID-ELPS677>3.0.CO;2–8
https://doi.org/10.1002/1522-2683(200203)23:5<677::AID-ELPS677>3.0.CO;2–8

152 Electrofluidodynamic Technologies (EFDTs) for Biomaterials and Medical Devices

[54] P.S. Dittrich, A. Manz, Lab-on-a-chip: microfluidics in drug discovery, Nat. Rev. Drug
Discov. 5 (2006) 210-218, https://doi.org/10.1038/nrd1985.

[55] S. Choi, M. Goryll, L.Y.M. Sin, P.K. Wong, J. Chae, Microfluidic-based biosensors
toward point-of-care detection of nucleic acids and proteins, Microfluid. Nanofluid. 10
(2011) 231247, https://doi.org/10.1007/s10404-010-0638-8.

[56] A. Shamloo, N. Ma, M. Poo, L.L. Sohn, S.C. Heilshorn, Endothelial cell polarization
and chemotaxis in a microfluidic device, Lab Chip 8 (2008) 1292-1299, https://doi.
org/10.1039/b719788h.

[57] J. El-Ali, P. Sorger, K. Jensen, Cells on chips, Nature 442 (2006) 403—411.

[58] L. Businaro, A. De Ninno, G. Schiavoni, V. Lucarini, G. Ciasca, A. Gerardino, F.
Belardelli, L. Gabriele, F. Mattei, Cross talk between cancer and immune cells: exploring
complex dynamics in a microfluidic environment, Lab Chip 13 (2013) 229-239, https://
doi.org/10.1039/c21c40887b.

[59] O.C. Farokhzad, A. Khademhosseini, S. Jon, A. Hermmann, J. Cheng, C. Chin, A.
Kiselyuk, B. Teply, G. Eng, R. Langer, Microfluidic system for studying the interac-
tion of nanoparticles and microparticles with cells, Anal. Chem. 77 (2005) 5453-5459,
https://doi.org/10.1021/ac050312q.

[60] T.G.Fernandes, M.M. Diogo, D.S. Clark, J.S. Dordick, J.M.S. Cabral, High-throughput cel-
lular microarray platforms: applications in drug discovery, toxicology and stem cell research,
Trends Biotechnol. 27 (2009) 342-349, https://doi.org/10.1016/j.tibtech.2009.02.009.

[61] S.N. Bhatia, D.E. Ingber, Microfluidic organs-on-chips, Nat. Biotechnol. 32 (2014) 760—
772, https://doi.org/10.1038/nbt.2989.

[62] D. Huh, G.A. Hamilton, D.E. Ingber, From 3D cell culture to organs-on-chips, Trends
Cell Biol. 21 (2011) 745-754, https://doi.org/10.1016/j.tcb.2011.09.005.

[63] D. Huh, B.D. Matthews, A. Mammoto, M. Montoya-Zavala, H.Y. Hsin, D.E. Ingber,
Reconstituting organ-level lung functions on a chip, Science 328 (2010) 1662—-1668 (80).

[64] D. Huh, Y. Torisawa, G.A. Hamilton, H.J. Kim, D.E. Ingber, W.L. Murphy, L.A. Schuler,
E.T. Alarid, D.J. Beebe, S. Takayama, D.E. Ingber, B. Brugg, Microengineered phys-
iological biomimicry: organs-on-chips, Lab Chip 12 (2012) 2156-2164, https://doi.
org/10.1039/c21c40089h.

[65] D. Dendukuri, P.S. Doyle, The synthesis and assembly of polymeric microparti-
cles using microfluidics, Adv. Mater. 21 (2009) 4071-4086, https://doi.org/10.1002/
adma.200803386.

[66] M. Costantini, C. Colosi, J. Guzowski, A. Barbetta, J. Jaroszewicz, W. Swigszkowski, M.
Dentini, P. Garstecki, M. Swan, Highly ordered and tunable polyHIPEs by using micro-
fluidics, J. Mater. Chem. B 2 (2014) 2290-2300, https://doi.org/10.1039/c3tb21227k.

[67] M. Costantini, C. Colosi, P. Mozetic, J. Jaroszewicz, A. Tosato, A. Rainer, M. Trombetta,
W. §wiqszkowski, M. Dentini, A. Barbetta, Correlation between porous texture and cell
seeding efficiency of gas foaming and microfluidic foaming scaffolds, Mater. Sci. Eng. C
62 (2016) 668—677, https://doi.org/10.1016/j.msec.2016.02.010.

[68] Y. Cheng, F. Zheng, J. Lu, L. Shang, Z. Xie, Y. Zhao, Y. Chen, Z. Gu, Bioinspired mul-
ticompartmental microfibers from microfluidics, Adv. Mater. 26 (2014) 5184-5190,
https://doi.org/10.1002/adma.201400798.

[69] C.-H. Choi, H. Yi, S. Hwang, D.A. Weitz, C.-S. Lee, Microfluidic fabrication of com-
plex-shaped microfibers by liquid template-aided multiphase microflow, Lab Chip 11
(2011) 1477-1483, https://doi.org/10.1039/c01c0071 1k.

[70] Y. Srivastava, I. Loscertales, M. Marquez, T. Thorsen, Electrospinning of hollow and
core/sheath nanofibers using a microfluidic manifold, Microfluid. Nanofluid. 4 (2008)
245-250, https://doi.org/10.1007/s10404-007-0177-0.


https://doi.org/10.1038/nrd1985
https://doi.org/10.1007/s10404-010-0638-8
https://doi.org/10.1039/b719788h
https://doi.org/10.1039/b719788h
https://doi.org/10.1039/c2lc40887b
https://doi.org/10.1039/c2lc40887b
https://doi.org/10.1021/ac050312q
https://doi.org/10.1016/j.tibtech.2009.02.009
https://doi.org/10.1038/nbt.2989
https://doi.org/10.1016/j.tcb.2011.09.005
https://doi.org/10.1039/c2lc40089h
https://doi.org/10.1039/c2lc40089h
https://doi.org/10.1002/adma.200803386
https://doi.org/10.1002/adma.200803386
https://doi.org/10.1039/c3tb21227k
https://doi.org/10.1016/j.msec.2016.02.010
https://doi.org/10.1002/adma.201400798
https://doi.org/10.1039/c0lc00711k
https://doi.org/10.1007/s10404-007-0177-0

Electrospinning and microfluidics: an integrated approach for tissue engineering and cancer 153

[71] Y. Srivastava, M. Marquez, T. Thorsen, Microfluidic electrospinning of biphasic
nanofibers with Janus morphology, Biomicrofluidics 3 (2009) 12801, https://doi.
org/10.1063/1.3009288.

[72] K.H. Lee, K.H. Lee, J. Lee, H. Choi, D. Lee, Y. Park, S.-H. Lee, Integration of microflu-
idic chip with biomimetic hydrogel for 3D controlling and monitoring of cell alignment
and migration, J. Biomed. Mater. Res. A 102 (2014) 11641172, https://doi.org/10.1002/
jbm.a.34772.

[73] L.M. Griep, F. Wolbers, B. de Wagenaar, P.M. ter Braak, B.B. Weksler, I.A. Romero,
P.O. Couraud, I. Vermes, A.D. van der Meer, A. van den Berg, BBB ON CHIP: microflu-
idic platform to mechanically and biochemically modulate blood-brain barrier function,
Biomed. Microdevices 15 (2013) 145-150, https://doi.org/10.1007/s10544-012-9699-7.

[74] X. Jiang, M.K.N. Jessamine, D.S. Abraham, K.W.D. Stephan, G.M. Whitesides, A min-
iaturized, parallel, serially diluted immunoassay for analyzing multiple antigens, J. Am.
Chem. Soc. 125 (2003) 5294-5295, https://doi.org/10.1021/JA034566+.

[75] S.-Y. Cheng, S. Heilman, M. Wasserman, S. Archer, M.L. Shuler, M. Wu, M.L. Shuler,
M. Wu, M.P. DeLisa, A hydrogel-based microfluidic device for the studies of directed
cell migration, Lab Chip 7 (2007) 763-769, https://doi.org/10.1039/b618463d.

[76] D.J. Beebe, J.S. Moore, J.M. Bauer, Q. Yu, R.H. Liu, C. Devadoss, B.-H. Jo, Functional
hydrogel structures for autonomous flow control inside microfluidicchannels, Nature 404
(2000) 588-590, https://doi.org/10.1038/35007047.

[77] Y. Liu, D. Yang, T. Yu, X. Jiang, Incorporation of electrospun nanofibrous PVDF mem-
branes into a microfluidic chip assembled by PDMS and scotch tape for immunoassays,
Electrophoresis 30 (2009) 3269-3275, https://doi.org/10.1002/elps.200900128.

[78] D. Yang, X. Niu, Y. Liu, Y. Wang, X. Gu, L. Song, R. Zhao, L. Ma, Y. Shao, X.
Jiang, Electrospun nanofibrous membranes: a novel solid substrate for microfluidic
immunoassays for HIV, Adv. Mater. 20 (2008) 4770-4775, https://doi.org/10.1002/
adma.200801302.

[79] E. Jo, M.-C. Lim, H.-N. Kim, H.-J. Paik, Y.-R. Kim, U. Jeong, Microfluidic channels
fabricated on mesoporous electrospun fiber mats: a facile route to microfluidic chips, J.
Polym. Sci. B Polym. Phys. 49 (2011) 89-95, https://doi.org/10.1002/polb.22147.

[80] P. Wallin, C. Zandén, B. Carlberg, N. Hellstrom Erkenstam, J. Liu, J. Gold, A method
to integrate patterned electrospun fibers with microfluidic systems to generate com-
plex microenvironments for cell culture applications, Biomicrofluidics 6 (2012) 24131,
https://doi.org/10.1063/1.4729747.

[81] SM. Park, D.S. Kim, Electrolyte-assisted electrospinning for a self-assembled,
free-standing nanofiber membrane on a curved surface, Adv. Mater. 27 (2015) 1682—
1687, https://doi.org/10.1002/adma.201404741.

[82] K.H. Lee, G.H. Kwon, S.J. Shin, J.-Y. Baek, D.K. Han, Y. Park, S.H. Lee, Hydrophilic
electrospun polyurethane nanofiber matrices for hMSC culture in a microfluidic
cell chip, J. Biomed. Mater. Res. A 90 (2009) 619-628, https://doi.org/10.1002/
jbm.a.32059.

[83] T. Hu, Q. Li, H. Dong, W. Xiao, L. Li, X. Cao, Patterning electrospun nanofibers via
agarose hydrogel stamps to spatially coordinate cell orientation in microfluidic device,
Small 13 (2017) 1602610, https://doi.org/10.1002/smll.201602610.

[84] Y. Liu, S. Wang, Y. Wang, Patterned fibers embedded microfluidic chips based on PLA
and PDMS for Ag nanoparticle safety testing, Polymers (Basel) 8 (2016) 402, https://doi.
org/10.3390/polym8110402.

[85] D. Kim, A.E. Herr, Protein immobilization techniques for microfluidic assays,
Biomicrofluidics 7 (2013) 41501, https://doi.org/10.1063/1.4816934.


https://doi.org/10.1063/1.3009288
https://doi.org/10.1063/1.3009288
https://doi.org/10.1002/jbm.a.34772
https://doi.org/10.1002/jbm.a.34772
https://doi.org/10.1007/s10544-012-9699-7
https://doi.org/10.1021/JA034566+
https://doi.org/10.1039/b618463d
https://doi.org/10.1038/35007047
https://doi.org/10.1002/elps.200900128
https://doi.org/10.1002/adma.200801302
https://doi.org/10.1002/adma.200801302
https://doi.org/10.1002/polb.22147
https://doi.org/10.1063/1.4729747
https://doi.org/10.1002/adma.201404741
https://doi.org/10.1002/jbm.a.32059
https://doi.org/10.1002/jbm.a.32059
https://doi.org/10.1002/smll.201602610
https://doi.org/10.3390/polym8110402
https://doi.org/10.3390/polym8110402
https://doi.org/10.1063/1.4816934

154 Electrofluidodynamic Technologies (EFDTs) for Biomaterials and Medical Devices

[86] L. Matlock-Colangelo, A.J. Baecumner, Biologically inspired nanofibers for use in trans-
lational bioanalytical systems, Annu. Rev. Anal. Chem. (Palo Alto Calif.) 7 (2014) 23-42,
https://doi.org/10.1146/annurev-anchem-071213-020035.

[87] L. Matlock-Colangelo, D. Cho, C.L. Pitner, M.W. Frey, A.J. Baeumner, Functionalized
electrospun nanofibers as bioseparators in microfluidic systems, Lab Chip 12 (2012)
1696-1701, https://doi.org/10.1039/c21c21278a.

[88] L. Matlock-Colangelo, B. Coon, C.L. Pitner, M.W. Frey, A.J. Baeumner, Functionalized
electrospun poly(vinyl alcohol) nanofibers for on-chip concentration of E. coli cells, Anal.
Bioanal. Chem. 408 (2016) 1327-1334, https://doi.org/10.1007/s00216-015-9112-5.

[89] M. Dai, S. Jin, S.R. Nugen, Water-soluble electrospun nanofibers as a method for on-chip
reagent storage, Biosensors 2 (2012) 388-395, https://doi.org/10.3390/bios2040388.

[90] S. Jin, M. Dai, B. Ye, S.R. Nugen, Development of a capillary flow microfluidic
Escherichia coli biosensor with on-chip reagent delivery using water-soluble nanofibers,
Microsyst. Technol. 19 (2013) 2011-2015, https://doi.org/10.1007/s00542-013-1742-y.

[91] M. Mahmoudifard, M. Vossoughi, S. Soudi, M. Soleimani, Electrospun polyethersol-
fone nanofibrous membrane as novel platform for protein immobilization in microfluidic
systems, J. Biomed. Mater. Res. Part B Appl. Biomater. (2017) https://doi.org/10.1002/
jbm.b.33923.

[92] Z.Zhang, S. Nagrath, Microfluidics and cancer: are we there yet? Biomed. Microdevices
15 (2013) 595-609, https://doi.org/10.1007/s10544-012-9734-8.

[93] S.Wang, H. Wang, J. Jiao, K.-J. Chen, G.E. Owens, K. Kamei, J. Sun, D.J. Sherman, C.P.
Behrenbruch, H. Wu, H.-R. Tseng, Three-dimensional nanostructured substrates toward
efficient capture of circulating tumor cells, Angew. Chem. Int. Ed. Engl. 48 (2009) 8970-
8973, https://doi.org/10.1002/anie.200901668.

[94] S. Wang, K. Liu, J. Liu, Z.T.-F. Yu, X. Xu, L. Zhao, T. Lee, E.K. Lee, J. Reiss, Y.-K.
Lee, L.W.K. Chung, J. Huang, M. Rettig, D. Seligson, K.N. Duraiswamy, C.K.-F. Shen,
H.-R. Tseng, Highly efficient capture of circulating tumor cells by using nanostructured
silicon substrates with integrated chaotic micromixers, Angew. Chem. Int. Ed. 50 (2011)
3084-3088, https://doi.org/10.1002/anie.201005853.

[95] L. Zhao, Y.-T. Lu, F. Li, K. Wu, S. Hou, J. Yu, Q. Shen, D. Wu, M. Song, W.-H. OuYang,
Z. Luo, T. Lee, X. Fang, C. Shao, X. Xu, M.A. Garcia, L.W.K. Chung, M. Rettig, H.-R.
Tseng, E.M. Posadas, High-purity prostate circulating tumor cell isolation by a poly-
mer nanofiber-embedded microchip for whole exome sequencing, Adv. Mater. 25 (2013)
2897-2902, https://doi.org/10.1002/adma.201205237.

[96] S. Hou, L. Zhao, Q. Shen, J. Yu, C. Ng, X. Kong, D. Wu, M. Song, X. Shi, X. Xu, W.-
H. OuYang, R. He, X.-Z. Zhao, T. Lee, F.C. Brunicardi, M.A. Garcia, A. Ribas, R.S.
Lo, H.-R. Tseng, Polymer nanofiber-embedded microchips for detection, isolation, and
molecular analysis of single circulating melanoma cells, Angew. Chem. Int. Ed. Engl. 52
(2013) 3379-3383, https://doi.org/10.1002/anie.201208452.

[97] M. Lin,J.-F. Chen, Y.-T. Lu, Y. Zhang, J. Song, S. Hou, Z. Ke, H.-R. Tseng, Nanostructure
embedded microchips for detection, isolation, and characterization of circulating tumor
cells, Acc. Chem. Res. 47 (2014) 2941-2950, https://doi.org/10.1021/ar5001617.

[98] F. Diehl, K. Schmidt, M. Choti, K. Romans, S. Goodman, Circulating mutant DNA to
assess tumor dynamics, Nat. Med. 14 (2008) 985-990.

[99] P. Mitchell, R. Parkin, E. Kroh, Circulating microRNAs as stable blood-based markers
for cancer detection, Proc. Natl. Acad. Sci. 105 (2008) 10513-10518.

[100] I. Tothill, Biosensors for cancer markers diagnosis, Semin. Cell Dev. Biol. 20 (2009)
55-62.


https://doi.org/10.1146/annurev-anchem-071213-020035
https://doi.org/10.1039/c2lc21278a
https://doi.org/10.1007/s00216-015-9112-5
https://doi.org/10.3390/bios2040388
https://doi.org/10.1007/s00542-013-1742-y
https://doi.org/10.1002/jbm.b.33923
https://doi.org/10.1002/jbm.b.33923
https://doi.org/10.1007/s10544-012-9734-8
https://doi.org/10.1002/anie.200901668
https://doi.org/10.1002/anie.201005853
https://doi.org/10.1002/adma.201205237
https://doi.org/10.1002/anie.201208452
https://doi.org/10.1021/ar5001617

Electrospinning and microfluidics: an integrated approach for tissue engineering and cancer 155

[101] M.A. Ali, K. Mondal, Y. Jiao, S. Oren, Z. Xu, A. Sharma, L. Dong, Microfluidic
immuno-biochip for detection of breast cancer biomarkers using hierarchical compos-
ite of porous graphene and titanium dioxide nanofibers, ACS Appl. Mater. Interfaces
8 (2016) 20570-20582, https://doi.org/10.1021/acsami.6b05648.

[102] J.T. Gohring, P.S. Dale, X. Fan, Detection of HER2 breast cancer biomarker using the
opto-fluidic ring resonator biosensor, Sens. Actuators B Chem. 146 (2010) 226-230,
https://doi.org/10.1016/j.snb.2010.01.067.

[103] S.L. Moulder, EM. Yakes, S.K. Muthuswamy, R. Bianco, J.F. Simpson, C.L. Arteaga,
Epidermal growth factor receptor (HER1) tyrosine kinase inhibitor ZD1839 (Iressa)
inhibits HER2/neu (erbB2)-overexpressing breast cancer cells in vitro and in vivo,
Cancer Res. 61 (2001) 8887-8895.

[104] L. Matlock-Colangelo, N.W. Colangelo, C. Fenzl, M.W. Frey, A.J. Bacumner, Passive
mixing capabilities of micro- and nanofibres when used in microfluidic systems, Sensors
(Basel) 16 (2016) 1238, https://doi.org/10.3390/s16081238.

[105] S. Pagliara, A. Camposeo, A. Polini, R. Cingolani, D. Pisignano, Electrospun light-
emitting nanofibers as excitation source in microfluidic devices, Lab Chip 9 (2009)
2851-2856, https://doi.org/10.1039/b906188f.

[106] A. Jindal, S. Basu, N. Chauhan, T. Ukai, D.S. Kumar, K.T. Samudhyatha, Application
of electrospun CN, nanofibers as cathode in microfluidic fuel cell, J. Power Sources 342
(2017) 165-174, https://doi.org/10.1016/j.jpowsour.2016.12.047.

[107] Z.Meng, X. Zhang, J. Qin, A high efficiency microfluidic-based photocatalytic microre-
actor using electrospun nanofibrous TiO, as a photocatalyst, Nanoscale 5 (2013) 4687,
https://doi.org/10.1039/¢3nr00775h.


https://doi.org/10.1021/acsami.6b05648
https://doi.org/10.1016/j.snb.2010.01.067
https://doi.org/10.3390/s16081238
https://doi.org/10.1039/b906188f
https://doi.org/10.1016/j.jpowsour.2016.12.047
https://doi.org/10.1039/c3nr00775h

	8 - Electrospinning and microfluidics: an integrated approach for tissue engineering and cancer
	8.1 Electrospinning: an overview
	8.2 Microfluidics in biomedical research
	8.3 Hybrid systems
	8.3.1 Hybrid tissue-engineered in vitro models
	8.3.2 Hybrid lab-on-a-chip devices
	8.3.3 Hybrid microfluidic platforms for cancer research
	8.3.4 Other applications

	8.4 Conclusions
	References


