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Abstract Cells are highly complex structures with unique physiology and bio-
mechanical properties. A multiscale multiphysics methodology is required to
properly understand the intrinsically coupled mechanobiology of the cell and
describe its macroscopic response to externally applied stresses. This indeed is
both a challenge and an excellent research opportunity. This chapter reviews the
latest advancements in this field by bringing together the recent experimental and
theoretical studies on the cytoskeletal rheology and mechanics as well as the
dynamic response of the cell to environmental stimuli. The experimental obser-
vations along with computational approaches used to study the mechanical
properties of the individual constituents of the cytoskeleton are first presented.
Various computational models are then discussed ranging from discrete filamen-
tous models to continuum level models developed to capture the highly dynamic
and constantly changing properties of the cells to external and internal stimuli.
Finally, the concept of cellular mechanotransduction is discussed as an essential
function of the cell wherein the cytoskeleton plays a key role.

1 Introduction

Cells, the basic building blocks of all living things, are dynamic and ever changing
systems composed of numerous components with distinct mechanical, chemical
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and biological properties. They perform a variety of biological functions many of
which directly depend on their shape and structural stiffness. Cells respond to
external mechanical stimuli and interact with their surroundings by changing their
morphology and biological signaling which ultimately lead to functional adapta-
tion and/or pathological conditions. The integrity and particular shape of a cell are
maintained by the interplay of cell membrane with cytoskeleton, which forms the
majority of cell’s mass.

Cytoskeleton is a three-dimensional dynamic network through which water,
solutes and small organelles diffuse while resisting weak osmotic fluid flows and
serving as scaffolds for weak contractions. Cell can exhibit a range of material
properties from a viscous fluid to an elastic gel depending on the length of its
filamentous constituents and the degree of their cross-linkings in the solution. It
behaves elastically in response to quick deformations while showing a viscous
fluid-like behavior in slow deformations. A wide range of computational and
experimental investigations have been conducted to understand the rheology and
mechanics of the cytoskeleton and its main constituents. Current models show
remarkable disparity largely due to the varied length scales and/or biomechanical
issues of interest. Therefore, there is no unified and general model describing
cytoskeleton rheology yet.

The three main building blocks of the cytoskeleton are actin microfilaments
(MFs), microtubules (MTs), and intermediate filaments (IFs), each of which is a
polymer comprised of protein subunits. Microfilaments and microtubules are both
made of a chain of globular proteins but intermediate filaments are composed
of long fibrous subunits. G-actin, the globular protein subunit forming the mi-
crofilaments, consists of two domains separated by a nucleotide binding cleft.
G-actins bind together through their nucleotide clefts to form the filamentous actin
(F-actin) that is basically two chains loosely wrapped around other, see Fig. 1.

Fig. 1 Schematic representation of an actin filament and a microtubule
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The polymerization of actin occurs though the hydrolysis of the Adenosine-50-
triphosphate (ATP) of the actin subunit to adenosine diphosphate (ADP) plus an
inorganic phosphate. This process yields a microfilament with distinguishable
polar ends; the negative end is the exposed nucleotide cleft and the positive end is
the one with the buried cleft. The polymerization prominently happens at the
plus end. ATP is an unstable molecule, consisting of adenosine (formed by adenine
ring and a ribose sugar) and three phosphate groups, which hydrolyses to ADP and
phosphate. The conversion of ATP to ADP releases energy of about 30 kJ/mol.
The subunits of a microtubule are called tubulin heterodimers; a-tubilin and
b-tubilin, which bind guanine nucleotides. Fibrous proteins such as Keratin
assemble to build different types of intermediate filaments. Unlike MFs and MTs,
IFs do not bind to nucleotides.

The components of the cytoskeleton are constantly changing in order to
accommodate cell dynamic processes such as cellular movement and division.
The assembly and disassembly of microfilaments allow a cell to change its shape
and to accommodate cellular movement. White blood cells are prefect examples
where cells remodel microfilaments to move through capillary walls and enter
damaged tissues. In order to change its shape, a cell uses various proteins such as
capping, branching, and severing ones to regulate microfilament dynamics. For
example, treadmilling is a dynamic process within the cell where the net rate of
addition and removal of actin subunits from two ends of a microfilament are
equal. The formation and morphology of actin cytoskeleton network is regulated
by a variety of actin binding proteins (ABPs). ABPs are essential part of
eukaryotic cells and play very important functions ranging from regulating
assembly and disassembly of F-actins to controlling actin network dynamics and
structure. A plethora of actin monomers along with a large number of actin-
monomer-binding proteins are required for the rapid growth of actins in motile
cells and also for sudden reorganization of actins in response to intra- and extra-
cellular stimuli. These proteins are also essential for maintenance of cell struc-
ture integrity as they interconnect different cytoskeletal elements together. They
connect actin to microtubules, actin to intermediate filaments or even actin to
both of them (e.g., plectin). Another group of ABPs are molecular motor protein
myosins which are necessary for the cytoskeleton dynamic behavior. They
bind to actin filaments and move along them to do work within the cell by
generating tensile forces. Myosin converts the chemical energy of the ATP into
mechanical energy to move along the cytoskeletal substrate. For example,
two-headed myosin II generates tension and contraction inside the cytoskeleton,
Fig. 2.

The structure of the myosin consists of two identical heavy chains and two
pairs of light chains. There are three distinguishable domains in each heavy
chain, the head, neck and tail. The globular head domain contains binding sites
for actin and is formed due to the folding one half of a single heavy chain. The
other halves of the heavy chains twist around each other and form a helical
fibrous structure. A pair of light chains exists in the neck domain (the connection
between the head and the tail) in order to stiffen and stabilize this domain.
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The energy required for myosin movement along the actin filaments is directly
linked to ATP hydrolysis. The nucleotide binding sites are at a distance of about
3.5 nm from actin binding sites. Therefore, the presence of the gamma phosphate
sensor and the relay helix is essential within the myosin. Myosin distinguishes
between ATP- and ADP-bound states using the gamma phosphate protein sensor.
In muscle cells, the myosin head moves 5–10 nm with respect to the sarcomere
due to the lever arm rotation of about 70� in each power stroke, the large
sweeping movement of the myosin head. This process starts by myosin head
being released from the actin because of the ATP binding to myosin. The ATP is
hydrolyzed quickly to ADP plus inorganic phosphate. The myosin head rotates
from the sarcomere midline and attach to the actin filament through ADP at
a further location. Upon attachment, the ADP and inorganic phosphate are released.
This causes the myosin lever arm to rotate and slide the myosin head toward the
sarcomere midline.

Cytoskeleton is a random fibrous material undergoing constant arrangement and
re-arrangement by actin cross-linking filaments such as a-actinin as well as myosin
motor molecules. Therefore, the overall mechanics of the cytoskeleton is derived
from both physical and mechanical properties of its microstructure. Physical
properties include relative position of bio-polymer constituents, network fiber
density, cross-linker types among many others. The strength, elasticity, plasticity,
and creep behavior of individual filaments are examples of mechanical proper-
ties. Here, various theoretic and experimental attempts in order to analyze and
understand the mechanics and micro- and macro-rheology of the cytoskeleton and
its main ingredients are discussed. The structure of this chapter is as follows. First,
recent experimental and computational studies to characterize the response of
individual cytoskeletal filaments are reviewed. The chapter proceeds by presenting
the main advances in modeling the macroscopic behavior of cells under external
loads using experimental techniques as well as computational continuum- and
micro-level models. The mechanics of stress fibers where motor molecules play a
very important role is then discussed. Finally, the cellular mechanotransduction
(a mechanism by which cells convert mechanical stimuli into chemical activities)
along with its importance in physiological processes is reviewed. In subjects where

Fig. 2 Schematic of a bipolar myosin filament interacting with two actin filaments. The ± signs
indicates the polarity of actin (myosin moves toward the plus end)
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recent specialized reviews are available, the reader is referred to those references
to avoid repetition.

2 Biophysical Properties of Actin Filaments

The linear aggregation of globular G-actin subunits with diameter of about 2–3 nm
forms filamentous actin chains with diameter of about 7–9 nm and length of up to
*100 lm. The actin fibers, discovered first in 1942 [1], are polar structures and
undergo constant polymerization and depolymerization which are regulated by
ionic strength and the presence of capping, branching and severing proteins. The
function of actin filaments derives from their mechanical properties; therefore, a
proper understanding of actin properties is essential. Due to the large persistence
length, the length over which the thermal bending becomes appreciable, F-actin is
considered as a semiflexible polymer and is among very few of such polymers that
can be visualized by video microscopy. Theoretically, it can be shown [2].

htðsÞ � tðsþ rÞis ¼ expð�r=2LpÞ

where Lp denotes the persistence length, t(s) is the tangent vector, r is the distance
from initial position s along a filament and his denote averaging over s. The
persistence length of actin filaments are reported to be from 5 to 25 lm depending
on the experimental techniques that are used to take the measurements [3–9]. For
example, using fluorescence microscopy and by measuring the correlation function
(defined as the dot product of tangent vectors of isolated filaments), Lp is measured
to be about *17 lm [9]. The persistence length of a filament is defined as the ratio
of its bending stiffness to thermal energy, i.e. Lp = j/KBT where KB is Boltzmann
constant, T is the temperature in Kevin, j = EI denotes the bending rigidity, E is
the Young’s modulus and I is the second moment of inertia. Therefore, actin’s EI
and subsequently its Young’s modulus can be determined from persistence length
measurements. Actin filament Young’s modulus is about 1 GPa; however, they are
soft and have small bending stiffness mainly because of very small cross-sectional
dimensions of about few nanometers. It is noted that thermal fluctuations caused
by the thermal energy introduce an entropic elasticity to the F-actin mechanics.
This is a mechanism which maximizes the system entropy through increasing the
number of available configurations for the filaments [10]. Several experimental
and computational techniques have been used to examine the mechanical prop-
erties of actin filaments directly. For example, in order to directly measure the
stiffness of *1 lm long single actin filaments, a nano-manipulation technique is
developed based on attaching filaments to microneedle and observing their
deformation under a microscope [11]. In this method, the time resolution is at
submillisecond and the resolution of forces and displacements are at subpico-
newton and subnanometer, respectively. The elastic modulus of *1.8 GPa was
reported by modeling actin filaments as homogenous rods with cross sectional area
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of A * 25 nm2 based on the results of computer simulations. Moreover, the sil-
icon-nitrade microfabricated levers have been used to stretch single actin filaments
to characterize their longitudinal elasticity [12]. Single actin filaments are initially
non-linear and highly compliant; however, as the tensile forces increase, they
become linear and very stiff. In these experiments, no viscoelastic behavior has
been observed for actin filaments and the stiffness of *34.5 ± 3.5 pN/nm has
been found. Fitting the worm-like chain model to the results gives a persistence
length of *8.75 lm. Besides methods mentioned so far, laser traps have also been
used to estimate the flexural rigidity (EI) of actin filaments [13]. In this approach,
the ends of fluorescently labeled filament are attached to two microsphere handles
which are manipulated using laser traps.

Another important factor in elasticity of actin filaments is the presence of
various actin binding proteins and ionic conditions [14–16]. The F-actin elasticity,
which is highly correlated with its helical microstructure, is changed due to any
factor affecting its microstructure and stability. The metal ions and actin binding
proteins strongly influence the functional and structural properties of G-actin
monomers and subsequently F-actins. It is actually observed that actin filaments
can transition from rigid to flexible due to variations in the bound divalent cations
and/or the nucleotides [17, 18]. Pure actin filaments are stiffer than those decorated
with myosins since myosin induces more flexible states in actins [5, 17, 19]. The
above actin dynamic rigidity has been suggested for the stereocilia of the inner ear
and as a possible cause of the noise induced hearing loss [20, 21].

Bound divalent cations do not have the same influence on torsional and flexural
rigidities of actin filaments. The torsional motion of a single F-Ca2+-actin and a
single F-Mg2+-actin under optical microscope shows that torsional rigidities of
filaments are of the same order of magnitude as their flexural stiffnesses. While the
flexural rigidity does not depend on the species of the bound divalent cation,
quantitatively the F-Ca2+-actin torsional rigidity is three times larger than that of
F-Mg2+-actin [16].

Mechanical and structural properties of actin filaments have also been studied
using atomistic and molecular dynamics (MD) simulations [22–26]. From MD
simulations the persistence lengths of F-ATP and F-ADP (F-actins that are com-
posed of ATP-bound and ADP-bound G-actins) are, respectively, estimated to
about 16 and 8.5 lm which agree with experimental measurements [23]. The main
drawbacks of all atom MD simulations are the limited accessible time scales (on
order of hundreds of nanoseconds) and length scales (of about tens of nanometer)
which inhibit studying long filaments and the F-actin interactions with motor
protein myosin. Coarse graining is one way to get around this problem and to
increase the scales of the problem. In coarse grained models, certain features of a
system are included in the model based on the properties and details obtained from
its atomistic description. The crystal structure of filamentous actin is essential for
these simulations; however, no high-resolution crystal structure of filamentous
actin is currently available. The available molecular structures are obtained from
X-ray diffraction of whole muscle and electron microscopy [27–31]. The inter-
ested reader is referred to the review done by Egelman [32] to learn more about the
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low-resolution actin structural studies. The F-actin helical structure is composed of
13 actin molecule per 6 turns and a repeat of about 36 nm [33]. Holmes and
colleagues solved the first crystal structure of G-actin in 1990 and proposed the
F-actin atomic model, which has been widely accepted and commonly known as
Holmes model [33, 34]. This is however a low resolution structure from which the
detailed interaction between F-actin and actin biding proteins is described.
Recently, Oda et al. obtained a high resolution fiber diffraction data by using an
intense magnetic field and placing the crystal structure of G-actin molecule in the
best possible orientation in the F-actin helix [35, 36]. They achieved a very good
fit to the fiber diffraction pattern.

3 Structural Properties of Microtubules

Cytoskeleton consists of a network of microtubule filaments with important
biological functions but different than those of actin filaments. They provide
structural supports for extended cells like axons and cilia, control the directional
migration of polarized interphase cells and transmit and generate forces, for
example the mitotic spindle. Microtubules while stabilizing the structure, they
serve as tracks for intracellular vesicle transport in neuronal axons. In cell
division, they along with motor molecules form complex networks, the mitotic
spindle, around chromosomes and separate chromosomes through their constant
polymerization and depolymerization combined with the activity of a variety of
microtubule-based motor proteins [37]. Microtubules are hollow cylinders with
outer diameters of about 25 nm and inner diameters of about 17 nm, see Fig. 1.
They are tens of nanometer to tenths of millimeter long filaments often spanning
the whole cell. Microtubule Young’s modulus is the same as in the F-actin;
however, they are much stiffer due to their tubular structures. This large flexural
rigidity is essential to enable microtubules to play their functional role, i.e., to
resist the compressive and tensile forces of the motor proteins while maintaining
the cell shape. They are created from the polymerization of a- and b-subunits of
tubulin which are bound to a guanosine triphosphate (GTP) molecule. Shortly
after assembly the GTP is hydrolyzed to guanosine diphosphate (GDP), which
remains bound at the same site and very prone to depolymerization. Therefore,
microtubules are very dynamic polar structures undergoing constant depoly-
merization and polymerization [38]. The fast dynamics of microtubules causes
considerable dispersions (beyond the usual systematic measurement errors) in
their properties reported in literature. This inconsistency is usually associated to
the polymerization conditions and growth velocity which is believed to yield a
defective crystalline microtubule lattice [39, 40]. There has been a great research
effort to elucidate the unique properties of microtubules. Here only some of main
structural and physical features of microtubules are reiterated; the interested
reader is referred to recent reviews illustrating the mechanics of microtubules
[41–44].
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The mechanical properties of individual microtubules can be determined either
using an active method or a passive approach. In active approach, the mechanics is
derived from probing the structure via applying a direct force using optical
tweezers, atomic force microscopy, osmotic pressure, and hydrodynamics flow
among others [45–53]. For example, in hydrodynamic flow method, the flexural
rigidity can be obtained from the quantitative analysis of equilibrium bending
shapes of microtubules which are adhered to a glass coverslip and are subjected to
hydrodynamic flow. Using motor proteins is another way to apply active forces on
microtubules and measure their properties while they are interacting with the
molecular motors [54–56]. Here, a portion of a microtubule filament is chemically
clamped to a substrate and the conformational changes caused due to the inter-
action with motor molecules are measured.

Passive methodologies are those approaches in which the flexural rigidity of
these filaments is derived from observation of their structural features, which are
directly related to their mechanics. For example, observing conformational changes
induced by thermal energy is proved to be a powerful tool to study the mechanics
of biopolymers [57]. The method rests on the following two principles; (1) the
amount of bending of filaments due to thermal fluctuations is directly related to
their bending rigidity and (2) the result of equi-partition theorem, i.e. for a system
in thermal equilibrium, each independent mode has on average an energy given by
KBT. Therefore, the dynamics and mechanics of microtubules can be studied from
direct measurements of their shape fluctuations in three dimension using light
microscope images [58, 59]. The analysis of images using automated image
analysis algorithm yields the variation in curvature from which the filament
bending rigidity is obtained. The accuracy of this method strongly relies on the
filament tracking method, which is limited by uncertainties resulting from noise in
images. This passive method has also been used to derive the properties of other
biopolymers including actin filaments [9].

It is noted that passive and active experiments probe the linear response
regime and nonlinear regime, respectively. The images of rapid thermally agitated
bending modes only allow consideration of longest modes due to rapid decrease of
signal-to-noise [57]. However, one is able to apply locally high forces along the
filament length to study both the filament nonlinear response and its possible local
defective structure. In the above the properties of the individual filaments were
discussed; nevertheless, microtubules in vivo are surrounded by cytoskeletal net-
work which affect their effective properties [60]. Figure 3 shows how the presence
of the cytoskeletal network around the microtubule reinforces its behavior under
compressive loading by prohibiting long wavelength buckling.

4 Intermediate Filaments

Intermediate filaments (IFs), a large family of about 60 proteins, are also present
in cytoskeleton and play distinct functions in the mechanics and structure of
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cytoskeleton. The proteins found in these filaments are divided into five groups
based on their gene structure, primary structure, assembly properties, and their
development regulated tissue-specific expression patterns [62]. Unlike actins and
microtubules, IFs are made of filamentous proteins with no enzymatic activity.
Intermediate filaments are actually coiled coil bundles of protofilaments which are
obtained from staggered in arrays a-helical domains, see Fig. 4. They have no
vectorial transport role because of their non-polarity and show different properties

Fig. 3 Schematic plot representing the effect of the surrounding elastic cytoskeleton on the
bucking behavior of microtubules in living cells [61]

Fig. 4 Schematic plot for the structure of an intermediate filament
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from those observed for F-actins and microtubules. For example, they have long-
term stability and little solubility in salts. It is believed that intermediate filaments
provide structural stability to the cell and have a supplementary function to other
components of the cytoskeleton when the cell is under mechanical stress. The IF’s
mechanics and structure have been the subject of different research efforts
[62–66]. The atomic force microscopy was used to estimate the IF persis-
tence length to be few micrometers and also their bending modulus of about
300 MPa by elastically deforming single filaments [63, 67]. With few excep-
tions, IFs are very flexible in bending with remarkable extensibility up to three-
folds [66, 68].

5 Rheology and Mechanics of Cytoskeleton Network

In the previous sections, some of main structural and biochemical features of
cytoskeleton network constituents were reviewed. The three main ingredients of
the cytoskeleton, i.e., filamentous actins, microtubules and intermediate filaments,
bundle together and form a dynamic network with unique properties and promi-
nent role in a variety of essential cell functions including but not limited to
adhesion, migration and mechanotransduction. The complete understanding of the
behavior of this complicated structure requires investigating the properties of its
individual ingredients and more importantly determining and indentifying their
interactions with each other in the resulting network. This section discusses both
computational and experimental models that have been proposed over the past
years regarding the cytoskeletal rheology and mechanics.

Many of artificial polymers can be categorized as being flexible, i.e., the
polymer persistence length is much smaller than its contour length and therefore it
turns many times in the solution and looks like a relatively compact disordered
coil. The theory for the behavior of network formed by these flexible polymers,
where the persistence length is small compared with both the length of the polymer
and the entanglement distance in the solution, has been very well developed [2].
As the persistence length becomes larger and comparable to (or larger than) the
contour length, the dynamic of the filament changes. These filaments are called
semiflexible and the properties of the networks formed by these fibers are less
developed.

Cytoskeleton is a highly heterogeneous and consists of semiflexible filaments
with interconnection lengths of the same order as fiber persistence length. It is also
an active and dynamic structure undergoing constant remodeling in response to
external and internal stimulants. The biophysical properties of cytoskeleton have
been studied and measured in living cells; however, we are far from understanding
their physical origins due to the complexity and heterogeneity of the cytoskeleton
microstructure. For example, F-actin networks subjected to oscillatory shear
deformation show negative normal stresses as large as shear stresses [69]. This
phenomenon does not appear in the behavior of flexible polymer networks; their
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response is like most materials where the tendency to expand in the direction
normal to the applied shear forces yields positive normal stresses. Another unique
property of actin networks is the observation of both stiffening and softening.
Unlike simple polymer gels, networks of semiflexible filaments nonlinearly stiffen
in order to resist large deformations and maintain the network integrity [70, 71].
A reversible stress-softening behavior in compression, essential in preventing
catastrophic fracture of actin networks, has also been reported [72]. Flexible and
rigid polymers exhibit only monotonic stiffening in compression. The origins of
these unique macroscopic behaviors are under study and there is no comprehensive
theory yet.

5.1 Experimental Studies

The cytoskeletal network has viscoelastic properties and shows characteristics of
both elastic solids and viscous fluids. Oscillatory external stresses are used to
determine its effective elastic modulus as well as the amount of stored mechanical
energy. The mechanical response of actin networks is non-linear and strongly
depends on the stress and experimental conditions. Depending on the length scales
at which the measurements are taken, the network can show very different prop-
erties [73, 74]. The inclusion of length scale of observation is essential for ana-
lyzing and developing models for the mechanics of cytoskeleton and any other
semiflexible networks [75].

Experimentally, the behavior of the cytoskeleton is determined either by moni-
toring the Browning movements of inherent or introduced particles (passive
method) or by direct application of external forces (active measurements). Passive
microrheology, fluorescence correlation spectroscopy and dynamic light scattering
are among passive experimental measurements developed to measure the probe
and measure the mechanics of actin solutions [76]. Active rheology measurements
methods, where the system properties are probed by applying localized forces,
include atomic force microscope, optical traps, microplates, micropipette aspira-
tion, magnetic traps among many others [76]. These methods can be used to
identify the properties of the network at various length scales. For example, while
the bulk rheology of the network is estimated from two-particle microrheology
method, the short-length fluctuations are isolated in one-particle microrheology
[73, 77, 78].

5.2 Computational Studies

The biomechanical models developed for the mechanics of a cell are either based
on the continuum level and macroscopic observations (phenomenological models)
or derived from its nano-structure (micromechanics models). In the former, it is
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assumed that cell behaves as a continuum material for which a constitutive model
based on the experimental observations can be chosen to describe its behavior. The
cytoskeleton has been modeled as a simple viscoelastic continuum, porous gel and
soft glassy material [77]. These continuum-level models may only be used to
describe cell behavior if the length scale of interest is much larger than the
dimensions of the cell microstructure. In micromechanics methods, the main
microstructural features of the system, which are usually studied and characterized
separately, are included in the model.

There are instances where a cell behaves at macroscopic length scales which
are two to three orders of magnitudes larger than its microstructural characteris-
tic lengths. The behavior of erythrocytes/neutrophils in micropipette aspiration
and magnetocytometry induced deformations are among cases where contin-
uum models successfully describe the overall mechanical properties [79–84]. In
micropipette aspiration, the cellular elasticity and viscosity are measured by
pulling on cells, such as monocytes, erythrocytes (red blood cells) and leukocytes
(white blood cells). In magnetocytometry, magnetic microbeads tightly bound to
the cell are used to apply controlled forces to a single cell. In these situations, the
scales of observed deformation are such that a continuum model can be developed
to capture cell response. The cell environment consists of ionic water solution and
charged macromolecules that are influencing its biomechanical and biochemical
properties. For example, it is observed that the cell volume changes under osmotic
loadings due to changes in ion concentrations. While many of continuum level
models neglect the interactions of these different phases and consider the cell as a
single-phase material, multi-phasic models have been developed to take into
account the interactions among solid, fluid and free ions in the cytoskeleton [85].
Most of the work in this area as well as the first multi-phasic model have been
developed in order to study the articular cartilage and chodrocyte cells. Few notes
are in-place about the range of applicability and accuracy of continuum-level
modeling of the cell behavior. In these models, the small but important Brownian
motions of cytoskeleton due to thermal fluctuations are neglected. Moreover, the
infinite number of time scales, a characteristic feature of power-law rheology of
the cell response, is replaced with a limited number of time constants [86]. Finally,
although we have the freedom to incorporate inhomogeneous as well as isotropic
properties for the representative continuum domain through selecting proper
constitutive laws (i.e., force displacement relation), these models often cannot be
related to and derived from the cell microstructure. Therefore, the continuum-level
methods are highly specific to experimental observations and usually cannot be
generalized [87].

It is clear that one of the main missing features in continuum-level models is the
consideration of the fibrous and discrete structure of cytoskeleton. In discrete
models, the cytoskeleton microstructure is represented by a network of randomly
cross-linked fibers. A complete review of these models has been presented in [90].
Since actin filaments are heavily cross-linked on the scale of their thermal per-
sistence length, their common modes of deformation are bending, twisting and
stretching. Therefore, cytoskeleton is classified as being a semiflexible network
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whose behavior is strongly non-affine. The behavior of a semiflexible network and
its relationship to the mechanical properties of its constituents are much more
complicated than what it is for a flexible network. The accepted models for flexible
networks [2] are not appropriate to study the mechanics of semiflexible networks.
There have been various research efforts to develop a unified and general model to
describe the elasticity and unique features of semiflexible gels such as large shear
moduli, nonlinear response and power-law scaling of the cytoskeletal rheology,
[75, 91–96]. The cytoskeletal filaments resist bending and exhibit thermally
induced fluctuations due to Brownian forces. A filamentous protein is therefore
considered as an elastic rod with bending and stretching rigidities resulting from
both elastic and entropic effects. The langevin equation can be employed to
describe the hydrodynamics drag force of the filaments through the solvent. The
presence of cross-linker in semiflexible gels causes significant change in network
properties resulting from two distinct single-filament responses, i.e., bending and
stretching modes. If individual filaments only rotate and uniaxially deform under
uniform loadings and the macroscopic strain distribute uniformly throughout the
domain (affine deformation), the behavior of the network can be modeled by affine
network models [10]. These models are not valid where the behavior is non-affine
and bending motions of the filaments become important. The reader is referred to
recent papers for a detailed discussion on affine versus non-affine behavior [91, 92,
95]. A new methodology has recently been proposed by Hatami-Marbini and Picu
to solve boundary value problem on dense random fiber networks by determining
the statistics of their behavior and accounting for all possible configurations at the
desired length scale using Stochastic Finite Element Method [75]. In this meth-
odology, the nodal displacements of the network subjected to far-field loadings are
obtained by minimizing the potential energy of the entire network. Then a regular

Fig. 5 Schematic plot
showing F-actin network
divided into a regular mesh of
characteristic dimension d.
The size of square elements,
d, denotes the length scale of
observation. The plot also
shows the in vitro
visualization of the actin
cytoskeleton [88, 89]
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mesh of square elements of size d (see Fig. 5) is overlaid on the network.
Calculating the average stress and strain distribution over each square element,
these elements are replaced with homogeneous continuum domains with correlated
elastic moduli. Therefore, the respective equivalent continuum domain has the
main features and correlations of the network microstructure. A note is in place
about the fiber cross-links in cytoskeleton. In mechanical models for F-actin
network, the fibers are often assumed to be permanently hinged or rigidly cross-
linked. Nevertheless, these cross-links undergo constant disassociation in cyto-
skeleton and have variable strength depending on the ABPs’ structures and
properties. For instance, filamin, an approximately 150 nm long V-shape ABP,
preferentially cross-link actin fibers. It is composed of b-sheets which are
unfolding under load and induce a sawtooth force displacement curve for this ABP
cross-link [97–101]. Therefore, the cross-links between filaments are not simple
rigid structural element and are rather very important to the overall network
stiffness and elasticity. This is an important detail which is conveniently ignored in
many network models.

As it is stated earlier, cytoskeleton is an active biological system responding to
external stimuli through actin–myosin interactions which lead to formation of
stress fibers. The interplay of multiple phenomena including myosin contraction,
actin network elasticity, the internal and external constraints imposed on the
cytoskeleton creates the stress distribution inside the cell. The plethora of actin
binding proteins controls the organization, i.e., local microstructure and connec-
tivity, of actin filaments which are assembled and disassembled in response to
various kinds of signals resulting from cell locomotion, cell division and extension
[102–104]. The mechanical stability of the cell is due to dynamic arranging and
rearranging of cytoskeletal filaments via crosslinking molecules. For instance,
Arp2/3 complex forms 70� branching networks, fimbrin and a-actinin put F-actins
in parallel bundles, and filamin and spectrin form three-dimensional actin net-
works. Filamin and spectrin are protein complexes consisting of multiple actin-
binding domains which arrange actin filaments into dense meshworks. Other types
of ABPs are those which are used as a physical support or scaffold and are less
‘‘directly’’ involved in regulating actin structure. Myosins are a member of this
category of ABPs.

There are over 15 different types of myosins using actin filaments to move their
specific cargo inside the cell. Myosins are molecular motors which produce
movement through ATP hydrolysis and can generate forces on order of pico-
Newtons inside the actin network or bundles. The mechanical properties and
structure of cytoskeleton is greatly influenced through the contribution of forces
generated by myosin so their effect in cell mechanics cannot be overlooked. The
effect of motor molecules may be included in the filamentous network models for
the cytoskeleton. In these models, internal forces exerted by myosin motor mol-
ecules induce a state of pre-stress condition inside the system, see Fig. 6. These
networks, whose elasticity is controlled by myosin, are often called active net-
works and their behavior is different than that of passive networks. It has been
shown experimentally that these active myosin stresses stiffen the network by two
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orders of magnitude [105]; however, a mathematical and theoretic model of active
network has not yet been developed.

The stress field in the cytoskeletal network depends on the contractile
machinery called stress fibers. They are formed by the actin–myosin interactions
and are characterized by the repeating units of myosin proteins. The movement of
myosin motors in the stress fibers causes actin filaments to contract and slide past
one another. The dynamics of stress fibers has not yet been well understood and is
currently under study. However, it is known that their elasticity is a function of
myosin spacings and changes over time. Cellular functions such as wound healing,
proliferation, shape stability, and apoptosis depend strongly on how the force is
acted upon the cell. Forces transmit into and out of the cell cytoskeleton through
these bundles at the basal surface, where it interacts with the surrounding extra-
cellular matrix, and where cytoskeletal contractility is resisted. At these interaction
sites (called the focal adhesion), stress fibers often form [106, 107]. They also from
along the direction of external forces, e.g., it is seen that stress fibers form and
orient with the direction of fluid flow in the endothelial cells under shear stress
[108, 109]. The mechanical properties of stress fibers can be non-uniform because
of the variations in myosin spacings along the length of stress fibers. Moreover, the
direction and strength of stress fibers depend on stress field within the cell. Forces
are transferred and propagated directly and in a band-like structure from cyto-
skeleton stress fibers to discrete sites on the nuclear envelop [110, 111]. Stress
fibers enable cells to focus myosin contractility along a specific direction of
resistance; therefore, cells can stiffen directionally to protect themselves against
excess stress and strains in this particular direction. Moreover, cells explore the
matrix rigidity and migrate in the direction of increasing rigidity through stress
fibers [112]. Cell locomotion is believed to depend on and even be controlled by
changes in substrate rigidity. In particular, cell response on culture surfaces is
dictated by substrate rigidity: actin stress fibers are oriented along the stiffest
direction of the microfabricated substrates [113].

In literature, stress fibers have often been simulated by continuum models. These
models predict the diffusion of stress away from the points of matrix attachment, as
opposed to the directed and focused stress propagation observed in experiments.

Fig. 6 Schematic network
models for a passive
networks and b active
networks subjected to
external loadings. In active
networks, myosin molecular
motors control network
elasticity and induce a state
of pre-stress inside the
network
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A recent study, however, showed that in translating the discrete microscale actin–
myosin interaction to the continuum scale, these models are missing the perpen-
dicular component of the myosin force acting on the actin filaments [111, 114, 115].
Inclusion of this correction in the model recovers the directed and focused nature of
the stress fibers. Moreover, the stress fiber arrangements for simple cell–matrix
attachments predicted by this model match those observed in experimental studies.
It is noted that key aspects of the interactions are missing in coarse graining and
in approximating discrete macromolecular interactions by a continuum model.
Therefore, a multi-scale approach retaining the discrete nature of the macromo-
lecular interactions and keeping material properties in the discrete macromolecular
scale is required. Such a model requires taking into account the discrete nature of
the cytoskeleton as well as the effects of hydrodynamic interactions on the behavior
of individual filaments [114, 115].

It has been shown that the elastic modulus of stress fibers in living endothelial
cells is approximately 10–15 kPa which remains constant over large strains up to
12% [116]. This stiffness is a function of myosin II since disturbing its activity by
adding myosin inhibitor blebbistatin causes a 30% loss of the modulus [117]. The
elastic modulus of fibroblast cells also decreases due to the application of this
myosin inhibitor [118]. This further confirms the importance of the tension gen-
erated by myosin to the overall cellular stiffness. Despite considerable experi-
mental and computational efforts to study basic physical principles of cell
contractility due to myosin II motors, our understanding is still limited. It is not yet
clear how contractility and pattern formation changes with microscopic parameters
such as the number of myosin motors, the number of cross-linkers and the density
of actin filaments. It is known that the motor activity inside the cell is a controlled
process which results in formation of stress fibers in cells on flat substrates and the
contractile rings during cytokinesis [119–121]. The contractile rings, which are
composed of actin, myosin II, septins and GTP-binding hetero-oligomers, generate
a furrow which partitions one cell into two. There have been some efforts to
describe these rings using continuum-level hydrodynamics models whose accuracy
have been confirmed by in vitro studies [122, 123]. In these models, the actin
network is modeled as an active viscoelastic polar gel which is forced out of its
equilibrium state because of the ATP hydrolysis. These studies suggested that the
assembly and disassembly of cytoskeletal structures can be tuned via varying the
concentration of local myosin II. Furthermore, F-actin cross-linkers such as filamin
A and a-actinin must be present for the contraction of F-actin networks induced by
myosin II at physiological ATP concentrations [124]. In other words, the myosin
cannot generate large forces if actin filaments are not cross-linked. The depen-
dence of contractility on the number of cross-linkers and myosin motors per actin
filament has been studied by constructing well-controlled model system of purified
actin, myosin, and a-actinin [125]. The results of recent theoretical studies show
that the force generated by myosin is not sufficiently large for ring contraction
during cytokinesis unless the actin filaments are heavily cross-linked [126].

The study of reconstituted biopolymer networks is an excellent way to model
and understand the important mechanical features of the living cell cytoskeleton
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[105, 123, 125]. These reconstituted networks of filamentous actin combined with
myosin motors are a new class of active materials whose mechanical properties
can be adjusted and tailored by enzymatic activity [127]. It has been observed that
molecular motor proteins can either stiffen or weaken the F-actin solution
depending on the density of F-actin cross-linkers. While the presence of actin
cross-linker provides sites for mechanical anchorage and accommodates internal
tension, active filament sliding occurs in their absence because of myosin activity.
The protein myosin permits active control over the mechanical behavior of F-actin
network solutions. For instance, the stress relaxation time of actin solutions will
shorten upon addition of molecular motor myosins due to their interaction with
actin filaments. The interaction of single polymer chains with surrounding polymer
yields an effective viscoelastic behavior. The viscoelasticity of actin–myosin
networks can be modulated using the ability of the myosin to supersede reputation
with sliding motion. Myosin II replaces the thermally driven transport of indi-
vidual polymers (snake-like movement described by reputation model) with active
filament sliding motion. In the reputation model, a tube represents the topological
constraints of neighboring polymers on the movement of a single chain [2].
A modified tube model has been proposed to model the dynamics of polar actin
filaments with active, motile centers generating a longitudinal motion [128].
Molecular dynamics simulations have also been used to investigate the rheology
and the structure of F-actin solutions interacting with molecular motors [129].

6 Cellular Mechanotransduction

In the previous sections, we focused on the mechanical properties of the cyto-
skeleton. It was mentioned that the highly dynamic mechanics of the cell is derived
from its constantly changing cytoskeletal structure in response to external stimuli.
A cell actively responds to the mechanical signals it receives from the environ-
ment. This implies that cells are capable of sensing the mechanical force and
transducing these signals to the biological response. The mechanism by which a
cell converts mechanical signals to biochemical signal is called cellular mecha-
notransduction [131]. This process has been the subject of intensive studies with
the aim of understanding both its mechanism and its implications. Here, for
completeness, we present a brief introduction to this phenomenon and refer the
reader to the related references for a thorough discussion [130–133].

The changes in biochemical activities (e.g., changes in intracellular calcium
concentration or activation of diverse signaling pathways) within the cell in
response to the mechanical stress modify cell internal structure and adjust its
mechanical properties. Therefore, the biological functions of a cell is highly
influenced and even controlled by the mechanical forces and the way they are
transduced into biochemical signals. In this process, many structures and com-
ponents such as myosin motor molecules, cytoskeletal filaments, ion channels,
integrin and nuclei are involved. Several cellular phenomena are found to be
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influenced by mechanical stress: (1) the membrane strain controls the opening and
closing rate of a stretch- or flow-sensitive ion channel, which allows influx of
calcium and other ions [134–137]; (2) Hemodynamic forces caused by blood flow
deform and align endothelial cells along the arterial walls to maintain a nearly
constant shear stress [138–140]; (3) Chemical and mechanical cues closely reg-
ulate the assembly of focal adhesions through which cells probe the stiffness of its
environment and adjust its response, e.g., cells migrate in the direction of
increasing substrate stiffness [112]; (4) The external forces induce conformational
changes in cytoskeletal elements which in turn alter and activate signaling path-
ways, e.g., applying tensile forces to cultured neurons or vascular muscle cells
increases the microtubule polymerization [141, 142]. It is also seen that mecha-
notransduction has a central role in the functions of some of our senses such as
hearing and balance, which are resulting from electrochemical responses to sound
waves, pressure, and gravity [143].

Abnormality in the cellular mechanotransduction can have serious pathological
consequences [130, 131, 144]. The development and maintenance of the muscle
tissues and even physiological processes, e.g., the blood flow and the blood pres-
sure, all depends on the ability of cells to sense and respond to changes in their
physical environment. For example, the morphology and physiology of the heart
and vasculature are affected by the pressure and shear stresses generated from the
flowing blood. Since mechanotransduction regulates and influences many cellular
functions including protein synthesis, secretion, adhesion, migration, and apoptosis,
diseases could arise because of any inherited or acquired defects in the cellular
mechanotransduction. The loss of bone mass in a microgravity environment and
atherosclerosis, a condition where arterial walls thicken as the result of the build-up
of fatty materials and calcification, are two examples of such diseases [145, 146]. In
atherosclerosis, the fluid shear stress is disturbed at bifurcations, which in turn
causes the remodeling of the vascular system. Many other diseases such as the
hearing loss, the muscular dystrophy, the glaucoma, the premature aging, and even
the cancer can be related to the malfunctioning of the cellular mechanotransduction.

7 Summary

There have been much learnt about the molecular bases of cytoskeletal mechanics
during the past few decades. The mechanics of the cytoskeleton depends highly on
its ever varying and dynamic microstructure. Cell maintains its stability and opti-
mizes its response to various external and internal excitements by constant
arrangement and re-arrangement of its actin filamentous reinforcements. This
dynamic process requires actin cross-linking filaments such as a-actinin as well as
myosin motor molecules. In this chapter, the most important and recent experi-
mental and theoretical studies are brought together and are concisely reviewed to
shed light on the cytoskeletal rheology and, in turn, on the dynamic response of the
cell. The experimental observations along with computational approaches used to
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study the mechanical properties of the individual constituents of the cytoskeleton
were first presented. The chapter then reviewed various computational models
ranging from discrete filamentous models to continuum level models developed to
capture the highly dynamic and constantly changing properties of the cells to
external stimuli. It is seen that depending on the cellular phenomena under study,
either type of the modeling methodology may prove to be the correct and better-
suited one. Intuitively, it is expected that while continuum models better describe
whole-cell deformations, the details of the filament organization and their inter-
action with myosin motor molecules are critical and important in cases where the
scales of interest become very small, e.g., the scale of an AFM tip. Finally, in the
last section, the mechanotransduction was introduced as being an essential function
of the cell which controls its growth and proliferation among others. A wide
spectrum of pathologies, e.g., atherosclerosis, is caused because of any disturbance
in this process.

References

1. Straub, F.B. In: Szent-Györgi (ed.) Studies Inst. Med. Chem. Univ. Szeged 2, 3–15 (1942)
2. Doi, M., Edwards, S.F.: The theory of polymer dynamics, Clarendon Press, Oxford (1988)
3. Oosawa, F.: Actin–actin bond strength and the conformational change of f-actin. Biorhe-

ology 14, 11–19 (1977)
4. Yanagida, T., Nakase, N., Nishiyama, K., Oosawa, F.: Direct observation of motion of

single F-actin filaments in the presence of myosin. Nature 307, 58–60 (1984)
5. Takebayashi, T., Morita, Y., Oosawa, F.: Electron microscopic investigation of the flexi-

bility of F-actin, Biochim. Biophys. Acta 492, 357–363 (1977)
6. Ishijima, A., Doi, T., Sakurada, K., Yanagida, T.: Sub-piconewton force fluctuations of

actomyosin in vitro. Nature 352, 301–206 (1991)
7. Gittes, F., Mickney, B., Nettleton, J., Howard, J.: Flexural rigidity of microtubules and actin

filaments measured from thermal fluctuations in shape. J. Cell Biol. 120(4), 923–924 (1993)
8. Kas, J., Strey, H., Barmann, M., Sackmann, E.: Direct measurement of the wave-vector-

dependent bending stiffness of freely flickering actin filaments. Europhys. Lett. 21(8),
865–870 (1993)

9. Ott, A., Magnasco, M., Simon, A., Libchaber, A.: Measurement of the persistence length of
polymerized actin using fluorescence microscopy, Phys. Rev. E 48(3), R1642–R1645
(1993)

10. MacKintosh, F.C., Kas, J., Janmey, P.A.: Elasticity of semiflexible biopolymer networks,
Phys. Rev. Lett. 75(24), 4425–4429 (1995)

11. Kojima, H., Ishijima, A., Yanagida, T.: Direct measurement of stiffness of single actin
filaments with and without tropomyosin by in vitro nanomanipulation, Proc. Natl. Acad.
Sci., 12962–12966 (1994)

12. Liu X., Pollack, G.H.: Mechanics of F-actin characterized with microfabricated cantilevers,
Biophys. J. 83, 2705–2715 (2002)

13. Dupuis, D.E., Guilford, W.H., Wu, J., Warshaw, D.M.: Actin filament mechanics in the
laser trap, J. Muscle Res. Cell Motil. 18, 17–30 (1997)

14. Isambert, H., Venier, P., Maggs, A.C., Fattoum, A., Kassab, R., Pantaloni, D., Carlier, M.F.:
Flexibility of actin filaments derived from thermal fluctuations. Effect of bound nucleotide,
phalloidin, and muscle regulatory proteins, J. Biol. Chem. 270, 11437–11444 (1995)

Cytoskeletal Mechanics and Cellular Mechanotransduction: A Molecular Perspective



15. Steinmetz, M.O., Goldie, K.N., Aebi, U.: A correlative analysis of actin filament assembly,
structure, and dynamics, J. Cell Biol. 138, 559–574 (1997)

16. Yasuda, R., Miyata, H., Kinosita, K.: Direct measurement of the torsional rigidity of single
actin filaments. J. Mol. Biol. 263, 227–236 (1996)

17. Orlova, A., Egelman, E.H.: A conformational change in the actin subunit can change the
flexibility of the actin filament. J. Mol. Biol. 232, 334–341 (1993)

18. Egelman, E., Orlova, A.: New insights into actin filament dynamics. Curr. Opin. Cell Biol.
5, 172–180 (1995)

19. Yanagida, T., Oosawa, F.: Polarized fluorescence from e-ADP incorporated into F-actin in a
myosin-free single fiber: conformation of F-actin and change induced in it by heavy
meromyosin, J. Mol. Biol. 126, 507–524 (1978)

20. Howard, J., Hudspeth, A.J.: Mechanical relaxation of the hair bundle mediates adaptation in
mechanoelectrical transduction by the bullfrog’s saccular hair cell, Proc. Natl. Acad. Sci.
USA 84, 3064–3068 (1987)

21. Tilney, L.G., Saunders, J.C., Egelman, E.H., DeRosier, D.J.: Changes in the organization of
actin filaments in the stereocilia of noise damages lizard cochlea, Hear. Res. 7, 181–198
(1982)

22. Ming, D., Kong, Y., Wu, Y., Ma, J.: Simulation of F-actin filaments of several microns,
Biochem. J. 85, 27–35 (2003)

23. Chu, J.W., Voth, G.A.: Allostery of actin filaments molecular dynamics simulations and
coarse-grained analysis. Proc. Natl. Acad. Sci. USA. 102, 13111–13116 (2005)

24. Chu, J.W., Voth, G.A.: Coarse-grained modeling of the actin filament derived from atomi-
stic-scale simulations. Biophys. J. 90, 1572–1582 (2006)

25. Paula, D.M., Squireb, J.M., Morris, E.P.: A novel approach to the structural analysis of
partially decorated actin based filaments. J. Struct. Biol. 170, 278–285 (2010)

26. Pfaendtner, J., Lyman, E., Pollard, T.D., Voth, G.A.: Structure and dynamics of the actin
filament. J. Mol. Biol. 396(2), 252–263 (2010)

27. Huxley, H.E.: X-ray analysis and the problem of muscle. Proc. R. Soc. Lond. Ser. B 141,
59–62 (1953)

28. Huxley, H.E.: Electron microscope studies of the organisation of the filaments in striated
muscle. Biochim. Biophys. Acta 12, 387–394 (1953)

29. Hanson, J., Lowy, J.: The structure of F-actin and of actin filaments isolated from muscle.
J. Mol. Biol. 6, 46–60 (1963)

30. Moore, P.B., Huxley H.E., DeRosier, D.J.: Three-dimensional reconstruction of F-actin, thin
filaments and decorated thin filaments. J. Mol. Biol. 50, 279–295 (1970)

31. DeRosier, D.J., Moore, P.B.: Reconstruction of three-dimensional images from electron
micrographs of structures with helical symmetry. J. Mol. Biol. 52, 355–369 (1970)

32. Egelman, E.H.: The structure of F-actin, J. Muscle Res. Cell Motil. 6, 129–151 (1985)
33. Holmes, K.C., Popp, D., Gebhard, W., Kabsch, W.: Atomic model of the actin filament.

Nature 347, 44–49 (1990)
34. Kabsch, W., Mannherz, H.G., Suck, D., Pai, E.F., Holmes, K. C.: Atomic structure of the

actin: DNase I complex. Nature 347, 37–44 (1990)
35. Oda, T., Iwasa, M., Aihara, T., Maeda, Y., Narita, A.: The nature of the globular- to fibrous-

actin transition. Nature 457, 441–445 (2009)
36. Holmes, K.C.: Structural biology: actin in a twist. Nature 457, 389–390 (2009)
37. Wittmann, T., Hyman, A., Desai, A.: The spindle: a dynamic assembly of microtubules and

motors. Nat. Cell Biol. 3, E28–E34 (2001)
38. Mitchison, T., Kirschner, M.: Dynamic instability of microtubule growth. Nature 312, 237–

242 (1984)
39. Janson, M.E., Dogterom, M.: A bending mode analysis for growing microtubules: evidence

for a velocity-dependent rigidity. Biophys. J. 87, 2723–2736 (2004)
40. Diaz, J.F., Valpuesta, J.M., Chacon, P., Diakun, G., Andreu, J.M.: Changes in microtubule

protofilament number induced by Taxol binding to an easily accessible site. J. Biol. Chem.
273, 33803–33810 (1998)

H. Hatami-Marbini and M. R. K. Mofrad



41. Hawkins, T., Mirigian, M., Yasar, M.S., Ross, J.L.: Mechanics of microtubules. J. Biomech.
43, 23–30 (2010)

42. Bicek, A.D., Tuzel, E., Kroll, D.M., Odde, D.J.: Analysis of microtubule curvature. Methods
Cell Biol. 83, 237–268 (2007)

43. Kasas, S., Dietler, G.: Techniques for measuring microtubule stiffness. Curr. Nanosci. 3,
79–96 (2007)

44. Gardel, M.L., Kasza, K.E., Brangwynne, C.V.P., Liu, J., Weitz, D.A.: Mechanical response
of cytoskeletal networks. Methods Cell Biol. 89, 487–518 (2008)

45. Kurachi, M., Hoshi, M., Tashiro, H.: Buckling of a single microtubule by optical trapping
forces: direct measurement of microtubule rigidity. Cell Motil. Cytoskeleton 30, 221–228
(1995)

46. Felgner, H., Frank, R., Schliwa, M.: Flexural rigidity of microtubules measured with the use
of optical tweezers. J. Cell Sci. 109, 509–516 (1996)

47. Felgner, H., Frank, R., Biernat, J., Mandelkow, E.M., Mandelkow, E., Ludin, B., Matus, A.,
Schliwa, M.: Domains of neuronal microtubule-associated proteins and flexural rigidity of
microtubules. J. Cell Biol. 138, 1067–1075 (1997)

48. Kikumoto, M., Kurachi, M., Tosa, V., Tashiro, H.: Flexural rigidity of individual
microtubules measured by a buckling force with optical traps. Biophys. J. 90, 1687–1696
(2006)

49. van Mameren, J., Vermeulen, K.C., Gittes, F., Schmidt, C.F.: Leveraging single protein
polymers to measure flexural rigidity. J. Phys. Chem. B 113, 3837–3844 (2009)

50. de Pablo, P., Schaap, I.A.T., MacKintosh, F.C., Schmidt, C.F.: Deformation and collapse of
microtubules on the nanometer scale. Phys. Rev. Lett. 91(9), 098101 (2003)

51. Schaap, I.A., Carrasco, C., dePablo, P.J., MacKintosh, F.C., Schmidt, C.F.: Elastic response
buckling, and instability of microtubules under radial indentation, Biophys. J. 91,
1521–1531 (2006)

52. Needleman, D.J., Ojeda-Lopez, M.A., Raviv, U., Ewert, K., Jones, J.B., Miller, H.P.,
Wilson, L., Safinya, C.R.: Synchrotron X-ray diffraction study of microtubules buckling and
bundling under osmotic stress: a probe of interprotofilament interactions. Phys. Rev. Lett.
93(19), 198104 (2004)

53. Venier, P., Maggs, A.C., Carlier, M.F., Pantaloni, D.: Analysis of microtubule rigidity using
hydrodynamic flow and thermal fluctuations. J. Biol. Chem. 269(18), 13353–13360 (1994)

54. Gittes, F., Meyhofer, E., Baek, S., Howard, J.: Directional loading of the kinesin motor
molecule as it buckles a microtubule. Biophys. J. 70, 418–429 (1996)

55. Roos, W., Ulmer, J., Gräter, S., Surrey, T., Spatz, J.P.: Microtubule gliding and cross-linked
microtubule networks on micropillar interfaces. Nano Lett. 5(12), 2630–2634 (2005)

56. Kawaguchi, K., Ishiwata, S., Yamashita, T.: Temperature dependence of the flexural rigidity
of single microtubules. Biochem. Biophys. Res. Commun. 366, 637–642 (2008)

57. Gittes, F., Mickey, B., Nettleton, J., Howard, J.: Flexural rigidity of microtubules and actin
filaments measured from thermal fluctuations in shape. J. Cell Biol. 120(4), 923–934 (1993)

58. Brangwynne, C.P., Koenderink, G.H., Barry, E., Dogic, Z., MacKintosh, F.C., Weitz, D.A.:
Bending dynamics of fluctuating biopolymers probed by automated high-resolution filament
tracking. Biophys. J. 93(1), 346–359 (2007)

59. Pampaloni, F., Lattanzi, G., Jonas, A., Surrey, T., Frey, E., Florin, E.L.: Thermal fluctua-
tions of grafted microtubules provide evidence of a length-dependent persistence length.
Proc. Natl. Acad. Sci. USA 103(27), 10248–10253 (2006)

60. Brangwynne, C.P., Koenderink, G.H., MacKintosh, F.C., Weitz, D.A.: Non-equilibrium
microtubule fluctuations in a model cytoskeleton. Phys. Rev. Lett. 100, 118104 (2008)

61. Brangwynne, C.P., MacKintosh, F.C., Kumar, S., Geisse, N.A., Talbot, J., Mahadevan, L.,
Parker, K.K., Ingber, D.E., Weitz, D.A.: Microtubules can bear enhanced compressive loads
in living cells because of lateral reinforcement. J. Cell Biol. 173(5), 733–741 (2006)

62. Chang, L., Goldman, R.D.: Intermediate filaments mediate cytoskeletal crosstalk. Nat. Rev.
Mol. Cell Biol. 5, 601–613 (2004)

Cytoskeletal Mechanics and Cellular Mechanotransduction: A Molecular Perspective



63. Guzman, C., Jeney, S., Kreplak, L., Kasas, S., Kulik, A.J., Aebi, U., Forro, L.: Exploring the
mechanical properties of single vimentin intermediate filaments by atomic force
microscopy. J. Mol. Biol. 360(3), 623–630 (2006)

64. Wang, N., Stamenovic, D.: Mechanics of vimentin intermediate filaments. J. Muscle Res.
Cell. Motil. 23, 535–540 (2002)

65. Kreplak, L., Bar, H., Leterrier, J.F., Herrmann, H., Aebi, U.: Exploring the mechanical
behavior of single intermediate filaments. J. Mol. Biol. 354(3), 569–577 (2005)

66. Kreplak, L., Fudge, D.: Biomechanical properties of intermediate filaments: From tissues to
single filaments and back. Bioessays 29(1), 26–35 (2007)

67. Mücke, N., Kreplak, L., Kirmse, R., Wedig, T., Herrmann, H., Aebi, U., Langowski, J.:
Assessing the flexibility of intermediate filaments by atomic force microscopy. J. Mol. Biol.
335, 1241–1250 (2004)

68. Fudge, D.S., Gardner, K.H., Forsyth, V.T., Riekel, C., Gosline, J.M.: The mechanical
properties of hydrated intermediate filaments: insights from hagfish slime threads. Biophys. J.
85, 2015–2027 (2003)

69. Janmey, P.A., McCormick1, M.E., Rammensee, S., Leight1, J.L., Georges, P.C.,
MacKintosh, F.C.: Negative normal stress in semiflexible biopolymer gels. Nat. Mater. 6,
48–51 (2007)

70. Gardel, M.L., Shin, J.H., MacKintosh, F.C., Mahadevan, L., Matsudaira, P., Weitz, D.A.:
Elastic behavior of cross-linked and bundled actin networks. Science 304, 1301–1305
(2004)

71. Storm, C., Pastore, J.J., MacKintosh, F.C., Lubensky, T.C., Janmey, P.A.: Nonlinear
elasticity in biological gels. Nature 435, 191–194 (2005)

72. Chaudhuri, O., Parekh, S.H., Fletcher, D.A.: Reversible stress softening of actin networks.
Nature 445, 295–298 (2007)

73. Gardel, M.L., Valentine, M.T., Crocker, J.C., Bausch, A.R., Weitz, D.A.: Microrheology of
entangled F-actin solutions. Phys. Rev. Lett. 91(15), 158302 (2003)

74. Liu, J., Gardel, M.L., Kroy, K., Frey, E., HoVman, B.D., Crocker, J.C., Bausch, A.R.,
Weitz, D.A.: Microrheology probes length scale dependent rheology. Phys. Rev. Lett.
96(11), 118104 (2006)

75. Hatami-Marbini, H., Picu, R.C.: Heterogeneous long-range correlated deformation of
semiflexible random fiber networks. Phys. Rev. E 80, 046703 (2009)

76. Mofrad, M.R.K.: Rheology of the cytoskeleton. Annu. Rev. Fluid Mech. 41, 433–453
(2009)

77. Crocker, J.C., Valentine, M.T., Weeks, E.R., Gisler, T., Kaplan, P.D., Yodh, A.G., Weitz, D.A.:
Two-point microrheology of inhomogeneous soft materials. Phys. Rev. Lett. 85, 888–891
(2000)

78. Lau, A.W.C., Hoffman, B.D., Davies, A., Crocker, J.C., Lubensky, T.C.: Microrheology,
stress fluctuations, and active behavior of living cells. Phys. Rev. Lett. 91(19), 198101
(2003)

79. Band, R.P., Burton, A.C.: Mechanical properties of the red cell membrane. I. Membrane
stiffness and intracellular pressure. Biophys. J. 4, 115–135 (1964)

80. Discher, D.E., Boal, D.H., Boey, S.K.: Simulations of the erythrocyte cytoskeleton at large
deformation, II. Micropipette aspiration. Biophys. J. 75, 1584–1597 (1998)

81. Hochmuth, R.M.: Micropipette aspiration of living cells. J. Biomech. 33, 15–22 (2000)
82. Mijailovich, S.M., Kojic, M., Zivkovic, M., Fabry, B., Fredberg, J.J.: A finite element model

of cell deformation during magnetic bead twisting. J. Appl. Physiol. 93, 1429–1436 (2002)
83. Karcher, H., Lammerding, J., Huang, H., Lee, R.T., Kamm, R.D., Kaazempur-Mofrad, M.R.:

A three-dimensional viscoelastic model for cell deformation with experimental verification.
Biophys. J. 85, 3336–3349 (2003)

84. Mack, P.J., Kaazempur-Mofrad, M.R., Karcher, H., Lee, R. T., Kamm, R.D.: Force induced
focal adhesion translocation: effects of force amplitude and frequency. Am. J. Physiol. Cell
Physiol. 287, C954–C962 (2004)

H. Hatami-Marbini and M. R. K. Mofrad



85. Guilak, F., Haider, M.A., Setton, L.A., Laursen, T.A., Baaijens, F.P.T.: Mutiphasic models
for cell mechanics, In: Mofrad, M.R.K., Kamm, R. (eds.), Cytoskeletal mechanics: models
and measurements. Cambridge University Press, Cambridge (2006)

86. Desprat, N., Richert, A., Simeon, J., Asnacios, A.: Creep function of a single living cell.
Biophys. J. 88, 2224–2233 (2005)

87. Mofrad, M.R.K., Kamm, R.: Cytoskeletal mechanics: models and measurements,
Cambridge University Press, Cambridge (2006)

88. Picu, R.C., Hatami-Marbini, H.: Long-range correlations of elastic fields in semi-flexible
fiber networks. Comput. Mech. 46(4), 635–640 (2010)

89. Resch, G.P., Goldie, K.N., Krebs, A., Hoenger, A., Small, J.V.: Visualisation of the actin
cytoskeleton by cryo-electron microscopy. J. Cell Sci. 115, 1877–1882 (2002)

90. Hatami-Marbini, H., Picu, R.C.: Modeling the mechanics of semiflexible biopolymer
networks: non-affine deformation and presence of long-range correlations, In: Advances in
soft matter mechanics (review0029)

91. Head, D.A., Levine, A.J., MacKintosh, F.C.: Distinct regimes of elastic response and
deformation modes of cross-linked cytoskeletal and semiflexible polymer networks. Phys.
Rev. E 68(6), 061907 (2003)

92. Wilhelm, J., Frey, E.: Elasticity of stiff polymer networks. Phys. Rev. Lett. 91(10), 108103
(2003)

93. Onck, P.R., Koeman, T., van Dillen, T., van der Giessen, E.: Alternative explanation of
stiffening in cross-linked semiflexible networks. Phys. Rev. Lett. 95(17), 178102 (2005)

94. Heussinger, C., Frey, E.: Stiff polymers, foams, and fiber networks. Phys. Rev. Lett. 96(1),
017802 (2006)

95. Hatami-Marbini, H., Picu, R.C.: Scaling of nonaffine deformation in random semiflexible
fiber networks. Phys. Rev. E 77, 062103 (2008)

96. Hatami-Marbini, H., Picu, R.C.: Effect of fiber orientation on the non-affine deformation of
random fiber networks. Acta Mech. 205, 77–84 (2009)

97. Stossel, T. P., Condeelis, J., Cooley, L., Hartwig, J. H., Noegel, A., Schleicher, M.,
Shapiro, S. S.: Filamins as integrators of cell mechanics and signaling, Nat. Rev. Mol. Cell Biol.
2, 138–145 (2001)

98. Furuikea, S., Ito, T., Yamazaki, M.: Mechanical unfolding of single filamin A (ABP-280)
molecules detected by atomic force microscopy, FEBS Lett., 498, 72–75 (2001)

99. Yamazaki, M., Furuikea, S., Ito, T.: Mechanical response of single filamin A (ABP-280)
molecules and its role in the actin cytoskeleton. J. Muscle Res. Cell Motil. 23, 525–534
(2002)

100. Golji, J., Collins, R., Mofrad, M.R.K.: Molecular mechanics of the alpha-actinin rod
domain: bending, torsional, and extensional behavior. PLoS Comput. Biol. 5(5), e1000389,
1–18 (2009)

101. Kolahi, K.S., Mofrad, M.R.K.: Molecular mechanics of filamin rod domain. Biophys. J. 94,
1075–1083 (2008)

102. Kreis, T., Vale, R.: Guidebook to the extracellular matrix, anchor, and adhesion proteins,
Oxford University Press, Oxford, 1999

103. Winder, S.J., Ayscough, K.R.: Actin-binding Proteins. J. Cell Sci. 118, 651–654 (2005)
104. Mullins, R.D., Heuser, J.A., Pollard, T.D.: The interaction of Arp2/3 complex with actin:

nucleation, high affinity pointed end capping, and formation of branching networks of
filaments. Proc. Natl. Acad. Sci. 95(11), 6181–6186 (1998)

105. Koenderink, G.H., Dogic, Z., Nakamura, F., Bendix, P.M., MacKintosh, F.C., Hartwig, J.H.,
Stossel, T.P., Weitz, D.A.: An active biopolymer network controlled by molecular motors.
Proc. Natl. Acad. Sci. 106(36), 15192–15197 (2009)

106. Burridge, K., Fath, K., Kelly, T., Nuckolls, G., Turner, C.: Focal adhesions: transmembrane
junctions between the extracellular matrix and the cytoskeleton. Annu. Rev. Cell Biol. 4,
487–525 (1988)

107. Burridge, K., Chrzanowska-Wodnicka, M.: Focal adhesions, contractility and signaling.
Annu. Rev. Cell Dev. Biol. 12, 463–519 (1996)

Cytoskeletal Mechanics and Cellular Mechanotransduction: A Molecular Perspective



108. Wechezak, A., Viggers, R., Sauvage, L.: Fibronectin and f-actin redistribution in cultured
endothelial cells exposed to shear stress. Lab. Invest. 53, 639–647 (1985)

109. Galbraith, C.G., Skalak, R., Chien, S.: Shear stress induces spatial reorganization of the
endothelial cell cytoskeleton. Cell Motil. Cytoskeleton 40(4), 317–330 (1998)

110. Maniotis, A.J., Chen, C.S., Ingber, D.E.: Demonstration of mechanical connections between
integrins, cytoskeletal filaments and nucleoplasm that stabilize nuclear structure. Proc. Natl.
Acad. Sci. USA 94, 849–854 (1997)

111. Chandran, P.L., Wolf, C.B., Mofrad, M.R.K.: Band-like stress fiber propagation in a
continuum and implications for myosin contractile stresses. Cell. Mol. Bioeng. 2(1), 13–27
(2009)

112. Lo, C.-M., Wang, H.-B., Dembo, M., Wang, Y.-L.: Cell movement is guided by the rigidity
of the substrate. Biophys. J. 79, 144–152 (2000)

113. Saez, A., Ghibaudo, M., Buguin, A., Silberzan, P., Ladoux, B.: Rigidity-driven growth and
migration of epithelial cells on microstructured anisotropic substrates. Proc. Natl. Acad. Sci.
USA 104, 8281–8286 (2007)

114. Chandran, P.L., Mofrad, M.R.K.: Rods-on-string idealization captures semiflexible filament
dynamics. Phys. Rev. E 79, 011906 (2009)

115. Chandran, P.L., Mofrad, M.R.K.: Averaged implicit hydrodynamic model of semiflexible
filaments. Phys. Rev. E 81, 81(3), 031920 (2010)

116. Lu, L., Oswald, S.J., Ngu, H., Yin, F.C.-P.: Mechanical properties of actin stress fibers in
living cells, Biophys. J. 95, 6060–6071 (2008)

117. Sbrana, F., Sassoli, C., Meacci, E., Nosi, D., Squecco, R., Paternostro, F., Tiribilli, B.,
Zecchi-Orlandini, S., Francini, F., Formigli, L.: Role for stress fiber contraction in surface
tension development and stretch-activated channel regulation in C2C12 myoblasts. Am.
J. Physiol. Cell Physiol. 295, C160–C172 (2008)

118. Martens, J. C., Radmacher, M.: Softening of the actin cytoskeleton by inhibition of myosin
II, Pflugers Arch Eur. J. Physiol. 456, 95–100 (2008)

119. Sanger, J.M., Mittal, B., Pochapin, M.B., Sanger, J.W.: Stress fiber and cleavage furrow
formation in living cells microinjected with fluorescently labeled a-actinin. Cell Motil.
Cytoskeleton 7, 209–220 (1987)

120. Edulund, M., Lotano, M.A., Otey, C.A.: Dynamics of a-actinin in focal adhesions and stress
fibers visualized with a-actinin-green fluorescent protein. Cell Motil. Cytoskeleton 48,
190–200 (2001)

121. Maddox, A.S., Lewellyn, L., Desai, A., Oegema, K.: Anillin and the septins promote
symmetric ingression of the cytokinetic furrow. Dev. Cell 12, 827–835 (2007)

122. Kruse, K., Joanny, J.F., Ju licher, F., Prost, J., Sekimoto, K.: Asters, vortices, and rotating
spirals in active gels of polar filaments. Phys. Rev. Lett. 92(7), 078101

123. Backouche, F., Haviv, L., Groswasser, D., Bernheim-Groswasser, A.: Active gels: dynamics
of patterning and self-organization. Phys. Biol. 3, 264–273 (2006)

124. Janson, L.W., Taylor, D.L.: In vitro models of tail contraction and cytoplasmic streaming in
amoeboid cells. J. Cell Biol. 123, 345–356 (1993)

125. Bendix, P.M., Koenderink, G.H., Cuvelier, D., Dogic, Z., Koeleman, B.N., Brieher, W.M.,
Field, C.M., Mahadevan, L., Weitz, D.A.: A quantitative analysis of contractility in active
cytoskeletal protein networks. Biophys. J. 94, 3126–3136 (2008)

126. Carlsson, A.E.: Contractile stress generation by actomyosin gels. Phys. Rev. E 74, 051912
(2006)

127. Humphrey, D., Duggan, C., Saha, D., Smith, D., Kas, J.: Active fluidization of polymer
networks through molecular motors. Nature 416, 413–416 (2002)

128. Liverpool, T., Maggs, A., Ajdari, A.: Viscoelasticity of solutions of motile polymers. Phys.
Rev. Lett. 86, 4171–4174 (2001)

129. Ziebert, F., Aranson, I.: Rheological and structural properties of dilute active filament
solutions. Phys. Rev. E 77, 011918 (2008)

130. Mofrad, M.R.K., Kamm, R.D.: Cellular mechanotransduction: diverse perspectives from
molecules to tissues, Cambridge University Press, Cambridge (2010)

H. Hatami-Marbini and M. R. K. Mofrad



131. Jaalouk, D.E., Lammerding, J.: Mechanotransduction gone awry. Nat. Rev. Mol. Cell Biol.
10(1), 63–73 (2009)

132. Ingber, D.E.: Cellular mechanotransduction: putting all the pieces together again. FASEB J.
20(7), 811–827 (2006)

133. Vogel, V.: Mechanotransduction involving multimodular proteins: Converting force into
biochemical signals. Annu. Rev. Biophys. Biomol. Struct. 25, 459–488 (2006)

134. Barakat, A.I., Gojova, A.: Role of ion channels in cellular mechanotransduction—lessons
from the vascular endothelium, In: Mofrad, M.R.K., Kamm, R.D (eds.) Cellular
mechanotransduction: diverse perspectives from molecules to tissues, Cambridge
University Press, Cambridge (2010)

135. Martinac, B.: Mechanosensitive ion channels: molecules of mechanotransduction. J. Cell
Sci. 117, 2449–2460 (2004)

136. Perozo, E.: Gating prokaryotic mechanosensitive channels. Nat. Rev. Mol. Cell Biol. 7,
109–119 (2006)

137. Schwartz, G., Droogmans, G., Nilius, B.: Shear stress induced membrane currents and
calcium transients in human vascular endothelial cells. Pflugers Arch. 421, 394–396 (1992)

138. Nerem, R.M., Levesque, M.J., Cornhill, J.F.: Vascular endothelial morphology as an
indicator of the pattern of blood flow. J. Biomech. Eng. 103(3), 172–176 (1981)

139. Pohl, U., Holtz, J., Busse, R., Bessenge, E.: Crucial role of endothelium in the vasodilator
response to increased flow in vivo, Hypertension 8, 37–44 (1986)

140. Koller, A., Sun, D., Kaley, G.: Role of shear stress and endothelial prostaglandins in flow-
and viscosity-induced dilation of arterioles in vitro. Circ. Res. 72, 1276–1284 (1993)

141. Dennerll, T.J., Joshi, H.C., Steel, V.L., Buxbaum, R.E., Heidemann, S.R.: Tension and
compression in the cytoskeleton of PC-12 neurites. II: quantitative measurements. J. Cell
Biol. 107, 665–674 (1988)

142. Putnam, A.J., Schultz, K., Mooney, D.J.: Control of microtubule assembly by extracellular
matrix and externally applied strain. Am. J. Physiol. 280, C556–C564 (2001)

143. Hudspeth, A.: How the ear’s works work: mechanoelectrical transduction and amplification
by hair cells. C R Biol. 328(2), 155–162 (2005)

144. Ingber, D.E.: Mechanobiology and diseases of mechanotransduction. Ann. Med. 35(8),
564–577 (2003)

145. Cheng, C., Tempel, D., van Haperen, R., van der Baan, A., Grosveld, F., Daemen, M.J.,
Krams, R., de Crom, R.: Atherosclerotic lesion size and vulnerability are determined by
patterns of fluid shear stress. Circulation 113, 2744–2753 (2006)

146. Klein-Nulend, J., Bacabac, R.G., Veldhuijzen, J.P., Van Loon, J.J.: Microgravity and bone
cell mechanosensitivity. Adv. Space Res. 32, 1551–1559 (2003)

Cytoskeletal Mechanics and Cellular Mechanotransduction: A Molecular Perspective


	35 Cytoskeletal Mechanics and Cellular Mechanotransduction: A Molecular Perspective
	Abstract
	1…Introduction
	2…Biophysical Properties of Actin Filaments
	3…Structural Properties of Microtubules
	4…Intermediate Filaments
	5…Rheology and Mechanics of Cytoskeleton Network
	5.1 Experimental Studies
	5.2 Computational Studies

	6…Cellular Mechanotransduction
	7…Summary
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /ENU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200039002000280039002e0033002e00310029002e000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


