
Selection of our books indexed in the Book Citation Index 

in Web of Science™ Core Collection (BKCI)

Interested in publishing with us? 
Contact book.department@intechopen.com

Numbers displayed above are based on latest data collected. 

For more information visit www.intechopen.com

Open access books available

Countries delivered to Contributors from top 500 universities

International  authors and editors

Our authors are among the

most cited scientists

Downloads

We are IntechOpen,
the world’s leading publisher of

Open Access books
Built by scientists, for scientists

12.2%

122,000 135M

TOP 1%154

4,800

brought to you by COREView metadata, citation and similar papers at core.ac.uk

provided by IntechOpen

https://core.ac.uk/display/322425132?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1


Chapter 8

Mechanical Sensing of
Living Systems —
From Statics to Dynamics

F. Argoul, B. Audit and A. Arneodo

Additional information is available at the end of the chapter

http://dx.doi.org/10.5772/60883

Abstract

Living systems are fascinating sensing machines that outmatch all artificial machines.

Our aim is to put a focus on the dynamics of mechanosensing in cellular systems

through concepts and experimental approaches that have been developed during the

past decades. By recognizing that a cellular system is not simply the intricate assembly

of active and passive macromolecular actors but that it can also manifest scale-

invariant and/or highly nonlinear global dynamics, biophysicists have opened a new

domain of investigation of living systems. In this chapter, we review methods and

techniques that have been implemented to decipher the cascade of temporal events

which enable a cell to sense a mechanical stimulus and to elaborate a response to adapt

or to counteract this perturbation. We mainly describe intrusive (mechanical probes)

and nonintrusive (optical devices) experimental methods that have proved to be

efficient for real-time characterization of stationary and nonstationary cellular

dynamics. Finally, we discuss whether thermal fluctuations, which are inherent to

living systems, are a source of coordination (e.g., synchronization) or randomization

of the global dynamics of a cell.
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1. Introduction

The concept of mechanical sensing dates back to the 19th century with the emergent theory of
tone sensing proposed by H. Helmholtz and J. Muller [1, 2]. All living organisms have the
ability to sense mechanical stress and/or hydrostatic pressure, either locally or globally. One
of the most studied example is the touch perception of metazoa [3-6]. The first model of
mechanosensing proposed by physiologists was constructed on the concept of mechanical
receptors [3, 4, 7], i.e., mechanical machineries that are able to transform a mechanical infor‐
mation in another signal that will afterward be interpreted by the cell and potentially trans‐
formed into an adaptative response [8]. This concept of receptor or transducer is inspired from
mechanical engineering methods. The term mechanotransduction [5] has been more recently
introduced to explain how a single cell transforms a mechanical stress through signaling
pathways down to nuclear molecular processes.

Mechanosensing [9-11] is a complex mechanism that involves not only a whole range of
molecular actors with nanometer-scale sensibility but also a dynamical integration and
regulation of these molecular actors that allow a much larger scale (μm to mm) response in
amplitude, with strength and duration adapted to the perturbation. Our physical models of
cellular nanomechanics still rarely consider active viscoelastic systems [12] and despite a recent
increase of the rate of publications devoted to nanobiomechanics of cells, the concept of cellular
biodynamics is still in its middle age. This relative slow progression comes from the necessity
to introduce concepts of active matter [13-18] into biology. All cells interact physically with
their surrounding tissue and they can establish their response on various timescales. To get a
full understanding of cellular biodynamics, we actually need to master the most fundamental
concepts of atomic and statistical physics, submicron-scale hydrodynamics and out-of-
equilibrium nonlinear dynamics and to associate nanotechnologies with optogenetic, micro‐
fluidic tools and molecular and cellular biology methods to achieve a complete
mechanogenetic characterization of living cells. Actually, a cell is able to combine biochemical
submolecular and supramolecular active or passive interactions with micron-size mechanical
and electromagnetic informations that we still have much difficulty to reproduce, with either
our experimental devices or our huge computer machines.

There are three aspects that we would like to put forward in this chapter. The first one is the
importance of molecular machines of living systems, also called molecular motors, which drive
all the cell movements thanks to ATP consumption. These molecular machines are not fully
deterministic motors but are in part driven by thermal fluctuations. The second aspect that
seems important to us is the fact that fluctuations are predominant in biological systems, and
that the fluctuation dissipation theorem [19] must not be taken as granted in all situations. This
means that standard approaches in statistical physics and corresponding mathematical models
must be used with caution. The third aspect is the importance of multiscale properties in
mechanosensing: short-, middle-, and long-distance interactions contribute to the dynamics
of cellular systems and more widely of living systems [20-29]. Because they are nonlinear and
nonstationary, these interactions produce a global dynamics that each element could not
achieve alone. However, the nature of these interactions is still the subject of current debate.
We will illustrate different approaches that have been used so far to address this issue.
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The most striking example of the interplay of mechanics and cell dynamics is illustrated in cell
migration and adhesion. Actually, the mobility of a cell is a subtle combination of two
counteracting mechanisms: on the one hand, adhesion which tends to immobilize the cell and,
on the other hand, protrusion/retraction mechanisms which modify the cell shape and assist
its movement. These processes also underlie the ability of a cell to deform under a mechanical
perturbation. The cytoskeletal dynamics and mechanics are univocally linked to cellular
tension in cell adhesion [30-33]. Cellular movement by membrane protrusion and formation
of new adhesions at the cell front cannot occur without a tight link of the cell cortex to the
whole cytoskeleton (CSK), allowing the settling of traction forces that drive the cell forward
in motion in synchrony with the disassembly of the rear fibers. External membrane protrusions
are important components of the ability of a cell to migrate or interact with other neighboring
cells [34-36]. These protrusions can be viewed as local instabilities of the cell cortex. They are
not independent of the internal dynamics of the CSK: the microtubule plus ends associate with
F-actin via plus-tip proteins and act as a scaffolding complex [37] that recruits further down
other protein effectors involved in the actin network remodeling [38].

When cells are placed in adherent conditions, they rapidly develop integrin-mediated
adhesion complexes that link the extracellular matrix (ECM) to the actin CSK. These trans‐
membrane proteins are associated with a complex of proteins (vinculin, actin, paxillin, tensin,
etc.) which allows very fast and reversible connectivity of the intracellular CSK to the outer
membrane complexes [39, 40]. The integrin-based molecular complexes concentrate in small
domains with different size and shapes that focalize the cell traction force on the ECM. In
addition to their function as adhesion sites, matrix adhesion foci also participate in the
adhesion-dependent signaling pathways via tyrosine kinases, tyrosine phosphatases, etc.
Focal adhesion (FA) centers function as both adhesion and signal transduction hubs that
communicate the external stresses of the ECM to the cell interior [39]. The maturation of these
FA complexes cannot exist if the cell does not have a contractile machinery, e.g., canceling the
cell contractility by inhibiting the Rho GTPase or tyrosine kinase activity aborts this matura‐
tion. The higher the cell tension, the larger and more mature are the FA complexes. The FA
complexes can therefore be considered as mechanosensing intermediates coupling the internal
cell traction forces with the ECM ridigity [41-44].

The actin network can be viewed as a fluid-gel structure which plays both a passive (viscous)
and an active (ATP-driven) role in the spatiotemporal dynamics of the cells. This network is
dynamically intertwined with microtubules and interfilament networks in such a way that the
leading edge of the cell undergoes retrograde flow away from this edge simultaneously to the
cell migration. This retrograde flow occurs in two steps: (i) on short timescales, a fast flow in
the most peripheral region of the cell, the lamellipodium (a 1-4 μ m width extension filled with
a dense network of branching F-actin filaments); and (ii) on longer timescales, a slower
centripetal flow over the broad (more than 10 μ m width) lamellum [45]. The fast lamellipo‐
dium flow principally involves an F-actin network. The slower lamellum flow involves all the
CSK filaments (actin stress fibers, microtubules, and intermediate filaments) and a relatively
more sparse actin network. These two types of flow are each characterized by a specific
organization of the cytoskeletal network and a different turnover rate. In addition, they are
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driven by distinct forces, namely actin assembly/disassembly in lamellipodium and actomyo‐
sin contraction in lamellum [46]. This indicates that the whole dynamics of a cell during
protrusion, traction, and migration is a highly correlated, multiscale (in time and in space)
process that entails long-range and short-range mechanisms that can only be tackled using
multiscale experimental concepts and methods.

2. Physical probes to capture the mechanical response of living cells

In this section, we concentrate on the nano and micromechanical tools which have been
designed in the past two decades to record in real time the mechanics and rheology of a living
cell, with the specific purpose to understand its mechanosensing properties. These methods
can be classified into two groups: (i) the methods that introduce mechanical tracers inside the
cell and follow their spatiotemporal dynamics and (ii) the methods remaining external to the
cell and that bring a mechanical device (nano- or microscale in size) close to the cell to follow
its response in real time. In each case, a few examples will be described as regard to their ability
and efficiency in extracting characteristic temporal and/or spatial scales in the dynamics of cell
adaptation to a mechanical stress.

Cellular rheology from the outer membrane Rheological properties of cells, their deform‐
ability  under  stress  are  key  features  of  their  ability  to  sense  their  environment.  Recent
studies of the microrheology of the intracellular medium have highlighted the fact that this
viscoelastic medium is complex and cannot be modeled by the association of a finite set of
elastic and viscous elements as usually done in mechanical engineering [25, 47]. Actually,
the viscoelastic complex modulus of the cell  medium exhibits a weak power-law behav‐
ior over a wide frequency range. Using magnetic twisting cytometry (MTC) coupled to an
optical detection of the motion of a bead coupled to membrane RGD receptor, Fabry et al.
[20, 21] succeeded in probing the cell surface dynamics in the frequency range from 0.01
Hz  to  1  kHz.  During  the  bead  displacement  on  the  cell  surface  (forced  by  a  twisting
magnetic field), the cell responds with an opposing torque that reflects the cell mechani‐
cal  strength.  The ratio  of  the complex torque T  to  the complex bead displacement d̃  in
Fourier space is defined as the elastic modulus G̃( f ):
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( )'g

T fG f f
d f
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%%
% (1)

where the proportionality geometrical factor f g  depends on the shape, thickness of the cell,
and the degree of embedding of the bead in the cell cortex. G̃ =G ′ + iG ″, where G ′ is the shear
modulus and G ″ the loss modulus. The range of stress and deformation used in this study was
limited to the linear response regime for the cell. These authors found for five types of adherent
cell models that both G ′ and G ″ increase with excitation frequency as a weak power-law over
the whole frequency range. These power-law dependence of G ′ and G ″ on frequency was also
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observed by other groups [22, 24, 48-50] and with other methods, such as atomic force
microscopy [51, 52]. Except for a small additive viscous term that emerged only at high
frequencies, mechanical responses collected from the cell surface did not appear to be tied to
any specific frequency and in that respect was considered as (time) scale-invariant.

When a power-law behavior emerges in the rheological response of a cell, a wide range of
frequencies is required to bring the experimental demonstration of the existence of scale in‐
variance in the cell dynamical response to stress. Actually, a limited range of frequencies
could still be parameterized by a combination of a small number of viscoelastic elements, as
an exponential crossover between two regimes. The most impressive result of the above
studies is the fact that all the curves captured from different cells of various types could be
collapsed to single master curves typical of a soft glassy material (SGM) [25, 53], demon‐
strating the universality of this behavior [24, 54]. This universality law can be written as
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where x is a unifying parameter, G0 and f 0 are cell-type-dependent scaling factors for stiffness
and frequency, μ is an additive Newtonian viscosity term that is negligible for frequencies
lower than 30 Hz. This equation tells us that (below 30 Hz) the phase angle ϕ of G̃,
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is independent of the forcing frequency. This unifying parameter x depends on the cell state;
x decreases to 1 when the cell approaches an ideal elastic material (for instance, by increasing
its contraction) whereas x increases toward 2 (limit of a Newtonian viscous fluid) when the
cell prestress is diminished (e.g., by disrupting the actin CSK).

The common and generic features of SGMs are due to the fact that they are composed of
numerous discrete elements which are interconnected in a random way via weak interactions.
These materials are out-of-equilibrium metastable systems, very much like living cells.
However, soft glassy dynamics as proposed by soft glass rheology theory [53] is not the only
mechanism that can lead to scale-free mechanical behavior as expressed by power-law stress
relaxation. Power-law behavior can also be produced by models containing a large number of
viscoelastic compartments with a particular distribution of characteristic relaxation times
P(τ)∼τ −x that must be related to intracellular processes.

With the same MTC device, it was also possible to track the spontaneous motions (without
magnetic twisting) of small beads linked to cell membrane integrin receptors on adherent cells.
Bursac et al. [48] observed that these motions were intermittent with periods of confinement
(stalling) punctuated by directed movement (hopping). Plotting the mean-square displace‐
ment of the beads versus time revealed that they were subdiffusing (stalling) at short times
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but superdiffusing at longer times (hoping) and that intermittent motions reflecting nanoscale
CSK rearrangements depended on both the approach to kinetic arrest and energy release due
to ATP hydrolysis. The percentage of hopping events in the bead motion was shown to be
higher than in soft glassy systems where only thermal energy can push the system out of a
microenergy well. Thanks to ATP-driven motors and polymerization/depolymerization
cycles, the active properties of the cell CSK and cortex provide alternative ways to visit different
microconfigurations and adjust to the ECM changes, with an effective local temperature which
increases with the parameter x. Therefore, the exponent x tells us the extent to which the cell
behaves as a fluidic system (x∼2) or as an elastic solid (x∼1).

Cytoplasm rheology Microbeads engulfed inside living cells were used as tracers of the
internal cellular activity [55-57]. Two different regimes of transport were observed: on the one
hand, the passive fluctuations (local movements of the tracers) which characterize the local
viscosity of the cytoplasm and, on the other hand, the active trajectories which are driven by
molecular motors such as kinesins and dyneins along microtubules. The same type of experi‐
ments has also been performed more recently by nanoparticule tracing and manipulation
inside A7 melanoma, MCF-10A and MCF-7 cells [58] with optical tweezers, leading again to
the conclusion that the elastic modulus follows a power-law: |G( f )| ∼ f β, with β = x −1=0.15,
in agreement with previous measurements on the cell exterior [20, 21]. They also noted that
the measured cytoplasmic modulus is approximately of a few Pa, much lower than previously
estimated for its actin cortex [20]. Thus, these tweezers measurements confirmed the rubber-
like elastic properties of the cytoplasm of these cells in two-dimensional (2D) adherent
conditions.

Fluctuation dissipation theorem and cell  rheology  The  equilibrium fluctuation-dissipa‐
tion theorem (FDT) [19] assumes that the response of a system to a small perturbation is
hampered by spontaneous fluctuations at equilibrium (damping term). Understanding the
nature and the amplitude of  nonequilibrium forces driving the dynamics of  cells  out of
equilibrium is a very important challenge for statistical physicists and biologists. There are
many evidences that FDT fails in living cells [59-62] as well as in active gel systems [63],
and it is therefore important to estimate the critical timescale at which active-force-driven
fluctuations  are  predominant  over  thermal  fluctuations.  Using  micron-size  silica  beads
attached  to  the  wall  of  a  living  adherent  myoblast  cell,  Bohec  et  al.  [64]  have  recently
identified a crossover time (τ∼1s)  between thermally controlled fluctuations and active-
force-driven  fluctuations.  This  seems  to  corroborate  that  the  short-time  behavior  has
equilibrium-like properties, from which the subdiffusive nature of viscoelasticity emerges,
while the long-time behavior is strongly governed by active nonequilibrium forces. Bohec
et  al.  [64]  also provided a quantitative estimation of  the power dissipated by the active
forces into the system, which turns out to be three orders of magnitude smaller than the
chemical power injected into the underlying motors by the ATPase machinery.

Long-range cell deformation capture with an atomic force microscope As emerging in the
late 1990s from scanning tunneling microscopy (STM) technologies, atomic force microscopy
(AFM) was early recognized to provide a unique opportunity to investigate the structure,
morphology, micromechanical properties, and biochemical signaling activity of cells under

Biosensors - Micro and Nanoscale Applications230



physiological environment, and this with high temporal and spatial resolutions [65, 66]. The
principle of AFM is to bring directly in soft (or hard) contact a sharp-tip cantilever probe over
a cell surface and to capture with piconewton sensitivity the interaction force of the tip with
the cell surface. AFM is a very powerful technique that has been used to detect single biomo‐
lecules (receptors, lipids) on single cell surface without the need for fixation or staining. AFM
has such sensitivity that it can be used to measure interaction between and within single
biomolecules [67-69]. Beyond its preliminary application for imaging the topography of
biological objects [70-72], AFM has become a multitask scanning probe versatile tool (antigen
recognition, molecular and membrane flexibility, single molecule, gel, cell and tissue elasticity,
electric current, conductance, near-field electromagnetic field) [73, 74]. AFM force spectrosco‐
py can be applied to probe the elastic properties of a cell, either adherent or confined in a
narrow chamber [75-78]. Its unique ability to detect and to map the cellular elasticity of living
cells with a few tens of nanometers’ resolution definitely outmatches the performance of other
techniques such as magnetic or optical tweezers. However, it has as a main limitation that it
cannot probe cell internal structure without crossing before the cell cortex. This difficulty has
been partly overcome recently, thanks to a singular space-scale analysis of force-distance
curves to disentangle the viscoelastic moduli of the cell cortex and of the underlying CSK [79].
Interestingly, 2D mapping of mean elastic modulus on a large variety of cells [75, 76, 80-83]
was reconstructed, revealing for the first time intracellular interplay of mechanical forces in
living cells.

The purpose of this paragraph is not to make a detailed review of AFM or to advertise its
latest technological development which can be found in an increasing number of published
reports [84-88], but rather to (i) pinpoint the few approaches which were focused on dynam‐
ical characteristics of living cells during large deformation and (ii) propose new research di‐
rections to perform real-time capture of the cell dynamics when the cell is not in a stationary
phase. Unlike AFM-based microrheology measurements [51, 52] discussed in the previous
paragraph which were limited to very small deformations, we consider now much larger
deformations (more than 1/10 of the cell size) and their temporal and/or frequency decom‐
position [89]. To perform large deformation cell study, a new experimental strategy has been
recently proposed that consists in exciting the cantilever and recording the cell response
over a band of frequencies rather than at a single frequency [90]. Note that broadband exci‐
tation of the cantilever can also be achieved by thermal excitation [91]. When the probed ob‐
ject is in a stationary regime, power spectral analysis of cantilever fluctuations, based on
Fourier analysis, is the best way to understand how the interaction of the cantilever tip is
changed when coming in contact with the sample surface. When the sampled surface is not
stationary, it is no longer possible to perform a simple spectral analysis which only displays
an averaged decomposition of the signal in frequency domain. The lower frequency part of
the power spectrum is biased by the cell dynamical adaptation to the cantilever stress. To
circumvent this difficulty, time-frequency analysis based on the wavelet transform has re‐
cently been proposed [92-95]. The continuous wavelet transform (WT) performs the spectral
analysis of the signal on a compact window (given by the wavelet) and allows, therefore, to
follow how the cell mechanics changes during its strain-to-stress response. Such a study has
been recently performed on HOPG surfaces [96, 97] and on living myoblasts [98].
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Intracellular stress measurements External forces that are transferred across integrins in FAs
and channeled through the CSK can alter signaling activities deep inside the cell [99]. Another
evidence for long-distance force transfer was provided by intracellular stress tomography
measurements [89]. The long-distance force transmission mediated by intermediate filaments
was observed in response to fluid flow-induced shear stress applied to the apical surface of
endothelial cells [100]. Using the MTC technique, Laurent et al. [101] also found from alveolar
epithelial cells, that the submembranous “cortical” CSK, which is mainly composed of actin,
is less stiff and more responsive to external forces than the “deep” subcortical CSK, which also
includes intermediate filaments and microtubules. Based on these findings, these authors
concluded that “mechanical deformation is transmitted globally throughout the network,
whereas the cell surface is able to ‘sense’ very local deformation forces.” To analyze the
distribution and dynamics of traction stress within individual FAs, Plotnikov et al. [102]
applied high-resolution traction force microscopy (TFM) [103, 104] to mouse embryonic
fibroblasts expressing enhanced green fluorescent protein (eGFP)-paxillin as FA marker. These
fibroblasts were plated on fibronectin-coupled elastic polyacrylamide supports (PAA) of
known rigidity embedded with a mixture of red and far-red fluorescent beads. Cell-induced
ECM deformation was visualized by spinning disk confocal microscopy, and traction fields
were reconstructed at 0.7 μm resolution with Fourier transform traction cytometry [104]. FAs
were found to exhibit tugging traction fluctuations on a wide range of ECM rigidities, but the
choice of tugging versus stable traction states was shown to be regulated by both tension and
a specific signaling pathway. These experiments suggest that strengthening the molecular
clutch via the FAK/phosphopaxillin/vinculin pathway broadens the range of rigidities over
which dynamic ECM rigidity sampling operates. The requirement for tugging focal adhesion
traction in durotaxis suggests that tugging is a means of repeatedly sensing the local ECM
rigidity landscape over time. Individual FAs within a single cell sense dynamically the sample
rigidity by applying fluctuating pulling forces to the ECM and behave therefore as dynamical
sensors to guide durotaxis.

3. Biochemical sensors based on fluorescence methods for capturing cell
dynamics: from the nano to the microscale

3.1. Fluorescence-based nanomechanical sensors of intra- and intermolecular dynamics

In the late nineties, combined progress in the biology of fluorescent proteins, miniaturization
of optical systems, and nanotechnologies have provided a tremendous asset throughout the
investigation of the kinetic properties of macromolecules in living cells [105]. The chemical
interaction between two molecular complexes of a metabolic pathway is conditioned by their
ability to come in contact, which is often assisted by ATP driven molecular motors. Transport
of protein actors in a randomly crowded space such as the cellular cytoplasm differs markedly
from a batch reactor. A common form of biochemical regulation is allostery, where an effector
molecule binds to a regulatory site and favors a global conformational change that alters
further down the structure and function of the active site. Mechanical forces regulate receptor-
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ligand binding conformation through control of allosteric conformational changes [106]. This
general idea of mechanical regulation of active site functions through allosteric-like regulation
of a distal site is termed mechanochemistry and is well accepted for motor proteins [107, 108].
We focus here on cytoskeletal proteins, since they are directly involved in mechanosensing
pathways; however, the approaches discussed below could be generalized to a wide variety
of biochemical interactions.

To dissect how mechanical stress impacts the structure of cytoskeletal proteins, molecular
labels have been designed by physicists to provide a fluorescence signal that could report on
the molecular strain. Whereas many proteins have been shown in vitro or predicted by
numerical simulations to undergo conformational changes in response to external mechanical
stress, we had to wait until the 2000s to get the demonstration of these changes in vivo. Most
of these molecular sensors use the Forster resonance energy transfer [109] (FRET). FRET is a
technique that can measure the proximity or spatial distance between a donor and an acceptor
molecule. It has been widely used to detect protein conformational changes, thanks to
molecular constructions with various fluorescent proteins [110]. The principle of stress FRET
sensors was elaborated by combining two mutants of a fluorescent protein [111] with either a
stable α -helix linker [112, 113], a spectrin linker [114], or a spider silk domain as linker [115].
These force sensors share a common mechanism for interpreting force: tension in the host
induces strain in the linker, leading to increased distance between the donor and acceptor. The
dynamic range of these sensors is limited by the nearly linear relationship between FRET
efficiency and strain [113].

Recently, using the high flexibility of the vinculin linker domain, a sensor based on force
transmission through FAs was developed [115, 116]. When the head integrin domain Vh binds
to talin, it recruits vinculin to FA, whereas on the other side the tail integrin domain Vt binds
to F-actin and paxillin. This intermediate flexible vinculin linker plays an important role in the
transmission of adhesion strength from the FAs to the actin CSK. This calibrated biosensor has
piconewton (pN) sensitivity, and the tension across vinculin in stable FAs was estimated to
2.5 pN. It was also demonstrated that higher tension across vinculin favors adhesion assembly
and enlargement, and conversely that low tension vinculin favors disassembly or sliding of
FAs at the trailing edge of migrating cells. Finally, this study [115] revealed that FA stabilization
under force requires both vinculin recruitment and force transmission, and surprisingly, that
these processes can be controlled independently.

Another type of strain sensors was elaborated from proximity imaging microscopy (PRIM)
combined with GFP dimers [117] and further called PRI-based strain sensor module (PriSSM).
If two GFP molecules are brought into physical contact, changes in the ratio of fluorescence
emitted when excited with 395 nm and 475 nm light occur. Proximity imaging exploits these
changes to reveal homotypic protein-protein interactions in vivo. Unlike FRET, PRIM involves
only 2 types of fluorescent excitation spectra corresponding to monomeric and dimeric GFP,
so that an estimated excitation ratio should simply reflect a mixing ratio of the monomer and
the dimer. By combining the GFP-based PRIM technique and myosin-actin as the model
system, Iwai et al. [117] used this genetically encoded fluorescent sensor to visualize the
interaction between myosin II and F-actin in Dictyostelium cells. Both spectroscopic and
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microscopic studies suggested that the fraction of PriSSM-myosin bound to F-actin is low in
normal cells.

We have just given few examples of application of FRET to probe cellular internal molecular
structures and their transformation under mechanical stress and association with molecular
partners. If one can use this method to identify the mechanical organizing centers in a
mechanotransduction pathway, the range of forces estimated in vivo can be biased by several
limitations. FRET is sensitive to changes in distance between 0.5 and 2 times the Forster radius
(i.e., between 2 and 10 nm) and to the fluorescence lifetimes of the donor (free or engaged in
FRET). Indeed, the dynamic range accessible to this technique is rather low because the
interactions which are probed by FRET are typically in the range of a few ns (the fluorescence
lifetime of the donor) and difficult to discriminate from background thermal or shot noise. The
donor fluorescence lifetime decreases due to energy transfer in the excited state. In adhesion,
molecules interact with their closer neighbors but also with other partners on much longer
distances which can reach several tens of nm, and thus may be missed by FRET. Conversely,
molecules that do not actually participate to a mechanotransduction complex can nevertheless
be in juxtaposition and show FRET. FRET experiments suffer from additional artifacts: the
method is aimed at probing the interaction of two partners but it is quite impossible to separate
the fluorescence responses coming from multiple donor and acceptor interactions even if
extensive controls for every FRET pair studied have been performed a priori. Finally, none of
these methods can determine the number of molecules of a certain component and stoichi‐
ometry within an adhesion. A partial correction of these limitations has recently been proposed
by coupling FRET biosensors with fluorescence lifetime imaging microscopy [118-120]. Note
that this method also provides a millisecond temporal resolution.

3.2. Spanning short- to long-range interactions and transport with fluorescence correlation
spectroscopy

Analyzing the fluorescence fluctuation signals offered a simple, high-resolution, quantitative
method to probe the intracellular dynamics that other fluorescence imaging techniques could
not afford. From a single fluctuation temporal signal it is possible to get several informations
over a wide range of frequencies, such as molecular densities, interaction rate and stochiom‐
etry, intra- and extracellular transport (diffusion, advection, etc.). These fluctuation signals
should therefore be a very good candidate to capture the multiscale properties of cells in space
and in time. Fluorescence correlation spectroscopy (FCS) was originally developed [121] to
measure diffusion coefficients and chemical rate constants of biomolecules in solution. It has
also been applied successfully to characterize the nature of transport processes of colloidal
particles in complex flows [122]. This method uses a focused laser beam to define a very small
focal volume (∼1 femtoliter) from which the fluctuations of fluorescence intensity are
recorded. These fluctuations are analyzed in the nanosecond-to-hour temporal range, and can
therefore give information about many different processes including transport, exchange and
binding interactions, fluorescence bleaching or blinking. The characteristic times of these
different processes are uncovered by computing autocorrelation functions (ACF). Modeling
of these ACFs allows the estimation of diffusion, transport, and reaction rates, but it can also
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be generalized to cross-correlation analysis to quantify molecular interactions if two fluoro‐
phores are used simultaneously in the confocal volume [123-125].

In experiments where the fluorescence signal is too weak or lacks contrast, thereby preventing
separation of features from background signals, the spatial and temporal fluorescence cross-
correlation functions allow to recover enough contrast thanks to their temporal fluctuations.
This method was recently applied by Chiu et al. [126] to capture actin flow as well as F-actin
dynamics and location of F-actin bundles in human breast adenocarcinoma cells (MDA-
MB-231) grown in three-dimensional collagen gels. By recording simultaneously the collagen
signal using confocal reflection microscopy, they also showed that collagen fibers move in
concert with the actin-bundle flow. This experimental study is an impressive demonstration
of the impact of fluctuations on internal cell dynamics, and of the power of fluorescence cross-
correlation methods to discriminate different molecular entities inside living cells to reach a
quantitative model of the intracellular architecture that resembles a random obstacle network
for diffusion proteins [125]. Correlation of fluorescence amplitude fluctuations with two colors
was also applied to detect the presence of molecular complexes in FAs [127]. In addition to
their participation in the structural linking of the ECM to actin filaments, these complexes also
serve as signaling “hubs” that regulate many cellular processes, including their own assembly
and turnover, migration, gene expression, apoptosis, and proliferation. Capturing the dynam‐
ics of assembly and disassembly of these complexes is therefore of major importance to
understand how a cell senses its environment. Indeed, there is not a single irreversible event
of adhesion but rather a fully orchestrated sequence of adhesion events, which may take from
seconds to many minutes to be established. This is typically a multifrequency behavior and
applying FCS was a definite step toward deciphering the intricate mechanisms of adhesion.
Adhesion complexes and interacting protein actors comprise more than 100 different mole‐
cules; some are stably associated and others only transiently [128]. When staining FAK, paxillin
(Pax) and vinculin (Vn), with enhanced green fluorescent protein (EGFP) and mCherry,
respectively, Digman et al. [127] evidenced a heterogeneity in the dynamics and aggregation
state of paxillin in different regions across the cell. Taking diffusion as the main mode of
transport for adhesion molecules through the cytoplasm, they showed that exchange (binding-
unbinding) kinetics with a broad range of rates (0.1-10-1 s) dominate in the vicinity of adhesion
zones. They observed large clusters and complexes exchanging rather slowly in the vicinity of
the disassembling adhesion regions, whereas small aggregates (largely monomers) were
observed exchanging rapidly in assembling adhesion zones.

In a very recent paper, Baum et al. [125] used FCS to link protein mobility and cellular structure
in single cells at high resolution. They mapped the mobility of inert monomers, trimers, and
pentamers of the GFP domain on multiple length and timescales in the cytoplasm and nucleus
via parallelized FCS measurements. From the perspective of these proteins that cover the range
of size of most enzymes, they showed that the cellular interior appears as a porous medium
made up by randomly distributed obstacles that reorganize in response to intra- and extrac‐
ellular cues for small molecules and acts as a viscous medium on large polymeric molecules.
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3.3. Confining fluorescence measurements with near field optical probes to improve
sensitivity

Reflection interference contrast microscopy (RICM) [129, 130] has been used since the seventies
for imaging the internal structure of cells adhering on solid surfaces. Due to a lack of quanti‐
tative interpretation of these images, this method was early abandoned. This technique relies
on reflections from an incident beam passing through materials of different refractive indices.
The interference of these reflected beams is either constructive or destructive, depending on
the thickness and index of the layer of both the liquid medium and the cell in contact with the
glass coverslip. More recently, thanks to fast progress in data acquisition and storage and
improved modeling of the reflection signals, RICM was applied to a variety of biological
situations, such as adhesion of vesicles and cells [131]. It has the practical advantage of not
requiring any staining or labeling of the sample, and can be implemented with relative ease
and very little investment on a standard inverted microscope. It can also be combined with
several other microscopy techniques such as fluorescence or other scanning probe microscop‐
ies (AFM, optical or magnetic tweezers [130, 132]). Reflected light imaging has also been
coupled to fluorescence excitation in total internal reflection fluorescence (TIRF) microscopy
[133-135] to capture the cellular structures involved in FA complexes. As compared to
transmission microscopy, this planar confinement (evanescent field) of light not only provides
a higher signal-to-noise ratio but also minimizes photodamage to the cellular material [136].
Interestingly, the fact that RICM can be performed without staining the cellular sample was
exploited to capture the spontaneous fluctuations (called Fluctuation Contrast RICM or
Dynamical RICM) of a soft interface to identify the organization of specific ligand-receptor
bonds in cellular adhesion [137, 138].

More recently, surface plasmon microscopy has been proposed for imaging internal structures
of cells without staining [139 -144]. This microscopy offers also the possibility to recover both
the amplitude and the phase of the reflected field and in some situations to retrieve the index
of the layer in contact with gold without needing to know its thickness [145-148]. This
microscopy combines total internal reflection of light with surface plasmon resonance
excitation to achieve high contrast and high resolution images. Lately, surface plasmon
resonance imaging ellipsometry (SPRIE) has been applied to capture cell-matrix adhesion
dynamics and strength [149].

3.4. Beyond fluorescence methods: quantitative phase microscopies for living cell data
capture

In the fifties, phase contrast (PC) and differential interference contrast (DIC) microscopies
[150] have revolutionized the biologist view of living systems, by inferring their morphometric
features without the need for exogenous contrast agents [151]. However, both PC and DIC
remain qualitative in terms of optical path-length measurement, since the relationship between
the incoming light power and the optical phase of the image field is generally nonlinear.
Quantifying the optical phase shifts associated with biological structures was expected to give
access to important information about morphology and dynamics at the nanometer scale
[152-154]. However, imaging large field of view samples required time-consuming raster
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scanning. Full-filed phase measurement techniques were also developed [155, 156], providing
simultaneous information from a large number of points on the sample. Fourier phase
microscopy (FPM) [157], digital holographic microscopy (DHM) [158] and quantitative phase
microscopy (QPM) [159-164] have recently been implemented to provide quantitative phase
images of biological samples with remarkable sensitivity and stability over extended periods
of time. Thanks to its sub-nanometer path-length stability over long periods and efficient
algorithms to retrieve the phase maps from fringe patterns [161, 165], QPM is well suited for
studying a wide range of temporal scales. This technique has been applied to capture red blood
cell fluctuations (spontaneous flickering), which manifest as submicron motions characterized
by membrane displacements in the millisecond (or less) timescale. Amin et al. [166] showed
that the frequency behavior of the complex modulus G( f ) of healthy red blood cells is similar
to that obtained in SGMs. Over the frequency range 5 - 50 Hz, the storage and dissipation
moduli approach power-law behavior, G ′∝ f 0.5±0.02 and G ″∝ f 0.7±0.05, where the errors indicate
cell-to-cell variations (N=13). As already discussed for MTC, the intermediate exponent of 0.7
tells us that normal (discoid) red blood cell membranes behave neither as purely elastic nor as
purely viscous media, but as viscoelastic gels. For red blood cells switching to echinocyte and
spherocyte shapes, the G ″ exponent decreases consistently, indicating stronger confinement
of the membrane viscous motions. Finally, above 35 Hz, the viscous modulus becomes
dominant, i.e., the cell transits toward a dissipation-dominated regime, which has been
ascribed by the authors to the culture medium viscosity.

4. From fluctuations to deterministic behavior

4.1. Emergence of coherent dynamics in cellular systems

So far, most cellular models have been established at specific scales, those which focus on
molecular mechanisms are not suited to pave macroscopic scales and inversely. Establishing
a connection between the discrete stochastic microscopic and the continuous deterministic
macroscopic descriptions of the same biological phenomenon is likely to give new clues toward
the understanding of mechanotransduction and mechanosensing processes. The scale invari‐
ance properties of the cell rheology revealed by MTC [24, 54] suggest that for very small
mechanical deformations, no characteristic timescale emerges. Even if fluctuations have been
shown to play an essential role in many biological systems, e.g., Brownian rachets [167-169],
does that mean that the molecular motors dynamics is not cooperative or synchronized?
Progressive molecular motors such as myosin, kinesin and dynein, RNA and DNA polymer‐
ases, and chaperonins are macromolecules which hydrolyze ATP while moving unidirection‐
ally along a linear macromolecular track. These progressive transport processes cannot operate
without the presence of thermal fluctuations, their directionality resulting from the rectifica‐
tion (asymmetrization) of the Brownian motion [170].

A typical mechanism that crawling cells use to probe their environments is called protrusion,
which is a thin (sharp or flat) actin gel extension that the cells generate to move and invade
their environment. These protrusions result from many dynamical multicale processes namely
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polymerization/depolymerization of cytoskeleton filaments (actin, microtubules, and inter-
filaments), progressive molecular motors, and FA complexes recruitment [171]. These outer
cellular extensions are called filopodia and lamellipodia depending on the shape and dynamics
of the protrusion; they also vary with the presence of intra- and extracellular factors [172].
Protrusions grow and shrink in a random manner around the cell on a few minutes’ timescales
over micrometers. When protrusions are temporarily stabilized, adhesion mechanisms are
triggered and the cell can develop traction forces on its ECM. If the cell is polarized, an
imbalance between the protrusions at the cell ends may lead to a directional motion. Filopodia
stochastic dynamics was shown to play a key role in turning the nerve growth cone to face the
chemical signal of a specific partner cell [173-175]. In a recent experimental work, Caballero et
al. [176] have illustrated the key role of fluctuating protrusions on ratchet-like structures in
driving NIH3T3 cell migration. They have shown that stochasticity affects the short- and long-
term cell trajectories. They confirmed with a theoretical model that an asymmetry in the
protrusion fluctuations is sufficient for predicting the long-term motion, which can be
described as a biased persistent random walk. Depending on the type of cells and their
environment (ECM stiffness, culture medium), fairly nondeterministic ruffling- and bubbling-
like shape dynamics [80, 177] or low-dimensional “periodic” and coherent dynamics [178] can
be observed. When placed in conditions for adhesion and spreading on fibronectin-coated
glass plates, mouse embryonic fibroblasts (MEFs) show two modes of spreading [178, 179]: on
the one hand, anisotropic spreading extensions supported by randomly emerging filopodia
[180] and, on the other hand, deterministic spreading extensions that otherwise are rather
smooth and continuous. In the latter case, these smooth extensions were shown to be period‐
ically interrupted with a period of about 24 s [178] and to depend on the rigidity of the ECM,
integrin binding and myosin light chain kinase (MLCK) activation. Giannone et al. [178]
suggested a local cytoskeletal signal transport via the actin cytoskeleton from the tips of the
lamellipodia to the back where contraction can be activated to start a new cycle. However, in
that situation the oscillating signal remained local and did not synchronize over the whole cell
cortex. In different situations, global cortical oscillations in spreading cells were observed and
attributed to a cyclic depolymerization of microtubules [181], to Arp2/3 complex [182], or to
calcium oscillations [183, 184]. These studies question the nature of the transition from
stochastic and dissipative [185, 186] local protrusions or membrane pearling [187, 188]
processes to global periodic morphological protrusions. This accumulation of experimental
evidences of the impact of fluctuations on cell dynamics together with our improved ability
to quantify and to model them are pushing the whole cellular biology community to revisit
our traditional models of cell shape and dynamics.

4.2. From mechanotransduction to mechanogenetics: is there a genomic signature of the cell
dynamics?

We have seen above that the cell mechanosensing mechanisms involve many length and
temporal scales; they are definitely out-of-equilibrium processes which can manifest as
stochastic in some situations or low-dimensional periodic dynamics in other situations.
Cellular systems have a unique property that no physical/chemical system can reproduce.
Depending on the external perturbation, they have the ability to evolve as they synthesize
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some cytoskeletal elements and/or biochemical activators, which may drastically change gene
expression and their mechanical phenotype. Cancer stem cells are vivid examples of very
drastic transformations [189]. The mechanical environment of a cell has a direct impact on its
genetic expression and reciprocally the interplay between the cell mechanics and its geomet‐
rical constraints is conditioned by the gene expression level of all the cytoskeletal and adhesion
proteins. Large-scale cellular mechanosensing leads to an adaptative response of cell migration
to stiffness gradients [11, 190]. This two-way communication initially termed as mechano‐
transduction could also be called mechanogenetics of a cell to enlighten the interplay of
genomic and mechanical functions. Recent advances in cellular biology have put forward
mechanical forces as major actuators in cell signaling in addition to biochemical pathways
[191]. Within the cell, the cytoskeleton provides a physical continuity from the ECM down to
the interior of the nucleus, enabling direct mechanical links between the cellular microenvir‐
onment and chromosome organization. Sensed mechanical signals influence information
processing through complex cellular signaling and transcriptional networks that may or may
not be specifically force dependent [192]. In many cases, these responses feedback to remodel
the cytoskeleton and/or nuclear architecture and consequently modify also the mechanosen‐
sitive structures that were initially involved in the response. It has been shown that both
integrin-mediated and cadherin-mediated adhesion foci enlarge and strengthen in response
to tension in the range of a few tens of seconds [193]. On longer timescales, signaling pathways
are activated over minutes (e.g. the small GTPase RhoA), which stimulates the formation of
actin stress fibers [32], whereas gene expression pathways that operate over hours or days
(e.g. the induction of vinculin through serum response factor [194]) change the composition
and structure of FAs and of the CSK. Although it seems reasonable to assume that cell
mechanics and motility require coordinated protein biosynthesis, nowadays the links between
cytoskeletal actin dynamics and correlated gene activities are still poorly understood. Olson
et al. [194] recently filled this gap by discovering that globular G-actin polymerization can
modulate myocardin-related transcription factor (MRTF) cofactors, thereby inducing the
nuclear transcription serum response factor (SRF) and subsequently impacting the expression
of genes encoding structural and regulatory effectors of actin dynamics. In cancer, the genome
architecture is often impacted directly by mutations and/or translocations or chromatin
rearrangements, but the influence of the cellular microenvironment may also change the
spatiotemporal program of replication and gene expression [195-199]. Recent large-scale
sequencing efforts have also helped scientists to delineate the enormous complexity of cancer
and the degree to which signaling, drug resistance and genomic alterations vary from patient
to patient and even within one patient [200].

Abbreviations

ACF: autocorrelation functions

AFM: atomic force microscopy

ATP: adenosine triphosphate

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

239



CSK: cytoskeleton

DHM: digital holographic microscopy

DIC: differential interference contrast

DNA: deoxyribonucleic acid

ECM: extracellular matrix

EGFP: enhanced green fluorescent protein

FA: focal adhesion

FAK: focal adhesion kinase

FCS: fluorescence correlation spectroscopy

FDT: fluctuation dissipation theorem

FPM: Fourier phase microscopy

FRET: Forster resonance energy transfer

GFP: green fluorescent protein

GTPase: guanosine triphosphatase

HOPG: highly ordered pyrolytic graphite

MCF7 (-10): Michigan Cancer Foundation-7 (-10). a model of breast cancer cell

MEF: mouse embryonic fibroblast

MLCK: myosin light chain kinase

MRTF: myocardin-related transcription factor

MTC: magnetic twisting cytometry

PAA: polyacrylamide

PC: phase contrast

PRIM: proximity imaging microscopy

PriSSM: PRI-based strain sensor modulus

QPM: quantitative phase microscopy

RICM: reflection interference contrast microscopy

RNA: ribonucleic acid

SGM: soft glassy material

SPRIE: surface plasmon resonance imaging ellipsometry

SRF: serum response factor

Biosensors - Micro and Nanoscale Applications240



STM: scanning tunneling microscopy

TFM: traction force microscopy

TIRF: total internal reflection fluorescence

WT: wavelet transform

Acknowledgements

This work was supported by the Agence National de la Recherche (ANR 10 BLANC 1615 and
ANR-11 IDEX-0007-02 with the PRES-University of Lyon) and INSERM (Plan Cancer 2012
01-84862).

Author details

F. Argoul*, B. Audit and A. Arneodo

*Address all correspondence to: francoise.argoul@ens-lyon.fr

Laboratoire de Physique, CNRS, Ecole Normale Supérieure de Lyon, Lyon, France

References

[1] H. L. F. Helmholtz. On the Sensation of Tone as a Physiological Basis for the Theory of Mu‐
sic (Longmans, Green and Co, London, 1875).

[2] J. Müller. Elements of Physiology (Taylor and Walton, London, 1838).

[3] E. D. Adrian & K. Umrath. The impulse discharge from the pacinian corpuscle. J
Physiol 68, 139-154 (1929).

[4] W. R. Loewenstein & M. Mendelson. Components of receptor adaptation in a pacini‐
an corpuscule. J Physiol 177, 377-397 (1965).

[5] M. Chalfie. Neurosensory mechanotransduction. Natur Rev Mol Cell Biol 10, 44-52
(2009).

[6] E. A. Lumpkin, K. L. Marshall & A. M. Nelson. The cell biology of touch. J Cell Biol
191, 237-248 (2010).

[7] W. R. Loewenstein. Excitation and changes in adaptation by stretch of mechanore‐
ceptors. J Physiol 133, 588-602 (1956).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

241



[8] O. P. Hamill & B. Martinac. Molecular basis of mechanotransduction in living cells.
Physiol Rev 81, 685-740 (2001).

[9] T. Luo, K. Mohan, P. A. Iglesias & D. N. Robinson. Molecular mechanisms of cellular
mechanosensing. Natur Mater 12, 1064-1071 (2013).

[10] H. B. Schiller & R. Fässler. Mechanosensitivity and compositional dynamics of cell-
matrix adhesions. EMBO Rep 14, 509-519 (2013).

[11] B. Ladoux & A. Nicolas. Physically based principles of cell adhesion mechanosensi‐
tivity in tissues. Rep Progress Phys 75, 116601 (2012).

[12] A. C. Callan-Jones & F. Jülicher. Hydrodynamics of active permeating gels. New J
Phys 13, 093027 (2011).

[13] F. Julicher, K. Kruse, J. Prost & J. Joanny. Active behavior of the cytoskeleton. Phys
Rep 449, 3-28 (2007).

[14] G. H. Koenderink, Z. Dogic, F. Nakamura, P. M. Bendix, F. C. MacKintosh, J. H.
Hartwig, T. P. Stossel & D. A. Weitz. An active biopolymer network controlled by
molecular motors. Proc Natl Acad Sci USA 106, 15192-15197 (2009).

[15] J.-F. Joanny & S. Ramaswamy. A drop of active matter. J Fluid Mech 705, 46-57 (2012).

[16] M. C. Marchetti, J. F. Joanny, S. Ramaswamy, T. B. Liverpool, J. Prost, M. Rao & R. A.
Simha. Hydrodynamics of soft active matter. Rev Modern Phys 85, 1143-1189 (2013).

[17] P. Marcq. Spatio-temporal dynamics of an active, polar, viscoelastic ring. Eur Physic J
E 37, 1-8 (2014).

[18] H. Berthoumieux, J.-L. Maître, C.-P. Heisenberg, E. K. Paluch, F. Jülicher & G. Sal‐
breux. Active elastic thin shell theory for cellular deformations. New J Phys 16, 065005
(2014).

[19] J. Weber. Fluctuation dissipation theorem. Phys Rev 101, 1620-1626 (1956).

[20] B. Fabry, G. Maksym, J. Butler, M. Glogauer, D. Navajas & J. Fredberg. Scaling the
microrheology of living cells. Phys Rev Lett 87, 148102 (2001).

[21] B. Fabry, G. N. Maksym, J. P. Butler, M. Glogauer, D. Navajas, N. A. Taback, E. J.
Millet & J. J. Fredberg. Time scale and other invariants of integrative mechanical be‐
havior in living cells. Phys Rev E 68, 041914 (2003).

[22] G. Lenormand, E. Millet, B. Fabry, J. P. Butler & J. J. Fredberg. Linearity and time-
scale invariance of the creep function in living cells. J Royal Soc, Interface 1, 91-97
(2004).

[23] C. T. Lim, E. H. Zhou, A. Li, S. R. K. Vedula & H. X. Fu. Experimental techniques for
single cell and single molecule biomechanics. Mater Sci Engin: C 26, 1278-1288 (2006).

Biosensors - Micro and Nanoscale Applications242



[24] X. Trepat, G. Lenormand & J. J. Fredberg. Universality in cell mechanics. Soft Matter
4, 1750-1759 (2008).

[25] B. D. Hoffman & J. C. Crocker. Cell mechanics: dissecting the physical responses of
cells to force. Ann Rev Biomed Engin 11, 259-288 (2009).

[26] M. A. Stolarska, Y. Kim & H. G. Othmer. Multi-scale models of cell and tissue dy‐
namics. Philo Transact Royal Soc. Series A 367, 3525-3553 (2009).

[27] D. Mitrossilis, J. Fouchard, A. Guiroy, N. Desprat, N. Rodriguez, B. Fabry & A. Asna‐
cios. Single-cell response to stiffness exhibits muscle-like behavior. Proc Natl Acad Sci
USA 106, 18243-18248 (2009).

[28] D. Mitrossilis, J. Fouchard, D. Pereira, F. Postic, A. Richert, M. Saint-Jean & A. Asna‐
cios. Real-time single-cell response to stiffness. Proc Natl Acad Sci USA 107,
16518-16523 (2010).

[29] A. K. Miri, H. K. Heris, L. Mongeau & F. Javid. Nanoscale viscoelasticity of extracel‐
lular matrix proteins in soft tissues: a multiscale approach. J Mechan Beh Biomed Mater
30, 196-204 (2014).

[30] J. Small, T. Stradal, E. Vignal & K. Rottner. The lamellipodium: where motility be‐
gins. Trends Cell Biol 12, 112-120 (2002).

[31] T. D. Pollard & G. G. Borisy. Cellular motility driven by assembly and disassembly of
actin filaments. Cell 112, 453-465 (2003).

[32] J. T. Parsons, A. R. Horwitz & M. A. Schwartz. Cell adhesion: integrating cytoskeletal
dynamics and cellular tension. Natur Rev Mol Cell Biol 11, 633-643 (2010).

[33] A. J. Ridley. Life at the leading edge. Cell 145, 1012-1022 (2011).

[34] A. Pierres, A.-M. Benoliel, D. Touchard & P. Bongrand. How cells tiptoe on adhesive
surfaces before sticking. Biophys J 94, 4114-4122 (2008).

[35] E. S. Welf & J. M. Haugh. Stochastic dynamics of membrane protrusion mediated by
the DOCK180/Rac pathway in migrating cells. Cell Mol Bioengin 3, 30-39 (2010).

[36] K. Lam Hui, C. Wang, B. Grooman, J. Wayt & A. Upadhyaya. Membrane dynamics
correlate with formation of signaling clusters during cell spreading. Biophys J 102,
1524-1533 (2012).

[37] E. Sackmann & A.-S. Smith. Physics of cell adhesion: some lessons from cell-mimetic
systems. Soft Matter 10, 1644-1659 (2014).

[38] A. E. Carlsson. Actin dynamics: from nanoscale to microscale. Ann Rev Biophy 39,
91-110 (2010).

[39] S. K. Mitra, D. A. Hanson & D. D. Schlaepfer. Focal adhesion kinase: in command
and control of cell motility. Natur Rev Mol Cell Biol 6, 56-68 (2005).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

243



[40] P. W. Oakes & M. L. Gardel. Stressing the limits of focal adhesion mechanosensitivi‐
ty. Curr Opin Cell Biol 30, 68-73 (2014).

[41] D. Riveline, E. Zamir, N. Q. Balaban, U. S. Schwarz, T. Ishizaki, S. Narumiya, Z. Kam,
B. Geiger & A. D. Bershadsky. Focal contacts as mechanosensors: externally applied
local mechanical force induces growth of focal contacts by an mDia1-dependent and
ROCK-independent mechanism. J Cell Biol 153, 1175-1186 (2001).

[42] A. Bershadsky, M. Kozlov & B. Geiger. Adhesion-mediated mechanosensitivity: a
time to experiment, and a time to theorize. Curr Opin Cell Biol 18, 472-481 (2006).

[43] A. D. Bershadsky, C. Ballestrem, L. Carramusa, Y. Zilberman, B. Gilquin, S. Khoch‐
bin, A. Y. Alexandrova, A. B. Verkhovsky, T. Shemesh & M. M. Kozlov. Assembly
and mechanosensory function of focal adhesions: experiments and models. Eur J Cell
Biol 85, 165-173 (2006).

[44] B. Geiger, J. P. Spatz & A. D. Bershadsky. Environmental sensing through focal adhe‐
sions. Natur Rev Mol Cell Biol 10, 21-33 (2009).

[45] P. Vallotton, G. Danuser, S. Bohnet, J.-J. Meister & A. B. Verkhovsky. Tracking retro‐
grade flow in keratocytes: news from the front. Mol Biol Cell 16, 1223-1231 (2005).

[46] A. Ponti, M. Machacek, S. L. Gupton, C. M. Waterman-Storer & G. Danuser. Two dis‐
tinct actin networks drive the protrusion of migrating cells. Science 305, 1782-1787
(2004).

[47] W. N. Findley, J. S. Lai & K. Onaran. Creep and Relaxation of Nonlinear Viscoelastic Ma‐
terials (Dover Publications Inc., 1990).

[48] P. Bursac, G. Lenormand, B. Fabry, M. Oliver, D. A. Weitz, V. Viasnoff, J. P. Butler &
J. J. Fredberg. Cytoskeletal remodelling and slow dynamics in the living cell. Natur
Mater 4, 557-561 (2005).

[49] D. Icard-Arcizet, O. Cardoso, A. Richert & S. Hénon. Cell stiffening in response to ex‐
ternal stress is correlated to actin recruitment. Biophys J 94, 2906-2913 (2008).

[50] A. Asnacios, S. Hénon, J. Browaeys & F. Gallet. Microrheology of living cells at dif‐
ferent times and length scales. In Cell Mechanics: From Scale-Based Models to Multiscale
Modeling, 5-28. Chapman & Hall/CRC, Boca Raton (2010).

[51] J. Alcaraz, L. Buscemi, M. Grabulosa, X. Trepat, B. Fabry, R. Farré & D. Navajas. Mi‐
crorheology of human lung epithelial cells measured by atomic force microscopy. Bi‐
ophys J 84, 2071-2079 (2003).

[52] E. Moeendarbary, L. Valon, M. Fritzsche, A. R. Harris, D. A. Moulding, A. J. Thrash‐
er, E. Stride, L. Mahadevan & G. T. Charras. The cytoplasm of living cells behaves as
a poroelastic material. Natur Mater 12, 253-261 (2013).

[53] P. Sollich. Rheological constitutive equation for model of soft glassy materials. Physic
Rev E 58, 738-759 (1998).

Biosensors - Micro and Nanoscale Applications244



[54] E. H. Zhou, X. Trepat, C. Y. Park, G. Lenormand, M. N. Oliver, S. M. Mijailovich, C.
Hardin, D. A. Weitz, J. P. Butler & J. J. Fredberg. Universal behavior of the osmotical‐
ly compressed cell and its analogy to the colloidal glass transition. Proc Natl Acad Sci
USA 106, 10632-10637 (2009).

[55] D. Heinrich & E. Sackmann. Active mechanical stabilization of the viscoplastic intra‐
cellular space of Dictyostelia cells by microtubule-actin crosstalk. Acta Biomaterialia 2,
619-631 (2006).

[56] D. Arcizet, B. Meier, E. Sackmann, J. O. Rädler & D. Heinrich. Temporal analysis of
active and passive transport in living cells. Physic Rev Lett 101, 248103 (2008).

[57] M. Otten, A. Nandi, D. Arcizet, M. Gorelashvili, B. Lindner & D. Heinrich. Local mo‐
tion analysis reveals impact of the dynamic cytoskeleton on intracellular subdiffu‐
sion. Biophysic J 102, 758-767 (2012).

[58] M. Guo, A. J. Ehrlicher, S. Mahammad, H. Fabich, M. H. Jensen, J. R. Moore, J. J.
Fredberg, R. D. Goldman & D. A. Weitz. The role of vimentin intermediate filaments
in cortical and cytoplasmic mechanics. Biophysic Journal 105, 1562-1568 (2013).

[59] A. W. C. Lau, B. D. Hoffman, A. Davies, J. C. Crocker & T. C. Lubensky. Microrheolo‐
gy, stress fluctuations, and active behavior of living cells. Physic Rev Lett 91, 198101
(2003).

[60] D. Mizuno, C. Tardin, C. F. Schmidt & F. C. Mackintosh. Nonequilibrium mechanics
of active cytoskeletal networks. Science (New York, N.Y.) 315, 370-3 (2007).

[61] C. Wilhelm. Out-of-equilibrium microrheology inside living cells. Physic Rev Lett 101,
028101 (2008).

[62] R. H. Pritchard, Y. Y. S. Huang & E. M. Terentjev. Mechanics of biological networks:
from the cell cytoskeleton to connective tissue. Soft Matter 10, 1864-1884 (2014).

[63] A. Basu, J. F. Joanny, F. Jülicher & J. Prost. Thermal and non-thermal fluctuations in
active polar gels. Eur Physic J E 27, 149-60 (2008).

[64] P. Bohec, F. Gallet, C. Maes, S. Safaverdi, P. Visco & F. van Wijland. Probing active
forces via a fluctuation-dissipation relation: application to living cells. EPL (Europhys
Lett) 102, 50005 (2013).

[65] G. Binnig & C. F. Quate. Atomic force microscope. Physic Rev Lett 56, 930-933 (1986).

[66] D. J. Müller & Y. F. Dufrêne. Atomic force microscopy as a multifunctional molecular
toolbox in nanobiotechnology. Natur Nanotechnol 3, 261-269 (2008).

[67] A. F. Oberhauser, P. K. Hansma, M. Carrion-Vazquez & J. M. Fernandez. Stepwise
unfolding of titin under force-clamp atomic force microscopy. Proc Natl Acad Sci USA
98, 468-472 (2001).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

245



[68] M. Rief, M. Gautel, F. Oesterhelt, J. M. Fernandez & H. E. Gaub. Reversible unfolding
of individual titin immunoglobulin domains by AFM. Science 276, 1109-1112 (1997).

[69] A. E. X. Brown, R. I. Litvinov, D. E. Discher & J. W. Weisel. Forced unfolding of
coiled-coils in fibrinogen by single-molecule AFM. Biophysic J 92, L39-L41 (2007).

[70] P. Milani, G. Chevereau, C. Vaillant, B. Audit, Z. Haftek-Terreau, M. Marilley, P.
Bouvet, F. Argoul & A. Arneodo. Nucleosome positioning by genomic excluding-en‐
ergy barriers. Proc Natl Acad Sci USA 106, 22257-22262 (2009).

[71] F. Montel, H. Menoni, M. Castelnovo, J. Bednar, S. Dimitrov, D. Angelov & C. Faivre-
Moskalenko. The dynamics of individual nucleosomes controls the chromatin con‐
densation pathway: direct atomic force microscopy visualization of variant
chromatin. Biophysic J 97, 544-553 (2009).

[72] J. Moukhtar, C. Faivre-Moskalenko, P. Milani, B. Audit, C. Vaillant, E. Fontaine, F.
Mongelard, G. Lavorel, P. St-Jean, P. Bouvet, F. Argoul & A. Arneodo. Effect of ge‐
nomic long-range correlations on DNA persistence length: from theory to single mol‐
ecule experiments. J Physic Chem B 114, 5125-5143 (2010).

[73] P. Hinterdorfer. Molecular recognition studies using the atomic force microscope.
Meth Cell Biol 68, 115-139 (2002).

[74] Z. Deng, V. Lulevich, F. T. Liu & G. Y. Liu. Applications of atomic force microscopy
in biophysical chemistry of cells. J Physic Chem B 114, 5971-5982 (2010).

[75] M. Radmacher, M. Fritz, C. M. Kacher, J. P. Cleveland & P. K. Hansma. Measuring
the viscoelastic properties of human platelets with the atomic force microscope. Bio‐
physic J 70, 556-567 (1996).

[76] M. Prass, K. Jacobson, A. Mogilner & M. Radmacher. Direct measurement of the la‐
mellipodial protrusive force in a migrating cell. J Cell Biol 174, 767-772 (2006).

[77] C. Rotsch, F. Braet, E. Wisse & M. Radmacher. AFM imaging and elasticity measure‐
ments on living rat liver macrophages. Cell Biol Int 21, 685-696 (1997).

[78] M. J. Rosenbluth, W. A. Lam & D. A. Fletcher. Supplemental material for: force mi‐
croscopy of non adherent cells. Biophysic J 90, 4-6 (2006).

[79] S. Digiuni, A. Berne-Dedieu, C. Martinez-Torres, J. Szecsi, M. Bendahmane, A. Ar‐
neodo & F. Argoul. Single cell wall nonlinear mechanics revealed by a multi-scale
analysis of AFM force-indentation curves. Biophysic J. 108, 2235-2248 (2015).

[80] C. Rotsch, K. Jacobson & M. Radmacher. Dimensional and mechanical dynamics of
active and stable edges in motile fibroblasts investigated by using atomic force mi‐
croscopy. Proc Natl Acad Sci USA 96, 921-926 (1999).

[81] R. Matzke, K. Jacobson & M. Radmacher. Direct, high-resolution measurement of
furrow stiffening during division of adherent cells. Natur Cell Biol 3, 607-610 (2001).

Biosensors - Micro and Nanoscale Applications246



[82] S. E. Cross, Y.-S. Jin, J. Rao & J. K. Gimzewski. Nanomechanical analysis of cells from
cancer patients. Natur Nanotechnol 2, 780-783 (2007).

[83] P. Milani, M. Gholamirad, J. Traas, A. Arnéodo, A. Boudaoud, F. Argoul & O. Ham‐
ant. In vivo analysis of local wall stiffness at the shoot apical meristem in Arabidop‐
sis using atomic force microscopy. Plant J 67, 1116-1123 (2011).

[84] J. Helenius, C.-P. Heisenberg, H. E. Gaub & D. J. Muller. Single-cell force spectrosco‐
py. J Cell Sci 121, 1785-1791 (2008).

[85] B. N. Johnson & R. Mutharasan. Biosensing using dynamic-mode cantilever sensors:
A review. Biosens Bioelectron 32, 1-18 (2012).

[86] Y. Suzuki, N. Sakai, A. Yoshida, Y. Uekusa, A. Yagi, Y. Imaoka, S. Ito, K. Karaki & K.
Takeyasu. High-speed atomic force microscopy combined with inverted optical mi‐
croscopy for studying cellular events. Scient Rep 3, 2131 (2013).

[87] A. Pietuch & A. Janshoff. Mechanics of spreading cells probed by atomic force micro‐
scopy. Open Biol 3, 130084 (2013).

[88] A. M. Whited & P. S.-H. Park. Atomic force microscopy: a multifaceted tool to study
membrane proteins and their interactions with ligands. Biochim Biophys Acta 1838,
56-68 (2014).

[89] N. Wang & Z. Suo. Long-distance propagation of forces in a cell. Biochem Biophysic
Res Commun 328, 1133-1138 (2005).

[90] B. J. Rodriguez, C. Callahan, S. V. Kalinin & R. Proksch. Dual-frequency resonance-
tracking atomic force microscopy. Nanotechnology 18, 475504 (2007).

[91] D. O. Koralek, W. F. Heinz, M. D. Antonik, A. Baik & J. H. Hoh. Probing deep inter‐
action potentials with white-noise-driven atomic force microscope cantilevers. Appl
Phys Lett 76, 2952 (2000).

[92] J. Morlet, G. Arenss, E. Fourgeau & D. Giard. Wave propagation and sampling theo‐
ry-Part I: Complex signal and scattering in multilayered media. Geophysics 47,
203-221 (1982).

[93] J. Morlet, G. Arensz, E. Fourgeau & D. Giard. Wave propagation and sampling theo‐
ry-Part II: Sampling theory and complex waves. Geophysics 47, 222-236 (1982).

[94] R. A. Carmona, W. L. Hwang & B. Torresani. Practical Time-Frequency Analysis (Aca‐
demic Press, San Diego, 1998).

[95] Y. Meyer (ed). Wavelets and their Applications, (Springer, Berlin, 1992).

[96] G. Malegori & G. Ferrini. Wavelet transforms to probe long- and short-range forces
by thermally excited dynamic force spectroscopy. Nanotechnology 22, 195702 (2011).

[97] V. Pukhova, F. Banfi & G. Ferrini. Complex force dynamics in atomic force microsco‐
py resolved by wavelet transforms. Nanotechnology 24, 505716 (2013).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

247



[98] L. Streppa, C. Martinez-Torres, L. Berguiga, F. Ratti, E. Goillot, A. Devin, L. Schaeff‐
er, A. Arneodo & F. Argoul. Myoblasts are committed to maintaining a minimal acto-
myosin driven cytoskeletal tension for differentiating into myotubes: an AFM study.
Phys Biol, submitted (2015).

[99] D. E. Ingber. Tensegrity: the architectural basis of cellular mechanotransduction. Ann
Rev Physiol 59, 575-599 (1997).

[100] S. R. Heidemann, S. Kaech, R. E. Buxbaum & A. Matus. Direct observations of the
mechanical behaviors of the cytoskeleton in living fibroblasts. J Cell Biol 145, 109-122
(1999).

[101] V. M. Laurent, R. Fodil, P. Cañadas, S. Féréol, B. Louis, E. Planus & D. Isabey. Parti‐
tioning of cortical and deep cytoskeleton responses from transient magnetic bead
twisting. Anna Biomed Engin 31, 1263-1278 (2003).

[102] S. V. Plotnikov, A. M. Pasapera, B. Sabass & C. M. Waterman. Force fluctuations
within focal adhesions mediate ECM-rigidity sensing to guide directed cell migra‐
tion. Cell 151, 1513-1527 (2012).

[103] M. L. Gardel, K. E. Kasza, C. P. Brangwynne, J. Liu & D. A. Weitz. Chapter 19: Me‐
chanical response of cytoskeletal networks. Meth Cell Biol 89, 487-519 (2008).

[104] B. Sabass, M. L. Gardel, C. M. Waterman & U. S. Schwarz. High resolution traction
force microscopy based on experimental and computational advances. Biophysic J 94,
207-220 (2008).

[105] J. Lippincott-Schwartz, E. Snapp & A. Kenworthy. Studying protein dynamics in liv‐
ing cells. Natur Rev Mol Cell Biol 2, 444-456 (2001).

[106] W. E. Thomas. Mechanochemistry of receptor-ligand bonds. Curr Opin Struct Biol 19,
50-5 (2009).

[107] R. D. Astumian & M. Bier. Mechanochemical coupling of the motion of molecular
motors to ATP hydrolysis. Biophysic J 70, 637-653 (1996).

[108] D. Keller & C. Bustamante. The mechanochemistry of molecular motors. Biophysic J
78, 541-556 (2000).

[109] T. Förster. Expermentelle und theoretische untersuchung des zwischengmolekularen
übergangs von elektronenanregungsenergie. Naturforsch 4A, 321-327 (1949).

[110] I. T. Li, E. Pham & K. Truong. Protein biosensors based on the principle of fluores‐
cence resonance energy transfer for monitoring cellular dynamics. Biotechnol Lett 28,
1971-1982 (2006).

[111] A. Miyawaki & R. Y. Tsien. Monitoring protein conformations and interactions by
fluorescence resonance energy transfer between mutants of green fluorescent pro‐
tein. Meth Enzymol 327, 472-500 (2000).

Biosensors - Micro and Nanoscale Applications248



[112] G. Y. Chen, T. Thundat, E. A. Wachter & R. J. Warmack. Adsorption induced surface
stress and its effects on resonance frequency of microcantilevers. J Appl Phys 77,
3618-3622 (1995).

[113] F. Meng, T. M. Suchyna & F. Sachs. A fluorescence energy transfer-based mechanical
stress sensor for specific proteins in situ. FEBS J 275, 3072-3087 (2008).

[114] F. Meng, T. M. Suchyna, E. Lazakovitch, R. M. Gronostajski & F. Sachs. Real time
FRET based detection of mechanical stress in cytoskeletal and extracellular matrix
proteins. Cell Mol Bioengin 4, 148-159 (2011).

[115] C. Grashoff, B. D. Hoffman, M. D. Brenner, R. Zhou, M. Parsons, M. T. Yang, M. A.
McLean, S. G. Sligar, C. S. Chen, T. Ha & M. A. Schwartz. Measuring mechanical ten‐
sion across vinculin reveals regulation of focal adhesion dynamics. Nature 466,
263-266 (2010).

[116] H. Chen & D. C. Chan. Emerging functions of mammalian mitochondrial fusion and
fission. Human Mol Genet 14, R283-R289 (2005).

[117] S. Iwai & T. Q. P. Uyeda. Visualizing myosin-actin interaction with a genetically-en‐
coded fluorescent strain sensor. Proc Natl Acad Sci USA 105, 16882-16887 (2008).

[118] S. Padilla-Parra, N. Audugé, M. Coppey-Moisan & M. Tramier. Quantitative FRET
analysis by fast acquisition time domain FLIM at high spatial resolution in living
cells. Biophysic J 95, 2976-2988 (2008).

[119] S. Padilla-Parra, N. Audugé, H. Lalucque, J. C. Mevel, M. Coppey-Moisan & M.
Tramier. Quantitative comparison of different fluorescent protein couples for fast
FRET-FLIM acquisition. Biophysic J 97, 2368-2376 (2009).

[120] E. Hinde, M. A. Digman, C. Welch & K. M. Hahn. Biosensor FRET detection by the
phasor approach to fluorescence lifetime imaging microscopy (FLIM). Microsc Res
Techniq 75, 271-281 (2013).

[121] D. Magde, E. L. Elson & W. W. Webb. Fluorescence correlation spectroscopy. II. An
experimental realization. Biopolymers 13, 29-61 (1974).

[122] C. Ybert, F. Nadal, R. Salomé, F. Argoul & L. Bourdieu. Electrically induced micro‐
flows probed by fluorescence correlation spectroscopy. Eur Physic J E 16, 259-266
(2005).

[123] A. I. Bachir, K. E. Kubow & A. R. Horwitz. Fluorescence fluctuations approaches to
the study of adhesion and signaling. Meth Enzymol 519, 167-201 (2013).

[124] K. Bacia, S. A. Kim & P. Schwille. Fluorescence cross-correlation spectroscopy in liv‐
ing cells. Natur Methods 3, 83-89 (2006).

[125] M. Baum, F. Erdel, M. Wachsmuth & K. Rippe. Retrieving the intracellular topology
from multi-scale protein mobility mapping in living cells. Natur Commun 5, 4494
(2014).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

249



[126] C. L. Chiu, M. A. Digman & E. Gratton. Measuring actin flow in 3D cell protrusions.
Biophysic J 105, 1746-1755 (2013).

[127] M. A. Digman, P. W. Wiseman, C. Choi, A. R. Horwitz & E. Gratton. Stoichiometry of
molecular complexes at adhesions in living cells. Proc Natl Acad Sci USA 106,
2170-2175 (2009).

[128] R. Zaidel-Bar, S. Itzkovitz, A. Ma’ayan, R. Iyengar & B. Geiger. Functional atlas of the
integrin adhesome. Natur Cell Biol 9, 858-867 (2009).

[129] J. Bereiter-Hahn, C. H. Fox & B. Thorell. Quantitative reflection contrast microscopy
of living cells. J Cell Biol 82, 767-779 (1979).

[130] L. Limozin & K. Sengupta. Quantitative reflection interference contrast microscopy
(RICM) in soft matter and cell adhesion. Eur J Chemic Phys Physic Chem 10, 2752-2768
(2009).

[131] H. Verschueren. Interference reflection microscopy in cell biology: methodology and
applications. J Cell Sci 75, 279-301 (1985).

[132] A.-S. Smith, K. Sengupta, S. Goennenwein, U. Seifert & E. Sackmann. Force-induced
growth of adhesion domains is controlled by receptor mobility. Proc Natl Acad Sci
USA 105, 6906-6911 (2008).

[133] B. D. Axelrod. Total internal reflection fluorescence microscopy in cell biology. Meth‐
ods Enzymol 361, 1-33 (2003).

[134] T. Bretschneider, S. Diez, K. Anderson, J. Heuser, M. Clarke, A. Müller-Taubenberg‐
er, J. Köhler & G. Gerisch. Dynamic actin patterns and Arp2/3 assembly at the sub‐
strate-attached surface of motile cells. Curr Biol 14, 1-10 (2004).

[135] M. E. Berginski, E. A. Vitriol, K. M. Hahn & S. M. Gomez. High-resolution quantifica‐
tion of focal adhesion spatiotemporal dynamics in living cells. PLoS ONE 6 (2011).

[136] M. Cebecauer, J. Humpolíčková & J. Rossy. Advanced imaging of cellular signaling
events. Methods Enzymol 505, 273-289 (2012).

[137] A.-S. Smith. Physics challenged by cells. Natur Phys 6, 726-729 (2010).

[138] A. Zidovska & E. Sackmann. Brownian motion of nucleated cell envelopes impedes
adhesion. Physic Rev Lett 96, 048103 (2006).

[139] M. G. Somekh. Surface plasmon fluorescence microscopy: an analysis. J Microsc 206,
120-131 (2002).

[140] L. Berguiga, S. Zhang, F. Argoul & J. Elezgaray. High-resolution surface-plasmon
imaging in air and in water: V(z) curve and operating conditions. Optics Lett 32,
509-511 (2007).

[141] M. Mahadi Abdul Jamil, M. Youseffi, P. C. Twigg, S. T. Britland, S. Liu, C. W. See, J.
Zhang, M. G. Somekh & M. C. T. Denyer. High resolution imaging of bio-molecular

Biosensors - Micro and Nanoscale Applications250



binding studies using a widefield surface plasmon microscope. Sensors Actuators B:
Chemic 129, 566-574 (2008).

[142] M. G. Somekh, G. Stabler, S. Liu, J. Zhang & C. W. See. Wide field high resolution
surface plasmon interference microscopy. Optics Lett 34, 3110-3112 (2009).

[143] L. Berguiga, T. Roland, K. Monier, J. Elezgaray & F. Argoul. Amplitude and phase
images of cellular structures with a scanning surface plasmon microscope. Optics
Expr 19, 6571-6586 (2011).

[144] E. Boyer-Provera, A. Rossi, L. Oriol, C. Dumontet, A. Plesa, L. Berguiga, J. Elezgaray,
A. Arneodo & F. Argoul. Wavelet-based decomposition of high resolution surface
plasmon microscopy V (Z) curves at visible and near infrared wavelengths. Optics
Expr 21, 7456-7477 (2013).

[145] J. Elezgaray, L. Berguiga & F. Argoul. Plasmon-based tomographic microscopy. J Op‐
tic Soc Am A 31, 155-161 (2014).

[146] L. Berguiga, E. Boyer-Provera, C. Martinez-Torres, J. Elezgaray, A. Arneodo & F. Ar‐
goul. Guided wave microscopy: mastering the inverse problem. Optics Lett 38,
4269-4272 (2013).

[147] V. Yashunsky, V. Lirtsman, M. Golosovsky, D. Davidov & B. Aroeti. Real-time moni‐
toring of epithelial cell-cell and cell-substrate interactions by infrared surface plas‐
mon spectroscopy. Biophysic J 99, 4028-36 (2010).

[148] V. Yashunsky, T. Marciano, V. Lirtsman, M. Golosovsky, D. Davidov & B. Aroeti. Re‐
al-time sensing of cell morphology by infrared waveguide spectroscopy. PLoS ONE
7, e48454 (2012).

[149] S.-H. Kim, W. Chegal, J. Doh, H. M. Cho & D. W. Moon. Study of cell-matrix adhe‐
sion dynamics using surface plasmon resonance imaging ellipsometry. Biophysic J
100, 1819-1828 (2011).

[150] F. Zernike. How I discovered phase contrast. Science 121, 345-349 (1955).

[151] D. J. Stephens & V. J. Allan. Light microscopy techniques for live cell imaging. Science
(New York, N.Y.) 300, 82-86 (2003).

[152] C. G. Rylander, D. P. Davé, T. Akkin, T. E. Milner, K. R. Diller & A. J. Welch. Quanti‐
tative phase-contrast imaging of cells with phase-sensitive optical coherence micro‐
scopy. Optics Lett 29, 1509-1511 (2004).

[153] M. A. Choma, A. K. Ellerbee, C. Yang, T. L. Creazzo & J. A. Izatt. Spectral-domain
phase microscopy. Optics Lett 30, 1162-1164 (2005).

[154] C. Joo, T. Akkin, B. Cense, B. H. Park & J. F. de Boer. Spectral-domain optical coher‐
ence phase microscopy for quantitative phase-contrast imaging. Optics Lett 30,
2131-2133 (2005).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

251



[155] G. A. Dunn, D. Zicha & P. E. Fraylich. Rapid, microtubule-dependent fluctuations of
the cell margin. J Cell Sci 110, 3091-3098 (1997).

[156] C. J. Mann, L. Yu, C.-M. Lo & M. K. Kim. High-resolution quantitative phase-contrast
microscopy by digital holography. Optics Expr 13, 8693-8698 (2005).

[157] G. Popescu, L. P. Deflores, J. C. Vaughan, K. Badizadegan, H. Iwai, R. R. Dasari & M.
S. Feld. Fourier phase microscopy for investigation of biological structures and dy‐
namics. Optics Lett 29, 2503-2505 (2004).

[158] B. Rappaz, P. Marquet, E. Cuche, Y. Emery, C. Depeursinge & P. Magistretti. Meas‐
urement of the integral refractive index and dynamic cell morphometry of living
cells with digital holographic microscopy. Optics Expr 13, 9361-9373 (2005).

[159] V. P. Tychinskii. Coherent phase microscopy of intracellular processes. Physics-Uspe‐
khi 44, 617-629 (2001).

[160] V. P. Tychinskii. Coherent phase microscopy of intracellular processes. UFN 171,
649-662 (2001).

[161] G. Popescu, T. Ikeda, R. R. Dasari & M. S. Feld. Diffraction phase microscopy for
quantifying cell structure and dynamics. Optics Lett 31, 775-777 (2006).

[162] P. Bon, G. Maucort & B. Wattellier. Quadriwave lateral shearing interferometry for
quantitative phase microscopy of living cells. Optics Expr 17, 468-470 (2009).

[163] G. Popescu. Quantitative Phase Imaging of Cells and Tissues (McGraw Hill, New York,
2011).

[164] P. Bon, J. Savatier, M. Merlin, B. Wattellier & S. Monneret. Optical detection and
measurement of living cell morphometric features with single-shot quantitative
phase microscopy. J Biomed Optics 17, 076004 (2012).

[165] C. Martinez-Torres, L. Berguiga, L. Streppa, E. Boyer-Provera, L. Schaeffer, J. Elezgar‐
ay, A. Arneodo & F. Argoul. Diffraction phase microscopy: retrieving phase contours
on living cells with a wavelet-based space-scale analysis. J Biomed Optics 19, 036007
(2014).

[166] M. S. Amin, Y. Park, N. Lue, R. R. Dasari, K. Badizadegan, M. S. Feld & G. Popescu.
Microrheology of red blood cell membranes using dynamic scattering microscopy.
Optics Expr 15, 17001-17009 (2007).

[167] M. Bier. Brownian ratchets in physics and biology. Contemp Phys 38, 371-379 (1997).

[168] D. Dan, A. M. Jayannavar & G. I. Menon. A biologically inspired ratchet model of
two coupled Brownian motors. Physica A 318, 40-47 (2003).

[169] K. Kruse & D. Riveline. Spontaneous mechanical oscillations. Implications for devel‐
oping organisms. Curr Topics Develop Biol 95, 67-91 (2011).

[170] M. O. Magnasco. Forced thermal ratchets. Physic Rev Lett 71, 1477-1481 (1993).

Biosensors - Micro and Nanoscale Applications252



[171] T. D. Pollard, L. Blanchoin & R. D. Mullins. Molecular mechanims controlling actin
filament dynamics in nonmuscle cells. Ann Rev Biophys Biomol Struct 29, 545-576
(2000).

[172] K. Keren, Z. Pincus, G. M. Allen, E. L. Barnhart, G. Marriott, A. Mogilner & J. A. The‐
riot. Mechanism of shape determination in motile cells. Nature 453, 475-480 (2008).

[173] J. Q. Zheng, J. J. Wan & M. M. Poo. Essential role of filopodia in chemotropic turning
of nerve growth cone induced by a glutamate gradient. J Neurosci 16, 1140-1149
(1996).

[174] D. J. Odde & H. M. Buettner. Autocorrelation function and power spectrum of two-
state random processes used in neurite guidance. Biophys J 75, 1189-1196 (1998).

[175] T. Betz, D. Koch, B. Stuhrmann, A. Ehrlicher & J. Käs. Statistical analysis of neuronal
growth: edge dynamics and the effect of a focused laser on growth cone motility.
New J Phys 9, 426 (2007).

[176] D. Caballero, R. Voituriez & D. Riveline. Protrusion fluctuations direct cell motion.
Biophys J 107, 34-42 (2014).

[177] P. W. Oakes, D. C. Patel, N. A. Morin, D. P. Zitterbart, B. Fabry, J. S. Reichner & J. X.
Tang. Neutrophil morphology and migration are affected by substrate elasticity.
Blood 114, 1387-1396 (2009).

[178] G. Giannone, B. J. Dubin-Thaler, H.-G. Döbereiner, N. Kieffer, A. R. Bresnick & M. P.
Sheetz. Periodic lamellipodial contractions correlate with rearward actin waves. Cell
116, 431-443 (2004).

[179] B. J. Dubin-Thaler, G. Giannone, H.-G. Döbereiner & M. P. Sheetz. Nanometer analy‐
sis of cell spreading on matrix-coated surfaces reveals two distinct cell states and
STEPs. Biophys J 86, 1794-806 (2004).

[180] G. L. Ryan, N. Watanabe & D. Vavylonis. A review of models of fluctuating protru‐
sion and retraction patterns at the leading edge of motile cells. Cytoskeleton 69,
195-206 (2012).

[181] O. J. Pletjushkina, Z. Rajfur, P. Pomorski, T. N. Oliver, J. M. Vasiliev & K. A. Jacob‐
son. Induction of cortical oscillations in spreading cells by depolymerization of mi‐
crotubules. Cell Mot Cytoskeleton 48, 235-244 (2001).

[182] G. L. Ryan, H. M. Petroccia, N. Watanabe & D. Vavylonis. Excitable actin dynamics
in lamellipodial protrusion and retraction. Biophys J 102, 1493-1502 (2012).

[183] M. Kapustina, T. C. Elston & K. Jacobson. Compression and dilation of the mem‐
brane-cortex layer generates rapid changes in cell shape. J Cell Biol 200, 95-108 (2013).

[184] G. Salbreux, J. F. Joanny, J. Prost & P. Pullarkat. Shape oscillations of non-adhering
fibroblast cells. Phys Biol 4, 268-84 (2007).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

253



[185] J. Étienne & A. Duperray. Initial dynamics of cell spreading are governed by dissipa‐
tion in the actin cortex. Biophys J 101, 611-621 (2011).

[186] E. Bernitt, C. G. Koh, N. Gov & H.-G. Döbereiner. Dynamics of actin waves on pat‐
terned substrates: a quantitative analysis of circular dorsal ruffles. PloS One 10,
e0115857 (2015).

[187] D. Heinrich, M. Ecke, M. Jasnin, U. Engel & G. Gerisch. Reversible membrane pearl‐
ing in live cells upon destruction of the actin cortex. Biophys J 106, 1079-1091 (2014).

[188] N. Nisenholz, K. Rajendran, Q. Dang, H. Chen, R. Kemkemer, R. Krishnan & A. Ze‐
mel. Active mechanics and dynamics of cell spreading on elastic substrates. Soft Mat‐
ter 10, 7234-7246 (2014).

[189] K. Polyak & R. A. Weinberg. Transitions between epithelial and mesenchymal states:
acquisition of malignant and stem cell traits. Natur Rev Can 9, 265-273 (2009).

[190] L. Trichet, J. Le Digabel, R. J. Hawkins, S. R. K. Vedula, M. Gupta, C. Ribrault, P.
Hersen, R. Voituriez & B. Ladoux. Evidence of a large-scale mechanosensing mecha‐
nism for cellular adaptation to substrate stiffness. Proc Natl Acad Sci USA 109,
6933-6938 (2012).

[191] R. P. Martins, J. D. Finan, F. Guilak & D. A. Lee. Mechanical regulation of nuclear
structure and function. Ann Rev Biomed Engin 14, 431-455 (2012).

[192] B. D. Hoffman, C. Grashoff & M. A. Schwartz. Dynamic molecular processes mediate
cellular mechanotransduction. Nature 475, 316-323 (2011).

[193] M. A. Schwartz & D. W. DeSimone. Cell adhesion receptors in mechanotransduction.
Curr Opin Cell Biol 20, 551-556 (2008).

[194] E. N. Olson & A. Nordheim. Linking actin dynamics and gene transcription to drive
cellular motile functions. Natur Rev Mol Cell Biol 11, 353-365 (2010).

[195] M. J. Bissell & W. C. Hines. Why don’t we get more cancer? A proposed role of the
microenvironment in restraining cancer progression. Natur Med 17, 320-329 (2011).

[196] F. Michor, J. Liphardt, M. Ferrari & J. Widom. What does physics have to do with
cancer? Natur Rev Cancer 11, 657-670 (2011).

[197] B. Schuster-Böckler & B. Lehner. Chromatin organization is a major influence on re‐
gional mutation rates in human cancer cells. Nature 488, 504-508 (2012).

[198] M. J. M. Magbanua & J. W. Park. Advances in genomic characterization of circulating
tumor cells. Can Metast Rev 33, 757-69 (2014).

[199] P. Polak, R. Karlić, A. Koren, R. Thurman, R. Sandstrom, M. S. Lawrence, A. Rey‐
nolds, E. Rynes, K. Vlahoviček, J. A. Stamatoyannopoulos & S. R. Sunyaev. Cell-of-
origin chromatin organization shapes the mutational landscape of cancer. Nature 518,
360-364 (2015).

Biosensors - Micro and Nanoscale Applications254



[200] N. Gjorevski, E. Boghaert & C. M. Nelson. Regulation of epithelial-mesenhymal tran‐
sition by transmission of mechanical stress through epithelial tissues. Can Microenvir‐
on 5, 29-38 (2012).

Mechanical Sensing of Living Systems — From Statics to Dynamics
http://dx.doi.org/10.5772/60883

255




