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Abstract Response to mechanical stimuli largely dictates
cellular form and function. A host of extraordinary yet
unexplained responses have been identified within the
hierarchical cell structure. As experimental and model-based
investigations in cell mechanics advance, the underlying
structure-function mechanisms dictating these responses
emerge. Here we explore the potential of microelectrome-
chanical systems (MEMS) for advancing understanding of
cell mechanics. To motivate the discussion, existing experi-
mental techniques are summarized. Interrelated model-based
approaches, which aim to interpret or predict observed results,
are also outlined. We then focus on a representative set of
MEMS-based devices designed for investigations in cell
mechanics and point to the fact that, while these devices have
yet to maximize their functionality through higher levels of
sensor/actuator integration, they are highly complementary to
existing techniques. In closing, novel MEMS sensor and
actuator schemes that have yet to materialize in this field are
discussed to motivate the next generation of MEMS for
investigations in cell mechanics.
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Introduction

Healthy cells exist in a state of homeostasis in which they
transduce mechanical forces to biochemical signals and vice

versa. Much of the cell form and function are influenced
through these transduction pathways. Numerous experi-
mental and model-based approaches investigate the role of
mechanics in dictating cellular response, mechanisms of cell
adhesion, and the mechanics of biomolecules [1]. Relevant
mechanics span multiple orders of magnitude in spatial
and temporal dimensions. On short time scales, mechanical
stimulation of a cell surface receptor can trigger immediate
reorganization of molecular assemblies within the nucleus
and cytoplasm [2]. Contractile bundles form or dissociate
in response to biochemical and physical stimuli [3]. A striking
example of slower response lies in human mesenchymal
stem cells. Simply by altering the stiffness of their substrate,
these cells are differentially directed along neuronal, muscle,
or bone lineages [4]. Here the cell must sense the stiffness
of its surroundings, likely by contracting to balance internal
tension with traction forces [5, 6]. These forces must then
be distributed within the cell and trigger biochemical signals
which in turn induce a biological response (see [7] for
review of mechanotransduction pathways and signaling).

Alterations to the mechanics of a cell and subcellular
components may lead to loss of functionality. Red blood
cells, which are naturally biconcave, undergo large elastic
deformation to squeeze through tiny capillaries. However,
malaria-infected red blood cells experience structural changes
as the disease progresses, eventually becoming spherical with
shear modulus increasing by an order of magnitude [8].
Ultimately, this stiffening and morphological change pre-
vents the red blood cells from passing through capillaries,
resulting in blockage and eventual organ failure [9].

While these and numerous other phenomena involving
the mechanics of cells have been identified, the underlying
mechanisms remain largely unknown. Difficulties explain-
ing these observations are compounded by the hierarchical
nature of cells, with relevant processes spanning multiple
orders of magnitude in spatial and temporal dimensions.
Local events (e.g., junction formation in cell adhesion) tend
to be locally mediated and progress rapidly. Global responses
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generally require changes in gene expression and take place
over longer time periods [10]. Consequently, it is difficult
to use a single experimental technique or model to capture
both the locally-mediated processes that may eventually
lead to a global response and the global response itself.

Driven by applications to biotechnology, physiology, and
medicine, as well as interests of basic research, a significant
body of literature describes novel devices and models
designed to build understanding of observed phenomena in
cells, including transduction, adhesion, motility, and prolif-
eration. Here we explore the potential of microelectrome-
chanical systems (MEMS) to further advance the field.
For comparison, common (non-MEMS-based) experimental
techniques are first summarized. While representative ref-
erences are given, these techniques have been thoroughly
reviewed elsewhere (see for example [11, 12]). To further
motivate the discussion, methods of modeling cellular
mechanics and their complementary relationship to exper-
imental cell mechanics are reviewed. A representative set
of existing micromechanical and microelectromechanical
systems are discussed and compared with other techniques.
Finally, the potential of alternative MEMS sensors and
actuators to benefit the study of cell mechanics is discussed
to motivate the next generation of MEMS.

Motivation for Use of MEMS

Within the hierarchical structure of cells, the mechanisms
dictating cellular response to mechanical stimuli span several
orders of magnitude in spatial and temporal dimensions.
Accordingly, relevant forces and displacements are wide-
spread. To provide context, Table 1 summarizes representa-
tive orders of magnitude of relevant cellular parameters (also

see Hochmuth [13] for an illustrative table of “natural” SI
units in cellular processes). As experimental techniques
improve, we gain the ability to probe the mechanics of
subcellular systems at different scales, which in turn dictate
the cellular response. Advances in molecular and continuum
modeling complement experimental progress by helping to
explain the mechanisms underlying experimentally-observed
phenomena.

Common Experimental Techniques

To motivate our discussion of MEMS for cell mechanics
investigations, some commonly-used (non-MEMS-based)
experimental techniques are summarized for later comparison.
Figure 1 depicts these techniques schematically. As shown in
Fig. 2, the functional ranges of these techniques span many
orders of magnitude. For further details and references on
these techniques, the reader is referred to other reviews (see
for example [11, 12]). Techniques are grouped according to
their interaction with the cell: active techniques that impose
a time-varying mechanical stimulus to elicit a response, and;
passive techniques designed to observe cellular response to
a constant condition.

Active techniques

Micropipette aspiration is perhaps the most widely-used
technique in experimental cell mechanics. The cell is
aspirated into a glass pipette with an inner diameter smaller
than the cell, causing it to deform [14]. The extent to which
the cell enters the pipette is quantified by optical micro-
scope and used to infer mechanical properties of the cell.
Fine force resolutions are possible as loading is controlled
by the applied pressure (with typical resolutions of 0.1 Pa

Table 1 Summary of order of
magnitude of parameters com-
monly measured in cell
mechanics

Parameter Characteristic Order Ref.

Force [N] RNA extension 10−12 [157]
N- or E-cadherin/cadherin bond rupture 10−11 [20]
P-selectin/ligand bond rupture 10−10 [158]
Chicken embryo fibroblast traction 10−8 [127]
Rabbit patellar tendon fibroblast tensile failure 10−6 [159]
Heart cell contraction 10−5 [129]

Length [m] DsDNA, dsRNA persistence length 10−8 [157]
HIV diameter, RNA length 10−7 [160]
Human heart myocyte contraction 10−7 [161]
Human red blood cell diameter 10−5 [11]
Human DNA 1 [162]

Elastic modulus [Pa] Human mesenchymal stem cells 102 [163]
Human umbilical vein endothelial cells 103 [23]
DNA 108 [164]
Collagen fibril 108 [133]
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[13]) and the inner diameter of the pipette. However, this
technique often requires the cell to endure large deforma-
tions, making it incompatible with some cell types. Further-
more, the geometry of the cell-pipette interface creates a
complex state of stress, requiring indirect determination of
properties. Examples of studies conducted by micropipette
aspiration include investigation of the flow of blood cells
through small vessels and the influence of chemical and
mechanical stimuli on cell behavior [13].

Atomic force microscopy (AFM) has been used to probe
levels of cellular mechanics ranging from global viscoelas-
ticity [15] and elastic properties [16, 17] down to properties
of isolated cell nuclei [18] and the strength of individual
cadherin-cadherin bonds [19–22]. Here the probe is often
functionalized to promote a specific type of binding. AFM
can be combined with various forms of optical microscopy,
for example fluorescence or total internal reflectance
fluorescence microscopy [23], for simultaneous imaging
of the cell.

The displacement and force resolution of commercially-
available atomic force microscopes enable this broad range
of studies. However, the ultra-sensitivity of the AFM, which
is achieved using the reflection of a laser beam from a
flexible cantilever, imposes intrinsic constraints. For exam-
ple, the possible range of forces measured by a single probe
depends in part on the cantilever stiffness as the photodiodes
used to detect probe deflection are designed to measure
only small displacements. Thus, the stiffness of the probe is

chosen to produce measurable deflections in response to
force ranges of interest and no single probe may be used to
investigate the full range of phenomena listed above. This
constraint is common to many experimental techniques.
The experimental setup for AFM-based studies can also be
complex. Operation in aqueous environments, often required
to maintain normal cell function, may be complicated by
fluid-probe interaction and reflection or refraction of the
laser used for sensing. Further difficulties arise for non-
adherent cells [12].

Optical or laser traps (or tweezers) are used to manipulate
functionalized beads tethered to the structure of interest [8,
24–33]. The laser refracts as it passes through a bead. By
conservation of momentum, the changing photon momen-
tum results in a change of the bead’s momentum and thus a
force on the bead toward the focal point of the laser (the
point of greatest intensity) [31]. This force is proportional
to the perpendicular distance from the optic axis of the trap.
Resulting bead displacements may be measured by tracking
the refracted beam with photodiodes, or by analysis of
optical images of the interference patterns or the beads
themselves. At the finest scales, optical traps have been
used in numerous single-molecule studies [32], for example
to study the kinetics of RNA unfolding [33]. On larger
scales, this technique has been used to study global cell
properties, such as changes in stiffness of red blood cells
with the progression of malaria by manipulating beads
adhered to malaria-infected red blood cells [8]. While this

Fig. 1 Schematic depiction
of common experimental
techniques employed in
cell mechanics
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technique affords the finest force resolution (see Fig. 2), it
is generally limited to experiments requiring forces below
0.1 nN. At the risk of damaging the specimen, higher power
lasers may be used to stiffen the optical trap and apply greater
forces.

Similar to optical traps, magnetic beads may be manip-
ulated by an externally-generated magnetic field to apply
loading [34–39]. This method has been used for example
to quantify mechanical or transport properties of motor
proteins, DNA, and on a larger scale, entire cells [35]. Using
magnetic tweezers to load E. coli DNA, it was shown that
small variations in applied force or torque switch the DNA
gyrase between three modes of activity [40]. In this exper-
iment, the magnetic bead was tethered to the substrate by
a single DNA molecule. By translating or rotating the ex-
ternal magnetic field, variable forces or torques were applied
to the DNA. Magnetic beads have the added advantage
that torques can be applied to the beads simply by rotating
the external field. While torque generation is possible with

optical traps (see for example [41]), it requires a modified
experimental setup. The unfavorable scaling of magnetic
forces at small scales (magnetic forces scale at best with the
square of their characteristic dimension [42]) is often a
limiting factor in these systems, often requiring relatively
large beads in comparison to the sample size.

There are several variations to the magnetic tweezers.
Magnetic twisting cytometry [38, 39, 43] utilizes magnetic
beads with aligned fields. The beads’ fields may be aligned
by applying a weak magnetic field as they settle on the cell,
or by magnetizing them after adhering to the cell. The
magnetically-aligned beads are then twisted by a strong
external magnetic field with which the beads attempt to
align. The degree to which the beads rotate (as measured
from the changing magnetic signal) under the applied torque
provides information, for example, regarding force trans-
mission between the cell membrane and cytoskeleton [38].
In magnetic bead microrheometry, strong magnetic pulses
are used to apply localized loading [34]. The resulting

Fig. 2 Comparison of reported
functional ranges of techniques
for studying cellular mechanics.
Note that the ranges reported
here are not necessarily attain-
able with a single device. For
example, the finest resolution
and maximum force for AFM
are not achieved simultaneously
using a single cantilever. Note,
all values reported in this table
are meant only to demonstrate
order of magnitude with no
greater precision. References for
these values are listed in Table 2

108 Exp Mech (2009) 49:105–124



deformation of the cell is imaged by tracking non-magnetic
beads dispersed on the surface of the cell. One drawback to
magnetic methods is the large beads that are often required
to achieve adequate forces [44]. These are made necessary
by the fact that magnetic forces do not scale favorably with
decreasing size. Furthermore, as with optical traps, the specific
versus non-specific interactions between the cell membrane
and beads are not well-characterized [44].

Flow-induced shear is commonly used to load adherent
cells within a flow chamber. A major advantage to fluid
flow methods is the fact that they naturally create a more
cell-friendly environment than some other techniques. Dong
and Lei [45] used this technique to study rolling adhesion of
white blood cells in shear flow. The flow chamber was
designed to allow measurement of cell rolling velocity, defor-
mation, and the cell-substrate contact length from optical
images. By altering cell deformability through treatment
with cytochalasin B, the authors showed for example that
increasing cell compliance decreases rolling velocity. This
was attributed to the reduced flow disturbance and increased
contact area that result from flow-induced deformation [45].
Another example of the use of flow-induced shear is in
investigating the influence of laminar shear stress on cell
proliferation [46]. Bovine aortic endothelial cells exposed to
steady flow showed a reduction in the rate of cell prolif-
eration. Proliferation was completely arrested at high shear
stresses [46].

Cells adhered to flexible substrates may be strained by
stretching or bending the substrate. Variations of this tech-
nique allow for uniaxial or biaxial loading. These may be
used for example to reproduce forces in bone tissue (for a
summary, see [47]). In another example, a device was made
to study the mechanical properties and effects of stretch on
human alveolar epithelial cells (lung cells) [48, 49]. Here
the substrate, which was supported on a ring-shaped holder,
was stretched by applying vacuum beneath the perimeter
(outside the ring holder) [48]. Magnetic twisting cytometry
(see above) was then used to measure the local properties of
the stretched cells. By tracking the beads, local strains were
also determined. These experiments demonstrated that cell
viscoelasticity increases with stretching and that chemical
disruption of the actin cytoskeleton inhibits this response,
suggesting the important role of the actin cytoskeleton in
the cells’ mechanical response [48]. The importance of cell-
cell junctions was also demonstrated with the same appa-
ratus by showing the ability of confluent cells to withstand
greater tension when exposed to thrombin than subconfluent
cells [49].

Passive techniques

Multiple-particle-tracking microrheology is a passive tech-
nique in which micro or nanoparticles are dispersed on the

cell membrane or injected into the cytoplasm of a cell and
then tracked to map local displacements or mechanical prop-
erties of the cell [44, 50, 51]. Motion is mapped by tracking
the path of the particles over time through successive digital
images [50]. Properties of the surrounding material may be
inferred by observing the Brownian motion of the particles
within the cytoplasm (see following section for a quantita-
tive analysis of Brownian motion). This has been used for
example to assess heterogeneity in the mechanical properties
of the cytoplasm [44, 51]. Laser tracking microrheology
is an alternative method for measuring embedded bead
displacements [52]. Here a low-powered laser is focused on
a bead embedded in the filamentous network. The bead
causes far-field scatter of the beam. The resulting deflection
from the optic axis is observed by a four-quadrant detector,
much like in an AFM, providing sub-nanometer and near-
microsecond spatial and temporal resolutions.

Multiple techniques infer the direction and/or magnitude
of cellular traction forces by imaging deformation of a com-
pliant substrate. Some use extremely thin, soft membranes
which wrinkle in response to traction forces generated by
an adhering cell [53, 54]. While the wrinkles are readily
observed, there is no direct way to translate the complex
wrinkle patterns into quantifiable forces. Related techniques
use particles embedded in a flexible substrate as fiduciaries
to map in-plane deformation of the substrate [55–58]. These
maps are formed by tracking the position of the particles
through successive digital images. For substrates of known
stiffness, these displacements can be transformed into traction
vectors. However, quantification of forces from measured
deformations of a continuous substrate is computationally
taxing due to complex strain distributions. Imaging resolu-
tion and the accuracy of the substrate stiffness calibration,
combined with the force computation method, dictate the
overall resolution of the technique. A variation of this
technique, using closely-spaced compliant microfabricated
pillars that bend in response to traction forces [59–63], will
be discussed later in conjunction with other microfabricated
devices.

Substrates are selectively patterned with biofunctionalized
regions to observe effects on cellular response. Substrates
patterned by microcontact printing [64] have been used for
example to demonstrate the ability to switch endothelial
cells between growth, differentiation, or apoptosis by control-
ling the geometry of their spreading [65]. Other studies
investigate the effects of adhesive ligand spacing on cell
motility and focal adhesion dynamics [66].

The techniques summarized here, both active and passive,
have facilitated great advances in the understanding of cell
mechanics. However, some common limitations need to be
overcome. Many of the techniques described above require
indirect methods of computing properties such as elastic
modulus or viscoelasticity. This is in part due to complex
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constraint and loading conditions. These conditions also
complicate comparisons with models of cell mechanics.
While high force and displacement resolutions are reported,
the figures do not always consider uncertainties in assump-
tions made in the indirect calculation of material properties.
Finally, these techniques are typically limited to a single type
of stimulus or measurement as the generally complex and
bulky exterior equipment required for these studies limits
the number of simultaneous interactions with the cell. For
example, simultaneously probing a cell with multiple AFMs
would be impractical. At the same time, it may be desirable
to probe multiple points on the cell, both to stimulate re-
sponse and sense changes in mechanical properties.

Fundamental limits to resolution

Noise imposes fundamental limits on the displacement
and force resolution of the techniques described herein.
Mechanical-thermal noise caused by Brownian motion
creates uncertainty in probe position and effectively creates
a minimum functional limit, belowwhich forces and displace-
ments cannot be applied or measured. Noise in associated
sensing components, such as that in electronic components,
further limits the resolution of these devices. Interestingly,
this noise can be described in the same general terms for
nearly any system. Gabrielson [67] shows that the mechan-
ical-thermal noise of even the most complex systems can be
described in terms of the dissipative elements in the system.
Assuming thermal equilibrium, the energy gained from
thermal vibrations is balanced by that dissipated through
damping [68]. Thus the noise sources can be modeled with
the simple addition of a force generator at each damper in
the characteristic mass-spring-damper representation.

Johnson–Nyquist noise [69, 70], originally used to de-
scribe thermal agitation of electrons within an electrical
conductor, may be generalized to describe mechanical-
thermal vibrations in micromechanical experiments. These
vibrations tend to dominate noise in micromechanical experi-
ments (e.g. trapped beads or compliant probes). For example,
thermal vibrations in AFM probes create uncertainty in the
probe position and thus the measured force. As shown in
Fig. 2, AFM force measurements (at room temperature) are
limited to approximately 0.1 pN resolution, whereas sub-
attonewton force detection has been demonstrated using
silicon cantilevers at millikelvin temperatures [71]. When in
static contact, the mean-square displacement of the cantilever
tip caused by Brownian motion may be defined as [72]:

z2th
� � ¼ 4kBTB

Kω0Q
;

where kB is Boltzmann’s constant, T is the temperature, B is
the bandwidth, and K and ω0 are the stiffness and resonance
frequency of the cantilever respectively. The resulting thermal

noise equivalent force then is F ¼ K
ffiffiffiffiffiffiffiffiffiffi
z2th
� �q

[72]. Note that
this is analogous to the Johnson–Nyquist noise-generated
voltage across a resistor in an electrical system.

The displacement-sensing system (e.g. the optical-
electrical system of an AFM) is another source of noise.
Assuming a noise density nds in the displacement-sensing
system, an additional term n2dsB

� �
is added to the total noise

displacement. From this, the minimum detectable force in
static contact AFM as defined by the Brownian motion and
sensor noise is computed assuming a linear spring, namely
[72]:

Fmin ¼ K
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
z2th
� �þ n2dsB

q
:

Noise limits in other techniques are described similarly.
Gittes and Schmidt [73] present a generalized description of
mechanical-thermal noise for microscopic probe systems
in terms of the viscous drag. This approach is particularly
relevant to cell mechanics where experiments typically take
place at low Reynolds numbers, making inertial forces insig-
nificant compared to the viscous drag [73]. For a “position-
clamp” experiment where the probe is held stationary by
feedback to observe time-varying forces, the uncertainty in
the force is formulated in terms of the hydrodynamic drag
coefficient γ of the probe (e.g. bead or AFM probe) [73]:

ΔFrms ¼
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
4gkBTfs

p
;

where fs is the cutoff frequency, above which the signal is
filtered by a low-pass filter. Here Gittes and Schmidt point
out a common misconception. Increasing the probe stiffness
does not necessarily decrease force uncertainty as it does
not depend directly on probe stiffness (unless electronic
noise dominates, in which case the decreased stiffness will
allow larger displacements to overcome the noise) [73].
Instead the resolution is improved by reducing the drag
or, at the expense of temporal resolution, by reducing the
cutoff frequency [73].

The relatively small drag coefficient of optical and
magnetic beads is in part responsible for their finer force
and displacement resolutions as compared to that of the
AFM [73]. At the present, AFM cantilevers cannot be made
significantly smaller as they rely on the reflection of a laser
beam for displacement detection. Making them smaller
would create diffraction and reduce the signal intensity. This
suggests an advantage to using self-sensing MEMS devices.
By eliminating external sensing schemes, the probes can be
made smaller to reduce drag.

Noise in MEMS, which are the focus of this review, is
described in similar terms. In this case, Johnson–Nyquist
noise (in the electrical-thermal domain) and flicker noise
(or 1/f noise) are more directly coupled to the system. As
an example, we take the noise effective force as presented
by Villanueva et al. [74] for a piezoresistive (self-sensing)
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cantilever used for detection of intermolecular forces. This
includes consideration for Johnson–Nyquist electrical–
thermal and mechanical–thermal noise and flicker noise.
The noise effective force is given by the ratio of the noise
power to the force sensitivity, [74]:

FNEF ¼ V 2
noise

� �
ΔV=F

;

where (ΔV/F) is the force sensitivity of the cantilever and,

V 2
noise

� � ¼ 24kBTLρ
wt

fmax � fminð Þ|fflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflffl{zfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflffl}
J�Nelectrical�thermal

þ 2αV 2
bias

8Ltwn
ln

fmax

fmin

� �
|fflfflfflfflfflfflfflfflfflfflfflfflfflffl{zfflfflfflfflfflfflfflfflfflfflfflfflfflffl}

flicker

þ kBT Π 2
l L

2KV 2
bias

2w2t4ω0Q
fmax � fminð Þ|fflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflffl{zfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflfflffl}

J�Nmechanical�thermal

Here L, w, and t are the length, width and thickness of the
cantilever respectively; ñ is the piezoresistor resistivity; fmax

and fmin are the maximum and minimum frequencies
(bandwidth B=fmax− fmin); α is a dimensionless parameter;
Vbias is the bias voltage; n is the carrier concentration; Πl is
the longitudinal piezoresistive coefficient; K is the cantilever
stiffness; ω0 is the natural frequency of the cantilever, and;
Q is the quality factor. Note that the simpler formulation of
thermal vibrations presented above for an AFM cantilever
are still applicable.

As shown in Fig. 2, many of the micromechanical and
microelectromechanical devices for cell mechanics to be
described in “MEMS for Cell Mechanics” have yet to reach
resolutions where thermal vibrations become limiting. This
is largely due to the continued reliance on optical microscopy
to measure displacements and external actuators. However,
as these devices become more highly integrated with true
MEMS sensing and actuation schemes, considerations for
noise will again become paramount.

Complementary Imaging Techniques

All techniques reviewed here use optical microscopy in
some capacity. The implementation may be conventional
optical microscopy or could involve specialized techniques
such as fluorescence or confocal microscopy for enhanced
contrast and selective imaging. Typical (diffraction-limited)
resolutions are on the order of hundreds of nanometers [75].
Note that the resolution refers to the ability to distinguish
between an individual object and two closely-spaced objects.
However the position of, for example, isolated fluorescent
particles can be located with greater precision. In this case,
positions are measured with reported precisions as great as
a few nanometers [44]. This is aided by image processing
to provide sub-pixel resolution. Ultimately, the goal of im-

plementing non-conventional microscopy techniques is to
maximize contrast between features of interest and the
background.

Fluorescence microscopy (FM) is widely used in cell
mechanics studies to selectively image regions of interest
on a cell [76]. Here fluorescent molecules (fluorophores)
selectively bind to and label structures of interest. When
illuminated with the proper wavelength, fluorophores absorb
the incident light and emit a longer wavelength. Light from
the sample is filtered by a dichroic mirror, allowing only the
fluoresced light to reach the detector. In the resulting image,
fluorescently-labeled regions appear bright in an otherwise
black background. Common examples of FM in cell me-
chanics are the visualization of binding sites and cytoskel-
eton reorganization. The value of FM to biological studies is
evidenced by the tremendous library of fluorophores and
naturally-fluorescent gene products identified for virtually
any component of living systems [76] (see [77] for libraries
of fluorophores).

Confocal microscopy (CM) produces images with extreme-
ly reduced depth-of-focus, effectively giving cross-sectional
views of the specimen [75, 78]. This is achieved using a
point illumination source and a pinhole placed in front of
the detector at the conjugate focal plane of the sample (the
location at which the point source is re-focused to a point
after passing through the objective lens). The pinhole blocks
incident light that does not originate from the focal plane of
the sample. Typical resolutions of commercially-available
confocal microscopes are on the order of 200 nm [75]. CM,
often performed in conjunction with FM, generally yields
sharper images than those of FM alone due to the pinhole,
which blocks background fluorescence. Multiple planar
images may be reconstructed to create three-dimensional
renderings of the specimen. Laser scanning confocal micros-
copy is a more recent form of CM. Here a laser source is
scanned over the sample by a series of mirrors. As with
CM, a pinhole rejects out-of-focus light. Each illuminated
point captured represents a single pixel in a two- or three-
dimensional image that is reconstructed by a computer [75].

Beyond imaging cells, microscope-based techniques have
been demonstrated for studying cell dynamics, structure-
function relationships, and even perturbing molecular func-
tion (for a review of these techniques, see [79]). For example,
Chromophore Assisted Laser Inactivation (CALI) is used
to perturb protein activity in cells. Here a chromophore-
labelled antibody is used to target a protein of interest [79].
When exposed with the proper wavelength, the chromo-
phore produces free radicals. These free radicals inactivate
the targeted protein. In this way, CALI provides a high
resolution, highly specific means of molecular perturbation
without altering the cellular genetics.

While extremely effective in visualizing selected cellular
components, methods of optical microscopy are not neces-
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sarily immediately applicable to experimental cell mechan-
ics. There is often a tradeoff between optimizing imaging
conditions to quantify, for example, displacement of a bead,
and obtaining the best possible visualization of the corre-
sponding cell response. Similarly, as will be discussed later,
many current MEMS devices rely on optical microscopy to
simultaneously quantify deflection of compliant-beam force
sensors and observe cell response. Future MEMS devices
with greater sensor/actuator integration will reduce reliance
on microscopy for force and displacement quantification,
allowing greater optimization of cell imaging.

Further Motivation: Modeling Cell Mechanics

To further motivate advances in experimental techniques,
we review model-based approaches to understanding the
mechanics of cells, subcellular processes, and biomolecules.
These models are often used to explain experimentally-
observed cell responses, in some cases using experimentally-
determined mechanical parameters. As previously mentioned,
the range of relevant spatial and temporal scales complicates
modeling efforts. With these models, we gain not only predic-
tive power, but the ability to better understand the mecha-
nisms that drive the phenomena observed in experiments.

A key challenge towards deciphering the structure-function
paradigm for living cells is to interpret the response measured
in the experiments outlined in “Common Experimental
Techniques,” as well as in vivo observations. The quest to
address this challenge has yielded development of various
theoretical and computational models for cells, subcellular
components and biomolecules. These models have been used
to complement the novel experiments designed for measuring
material characteristics of cells, as well as to understanding
certain behavioral aspects of living cells and states of human
health and disease [80]. An example is the recent work on
biomechanics of malaria-infected red blood cells, which has
provided invaluable insight into the mechanisms of disease
developments and alterations in the structural character-
istics of red blood cells infected by the malaria parasite, P.
falciparum [8, 81, 82]. Another example is application of
biomechanical models in understanding infectivity and its
connection to structure, as recently demonstrated for HIV
particles [83]. In addition, the theoretical and computational
models are strong tools for guiding experiments for probing
certain aspects of behavior of living cells and their constit-
uents. An example is a recent study on the mechanics of
isolated nuclei in micropipette aspiration [84] and atomic
force microscopy indentation [84, 85]. The developed com-
putational model for an isolated nucleus, which distinguishes
the structural role of major nuclear elements, revealed that
the overall response of an isolated nucleus in micropipette
aspiration is very sensitive to the nuclear lamina properties.
This finding suggests that the micropipette aspiration exper-

iment can be used to effectively examine the influence of
various alterations in the nuclear lamina, such as mutations in
gene encoding lamin A and its bindings [84].

The theoretical models in the field of cell mechanics,
range from scaling laws for cell adhesion [86] and qualitative
models for cell mobility in two and three dimensions [87–
89] to elastic rod models for protein-bound DNA loops [90]
and detailed theoretical models which relate metabolic activ-
ity of red blood cells, through the consumption of ATP, to
the stiffness and deformation of red blood cells in capillaries
[81, 91]. Although these theoretical models have provided
valuable insight into the mechanics of living cells, in general
they cannot provide an accurate quantification of the material
characteristics of living cells and subcellular components.
This is mainly due to the heterogeneous and active structure
of living cells, as well as the wide range of temporal and
spatial scales involved in cellular processes.

The computational models in cell mechanics are gener-
ally classified to two main categories: Continuum-based
approaches and Microscale approaches [80]. Microscale
approaches have been used to interpret the response and
behavior of cells, subcellular structures and their constituent
biomolecules at various temporal scales. For example,
tensegrity-based discrete models have been used to study
various quantitative aspects of static and dynamic mechan-
ical behavior of cells [38, 92–94]. At much smaller spatial
scales, molecular dynamics simulations and Monte Carlo
models have been developed for analyzing the response
of biomolecules. The applications are broad and range
from force-induced protein folding, unfolding and rupture
[95–98] to understanding the effects of hyperglycemia on
collagenolysis [99].

Continuum-based models in cell mechanics, and in general
in biomechanics, are based on finite element methods. A
key challenge in developing continuum-based computational
models is choosing the material law capable of representing
the behavior of distinct subcellular components under a
complex state of stress, as well as their alterations due to
biochemical, mechanical and electrical stimuli. The material
laws incorporated in the computational models of cell me-
chanics vary from simple linear elasticity to ‘active continua’
models [100, 101], which account for the interplay of
mechanics and biochemistry in regulating cell function,
Fig. 3. This is further discussed in a complementary review
article on continuum-based computational approaches in
cell and nuclear mechanics [102]. The role of material and
geometrical nonlinearity also can be incorporated easily in
most computational models, which are of significant impor-
tance for certain applications. Examples are deformation
of red blood cells in capillaries and cell motility where
geometrical nonlinearly is of significant importance. While
available computational techniques are capable of simulat-
ing and predicting many behavioral aspects of living cells
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and subcellular components, still they fail to predict and
simulate some of the important experimentally observed
characteristics of cellular behavior. An example is focused
propagation of mechanical stimuli applied to the cell mem-
brane in the cytoskeleton [2, 103, 104]. A realization of this
effect is the alteration of nuclear shape induced by pulling a
microbead attached to the cell membrane. This ‘action at a
distance’ effect can be predicted by novel computational
models discussed by Wang and Suo [105] and Blumenfeld
[106].

Cell function is regulated by complex interactions
between biochemistry, biomechanics and genetics at spatial
and temporal scales that extend over several decades.
Development of multi-physics multiscale computational
approaches which connect collective behaviors at different
temporal and spatial scales can help immensely in further-
ing our knowledge of the structure-function paradigm in
living cells. However, despite their importance, the appli-
cation of these computational models is still in its infancy.
The available multiscale computational approaches consist
of hierarchical continuum-based models, hierarchical mod-
els based on microscale approaches, and models which
bridge the length scales by combining continuum-based

models with microscale approaches. Hierarchical continuum-
based models are mainly used to interconnect cell mechanics
with collective tissue behavior such as for studying morpho-
genesis [107]. Hierarchical models based on microscale
approaches have been also developed to study the mechan-
ics of biomolecules as illustrated recently for mechanics
and structure of collagens [98]. When a combination of
continuum-based and microscale approaches are employed
for interconnecting the behavior at different scales, coarse-
graining of the local microscopic strain-stress relationships
obtained from microscale approaches provides approximate
continuum descriptions that can be applied at macroscopic
levels. For example, network simulations of erythrocytes
[108] can provide effective elastic constants of the mem-
brane and the underlying filamentous structure, which then
can be used for studying the overall deformation of red
blood cells.

An interesting example of application of computational
approaches is in understanding the complex mechanisms
that regulate cell motility in two and three dimensions. These
efforts have yielded development of various computational
models, from continuum-based models based on finite ele-
ment methods [109, 110] to stochastic models [89, 111] and

Fig. 3 Mechanical models pro-
posed for single cell mechanics.
A review of Liquid Drop mod-
els, which are mainly used to
characterize the behavior of
suspended cells, is provided in
[82]. A review of the proposed
Discrete models (also called
Micro/nano structural models) is
provided in Stamenovic and
Ingber [166] and Ingber [167]
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mutltiscale approaches [112, 113]. For example, the appli-
cation of computational approaches in understanding tumor
cell migration in 3D matrices has been recently demon-
strated [114]. On the other hand, meso and molecular
dynamics simulations were employed to study the making
of ATP [115], the conformational states of Mg-ATP in water
[116], and the mechanics and behavior of biomolecules
involved in cell migration such as α-actinin [117].

Application of these theoretical and computational models
for interpreting the response measured in various controlled
experiments, have yielded various mechanical models for
single cells (see Fig. 3) depending on the cell type and
loading and experimental conditions. These models can be
classified into two main categories: Continuum models and
Discrete models. Liquid Drop models are widely used for
characterizing the response of suspended cells [118, 119],
while the adherent cells are generally modeled using homog-
enous or multi-layer Solid or Biphasic models. It is interesting
to note that even for a single experiment and cell type, the
model of choice could depend on the deformation level as
discussed for the micropipette aspiration experiment on
white blood cells by Lim et al. [82]. Most of the available
models of adherent cells consider the cell as one homog-
enous material, in general representing the cytoskeleton,
which considerably simplifies the analysis of experimental
data. Mechanical models that account for the heterogeneous
structure of the cell are critical for understanding certain
aspects of cellular behavior such as the response to the
localized perturbation applied to the cell membrane [120] or
nuclear envelope [18].

MEMS for Cell Mechanics

As focus shifts from identifying cell-level responses to
investigating the structure-function paradigm that drives them,
the need for experimental techniques combining quantitative
force and displacement transduction with simultaneous imag-
ing of cellular components grows. MEMS hold the potential
to meet these demands, providing the modeling community
with highly repeatable results reflecting well-defined loading
or deformation conditions while complementing existing
experimental techniques. As will be discussed, the accessible
force range of many of the MEMS-based systems extends
to 100 s of nanoNewtons or greater. This is beyond the range
of commonly-used magnetic and optical tweezers and many
of the AFM probes. Cellular forces, which arise from cyto-
skeletal structures and the action of clusters of molecules
(e.g., integrins), typically fall in the 10 s of nanoNewtons
range or higher. For comprehensive study of mechanotrans-
duction, forces of this range must be investigated in addition
to those individual molecular forces already characterized by
exiting techniques. Thus, we emphasize the complementary

as opposed to competitive relation of MEMS-based devices
to existing techniques.

MEMS lend themselves naturally to cellular and subcel-
lular level mechanical testing. Due to their intermediate size,
MEMS serve as an excellent interface between our naturally
macroscale tools andmicro- or nano-scale biological systems.
The well-established MEMS literature details numerous
sensors and actuators exhibiting excellent performance
characteristics. These sensing and actuation schemes will
make possible self-sensing and actuating devices, eliminating
the need for off-chip systems. The size and robustness of
these devices creates the possibility of applying multiple
independent sensors and actuators in cell-friendly environ-
ments. Furthermore, many of the MEMS-based sensing and
actuation schemes scale favorably. For example, the time
response, sensitivity, and power consumption of electrostatic
displacement sensors improve as their dimensions shrink.
Thus as devices are designed for finer scales, their perfor-
mance improves.

Advantages of MEMS for cell mechanics are emergent
in current MEMS devices, allowing accurate transduction
of forces and displacements relevant at most levels of the
hierarchical cell structure. A set of these devices represen-
tative of the current state of MEMS for cell mechanics is
reviewed in this section. We consider a broad range of
devices that leverage fabrication methods and operating
principles of the well-established MEMS field. This includes
devices that do not necessary have all components of a true
“microelectromechanical” system. First, we review purely
mechanical devices with compliant beams used to infer
forces from optically-measured displacements via a known
spring constant. These devices rely on external instruments
for actuation. Next, fully microelectromechanical devices are
reviewed. These devices begin to reduce reliance on external
sensors and actuators. Later, MEMS sensors and actuators
that have yet to be applied to study cell mechanics are
discussed in terms of their potential to benefit the field.

Some of the devices reviewed are depicted schematically
in Fig. 4. This figure highlights the reliance on micro-
fabricated compliant beams, especially that of the purely
mechanical micro-scale devices. In some cases, the beams
simply confine motion to specific axes, replacing bearing or
sliding contacts used in macro-scale devices. In others, the
stiffness of the beams is calibrated such that measured
displacements may be converted to forces. To compare their
performance with other experimental techniques, the func-
tional ranges of these devices are included in Fig. 2.

Micromechanical Devices: Pillars, Probes, and Pullers

Micro-scale pillars, probes and pullers have been used in a
broad range of experiments in cell mechanics. These purely
mechanical devices leverage well-established microfabrica-
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tion techniques to create systems with operational parame-
ters relevant to the study of cell mechanics. The devices
described in this section operate in conjunction with an
optical microscope used to observe the deflection of com-
pliant beams (see Fig. 4). In most cases, the stiffness of
the beams is characterized, allowing optically-measured
displacements to be converted to forces.

Arrays of closely-spaced compliant silicon or polymer
pillars are used to study interactions between cells and their
substrate [59–63]. The cell spreads across a bed of upright
pillars, which deflect independently in response to local
traction (see “Micropillar Array” in Fig. 4). This deflection
is measured by optical microscopy and traction forces are
estimated based on the calibrated stiffness of the pillars,
each pillar yielding an independent force vector. Combined,
these force vectors form a map of subcellular traction forces.
A key advantage to this technique is the high number of
independent force measurements provided by the pillars. The
local substrate stiffness (stiffness of each pillar) can be varied
across the substrate through the geometry of the pillars

[60]. Taking advantage of the large number of independent
force measurements, these micropillar arrays enable a variety
of novel studies. For example, by controlling adhesion to
the pillars, Tan et al. demonstrated that traction forces are
regulated by cell morphology [60]. In another application,
Roure et al. showed that traction forces are greatest about
the edge of epithelial cells [61]. Most recently, Sniadecki
et al. embedded cobalt nanowires in the micropillars [63].
An externally-applied magnetic field was then used deflect
the nanowire-containing pillars, while those without em-
bedded nanowires acted as before to passively measure the
resulting force response. With the added actuation capabil-
ity, the authors observed local focal adhesion recruitment
in response to step force inputs [63].

The pillars are made by casting poly(dimethylsiloxane)
(PDMS) into a high-aspect-ratio mold or etching silicon.
The compliance of the pillars is controlled through their
geometry and the choice of material such that their deflection
in response to cell traction is readily measured by optical
microscopy yet small enough to prevent adjacent pillars from

Fig. 4 Schematic depiction of
MEMS for cell mechanics em-
phasizing the use of compliant
beams. The actuation in each
device is depicted by an arrow.
Δ denotes a displacement im-
posed by an external actuator.
Fcomb, Fcell, Fapp, refer to forces
imposed by an electrostatic
comb-drive actuator, the cell, or
other actuator respectively.
Fsense denotes load measurement
by optical imaging of beam
deflection (note that they are not
necessarily imaged at this loca-
tion). Δsense denotes the mea-
surement of displacement by
optical microscope. See Table 2
for references for each device
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contacting each other. The accuracy of this method is deter-
mined by the accuracy of the pillar stiffness estimates and,
like many other methods, by the resolution of the optical
displacement measurements. Before use, the PDMS is
typically coated with fibronectin to promote adhesion. The
tops of the pillars may be fluorescently labeled to improve
imaging [61]. Rather than coating the entire device in fibro-
nectin, the tops of the pillars may be selectively function-
alized [60] by microcontact printing [64]. This helps prevent
the cell from spreading down the sides of the pillars. If
the cells do spread between the pillars, the force-deflection
relationship for the calibrated pillars is no longer well-
defined. While selective functionalization of the tops of the
pillars reportedly reduces cell spreading between pillars, it is
difficult to quantify the degree to which the fibronectin
solution diffuses down the walls of the pillars upon printing.
Furthermore, the effect of the discontinuous substrate on
the cell response is unclear.

Saif and coworkers report a series of micromachined probes
(see “1-D and 2-D Cell Probe” in Fig. 4) to investigate the
force response of cells [121–123]. Each device consists of
a probe suspended on a single or pairs of compliant beams
of known stiffness. Pairs of beams confine the motion of
the probe to a single axis. Use of a single beam allows the
probe to move in the plane of the substrate, giving two-
dimensional force readings. The entire probe-beam system
is translated independently of the cell by a three-axis pie-
zoelectric actuator to bring the probe into contact with the
cell. By observing the deflection of the beams through an
optical microscope, the applied force of the probe is calcu-
lated using the known spring constant of the beams. Beam
calibration is performed by deflecting them against an AFM
cantilever of known stiffness and comparing the magnitude
of deformation. The probe can be functionalized with fibro-
nectin, to promote adhesion [123]. This allows observation
of the stretch response of cells by retracting the probe after
adhesion. The resolution is limited by the resolution of the
optics and uncertainties in the calibration of the beam spring
constant.

Similar experiments to those performed by AFM were
conducted using the cell probes. Use of the cell probes
requires less complex equipment and simplifies imaging of
the cell response as there is no AFM equipment to block the
field of view. Note that biological AFMs are commercially
available with inverted fluorescence microscopes beneath the
sample. However, these can add significant cost to the already
expensiveAFM equipment. Using their micromachined probe,
Saif and coworkers investigated morphological changes in
cells in response to mechanical disturbances [121–123]. Both
compressive and tensile forces were applied by functional-
izing the probe to promote integrin activation. They demon-
strated that probe indentation and retraction elicits a response
by the actin network in GFP-actin transfected monkey

kidney fibroblasts [121]. The authors reported a hysteretic
force response of the cells, which they attributed to
observed actin agglomeration upon indentation.

Serrel et al. fabricated a micromechanical uniaxial puller
(see Fig. 4) to apply well-defined tensile loading to adherent
cells [124]. The device consists of a platform which is split
down the center and coated with fibronectin to promote
adhesion. A single cell is allowed to adhere across the two
halves of the platform. One half of the platform is then
pulled away from the other using a probe station to strain
the cell. The probe station is capable of significantly larger
displacements than typical MEMS-based actuation schemes,
allowing for complete de-adhesion experiments. The oppo-
site half of the platform is linked to the substrate by a series
of compliant beams which act as load sensors. The deflection
of these beams is imaged by high-speed camera then used to
compute the applied force by the known spring constant.
Using digital image processing, displacement resolutions
of 50 nm were reported. Addition of a MEMS differential
capacitive load sensor (see for example [125, 126]) could
eliminate the need for this optical measurement in the future.

The uniaxial puller was used to characterize the force-
displacement response of individual fibroblasts [124]. The
initial response was linear. However, the onset of de-
adhesion resulted in nonlinear behavior as individual adhe-
sion sites failed. Complete loss of adhesion occurred at over
1500 nN, which is significantly higher than de-adhesion
forces reported elsewhere. The authors attributed this dis-
crepancy to the extensive fibronectin coating and high surface
roughness of the platform as compared to the relatively
smooth substrates used in other experiments.

Sheetz et al. demonstrated a micromachined substrate (see
“Traction Pads” in Fig. 4) used to measure traction forces
generated by fibroblasts [127]. The substrate contains a
large array of square pads, each fixed to the free end of a
cantilever beam (in the plane of the substrate) hidden
beneath the surface. Much like the micropillar arrays, these
cantilevers bend in response to traction forces applied to the
pads by migrating cells. A camera tracks the motion of
the pads and images are later processed to determine the
corresponding force using the known spring constant of
the cantilever beams. In this case, the deflection of the can-
tilevers depends not only on the magnitude of the traction,
but also on the angle of this vector with respect to the
cantilever (the deflection of the cantilever for a given force is
greatest when the force is perpendicular to the cantilever
and minimal when the force is parallel to the cantilever). To
resolve this issue, the authors assumed the force to be along
the long axis of the cell [127] as it was shown that tractions
generated by fibroblasts are directed primarily along this
axis [128]. The validity of this assumption, along with the
calibration of the beams and resolution of the optics, deter-
mines the accuracy of the measurements produced in this
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experiment. Using this device, Sheetz et al. observed inter-
mittent rearward facing forces at the front of migrating
fibroblasts and larger forward-directed forces at the tail
[127]. Based on these observations of dorsal and ventral
traction forces, the authors propose a mechanism for fibro-
blast movement; namely that fibroblasts continually gener-
ate new adhesive contacts at the front and release contacts
at the rear.

Lin et al. investigated the contraction of living heart
muscle cells using a micromechanical force transducer
[129] (see “Heart Cell Force Transducer” in Fig. 4). As
with many of the other devices, this uses calibrated com-
pliant beams as load sensors. The heart cell is fixed between
two sets of polysilicon clamps, each suspended by a pair of
flexible beams. The effect of the clamps on the natural
behavior of the cell is unclear. Again, the uncertainty of the
beam calibration and the resolution of the optical system
determine the resolution of the device. Using this device, the
authors measured the maximum force, maximum force per
unit area, and the dependence of the percentage of maximum
force on the calcium concentration of the solution. Here
physiologically-representative forces could not be generated
in this device due to the high compliance of the beams
required for optically-measurable deflections. This demon-
strates the value of fully microelectromechanical sensors. To
remedy this, the authors propose use of MEMS strain gauges
on the beams to eliminate the optical imaging and allow for
stiffer beams, as well as microactuator integration for more
advanced studies [129].

A MEMS platform was fabricated to study the effects of
mechanical tension on cerebral cortex neurogenesis [130,
131]. The device consists of a clamp-and-ratchet micro-
structure used to grip a compliant PDMS membrane and
stretch it. The tissue is cultured on the PDMS membrane.
One end of the membrane is fixed to the substrate while the
other end is gripped by the clamp. The clamp is then pulled
and the ratchet mechanism holds it at pre-set increments of
strain. The resulting neuronal migration is then observed.
To the best of our knowledge, the device has yet to be fully
implemented, though preliminary studies showed embryonic
brain tissue and neurospheres cultured on PDMS survived
under tension for several days.

A MEMS-based piconewton force sensor was reported
(see “Piconewton Force Sensor” in Fig. 4, Table 2) [132].
This sensor works with compliant beams similar to those
of other devices. Deflection is measured using integrated
gratings by an optical microscope. The device was used to
characterize individual magnetic beads as well as to map
the magnetic field of an electromagnet. The device may be
used to more accurately calibrate the magnetic beads used
in the magnetic methods described in “Motivation for Use
of MEMS.” While not yet implemented in cell mechanics
studies, the authors suggest its applicability for these studies

due to its extremely fine force/displacement resolution.
Furthermore, operation in both air and water was demon-
strated, making it attractive for use in cell-friendly fluid
environments.

The micromechanical devices described above leverage
the fabrication techniques of the MEMS industry to create
highly-scaled devices. As shown in Fig. 2, their performance
characteristics are equivalent to or approachingmany existing
experimental techniques for cell-level studies. Active devices
like the cell stretchers impose well-defined loading condi-
tions, minimizing assumptions and computational expense.
At the same time, the lack of an electrical component requires
continued reliance on external actuators and sensors such as
optical microscopes that limit the resolution. Accordingly,
these devices have yet to reach the resolutions required for
single-molecule investigations. Furthermore, reliance on
large-scale external devices limits the possibilities for
incorporating large numbers of independent elements on a
single device. Finally, reliance on an optical microscope
requires imaging conditions conducive to quantifying, for
example, deflection of a beam. Accordingly, imaging con-
ditions may not be fully optimized for observing the cell
response.

Microelectromechanical Systems for Cell Mechanics

The microelectromechanical systems for cell mechanics
reviewed here have the added advantage of on-chip actuators
over the above micromechanical devices. While a limited
number of these devices have been demonstrated, the ben-
efits are readily apparent. As will be described in “Further
Potential Applications of MEMS to Cell Mechanics Studies,”

Table 2 Selected references for Figs. 2 and 4

Technique References

Conventional Micropipette aspiration [13]
AFM [15–17, 19–22, 85]
Optical/laser trapping [8, 12, 24–30]
Magnetic beads [12, 34–36]
Compliant substrates [53–58]

MEMS-based 1-D and 2-D cell probe [121–123]
Mechanical testing platform [133]
Uniaxial stretcher [124]
Micropillar arrays [59–63]
Heart cell force transducer [129]
Traction pads [127]
Microfabricated cantilevers [165]
Bi-axial stretcher [134]
Piconewton force sensor [132]

The last two devices have been demonstrated in the literature and cite
their application to cell mechanics. However, to the best of our
knowledge, they have yet to report results of such tests.
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increased sensor/actuator integration will bring the resolution
of these devices in line with other experimental techniques,
while maintaining the advantages of multiple probe-cell inter-
actions, limited reliance on external systems, well-defined
loading conditions, and cell-friendly environments.

Eppell et al. fabricated an electrostatically-actuated
MEMS mechanical testing platform to determine the me-
chanical properties of hydrated collagen fibrils [133]. The
fibril specimen is bonded across the gap between a fixed
and a moveable pad using epoxy. An electrostatic comb-
drive actuator pulls the moveable pad, loading the specimen
in pure tension. The motion of the pad is constrained to a
single axis by compliant tether beams (see “Mechanical
Testing Platform” in Fig. 4). The force produced by the
comb-drive actuator was calibrated using the voltage-
displacement response of the device without a specimen
mounted and the stiffness of the beams (calculated by finite
element analysis). The resulting displacement was measured
by observing an integrated Vernier scale with an optical
microscope, yielding a displacement resolution of 0.25 μm.
Force-displacement curves for the fibril samples were
obtained by subtracting the device response without the
sample from the response with the fibril sample mounted.
Though not executed, the authors [133] suggest the use of
fluorescently tagged antibodies to provide punctate staining
and visualization of local strain distribution.

Using the MEMS mechanical testing platform, Eppell
et al. measured the force-displacement (and corresponding
true stress-Almansi strain) response of axially-loaded fibrils
[133]. From this data, they reported nominal values of secant
moduli for both small and large strains. For comparison, they
also calculated the modulus based on the resonant frequency
of the device with and without the fibril attached. This value
of 0.53 GPa agreed well with the statically-determined
modulus. The electrostatic actuator used in the mechanical
testing platform has the added advantage of allowing sample
fatigue by cyclic loading. This cyclic loading may be super-
imposed on a nominal stress with the simple addition of an
AC input to the DC bias on the actuator. With cyclic loading,
the authors found a monotonically decreasing modulus with
increasing numbers of cycles and successively higher rates
[133].

A MEMS biaxial puller was fabricated to impose a well-
defined state of uniform biaxial stress on the cell [134]. Like
the uniaxial puller (see “Micromechanical Devices: Pillars,
Probes, and Pullers”), the cell adheres to a split platform. In
this case, the platform is divided into four rather than two
equal pieces. Upon actuation by an electrostatic comb-drive
actuator, the four pieces separate directly away from each
other on a set of micromachined linkages. To the best of our
knowledge, operation of the device with a live cell has yet
to be reported. Nonetheless, this device eliminates the need
for an external actuator and preliminary results show nearly

ideal biaxial strain. The authors suggest alternative actua-
tors, including thermal, magnetic, or piezoelectric schemes.
In this case, they selected the comb-drive for its high accu-
racy and speed, low power consumption and cost to fabricate,
and moderate driving voltage [134].

Capacitive load or displacement sensors are commonly
used in a broad range of MEMS devices. For example, Zhu
et al. demonstrated nanonewton resolution in a differential
capacitive load sensor used for tensile tests of one-
dimensional nanostructures such as carbon nanotubes and
nanowires [125, 126]. Sun et al. fabricated a multi-axis
capacitive load sensor for cellular force sensing [135]. The
device consists of a probe fixed at one end to transverse sets
of high-aspect-ratio electrostatic comb drive structures that
sense probe forces in two dimensions. This eliminates the
need for optically-measured deflection of beams for load
sensing. Furthermore, the broad operating range, which
spans from tens of nanonewtons to hundreds of micro-
newtons (10−8–10−4 N), allows for a diverse set of experi-
ments with a single device. The authors cite intended
applications to cell mechanics including force feedback for
robot cell positioning, modeling of membrane properties for
cell injury and recovery studies, and DNA injection embryo
pronuclei. This device could potentially be integrated into
many of the previously-described probe devices to replace
the optical displacement measurements. Furethermore, the
use of electrostatic combs present the possibility that this
device could be used as an actuator as well as a sensor.

The devices described here demonstrate some of the
potential of MEMS for advancing studies of cell mechanics.
By incorporating electrical-mechanical transduction, these
devices reduce reliance on external tools. For example,
simple electrical input in the form of a DC signal could
then be used to control applied cell stimulus. Likewise, true
MEMS sensors output a simple electrical signal. But while
promising, the application of MEMS to cell mechanics is
relatively new. Accordingly, devices incorporating combi-
nations of multiple MEMS sensors and actuators have yet
to be demonstrated.

Further Potential Applications of MEMS to Cell Mechanics
Studies

To date, MEMS devices for cell mechanics incorporate a
limited number of the available MEMS sensors and actu-
ators, yet they enable novel experiments in force ranges not
attainable by other common techniques. The next genera-
tion of MEMS for cell mechanics will enable investigations
on multiple levels through combinations of multiple sensors
and actuators, while maintaining a cell-friendly environment
to minimize collateral impact on natural cell processes. Cell
response will continue to be imaged by optical microscopy
under optimal conditions, while forces and displacements
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are independently transduced through a simple electrical
interface.

By incorporating on-chip MEMS sensors and actuators,
devices gain the ability to produce and sense their own
motion and forces. This reduces reliance on external devices,
simplifying the experimental setup and allowing for smaller
devices better matched to the dimensions of the samples they
interrogate. For example, sub-attogram mass detection has
been demonstrated in environmental conditions using self-
sensing piezoresistive cantilevers, suggesting the possibility
of sub-piconewton force sensing without the conventional
optical-electrical AFM detection system [136]. For an excel-
lent review of MEMS sensors and actuators and detailed
comparison of their performance characteristics, see [137].

Force- and displacement-controlled actuators

The ability to prescribe force or displacement independently
of cellular response allows direct characterization of a range
of cell properties. For example, displacement-controlled
actuators, which produce a prescribed displacement regard-
less of the required force (within a functional range), offer
the unique ability to capture the onset of nonlinearities
including softening or individual bond rupture during strain-
ing. These events often occur too rapidly to be accurately
characterized with force-controlled actuators where, for
example, strain jumps suddenly with the occurrence of such
an event. Displacement-controlled actuators prevent this
sudden yielding. Force-controlled actuators supply a pre-
scribed force, regardless of the required displacement (again
within a functional range). MEMS electrostatic actuators are
a common example of force-controlled actuators as they
produce a force for a given voltage input.

MEMS thermal [125, 138] and piezoelectric [139] actu-
ators are common examples of displacement-controlled
schemes. Thermal actuators have demonstrated nanometer
resolution in mechanical testing of nanowires, carbon nano-
tubes, and ultra-thin films [125, 126, 138]. Piezoelectric
actuators have proven capable of accurately prescribing
displacements over many orders of magnitude (angstroms
to tens or hundreds of microns) in AFM. Active piezoelec-
tric cantilevers have been used in place of common passive
AFM cantilevers as they are both self-sensing and self-
actuating (see for example [74, 140]). Microfabrication
techniques allowing incorporation of piezoelectric elements
in MEMS are now available. For example, piezoelectric
thin films are deposited by physical vapor deposition [141]
or spin-coating [142] then patterned by reactive ion etching
or soft lithography [143]. These techniques combine to
enable highly compact, highly integrated devices. By elim-
inating large external actuators and integrating on-chip
piezoelectric elements, multiple elements can be actuated or
sensed, all interacting with the cell independently. A major

advantage is their ability to act both as sensors and actu-
ators without modification, meaning an element can at one
time be used as an actuator and later as a sensor.

Electroactive or conjugated polymers can be used simi-
larly to conventional piezoelectric materials [144–146].
Electroactive polymers, such as polypyrrole, can be electro-
chemically deposited [144]. Piezoelectric polymer thin films,
such as polyvinylidene fluoride (PVDF), are also of interest
[147]. Unique advantages of electroactive polymers include
their large strain capabilities (for linear, volumetric, and
bending actuation) and their ability to operate in liquid
electrolytes [145]. These are currently being investigated
for actuators in “cell clinic” chips for single-cell studies
[145, 146].

A common difficulty in testing global properties of some
cells is their propensity for large deformations. These dis-
placements are difficult to produce with the limited travel of
most common MEMS actuators. Several large-displacement
MEMS actuators have demonstrated potential to overcome
this limitation. These include scratch drives [148] and inch-
worm actuators [149]. For example, Bronson et al. [150]
propose a device using a scratch drive actuator to apply
tensile loading and large deformation to cells. Here the cell
is fixed to a platform similar to that of the uniaxial puller
described in “Micromechanical Devices: Pillars, Probes,
and Pullers.” The scratch drive provides the required large
displacements. Corresponding load is sensed by a folded
beam separating the actuator from the cell platform [150].

Tailoring the cell environment

Cells are highly sensitive to their environment and thus
special care must be taken when interpreting results
obtained while exposing the cell to unnatural conditions.
Alterations to the cell’s environment can cause loss of
natural functions and dedifferentiation [151]. The method
of culture largely determines cell environment. For exam-
ple, cells may grow as a dense monolayer, in which case
they have familiar neighboring cells in the lateral directions
but not above or beneath them. Alternatively, individual
cells or aggregates may form within a collagen gel or small
numbers may interact with features in the substrate surface
[152]. Even methods that do in fact create a three-
dimensional culture generally do not exhibit homogeneous
cell morphology, local matrix properties, or cell polarity
[152].

Using microfabrication techniques, conditions may be
tailored to create a more natural environment for the cell.
Dusseiller et al. microfabricated single-cell-sized wells on a
silicon substrate [152]. The walls and bottom of each well
were functionalized with fibronectin while other surfaces
were coated in PEG-graft-copolymer to make them nonin-
teractive. This resulted in single-cell micro-three-dimensional
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cultures, allowing tight control over cell shape and surface
functionalization. Additionally, phospholipids can be assem-
bled with high resolution by techniques such as dip-pen
nanolithography [153] to mimic biological membranes [154].

The ability to operate on-chip sensors and actuators in
aqueous solutions simplifies maintenance of a natural cell
environment. Some MEMS sensors and actuators, such as
electrostatic and thermoelectric actuators, have proven effec-
tive in aqueous environments [155, 156]. Here electrostatic
actuators are operated with AC rather than DC to avoid
electrolysis with the surrounding fluid. Those that cannot
operate in fluid may be positioned outside the fluid region
and interact with extended micromachined probes.

Concluding Remarks

Existing experimental and modeling techniques continu-
ously provide new insight into the underlying mechanisms
driving observed phenomena in cell mechanics. Here we
summarized these techniques in the context of motivating
the next generation of complementary MEMS-based devi-
ces for studies of cell mechanics. MEMS will clearly not
replace existing techniques which already exhibit extremely
fine force and displacement resolutions. However, the use
of self-sensing, self-actuating MEMS will reduce reliance
on external equipment, allowing conditions to be optimized
for imaging the cellular response. The small size of these
devices will allow well-defined independent force- or
displacement-controlled stimuli and collection of rich data
sets from multiple points on the cell in the form of simple
electrical input/output. Furthermore, conditions will be
tailored to better match natural cell environments. While
issues remain regarding implementation, MEMS offer great
promise for the next generation of novel experiments in cell
mechanics. In this light, we view MEMS-based devices as
complementary tools to existing techniques, enabling com-
prehensive study of cell mechanics and mechanotransduc-
tion. The extremely fine force and displacement resolutions
of existing techniques allow interrogation of single mole-
cule systems, while MEMS extend the investigation to the
cellular level.
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