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1. Active mechanics of the cytoskeleton 

Cells can resist but also actively exert mechanical forces. This ability allows them to perform 

many essential tasks. Some animal cells can crawl across surfaces and through small pores, 

pulling themselves forward while pushing against their environment. Some cells such as sperm 

cells swim by beating long appendages which push the surrounding fluid. Most cells proliferate 

by dividing into two daughter cells, requiring drastic changes in cell shape. Many cells maintain 

their internal components organized by a combination of internal pushing and pulling forces. 

Combinations of cell growth, divisions, and shape changes allow embryos to develop into 

organisms with a well-defined anatomy. Given the importance of mechanical forces in life, 

understanding the mechanisms that determine how cells exert and withstand forces is crucial. 

In order to accomplish mechanical tasks, cells rely on polymers. The kind of polymer used 

depends on cell type. Many plant, yeast, and bacterial cells maintain relatively constant, rod-like 

shapes. These cells possess an outer cell wall composed of rigid polymers, which provide robust 

mechanical stability. In contrast, animal cells are usually soft and deformable. This allows them 

to move and change shape. Rather than possessing a static, rigid cell wall, animal cells rely on 

the cytoskeleton to provide resistance to external forces. However, at the same time the 

cytoskeleton is dynamic and adaptable and actively generates forces. Understanding the physical 

properties of biological polymers like cytoskeletal filaments is thus crucial in order to resolve the 

role of forces in cell mechanics. 

One popular approach to study how biological polymers regulate cell shape and mechanics is to 

reconstitute purified biological polymers in a simplified, cell-free environment (Bausch and Kroy 

2006; Fletcher and Geissler 2009). The advantage of such biomimetic systems is that their 

molecular and structural complexity can be precisely controlled. The reduced complexity 
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compared to living cells makes it easier to perform quantitative experiments that can be linked to 

quantitative physical theories that predict the macroscopic physical properties in terms of the 

molecular properties and interactions of the components. 

In this chapter, we will provide a background on theory used in describing the mechanical 

properties of cytoskeletal polymers and summarize results of experiments with a focus on 

biomimetic approaches. First we introduce some examples of cytoskeletal structures found in 

cells. We then discuss the mechanical properties of single polymers, networks of polymers, and 

crosslinked networks. Finally, we will discuss how molecular motors allow these networks to 

actively generate force, which results in fascinating, self-deforming materials known as active 

gels (Joanny and Prost 2009). 

1.1 The cytoskeleton 

The cytoskeleton is a network of biological polymers which provides cells with mechanical 

strength and the ability to generate active forces. Cytoskeletal polymers associate with a variety 

of accessory proteins to form different supramolecular structures that are tailored for distinct 

tasks. Despite the large number of possible cytoskeletal structures, the cytoskeleton primarily 

comprises only three types of polymers. In this section, we will introduce these cytoskeletal 

polymers and highlight some of the structures they form. In later sections, we will investigate the 

properties of these polymers and some of their accessory proteins in more detail. 

Actin filaments are somewhat flexible polymers that can form either fine random meshworks, 

branched networks, or stiff bundles. In many cases, actin filaments form contractile networks or 

bundles, in cooperation with myosin motor proteins. The most well-known example of such a 

contractile array is found in muscle, where actin and myosin form extremely well-organized 

arrays known as sarcomeres (Rayment et al. 1993). Non-muscle cells also possess contractile 



3 

 

actin-myosin structures, but these tend to be less well-ordered. Right underneath the membrane, 

actin and myosin form a thin cortex composed of a random meshwork of crosslinked actin 

filaments. Myosin motors actively generate contractile stress within this cortex, which can 

change cell shape (Salbreux, Charras, and Paluch 2012). These shape changes can take place at 

the individual cell level as well as on the tissue scale. During cytokinesis in yeast and animal 

cells, cortical actin filaments and molecular motors transiently organize into a contractile ring, 

which constricts to pinch off the mother cell into two daughter cells (Guertin, Trautmann, and 

McCollum 2002; West-Foyle and Robinson 2012; McMichael and Bednarek 2013). The actin 

cortex also assists yeast and animal cells during endocytosis, the process whereby cells 

internalize foreign objects or fluids (Engqvist-Goldstein and Drubin 2003). One example is 

phagocytosis, where immune cells engulf and destroy invasive pathogens like bacteria (May and 

Machesky 2001). During embryogenesis, epithelial cell monolayers collectively generate forces, 

maintaining tissue integrity (Cavey and Lecuit 2009), homeostasis (Guillot and Lecuit 2013), and 

shape (Rauzi and Lenne 2011). Apart from a thin cortex, some large cells such as oocytes 

additionally have a three-dimensional, cytoplasmic network of actin filaments (Field and Lénárt 

2011) which can be used for transporting chromosomes (Lénárt et al. 2005). Crawling cells like 

fish keratocytes, amoebas, and metastatic cancer cells can move across surfaces using a 

combination of different actin-based structures (Abercrombie 1980; Rafelski and Theriot 2004; 

Ananthakrishnan and Ehrlicher 2007). At the front of crawling cells, a thin, two-dimensional 

branched array of actin filaments called the lamellipodium pushes the cell membrane forward. 

Membrane protrusions reinforced by tightly bundled actin filaments called filopodia often extend 

from the lamellipodium, which are thought to sense environmental cues and guide the direction 

of cell motion (Davenport et al. 1993; Mattila and Lappalainen 2008). Similar actin-filled 



4 

 

membrane protrusions are also found in specialized cell types, such as inner hair cells in the 

inner ear, which project stereocilia that participate in the transduction of sound waves to 

neuronal impulses (Manor and Kachar 2008). At the back of crawling cells, a network of actin 

filaments and molecular motors exerts retraction forces, which allows cell detachment from the 

substrate and forward motion of the cell body. In strongly adherent cells, actin and myosin form 

contractile stress fibers that span the cell and connect to focal adhesions(Naumanen, 

Lappalainen, and Hotulainen 2008). There is mounting evidence that cells can switch between 

different migration mechanisms. In dense tissues, some cells use mechanisms based on myosin-

induced membrane blebbing for migration instead of polymerization-based motility(Paluch and 

Raz 2013). Interestingly, the actin cytoskeleton in plant cells has a completely different 

organization and function than in animal cells. The most prominent actin structure is provided by 

cytoplasmic actin cables composed of actin filaments bundled by accessory proteins. These actin 

cables usually radiate from the nucleus towards the cell membrane (Hussey, Ketelaar, and Deeks 

2013) and assist in properly positioning the nucleus (Starr and Han 2003). Moreover, actin cables 

are used as tracks for transport by molecular motors, for instance for pollen tube growth 

(Kroeger and Geitmann 2012). Intriguingly, these roles are reminiscent of positioning and 

transport roles of microtubules in animal cells (see below).  

Microtubules are much stiffer polymers than actin filaments. In animal cells, they play a crucial 

role in organizing the cell interior. Microtubules act as tracks for kinesin and dynein motors, 

which move along microtubules to transport intracellular cargo. In interphase cells, microtubules 

usually emanate from a microtubule-organizing center positioned near the nucleus, and grow 

radially outward toward the cell membrane, enabling long-range transport through the crowded 

cytoplasm (Vale 2003; Barlan, Rossow, and Gelfand 2013). A striking example is provided by 
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cells called melanophores, which allow many amphibians and fish to change color (Tuma and 

Gelfand 1999). This is accomplished by motor-driven transport of vesicles containing the 

pigment melanin across microtubules. When cells divide, the microtubules reorganize to form 

the mitotic spindle, a specialized assembly of microtubules, molecular motors, and many other 

accessory proteins that reliably separates chromosomes to the two daughter cells (Walczak and 

Heald 2008). Similarly to animal cells, fission yeast cells also use microtubules and molecular 

motors to separate chromosomes and transport cargo (Hagan 1998). However, unlike in animal 

cells, interphase microtubules are organized into a small set of bundles that extend to the two 

poles of the rod-shaped yeast cell. This allows molecular motors to deliver growth factors 

specifically to these two ends, maintaining yeast cells’ rod-like shape (F. Chang and Martin 

2009). Some cells, such as algae and certain bacteria, swim by beating flagella or cilia. These are 

long appendages which comprise an ordered arrangement of microtubules that slide past one 

another, causing the entire appendage to lash back and forth (Brokaw 1994; Kantsler et al. 2013). 

In plant cells, microtubules are again very differently organized than in animal cells. They 

usually form an ordered cortex underneath the cell membrane, that helps guide the ordered 

production of the cell wall, which is essential in maintaining plant cells’ elongated shape 

(Gutierrez et al. 2009; Bringmann et al. 2012). Intriguingly, the cortical localization of 

microtubules mirrors the cortical localization of actin filaments in animal cells. When plant cells 

divide, the cortical microtubule array transforms into a preprophase band with the nucleus 

anchored at the center, thus determining the division plane (Van Damme 2009). 

Intermediate filaments are a third set of cytoskeletal filaments that are present in animal cells, 

but not in yeast or plant cells. They are so-named because their diameter (~10 nm) is 

intermediate between the diameters of actin filaments (~6 nm) and microtubules (~25 nm). 
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Surprisingly, they are ten-fold more flexible than actin filaments (see below), indicating that 

their internal structure affects their mechanical properties. Intermediate filaments are encoded by 

70 genes in the human genome, which are often categorized into six sequence homology classes 

(class I-VI), or, alternatively, into three assembly groups (I, II, III) that can co-exist as three 

separate IF systems within the same cell (Szeverenyi et al. 2008). One type of intermediate 

filaments, the lamins, forms a basket that provides the cell nucleus with mechanical strength, and 

also regulates nuclear events such as chromosome replication and cell death (Gruenbaum et al. 

2000). The other intermediate filaments are found in the cytoplasm, and are expressed in a 

tissue-dependent and developmentally regulated manner (Helfand, Chang, and Goldman 2003; 

Herrmann et al. 2007). For example, epithelial cells such as skin cells resist deformation by a 

network of keratin filaments (Omary et al. 2009), neuronal axons are reinforced with 

neurofilaments (Lepinoux-Chambaud and Eyer 2013), and astrocytes have a cytoplasmic 

network of glial fibrillary acidic protein (Middeldorp and Hol 2011). Fiber cells of the vertebrate 

eye lens contain beaded filaments, which not only provide the lens with mechanical strength, but 

also maintain its transparency (Song et al. 2009). Intermediate filaments are generally thought to 

provide mechanical protection against large deformations (Fudge et al. 2009), and also to serve 

as a platform for signal transduction. 

Septin filaments have only recently begun to gain recognition as a fourth component of the 

cytoskeleton (Mostowy and Cossart 2012). Septins were originally discovered in budding yeast, 

where they form rings at the bud neck that form a diffusion barrier between the membranes of 

the mother and daughter cell (Hartwell 1971; Byers 1976). Septins were later found to be 

conserved across the animal kingdom. All eukaryotes have multiple septins, ranging in number 

from 2 in nematodes to 13 in humans. Functional studies of cells involving septin deletion or 
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mutation suggest that septin assemblies play three key roles, which are likely interrelated: they 

maintain cortical integrity, act as diffusion barriers for membrane proteins, and serve as scaffolds 

for cytoplasmic proteins. During cytokinesis, septins are core components of the contractile ring, 

where they may act both as a diffusion barrier and as a scaffold (Glotzer 2005). In motile cells 

such as T-cells, septins form cortical arrays which contribute to cell rigidity and to regulation of 

cell motility (Gilden and Krummel 2010). However, given the complex composition of the 

cortex much of the evidence that septins fulfills these functions is indirect. It is for instance 

unknown whether septin exerts its functions independent of or in concert with actin. Moreover, 

there is a complete lack of quantitative evidence of the biophysical properties of septins.  

The amino acid sequences of actin and tubulin proteins are surprisingly well conserved across 

many eukaryotic species (Sheterline and Sparrow 1994; Mitchison 1995). Intermediate filaments 

and septin filaments also maintain a large degree of evolutionary conservation, although species-

specific variation is greater than with actin and tubulin. Throughout this chapter, we will focus 

on these eukaryotic cytoskeletal filaments. However, we note that various actin, tubulin, and 

intermediate-filament homologues have now been identified in prokaryotes (Shih and Rothfield 

2006), whose structural and mechanical roles are starting to become more clear. 

1.2 Single cytoskeletal filaments 

Cells employ biological polymers that are built up from different building blocks, including 

sugars, nucleic acids, and amino acids. The cell wall of plant cells is made up of cellulose fibers, 

built from linked glucose chains (Somerville 2006). Bacterial colonies secrete extracellular 

polysaccharide chains, which maintain cohesion and contribute to the formation of biofilms such 

as dental plaque (Costerton, Stewart, and Greenberg 1999). Cells store their genetic information 

in the form of deoxyribonucleic acid (DNA), which are chains built from four different types of 
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interchangeable nucleic acids (Alberts 2008). Cells express DNA to produce proteins, which are 

macromolecules composed of one or more polypeptide chains, which themselves are long chains 

of up to twenty interchangeable amino acids (Alberts 2008). Due to the covalent bonds that link 

subunits together, macromolecular polymers typically form stable, long-lasting structures which 

maintain their structure and shape. In the case of cell walls or biofilms, these sturdy polymers 

allow cells or colonies to resist mechanical deformation. 

Cytoskeletal polymers are supramolecular polymers built up from many individual protein 

subunits. These subunits are typically linked via weak interactions such as electrostatic 

interactions, hydrophobic interactions, and hydrogen-bonding. The specificity of these 

interactions results in highly ordered structures, while their non-covalent nature allows 

cytoskeletal protein polymers to assemble and disassemble dynamically in response to 

biochemical or mechanical signals. This adaptability is crucial for enabling cells to form 

dynamic and adaptable structures for cell movement and shape change. This dynamic character 

contrasts with the covalent bonds that usually link the subunits of biological polymers such as 

cellulose. Another interesting consequence of the dynamic nature of cytoskeletal filaments is that 

it allows them to actively exert forces (in conjunction with the consumption of chemical energy). 

Cytoskeletal polymer structure. Actin filaments comprise globular actin protein monomers, 

which themselves comprise two domains separated by a cleft that binds a divalent cation together 

with either adenosine triphosphate (ATP) or adenosine diphosphate (ADP) (Carlier et al. 1994). 

Monomers assemble head-to-tail to form linear filaments. The ligand-binding cleft is directed 

toward the so-called “minus end” or “pointed end” of the filament. The opposite side is directed 

toward the “plus end” or “barbed end”. Apart from assembling head-to-tail, actin monomers also 

associate via side-by-side contacts, forming a double-stranded helical structure with a 37-nm 
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pitch (Selby and Bear 1956; Galkin, Orlova, and Egelman 2012a). Actin monomers incorporated 

in filaments exhibit multiple conformational states (Galkin, Orlova, Schröder, et al. 2010), 

potentially allowing them to act as tension sensors (Galkin, Orlova, and Egelman 2012a). 

Microtubules comprise α- and β-tubulin proteins, which form stable heterodimers. β-tubulin 

proteins bind guanine triphosphate (GTP) or guanine diphosphate (GDP) (Gardner, Zanic, and 

Howard 2013). Although α-tubulin proteins bind guanine triphosphate (GTP), this binding site is 

buried at the dimer interface. Dimers of α-β-tubulin assemble head-to-tail to form linear 

protofilaments, with α-tubulin at the “plus end” and β-tubulin at the “minus end” (Nogales, Wolf, 

and Downing 1998). Typically thirteen protofilaments associate side-by-side to form a hollow, 

cylindrical microtubule. This stable, tubular structure makes microtubules stiffer than actin 

filaments by a factor of approximately 300 (Gittes et al. 1993). 

Intermediate filaments have a rather different structure from actin filaments and microtubules, 

because their subunits are fibrous rather than globular. IF proteins are rod-shaped double-

stranded parallel dimers with a length of 40-50 nm and a diameter of 2 nm. The dimers possess a 

central, largely α-helical rod domain consisting of four coiled-coil segments, flanked by non-α-

helical N- and C-terminal end domains. Cytoplasmic IF proteins assemble into filaments via a 

multi-step pathway, where dimers first associate to form anti-parallel, approximately half-

staggered tetramers, which laterally aggregate into unit-length filaments, which in turn 

longitudinally anneal to form filaments (Herrmann et al. 2007). The fibrils subsequently mature 

by a compaction process. Nuclear lamins follow a different assembly pathway, involving head-

to-tail polymerization.  

(FIGURE 1) 
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The notion of head-to-tail assembly indicates a special property of actin filaments and 

microtubules. Structural polarity refers to the fact that the two ends of the filament can be 

distinguished from each other. This is in strong contrast to intermediate filaments and septin 

filaments, which exhibit structural symmetry (Herrmann et al. 2007): both ends of the filament 

are identical and indistinguishable. The structural polarity of actin and microtubules has two 

important functional consequences: they can polymerize in a directional manner, and they are 

recognized by molecular motors that take advantage of their polarity to move in a processive 

manner. Given the structural symmetry of IF filaments and septins, it is believed that there are no 

motors interacting with them.  

Polymerization and enzymatic activity. The process by which monomer subunits join a 

polymer is called polymerization. For supramolecular polymers such as actin, this process is 

characterized by the rate of monomer addition, kon, as well as the rate of monomer dissociation, 

koff. In equilibrium, these rates are identical. For septins and intermediate filaments, this 

equilibrium description is sufficient. Actin and microtubules, however, are non-equilibrium 

polymers because their assembly is coupled with enzymatic activity. Shortly after ATP-bound 

actin or GTP-bound tubulin joins a growing actin filament or microtubule, hydrolysis of the 

bound nucleotide occurs. This hydrolysis provides chemical energy that maintains different 

on/off rates at the two filament ends. The end with the higher on-rate is conventionally called the 

“plus end”, while “minus end” refers to the end with the slower on-rate.  

Continuous addition of fresh ATP- or GTP-bound monomers results in a so-called ATP cap or 

GTP cap at the plus end, while the rest of the filament contains ADP- or GDP-bound monomers. 

The presence of such a cap allows for interesting non-equilibrium processes such as actin 

treadmilling (Pollard and Borisy 2003) and microtubule dynamic instability (Gardner et al. 
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2011). These dynamic processes allow cytoskeletal filaments to exert polymerization forces, 

which we will discuss later in this chapter. With the help of specialized tip-binding molecules, 

actin filaments and microtubules can also generate depolymerization forces. Microtubule plus 

ends are targeted by so-called end-binding (or tip-tracking) proteins (Maurer et al. 2012; Bowne-

Anderson et al. 2013; Seetapun et al. 2012), while actin filament plus ends are targeted by 

formins (Jegou, Carlier, and Romet-Lemonne 2013).  

Although intermediate filaments lack structural polarity and enzymatic activity, evidence 

suggests that intermediate filaments exhibit fast polymerization and depolymerization kinetics, 

which is regulated by (de)phosphorylation (Helfand, Chang, and Goldman 2003). Septin 

filaments also lack structural polarity but do exhibit enzymatic activity (Weirich, Erzberger, and 

Barral 2008). Septin subunits bind and slowly hydrolyze GTP, and septin subunits can form 

filaments via the GTP-binding domain (or also at an interface containing N- and C-termini). 

Fluorescence recovery after photobleaching experiments in cells have revealed that septins are 

rather dynamic. This may be related to their enzymatic activity, but post-translational 

modifications may also play a role.  

Worm-like chain model. So far we have seen how molecular structure can determine many of 

the special properties of cytoskeletal filaments. Yet physical models of cytoskeletal mechanics 

often ignore the fine structural details of cytoskeletal filaments. The worm-like chain model is 

the most common coarse-grained model used to describe the mechanical properties of 

cytoskeletal polymers. This model was originally developed by Kratky and Porod (Kratky and 

Porod 1949). It approximates polymers by a smooth linear contour that resists bending with a 

quantity κ called the bending modulus. High values of κ indicate a stiff polymer that resists 

deformation. Polymers with low κ deform more easily and appear soft. In the absence of thermal 
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fluctuations, linear polymers would assume a straight shape. At finite temperatures, however, 

random forces from thermal fluctuations will cause cytoskeletal polymers to bend. These thermal 

bending undulations have been observed experimentally for actin filaments, microtubules, and 

intermediate filaments by fluorescence microscopy (Ott et al. 1993; Isambert et al. 1995; Gittes 

et al. 1993; Noding and Köster 2012), and have been used to measure κ. This was achieved by 

measuring a length scale lp called the persistence length, which is defined as the decay length of 

angular correlations along the polymer contour. Roughly speaking, the persistence length is the 

distance over which the polymer contour appears approximately straight. The persistence length 

is related to the bending modulus by the relation κ = kT lp, where k is Boltzmann’s constant and T 

is temperature.  

Based on the persistence length lp relative to the contour length L, we can distinguish between 

three classes of polymers. If the polymer backbone offers little resistance to bending (lp ≪ L), 

thermal fluctuations dominate, bending the polymer so strongly that it crumples to a highly bent 

conformation well described by a fractal contour (de Gennes 1979). Such polymers are called 

flexible polymers, and are suitable for describing many synthetic macromolecular polymers. In 

the opposite scenario (lp ≫ L), stiff polymers strongly resist thermal fluctuations and can be 

modeled as rigid rods (Landau et al. 1986). A third, and intermediate, regime occurs when lp ~ L. 

In this regime, thermal fluctuations cannot be neglected, though the polymer retains a well-

defined, mostly straight shape with long, wavelike undulations. Polymers in this intermediate 

regime are called semiflexible polymers. Cytoskeletal filaments fall in this intermediate regime, 

having contour lengths of several µm, and relatively large persistence lengths that range from 

0.5-1 µm for intermediate filaments, to 8-15 µm for actin filaments and several mm for 
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microtubules (Kasza et al. 2007). The small persistence length of intermediate filaments is 

surprising, given that their diameter is intermediate between those of actin filaments and 

microtubules. This suggests that the bundle-like architecture of intermediate filaments plays a 

key role in their mechanics. Sliding between subunits may for instance act to lower the bending 

rigidity.  

(FIGURE 2) 

Response to pulling forces. So far we have seen that the mechanical properties of semiflexible 

filaments can be characterized by the persistence length. This quantity describes how filaments 

respond to thermal forces. But how do semiflexible polymers respond to external pulling forces? 

Given an infinitely strong force, we should expect the polymer to assume a straight shape: such a 

taut filament would not bend due to thermal forces. Theoretical models have accounted for the 

reduction of thermally-induced bends due to external pulling forces (MacKintosh, Käs, and 

Janmey 1995). The amplitude of thermally induced bends in the polymer depends on 

wavelength, typically quantified through the wave vector q = n π / L, where n = 1, 2, 3… If the 

polymer experiences tension due to an external pulling force f, the amplitude uq of bending mode 

q is given by 

 

Long-wavelength bends (lower q) have the largest bending amplitudes, while short-wavelength 

bends (higher q) decay quickly, as q-4. This formula also shows that applying a pulling force f to 

the polymer reduces the transverse bending amplitudes uq. This reduction in thermal modes 

results in an effective restoring force: 
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where x denotes the displacement of the end-to-end-distance vector of the polymer contour from 

its equilibrium length. The effective spring constant of a semiflexible polymer is thus lp κ L-4. 

Because semiflexible polymers bend in response to thermal forces, their response to a pulling 

force is entropic in origin. This effect is often called the entropic spring. The force-extension 

relation was experimentally verified with optical tweezers for DNA (Bustamante et al. 1994) as 

well as for actin and microtubules (van Mameren et al. 2009). 

The above equations are only valid under the assumption of small forces and linear responses. 

For strong pulling forces, once the thermal undulations are pulled out, this assumption breaks 

down. In this case, we must account for stretch deformations of the polymer backbone itself. 

This has been accomplished by introducing in the worm-like chain model an enthalpic quantity μ 

called the stretch modulus.(Odijk 1995; Storm et al. 2005). The result is the emergence of two 

different force-response regimes with distinct spring constants. For small deformations, the 

effective spring constant is dominated by the bending modulus κ according to the entropic 

spring. For large deformations, the effective spring constant is dominated by the stretching 

modulus μ, corresponding to the enthalpic stretch of the polymer contour. Experimental evidence 

suggests that actin filaments and microtubules break before they are substantially extended, 

whereas intermediate filaments are highly stretchable (Kreplak and Fudge 2007; Y.-C. Lin et al. 

2010). 

Response to pushing forces. We have investigated how individual semiflexible polymers 

respond to pulling forces. But how do they respond to pushing forces? Given small forces and 

linear responses, the stretch modulus μ determines the compressive deformation of elastic rods. 

Long, semiflexible rods can readily undergo a buckling instability when pushing forces exceed 

the critical Euler force fc (Landau et al. 1986): 
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fc ~ κ L-2 

This force sets the maximal protrusive force that a rod can exert. Since microtubules are rather 

stiff at the length scale of the cell, they can withstand high compressive forces (Dogterom and 

Yurke 1997). Actin filaments buckle at force levels that are 300-fold lower, owing to their 

smaller bending stiffness (Gittes et al. 1993; Footer et al. 2007). This buckling response results in 

an asymmetric mechanical response: single actin filaments can withstand and propagate pulling 

forces but not pushing forces. However, bundling can overcome this limitation, and actin bundles 

can exert substantial pushing forces (see §1.5). In cells, coupling to the surrounding cytoskeleton 

can further reinforce filaments against compressive loads (Brangwynne et al. 2006; Das and 

MacKintosh 2010). 

(FIGURE 3) 

1.3 Filament networks 

In cells, cytoskeletal polymers are generally present at high density where filaments overlap and 

entangle. In this section, we will describe the collective properties of materials composed of 

many filaments. We will begin by summarizing theoretical models for solutions of rigid rods, a 

limit that has been theoretically well characterized. 

Rigid rod solutions. Consider a rigid rod of length L and thickness a diffusing freely in solution. 

As it translates and rotates, it sweeps out a volume ~L3. Thus, for a suspension of rods with 

concentration (number density) c ≪ L–3, neighboring rods are spaced far enough apart that they 

do not significantly interfere with each other’s motions. In this dilute regime, the rotational 

diffusion constant D↺ scales with rod length (with a prefactor that depends on temperature and 

viscosity) (Riseman and Kirkwood 1950): 
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D↺,dilute ~ L-3 ln(L/a) 

 If the rod concentration c increases beyond ~L–3, rods start to interact via steric repulsion 

(excluded volume): two rods cannot overlap in space, and therefore repel each other upon 

contact. In this entangled regime, the diffusion of a rod is constrained by its neighbors. Early 

theory by Doi and Edwards modeled the effect of entanglements for concentrated suspensions of 

rods by proposing the tube model (Doi and Edwards 1978). In this model, a rod of interest cannot 

diffuse freely in a volume ~L3, but is rather confined to an elongated virtual tube formed by the 

presence of neighboring rods. This results in a drastically reduced rotational diffusion constant in 

the entangled concentration regime: 

D↺,entangled ~ L-6 D↺,dilute 

In the dilute and entangled concentration regimes, the rod orientations are isotropically 

distributed to maximize rotational entropy. If the rod concentration c increases further towards 

c* ~ a-1L-2 (where a L2 is the volume of a single rod), however, packing effects cause 

spontaneous rod alignment. Although this orientational alignment decreases the rotational 

entropy, this loss is compensated by an increase in translational entropy due to a decrease in the 

mutual excluded volume. This entropically driven isotropic to nematic phase transition was first 

predicted by Onsager (Onsager 1945). In the limit of infinitely long rods, the critical 

concentration c* depends only on the inverse of the rod aspect ratio a / L. The orientational 

anisotropy of rods in the nematic phase results in an anisotropy in optical properties, giving the 

appearance of a crystal. Hence, materials in the nematic phase form one of many possible liquid-

crystalline regimes. 

Polymer networks. The above equations were derived assuming rods that are perfectly rigid and 

of uniform diameter and length. These assumptions have been experimentally validated for 
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monodisperse rod-shaped viruses, specifically tobacco-mosaic virus (Graf and Löwen 1999) and 

bacteriophage fd (Dogic and Fraden 2006). However, cytoskeletal polymers are neither rigid nor 

uniform in length. Semiflexibility and length polydispersity cause quantitative changes to the 

phase behavior and dynamics, which can be accounted for theoretically (Khokhlov and Semenov 

1982; Odijk and Lekkerkerker 1985; Odijk 1986; Glaser et al. 2010). However, qualitatively the 

above description for rigid rods is consistent with the dynamics and phase behavior observed for 

purified actin filaments and microtubules. For entangled actin filament networks with actin 

concentrations between 0.1 to 2 mg mL-1, the tube model was confirmed experimentally (Käs, 

Strey, and Sackmann 1994): labeled filaments were observed to fluctuate within a virtual, 

confining tube formed by the unlabeled surrounding filaments. Filaments slide back and forth 

along the tube in a snake-like motion called reptation. The width of the virtual tube decreases 

with increased actin concentration (Käs et al. 1996). Above concentrations of ~2 mg mL-1, 

networks of actin filaments can form nematic phases (Suzuki, Maeda, and Ito 1991; Käs et al. 

1996). Shortening actin filaments by adding the capping protein gelsolin increases c*, consistent 

with Onsager’s theory (Suzuki, Maeda, and Ito 1991). 

(FIGURE 4) 

Mechanical properties. Entangled polymer networks are viscoelastic materials, which exhibit 

behavior characteristic of both fluids (viscous) and solids (elastic). The viscoelasticity of soft 

materials such as polymer networks can be conveniently measured by rheology experiments. In 

these experiments, networks are allowed to form between two large, flat surfaces, which are 

moved relative to one another to apply a shear stress. The response of a viscoelastic material to a 

shear stress is given by the complex shear modulus, G = G’ + i G” (Meyers and Chawla 2009). 
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The complex modulus has two components: the storage modulus G’, which measures elastic, or 

solid-like behavior; and the loss modulus G”, which measures viscous, or fluid-like behavior. The 

shear moduli are usually determined by applying a small oscillatory shear stress of controlled 

frequency, and measuring the resultant oscillatory shear strain response. The magnitude of the 

shear modulus follows from the stress/strain ratio, while the extent of viscous dissipation is 

reflected in a phase shift between the stress and strain signals. 

(FIGURE 5) 

For entangled actin networks, the primary determinant of the shear modulus is the filament 

density. The storage modulus was measured to scale with concentration according to G’ ~ φ7/5, 

where φ is the polymer volume fraction (Hinner et al. 1998; Gisler and Weitz 1999). Theoretical 

scaling arguments, which consider two length scales, can account for this experimental result 

(MacKintosh 2011). The first length scale is the mesh size ξ, which is defined as the typical 

spacing between filaments. For random networks of rigid filaments, the mesh size scales as 

ξ ~ φ–1/2 a, where a is the thickness of a single filament (Schmidt et al. 1989). The second 

relevant length scale is the entanglement length le, which describes the typical length over which 

filament entanglements restrict thermal fluctuations. It scales as le ~ (a4 lp)1/5 φ–2/5 (Isambert and 

Maggs 1996; Hinner et al. 1998). Together, these two length scales determine the storage 

modulus according to G’ ~ kT / (ξ2 le). Substituting this expression with the expressions for ξ and 

le yields the experimentally validated scaling relation G’ ~ φ7/5. Interestingly, the two length 

scales, and thus the storage modulus G’, do not depend strongly on the bending stiffness of the 

filaments, given by lp. At small frequencies, below a time scale set by the reptation time of the 

filaments, entangled solutions of actin filaments behave as viscous liquids. This time scale is on 
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the order of minutes to hours, depending on the filament length.  

Physical forces. In cells, the organization of actin filaments is not only affected by mutual 

repulsion, but also by steric interactions with other cytoplasmic components and with the cell 

membrane. Soluble cytoplasmic components such as globular proteins can in principle act to 

introduce an effective depletion attraction between filaments. From a modeling point of view, 

globular proteins can be thought of as diffusing, impenetrable spheres that exclude some volume. 

Above a critical protein concentration c*, filaments spontaneously bundle in order to maximize 

the free volume available to the globular polymers, thereby maximizing translational entropy 

(Lekkerkerker and Tuinier 2011). Experiments have shown that actin filament networks indeed 

become bundled when sufficient amounts of inert polyethylene glycol (PEG) polymers are added 

(Hosek and Tang 2004). Depletion forces can effectively crosslink actin filament networks and 

increase the shear modulus (Tharmann, Claessens, and Bausch 2006). 

External boundaries such as the plasma membrane can affect filament organization by spatial 

confinement. Models of rigid rods predict that rods in an isotropic suspension in contact with an 

impenetrable planar surface will align along the surface, forming a so-called orientational 

wetting layer (van Roij, Dijkstra, and Evans 2000). This entropic effect only occurs for rods 

close to the surface, with an effective layer depth on the order of one rod length. However, walls 

give also give rise to a depletion layer, again due to entropic (volume exclusion) effects. For 

actin filaments, such a depletion zone with reduced actin density was experimentally shown 

(Fisher and Kuo 2009). Yet, when filaments are confined in three dimensions to emulsion 

droplets or liposomes, they form a cortex-like layer when droplets are smaller than the 

persistence length of actin filaments (Limozin, Bärmann, and Sackmann 2003; Claessens et al. 

2006). Similarly, microtubules grown in confining microchambers were found to coil and wrap 
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around the chamber edges (Cosentino Lagomarsino et al. 2007). This effect can be explained by 

enthalpic effects: cortical localization minimizes the energy penalty associated with filament 

bending. Microrheology measurements showed that confinement also affects the mechanical 

properties of entangled actin solutions, inducing stiffening (Claessens et al. 2006). It is still 

poorly understood how entropic and enthalpic effects together determine the organization of 

entangled (and liquid crystalline) solutions of cytoskeletal filaments in confinement.  

Note that the depletion attraction and confinement effects induce only effective interactions 

between filaments, mediated by the maximization of entropy and/or the minimization of bending 

enthalpy. These indirect, physical forces likely contribute to the organization of cytoskeletal 

structures inside cells. The environment inside most cells is crowded with soluble proteins which 

comprise 20–30% of the cytoplasmic volume (Ellis 2001). For this reason, the depletion 

interaction (often referred to as crowding) has been suggested to contribute to actin filament 

bundling, amyloid fibril formation, and DNA looping (Marenduzzo, Finan, and Cook 2006). 

Similarly, confinement effects play a significant role in cytoskeletal organization (Chen et al. 

1997). But the physical mechanisms underlying confinement effects remain poorly understood. 

Even simplified experiments of dense reconstituted actin filament networks remain challenging 

to predict theoretically (Soares e Silva et al. 2011). Cytoskeletal filaments have contours and 

persistence lengths that are often comparable to cellular dimensions, especially in thin 

compartments such as lamellipodia and filopodia. Understanding how these length scales interact 

should lead to a physical framework which quantifies confinement effects in cells.  

1.4 Crosslinks 

The extent to which physical forces determine the organization and mechanics of cytoskeletal 
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networks remains poorly understood. One reason for this is that cytoskeletal organization is 

regulated by a myriad of accessory proteins, including cytoskeletal crosslinks, cytoskeleton-

membrane linkers, and nucleating and length-controlling factors. By tightly regulating the 

density and activity of these accessory proteins, cells can create different cytoskeletal structures 

without significantly affecting the physical properties of the filaments themselves. In this section, 

we will focus on actin-binding proteins that bind to actin filaments and connect them into 

crosslinked networks or bundles. We will describe the molecular properties of these crosslinks 

and the consequences of these molecular properties for the organization and mechanical 

properties at the network level. 

Crosslink proteins create connections between actin filaments by binding to two separate 

filaments with two different actin-binding domains. Different types of actin-binding domains 

have been identified. The most common type is the calponin-homology domain, which is found 

across a broad class of crosslink proteins, including spectrin, filamin, fimbrin, and α-actinin 

(Korenbaum 2002). These crosslinks are all homodimeric. Fascin proteins are unusual: they are 

monomers with two actin-binding domains, and bind actin filaments through β-trefoil domains 

(Jansen et al. 2011). Fascin as well as fimbrin are compact, globular proteins that prefer to bind 

to tightly apposed filaments under a small angle. As a result, they generate tight, unipolar 

bundles. In contrast, larger crosslink proteins such as α-actinin and filamin can bind actin 

filaments over a wide range of angles, forming isotropic networks at low crosslink density and 

mixed network/bundle phases at high crosslink density (Courson and Rock 2010; Stossel et al. 

2001). 

Crosslink binding. Except for the acrosomal protein scruin (Gardel et al. 2004), actin crosslinks 

bind transiently, with typical dissociation constants of 0.1–3 µM (Skau et al. 2011; Yamakita et 
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al. 1996; Ono et al. 1997; Chen et al. 1999; Goldmann and Isenberg 1993; Meyer and Aebi 1990; 

Wachsstock, Schwarz, and Pollard 1993). This corresponds to binding free energies of 32–42 kJ 

mol-1, or 13–17 kT at room temperature. (For comparison, the energy released by hydrolyzing 

ATP to ADP is approximately 50 kJ mol-1, or 20 kT. One kT roughly corresponds to the average 

energy from thermal agitation.) In equilibrium, crosslinks unbind with typical timescales of 

several seconds (Courson and Rock 2010). Stresses acting on crosslinks usually accelerate 

crosslink unbinding (E. Evans and Ritchie 1997). Such crosslinks are known as slip bonds. 

However, α-actinin 4 exhibits different stable conformations (Galkin, Orlova, Salmazo, et al. 

2010), which can expose cryptic actin binding domains (Volkmer Ward et al. 2008) when subject 

to stress (Yao et al. 2011). Remarkably, these crosslinks therefore bind more tightly under 

tension, which is known as catch bond behavior (Thomas, Vogel, and Sokurenko 2008). 

Crosslinked meshworks and bundles. Adding crosslinks to entangled actin networks can result 

in a variety of structures, including fine crosslinked meshworks, pure bundle networks, bundle 

cluster networks, and composite meshwork-bundle networks (Lieleg, Claessens, and Bausch 

2010). However, predicting network structure given the crosslink molecular structure and its 

binding kinetics remains elusive. This challenge is further compounded by the observation that 

slow kinetics can give rise to nonequilibrium network structures (Lieleg et al. 2011; Falzone et 

al. 2012). 

Mechanical properties. Introducing crosslinks in an actin filament network introduces a new 

length scale that determines the network mechanics, called the crosslink distance lc. In particular, 

lc determines whether a macroscopically imposed network deformation locally results in filament 

stretching or filament bending. When a macroscopic shear strain results predominantly in 

filament stretching, the network experiences affine deformations (or uniform deformations). In 
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this case, provided that thermal fluctuations are appreciable, the storage modulus of an isotropic, 

randomly crosslinked network depends on the concentration (molar ratio of crosslinks to actin 

monomers) cx of crosslinks according to (Gardel et al. 2004): 

G’affine ~ cx κ lp lc
-3 

When the filaments are very stiff (for instance when the network consists of bundled actin 

(Lieleg et al. 2007)), or when the network connectivity is low, the filaments (or bundles) can 

locally bend when a macroscopic shear stress is applied, resulting in nonaffine deformations. In 

this case, the storage modulus of the network is insensitive to the concentration of crosslinks and 

instead depends strongly on the concentration of actin filaments c (Kroy and Frey 1996): 

G’nonaffine ~ κ ξ4 ~ c2 

(FIGURE 6) 

Nonlinear response. A unique property of actin networks as well as other protein polymer 

networks such as extracellular collagen is their strongly nonlinear response to an applied stress. 

This nonlinearity is evident when pulling on human skin (for instance, the earlobe). For small 

deformations, skin appears soft and deforms easily. Yet after pulling past a certain amount, skin 

resists deformation and therefore appears stiffer. Crosslinked actin networks also exhibit this 

stiffening effect. Past a critical stress σcrit, the network becomes stiffer as the stress increases. 

The strain-stiffening response of actin networks contrasts with the rather linear response of 

conventional synthetic polymers, which are flexible and act as linear springs under both 

compression and tension (Storm et al. 2005). However, recent work demonstrated that 

supramolecular synthetic polymers can be designed to mimic the remarkable nonlinear rheology 

of cytoskeletal networks (Kouwer et al. 2013). 

The highly nonlinear viscoelastic response of actin networks poses technical challenges for 
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measuring quantitative rheological properties. When a sinusoidal stress is applied, the oscillatory 

strain response tends to deviate strongly from a sinusoidal shape and the shear modulus extracted 

from the stress-strain ratio represents only the first harmonic component of the response. Most 

studies on actin networks therefore report instead the differential storage modulus, 

K’ = [δσ / δγ] |σ0, which is the local tangent of the stress-strain curve. K’-values can be directly 

compared with theoretical predictions based on semiflexible polymer models (Gardel et al. 

2004). K’ is usually obtained by a differential prestress protocol, where small amplitude 

oscillations are superimposed on a steady-state shear flow. An alternative protocol that can be 

more suitable for materials exhibiting creep is a strain rate ramp protocol, where K’ is extracted 

by differentiating the stress/strain curve measured at different strain rates (Semmrich et al. 2007; 

Broedersz et al. 2010). For crosslinked actin networks, differential moduli obtained from strain-

ramp and prestress protocols have been shown to agree, whereas for entangled solutions of actin 

filaments deviations have been reported.  

The origin of the strong nonlinearity of protein polymer networks is the large thermal persistence 

length of the polymers. Strain-stiffening can result from the entropic force-extension behavior of 

the filaments, which are easily buckled but strongly resist stretching (MacKintosh, Käs, and 

Janmey 1995; Storm et al. 2005). Alternatively, strain-stiffening can emerge as a consequence of 

a shear-induced transition from bending- to stretching-dominated elasticity (Onck et al. 2005; 

Broedersz et al. 2011). For actin networks, the critical stress where stiffening first occurs, and the 

stress-dependence of the modulus in the nonlinear regime depend on the type of crosslink. With 

the permanent and rigid crosslink scruin, the elastic modulus increases with stress as according 

to K’ ~ σ3/2 as a direct consequence of entropic elasticity (Gardel et al. 2004). In this case, 

networks likely fail due to the rupture of actin filaments. The larger and more flexible crosslink 
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protein filamin A causes stiffening with a markedly different stress dependence (K’ ~ σ1) (Gardel 

et al. 2006), which has been ascribed to the entropic compliance of this crosslink molecule 

(Kasza et al. 2009). Bundle networks obtained by polymerizing actin filaments in the presence of 

fascin strain-stiffen by a different mechanism based on non-affinity (Lieleg et al. 2007). 

(FIGURE 7) 

1.5 Force Generation 

Passive physical forces already lead to a rich mechanical response of cytoskeletal polymer 

networks. Networks of actin filaments and microtubules gain additional complexity because 

these polymers are inherently out of equilibrium due to the continuous consumption of chemical 

energy in the form of the nucleotides ATP and GTP. Directional (de)polymerization allows actin 

filaments and microtubules to exert forces as they grow or shrink. Furthermore, certain motor 

proteins can slide filaments past one another, leading to generation of pushing and pulling forces. 

In this section, we review the mechanisms whereby cytoskeletal polymers can actively exert 

forces. 

Polymerization and depolymerization forces. Actin filaments and microtubules polymerize 

asymmetrically due to differences in the free energy of monomer binding at the plus-end and the 

minus-end. This free energy difference can be harnessed as filaments grow against a barrier to 

exert pushing forces (Hill 1981; Theriot 2000). Single microtubules are stiff and can exert forces 

of up to 3–4 pN as they polymerize (Dogterom and Yurke 1997), though theoretical arguments 

suggest that forces of up to ~50 pN should be possible (Dogterom et al. 2005). These forces are 

essential for maintaining the internal organization of the cell (Laan et al. 2012; Tolić-Nørrelykke 

2008), including the proper positioning of the kinetochore and chromosomes in the mitotic 
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spindle in animal cells (Inoué and Salmon 1995). Actin, too, exerts pushing forces. Despite the 

fact that single actin filaments alone are more flexible than microtubules and buckle readily 

under compressive loads, actin filaments can exert polymerization forces of up to 1 pN provided 

that they are sufficiently short (Footer et al. 2007). The branched architecture of actin networks 

in the lamellipodium of migrating cells such as crawling fish keratocytes indeed ensures the 

presence of a dense array of short actin filaments right underneath the leading edge (Mogilner 

and Oster 1996; Mogilner and Oster 2003b). Crawling cells can thus exert forces of about 100 

pN (Roure et al. 2005). A similar polymerization-based propulsion mechanism is used by the 

bacterium Listeria monocytogenes (Tilney and Portnoy 1989; Cameron et al. 2001). This 

pathogen uses the actin machinery of infected cells to propel itself with forces of 10–100 pN 

(Wiesner 2003; McGrath et al. 2003). Bundling of actin by crosslink proteins allows for even 

larger pushing forces. Filopodia in the growth cones of migrating neurons, which contain fascin-

mediated bundles that consist only of about 10 actin filaments can exert pushing forces of up to 3 

pN (Cojoc et al. 2007). These forces may enable filopodia to sense mechanical cues and guide 

preferential extension of neuronal growth cones along soft substrates (Betz et al. 2011). More 

dramatically, during the acrosomal process of the horseshoe crab Limulus polyphemus, a stiff 

bundle of 15–79 actin filaments crosslinked by the protein scruin extends from sperm cells to 

break open the egg cell wall with a force of 2 nN (Tilney 1975; Shin et al. 2003; Shin et al. 

2007). The actin homologue ParM in Escherichia coli bacteria can similarly polymerize and 

generate forces to push the chromosomes apart to the cell poles before division (Bork, Sander, 

and Valencia 1992; Garner et al. 2007; Wickstead and Gull 2011; Galkin, Orlova, and Egelman 

2012b). 

Surprisingly, there are also mechanisms by which structurally symmetric cytoskeletal polymers 
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can exert pushing forces. Sperm cells of the nematode Ascaris suum and also sperm cells of C. 

elegans migrate using major sperm protein (MSP) polymers, which elongate and pack in a 

similar fashion as actin filaments in the lamellipodium (Roberts and Stewart 2000; Miao et al. 

2008; Batchelder et al. 2011). A “push-pull” model has been proposed that relies on a pH 

gradient that regulates gelation and solation of MSP filaments, but the molecular details remain 

poorly understood (Miao et al. 2003; Mogilner and Oster 2003a). 

Apart from exerting pushing forces during polymerization, actin filaments and microtubules can 

also exert pulling forces during depolymerization. In the case of microtubules, these forces are 

transmitted through tip-tracking proteins, which selectively bind the plus end of microtubules 

(Schuyler and Pellman 2001). As microtubules shrink, tip-tracking proteins can remain bound to 

the retreating plus end (Lombillo, Stewart, and McIntosh 1995). The resulting pulling forces are 

believed to contribute to proper positioning of chromosomes during cell division (Hill 1981; 

Dickinson, Caro, and Purich 2004; Joglekar, Bloom, and Salmon 2010; McIntosh et al. 2010). In 

the case of actin filaments, depolymerization was shown to be essential for actomyosin ring 

constriction in dividing budding yeast Saccharomyces cerevisiae (Mendes Pinto et al. 2012). 

Recent experimental evidence suggests that formins anchored at actin plus ends allow for the 

generation of pulling forces (Jegou, Carlier, and Romet-Lemonne 2013). 

Molecular motors. In addition to the intrinsic ability of actin filaments and microtubules to 

exert forces via (de)polymerization, cells also possess specialized proteins called molecular 

motors. These proteins can exert forces by again coupling the free energy of ATP hydrolysis to 

mechanical work. This mechanical work can be harnessed for a wide variety of tasks, including 

DNA replication and expression, protein translocation, cell migration, chromosome separation, 

and cytokinesis (Bustamante et al. 2004). 
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Here we focus on the cytoskeletal motor proteins, which can exert forces while moving along 

cytoskeletal filaments. There are three classes of cytoskeletal motor proteins (Joe Howard 1997). 

Myosin motors bind actin filaments and most of the ca. 20 different types of myosins move 

towards the plus-end (Korn and Hammer 1988). Kinesin and dynein motors bind microtubules 

and move towards the plus- and minus-end, respectively. Although there can be considerable 

variation among molecular motor types (Goodson, Kang, and Endow 1994; Thompson and 

Langford 2002), cytoskeletal motor proteins share a few common design principles (Joe Howard 

1997; Schliwa and Woehlke 2003). They possess one or two head domains which bind filaments 

as well as ATP or ADP. Upon ATP hydrolysis, motor proteins undergo conformational changes, 

manifested in a power stroke that results in step-wise motion of the motor along the filament. 

Step sizes typically vary between 8 and 30 nm, generating forces of up to ~10 pN (Finer, 

Simmons, and Spudich 1994; Ishijima et al. 1998; Mehta et al. 1999; La Cruz et al. 1999; 

Visscher, Schnitzer, and Block 2000; Burgess et al. 2003). Motor proteins also possess tail 

domains, which can bind to the tail domains of other motors to form oligomeric motor 

complexes (Bresnick 1999), or to the cell cortex (Dujardin and Vallee 2002), or to intracellular 

cargo (Hirokawa 1998). 

Many cells and organisms rely on molecular motors to exert forces that are stronger than by 

polymerization or depolymerization alone. Unicellular organisms such as the alga 

Chlamydomonas reinhardtii beat two long flagella composed of microtubules and dynein and 

kinesin motors (Bernstein and Rosenbaum 1994), allowing the cell to propel itself with a force of 

30 pN (McCord, Yukich, and Bernd 2005). Fish keratocytes glide on surfaces powered by 

myosin contraction, exerting traction forces of 45 nN (Harris, Wild, and Stopak 1980; Oliver, 

Jacobson, and Dembo 1995). Similar traction forces between kidney epithelial cells maintain 
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tissue integrity and reach 100 nN (Maruthamuthu et al. 2011). Even higher forces can be 

achieved by muscle cells, which organize actin filaments and myosin motors in a sarcomeric 

structure dedicated to integrating the power strokes of many myosin motors (A. F. Huxley and 

Niedergerke 1954; H. Huxley and Hanson 1954; Gautel 2011). Individual cardiac muscle cells 

have been measured to exert forces of 10 µN (Tarr, Trank, and Goertz 1983; G. Lin, Pister, and 

Roos 2000; Yin et al. 2005). 

1.6 Active gels 

The ability of molecular motors to exert forces on cytoskeletal polymers allows for the existence 

of a fascinating class of materials called active gels. These gels can deform themselves by 

coupling internal enzymatic activity to mechanical work. Such internal driving allows cells to 

move and change shape without relying on external forces. In this section, we will explore some 

of the properties of active gels. 

Motor activity and spatial organization. Apart from exerting forces on their surroundings, 

cells use molecular motors to organize transient internal structures such as the mitotic spindle 

(Tolić-Nørrelykke 2008; Dumont and Mitchison 2009). Understanding how forces produced by 

single motors translate into cell-scale forces and cell-scale spatial organization remains an 

enormous challenge. Forces re-organize the cytoskeleton, but the spatial organization of the 

cytoskeleton in turn influences force generation. Addressing this feedback in living cells is 

hindered by their inherent complexity. Recent experiments with reconstituted cytoskeletal 

networks driven by molecular motors have started to address the feedback between spatial 

organization and force generation. 

Microtubules driven by kinesin or dynein motors exhibit fascinating structural patterns in 
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solution, including vortices and asters (Nédélec et al. 1997) and active liquid crystals (Sanchez 

et al. 2012). Similar asters have also been reported in the case of actin bundles driven by myosin 

motors (Backouche et al. 2006). In confined geometries, microtubule asters can be reliably 

centered by a delicate combination of pushing forces from microtubule polymerization and 

pulling forces from dynein motors (Holy:1997uq; Laan et al. 2012). In all these cases, self-

organization arises from a feedback between force generation and the motion of stiff filaments. 

Compared to microtubules, single actin filaments are relatively flexible and readily buckle under 

compressive forces. This property is likely the reason why actin filament meshworks driven by 

myosin motor complexes have not been reported to exhibit the same pattern formation as 

microtubules (Soares e Silva et al. 2011). Buckling of actin filaments under compressive loads 

leads to an asymmetry in the response of actin networks to local internal forces generated by 

motors (Lenz et al. 2012; Murrell and Gardel 2012; S. K. Vogel et al. 2013). Such an asymmetry 

biases motor forces in favor of pulling rather than extensile forces, thus causing network 

contraction (Liverpool et al. 2009). Other effects, such as re-arrangements of myosin motors 

within the actin network, may also contribute to bias activity towards contraction (Dasanayake, 

Michalski, and Carlsson 2011).  

Material properties of active gels. Apart from exerting forces and affecting spatial 

organization, molecular motors can also strongly affect the material properties of the polymer 

systems with which they interact. Rheology experiments have shown that the stresses induced by 

myosin motors stiffen crosslinked actin networks by a factor of 100 or more (Mizuno et al. 

2007). In the case of actin networks crosslinked by filamin, it was shown that internally 

generated stresses by myosin motors stiffen the network in a similar way as an externally applied 

stress from a rheometer. In both cases, the stiffness increased with stress according to the scaling 
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relationship K’ ~ σ1 (Koenderink et al. 2009). Remarkably, the same scaling relationship was 

also observed in whole fibroblasts which were stretched axially (Fernández, Pullarkat, and Ott 

2006). 

(FIGURE 8) 

Myosin activity furthermore causes enhanced fluctuations in crosslinked actin networks that 

violate the fluctuation-dissipation theorem (Mizuno et al. 2007) and cause strong non-Gaussian 

displacements of embedded probe particles (Stuhrmann et al. 2012). These enhanced fluctuations 

are typically observable at frequencies below ca. 10 Hz, which reflects the typical on-time of the 

transiently binding motors (MacKintosh and Levine 2008). Microrheology experiments on whole 

cells have revealed very similar violations of the fluctuation-dissipation theorem (Lau et al. 

2003; Balland, Richert, and Gallet 2004; Wilhelm 2008). In suspensions of clusters of actin 

bundles, myosin motors can maintain dynamic steady states where clusters continuously grow 

and shrink (Köhler, Schaller, and Bausch 2011a) and actin bundles move superdiffusively 

(Köhler, Schaller, and Bausch 2011b). Similar superdiffusive behavior was recently observed in 

active microtubule-kinesin solutions (Sanchez et al. 2012). 

Active gel theories. The ability of force-generating elements to bring active gels out of 

equilibrium has led to a lot of recent theoretical effort in predicting the phase behavior of 

actively driven matter using generalized statistical-mechanical frameworks (Joanny and Prost 

2009). These frameworks derive from general principles (force balance, conserved quantities, 

and constitutive relations) to describe behavior over long length- and time-scales. This feature 

often carries a drawback in that microscopic details such as filament semiflexibility are 

neglected, complicating a direct comparison with experiments on in-vitro model systems as well 

as living cells. Also, these models generally assume small, linear perturbations from equilibrium. 
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Whether and when this assumption holds is unclear. Nevertheless, these models have been 

successfully applied to several different biological contexts. For instance, a two-dimensional 

model of lamellipodia has predicted gel thicknesses, flow profiles, and cell velocity consistent 

with experiment (Kruse et al. 2006), and models of active fluids have been applied to explain the 

origin of cortical actomyosin flows that establish polarity in C. elegans zygotes (Mayer et al. 

2010). A similar combination of active-gel models and experiment has also revealed that 

actomyosin contraction and ensuing membrane blebbing at the cell poles stabilize cleavage 

furrow positioning during cytokinesis (Sedzinski et al. 2011). 

1.7 Towards a mechanical understanding of cellular forces 

 Cytoskeletal polymers allow cells to actively move, change shape, and exert forces. In this 

chapter, we have primarily focused on recent insights into the origin of the passive and active 

mechanical properties of cells gained from in-vitro model systems. The advantage of such 

systems is that they allow one to directly, and quantitatively, compare experimental findings to 

theoretical models. Increasingly, biophysicists turn to experiments on living cells and model 

organisms, and develop coarse-grained theoretical models. In future years there will be an 

important challenge to bridge from an understanding of these simplified systems to an 

understanding of cells in their full complexity. One interesting route to create such a bridge is to 

study systems of intermediate complexity, such as cell extracts (Pinot et al. 2012). Another 

interesting and important avenue is to reconstitute composite cytoskeletal networks to the effect 

of the highly disparate bending rigidities of the three cytoskeletal filament systems on the passive 

and active mechanics of the cytoskeleton (Y.-C. Lin et al. 2011). ∑∑ 



33 

 

References 

Abercrombie, M. 1980. “The Croonian Lecture, 1978: the Crawling Movement of Metazoan Cells.” Proceedings of 
the Royal Society B: Biological Sciences 207 (1167) (February 29): 129–147. doi:10.1098/rspb.1980.0017. 

Alberts, Bruce. 2008. Molecular Biology of the Cell. Garland Science. 
Ananthakrishnan, R, and A Ehrlicher. 2007. “The Forces Behind Cell Movement.” International Journal of 

Biological Sciences 3 (January 1): 303–317. 
Backouche, F, L Haviv, D Groswasser, and A Bernheim-Groswasser. 2006. “Active Gels: Dynamics of Patterning 

and Self-Organization.” Physical Biology 3 (264): 264–273. doi:10.1088/1478-3975/3/4/004. 
Balland, Martial, Alain Richert, and François Gallet. 2004. “The Dissipative Contribution of Myosin II in the 

Cytoskeleton Dynamics of Myoblasts.” European Biophysics Journal 34 (3) (December 18): 255–261. 
doi:10.1007/s00249-004-0447-7. 

Barlan, Kari, Molly J Rossow, and Vladimir I Gelfand. 2013. “The Journey of the Organelle: Teamwork and 
Regulation in Intracellular Transport..” Current Opinion in Cell Biology (March). 
doi:10.1016/j.ceb.2013.02.018. 

Batchelder, Ellen L, Gunther Hollopeter, Clément Campillo, Xavier Mezanges, Erik M Jorgensen, Pierre Nassoy, 
Pierre Sens, and Julie Plastino. 2011. “Membrane Tension Regulates Motility by Controlling 
Lamellipodium Organization.” Proceedings of the National Academy of Sciences of the United States of 
America 108 (28) (January 12): 11429–11434. 

Bausch, A R, and K Kroy. 2006. “A Bottom-Up Approach to Cell Mechanics.” Nature Physics 2 (4): 231–238. 
Bernstein, Mitchell, and Joel L Rosenbaum. 1994. “Kinesin-Like Proteins in the Flagella of Chlamydomonas.” 

Trends in Cell Biology 4 (7) (July): 236–240. doi:10.1016/0962-8924(94)90115-5. 
Betz, Timo, Daniel Koch, Yun-Bi Lu, Kristian Franze, and Josef A Käs. 2011. “Growth Cones as Soft and Weak 

Force Generators.” Proceedings of the National Academy of Sciences of the United States of America 108 
(33) (January 16): 13420–13425. 

Bork, P, C Sander, and A Valencia. 1992. “An ATPase Domain Common to Prokaryotic Cell Cycle Proteins, Sugar 
Kinases, Actin, and Hsp70 Heat Shock Proteins..” Proceedings of the National Academy of Sciences of the 
United States of America 89 (16) (August 15): 7290–7294. 

Bowne-Anderson, Hugo, Marija Zanic, Monika Kauer, and Jonathon Howard. 2013. “Microtubule Dynamic 
Instability: a New Model with Coupled GTP Hydrolysis and Multistep Catastrophe.” BioEssays 35 (5) 
(March 27): 452–461. doi:10.1002/bies.201200131. 

Brangwynne, Clifford P, Frederick C MacKintosh, Sanjay Kumar, Nicholas A Geisse, Jennifer Talbot, L 
Mahadevan, Kevin K Parker, Donald E Ingber, and David A Weitz. 2006. “Microtubules Can Bear 
Enhanced Compressive Loads in Living Cells Because of Lateral Reinforcement..” The Journal of Cell 
Biology 173 (5) (June): 733–741. doi:10.1083/jcb.200601060. 

Bresnick, Anne R. 1999. “Molecular Mechanisms of Nonmuscle Myosin-II Regulation.” Current Opinion in Cell 
Biology 11 (1) (February): 26–33. doi:10.1016/S0955-0674(99)80004-0. 

Bringmann, Martin, Benoit Landrein, Christian Schudoma, Olivier Hamant, Marie-Theres Hauser, and Staffan 
Persson. 2012. “Cracking the Elusive Alignment Hypothesis: the Microtubule-Cellulose Synthase Nexus 
Unraveled..” Trends in Plant Science 17 (11) (November): 666–674. doi:10.1016/j.tplants.2012.06.003. 

Broedersz, Chase P, Karen E Kasza, Louise M Jawerth, Stefan Münster, David A Weitz, and Frederick C 
MacKintosh. 2010. “Measurement of Nonlinear Rheology of Cross-Linked Biopolymer Gels.” Soft Matter 6 
(17) (January 1): 4120. doi:10.1039/c0sm00285b. 

Broedersz, Chase P, Xiaoming Mao, Tom C Lubensky, and Frederick C MacKintosh. 2011. “Criticality and 
Isostaticity in Fibre Networks.” Nature Physics 7 (12) (October 30): 983–988. doi:10.1038/nphys2127. 

Brokaw, Charles J. 1994. “Control of Flagellar Bending: a New Agenda Based on Dynein Diversity.” Cell Motility 
and the Cytoskeleton 28 (3): 199–204. doi:10.1002/cm.970280303. 

Burgess, Stan A, Matt L Walker, Hitoshi Sakakibara, Peter J Knight, and Kazuhiro Oiwa. 2003. “Dynein Structure 



34 

 

and Power Stroke.” Nature 421 (6924) (February 13): 715–718. doi:10.1038/nature01377. 
Bustamante, C, J Marko, E Siggia, and S Smith. 1994. “Entropic Elasticity of Lambda-Phage DNA.” Science 265 

(5178) (September 9): 1599–1600. doi:10.1126/science.8079175. 
Bustamante, Carlos, Yann R Chemla, Nancy R Forde, and David Izhaky. 2004. “Mechanical Processes in 

Biochemistry.” Annual Review of Biochemistry 73 (1) (June): 705–748. 
doi:10.1146/annurev.biochem.72.121801.161542. 

Byers, B. 1976. “A Highly Ordered Ring of Membrane-Associated Filaments in Budding Yeast.” The Journal of Cell 
Biology 69 (3) (June 1): 717–721. doi:10.1083/jcb.69.3.717. 

Cameron, LA, TM Svitkina, D Vignjevic, JA Theriot, and GG Borisy. 2001. “Dendritic Organization of Actin 
Comet Tails.” Current Biology 11 (2) (January 1): 130–135. 

Carlier, M F, C Valentin-Ranc, C Combeau, S Fievez, and D Pantoloni. 1994. “Actin Polymerization: Regulation by 
Divalent Metal Ion and Nucleotide Binding, ATP Hydrolysis and Binding of Myosin..” Advances in 
Experimental Medicine and Biology 358: 71–81. 

Cavey, M, and T Lecuit. 2009. “Molecular Bases of Cell-Cell Junctions Stability and Dynamics.” Cold Spring 
Harbor Perspectives in Biology 1 (5) (November 2): a002998. doi:10.1101/cshperspect.a002998. 

Chang, Fred, and Sophie G Martin. 2009. “Shaping Fission Yeast with Microtubules..” Cold Spring Harbor 
Perspectives in Biology 1 (1) (July): a001347. doi:10.1101/cshperspect.a001347. 

Chen, B, A Li, D Wang, M Wang, L Zheng, and J R Bartles. 1999. “Espin Contains an Additional Actin-Binding 
Site in Its N Terminus and Is a Major Actin-Bundling Protein of the Sertoli Cell-Spermatid Ectoplasmic 
Specialization Junctional Plaque..” Molecular Biology of the Cell 10 (12) (December): 4327–4339. 

Chen, C. S., Mrksich, M., Huang, S., Whitesides, G. M., & Ingber, D. E. (1997). Geometric control of cell life and 
death. Science, 276(5317), 1425–1428. 

Claessens, M M A E, R Tharmann, K Kroy, and A R Bausch. 2006. “Microstructure and Viscoelasticity of Confined 
Semiflexible Polymer Networks.” Nature Physics 2 (3) (February 26): 186–189. doi:10.1038/nphys241. 

Cojoc, Dan, Francesco Difato, Enrico Ferrari, Rajesh B Shahapure, Jummi Laishram, Massimo Righi, Enzo M Di 
Fabrizio, and Vincent Torre. 2007. “Properties of the Force Exerted by Filopodia and Lamellipodia and the 
Involvement of Cytoskeletal Components..” Plos One 2 (10): e1072. doi:10.1371/journal.pone.0001072. 

Cosentino Lagomarsino, Marco, Catalin Tanase, Jan W Vos, Anne Mie C Emons, Bela M Mulder, and Marileen 
Dogterom. 2007. “Microtubule Organization in Three-Dimensional Confined Geometries: Evaluating the 
Role of Elasticity Through a Combined in Vitro and Modeling Approach.” Biophysical Journal 92 (3) 
(January 1): 1046–1057. doi:10.1529/biophysj.105.076893. 
http://linkinghub.elsevier.com/retrieve/pii/biophysj.105.076893. 

Costerton, J W, Philip S Stewart, and E P Greenberg. 1999. “Bacterial Biofilms: a Common Cause of Persistent 
Infections.” Science 284 (5418) (January 21): 1318–1322. doi:10.1126/science.284.5418.1318. 

Courson, David S, and Ronald S Rock. 2010. “Actin Cross-Link Assembly and Disassembly Mechanics for Alpha-
Actinin and Fascin.” Journal of Biological Chemistry 285 (34): 26350–26357. 
doi:10.1074/jbc.M110.123117. 

Das, Moumita, and F C MacKintosh. 2010. “Poisson's Ratio in Composite Elastic Media with Rigid Rods..” Physical 
Review Letters 105 (13) (September): 138102. 

Dasanayake, Nilushi L, Paul J Michalski, and Anders E Carlsson. 2011. “General Mechanism of Actomyosin 
Contractility..” Physical Review Letters 107 (11) (September): 118101. 

Davenport, Roger W, Ping Dou, Vincent Rehder, and S B Kater. 1993. “A Sensory Role for Neuronal Growth Cone 
Filopodia.” Nature 361 (6414) (January 1): 721–724. doi:10.1038/361721a0. 

de Gennes, Pierre-Gilles. 1979. Scaling Concepts in Polymer Physics. Cornell University Press. 
Dickinson, Richard B, Luzelena Caro, and Daniel L Purich. 2004. “Force Generation by Cytoskeletal Filament End-

Tracking Proteins.” Biophysical Journal 87 (4) (October): 2838–2854. doi:10.1529/biophysj.104.045211. 
Dogic, Zvonimir, and Seth Fraden. 2006. “Ordered Phases of Filamentous Viruses.” Current Opinion in Colloid & 

Interface Science 11 (1): 47–55. 
Dogterom, Marileen, and Bernard Yurke. 1997. “Measurement of the Force-Velocity Relation for Growing 



35 

 

Microtubules.” Science 278 (5339) (January 31): 856–860. 
Dogterom, Marileen, Jacob WJ Kerssemakers, Guillaume Romet-Lemonne, and Marcel E Janson. 2005. “Force 

Generation by Dynamic Microtubules.” Current Opinion in Cell Biology 17 (1) (February): 67–74. 
doi:10.1016/j.ceb.2004.12.011. 

Doi, Masao, and S F Edwards. 1978. “Dynamics of Concentrated Polymer Systems. Part 1.-Brownian Motion in the 
Equilibrium State.” Journal of the Chemical Society, Faraday Transactions 2 74 (0): 1789–1801. 
doi:10.1039/F29787401789. 

Dujardin, Denis L, and Richard B Vallee. 2002. “Dynein at the Cortex.” Current Opinion in Cell Biology 14 (1) 
(February): 44–49. doi:10.1016/S0955-0674(01)00292-7. 

Dumont, Sophie, and Timothy J Mitchison. 2009. “Force and Length in the Mitotic Spindle.” Current Biology 19 
(17) (September): R749–R761. doi:10.1016/j.cub.2009.07.028. 

Ellis, R J. 2001. “Macromolecular Crowding: Obvious but Underappreciated..” Trends in Biochemical Sciences 26 
(10) (October): 597–604. 

Engqvist-Goldstein, Åsa E Y, and David G Drubin. 2003. “Actin Assembly and Endocytosis: From Yeast to 
Mammals.” Annual Review of Cell and Developmental Biology 19 (1) (November): 287–332. 
doi:10.1146/annurev.cellbio.19.111401.093127. 

Evans, E, and K Ritchie. 1997. “Dynamic Strength of Molecular Adhesion Bonds..” Biophysical Journal 72 (4) 
(April 1): 1541. 

Falzone, Tobias T, Martin Lenz, David R Kovar, and Margaret L Gardel. 2012. “Assembly Kinetics Determine the 
Architecture of Α-Actinin Crosslinked F-Actin Networks.” Nature Communications 3 (May 29): 861. 
doi:10.1038/ncomms1862. 

Fernández, Pablo, Pramod A Pullarkat, and Albrecht Ott. 2006. “A Master Relation Defines the Nonlinear 
Viscoelasticity of Single Fibroblasts.” Biophysical Journal 90 (10) (May): 3796–3805. 
doi:10.1529/biophysj.105.072215. 

Field, Christine M, and Péter Lénárt. 2011. “Bulk Cytoplasmic Actin and Its Functions in Meiosis and Mitosis.” 
Current Biology 21 (19) (October): R825–R830. doi:10.1016/j.cub.2011.07.043. 

Finer, Jeffrey T, Robert M Simmons, and James A Spudich. 1994. “Single Myosin Molecule Mechanics: 
Piconewton Forces and Nanometre Steps.” Nature 368 (6467) (March 10): 113–119. 
doi:10.1038/368113a0. 

Fisher, Charles I, and Scot C Kuo. 2009. “Filament Rigidity Causes F-Actin Depletion From Nonbinding Surfaces.” 
Proceedings of the National Academy of Sciences of the United States of America 106 (1) (January 6): 133–
138. doi:10.1073/pnas.0804991106. 

Fletcher, Daniel A, and Phillip L Geissler. 2009. “Active Biological Materials.” Annual Review of Physical 
Chemistry 60 (January 1): 469–486. doi:10.1146/annurev.physchem.040808.090304. 

Footer, Matthew J, Jacob W J Kerssemakers, Julie A Theriot, and Marileen Dogterom. 2007. “Direct Measurement 
of Force Generation by Actin Filament Polymerization Using an Optical Trap..” Proceedings of the 
National Academy of Sciences of the United States of America 104 (7) (February 13): 2181–2186. 
doi:10.1073/pnas.0607052104. 

Fudge, Douglas S, T Winegard, R H Ewoldt, D Beriault, L Szewciw, and G H McKinley. 2009. “From Ultra-Soft 
Slime to Hard {Alpha}-Keratins: the Many Lives of Intermediate Filaments..” Integrative and Comparative 
Biology 49 (1) (July): 32–39. doi:10.1093/icb/icp007. 

Galkin, Vitold E, Albina Orlova, and Edward H Egelman. 2012a. “Actin Filaments as Tension Sensors..” Current 
Biology 22 (3) (February): R96–101. doi:10.1016/j.cub.2011.12.010. 
http://www.ncbi.nlm.nih.gov/pubmed?cmd=search&term=22321312. 

Galkin, Vitold E, Albina Orlova, and Edward H Egelman. 2012b. “Are ParM Filaments Polar or Bipolar?.” Journal 
of Molecular Biology 423 (4) (November): 482–485. doi:10.1016/j.jmb.2012.08.006. 

Galkin, Vitold E, Albina Orlova, Anita Salmazo, Kristina Djinovic-Carugo, and Edward H Egelman. 2010. 
“Opening of Tandem Calponin Homology Domains Regulates Their Affinity for F-Actin.” Nature 
Structural & Molecular Biology 17 (5) (April 11): 614–616. doi:10.1038/nsmb.1789. 



36 

 

Galkin, Vitold E, Albina Orlova, Gunnar F Schröder, and Edward H Egelman. 2010. “Structural Polymorphism in F-
Actin.” Nature Structural & Molecular Biology 17 (11) (October 10): 1318–1323. doi:10.1038/nsmb.1930. 

Gardel, M L, F Nakamura, J H Hartwig, J C Crocker, T P Stossel, and D A Weitz. 2006. “Prestressed F-Actin 
Networks Cross-Linked by Hinged Filamins Replicate Mechanical Properties of Cells.” Proceedings of the 
National Academy of Sciences of the United States of America 103 (6): 1762–1767. 

Gardel, M L, J H Shin, F C MacKintosh, L Mahadevan, P Matsudaira, and D A Weitz. 2004. “Elastic Behavior of 
Cross-Linked and Bundled Actin Networks..” Science 304 (5675) (May 28): 1301–1305. 
doi:10.1126/science.1095087. 

Gardner, Melissa K, Blake D Charlebois, Imre M Jánosi, Jonathon Howard, Alan J Hunt, and David J Odde. 2011. 
“Rapid Microtubule Self-Assembly Kinetics.” Cell 146 (4) (August): 582–592. 
doi:10.1016/j.cell.2011.06.053. 

Gardner, Melissa K, Marija Zanic, and Jonathon Howard. 2013. “Microtubule Catastrophe and Rescue..” Current 
Opinion in Cell Biology 25 (1) (February): 14–22. doi:10.1016/j.ceb.2012.09.006. 

Garner, E C, C S Campbell, D B Weibel, and R D Mullins. 2007. “Reconstitution of DNA Segregation Driven by 
Assembly of a Prokaryotic Actin Homolog.” Science 315 (5816) (March 2): 1270–1274. 
doi:10.1126/science.1138527. 

Gautel, Mathias. 2011. “The Sarcomeric Cytoskeleton: Who Picks Up the Strain?.” Current Opinion in Cell Biology 
23 (1) (February): 39–46. doi:10.1016/j.ceb.2010.12.001. 

Gilden, J K, and M F Krummel. 2010. “Control of Cortical Rigidity by the Cytoskeleton: Emerging Roles for 
Septins.” Cytoskeleton 67 (8): 477–486. 

Gisler, T, and DA Weitz. 1999. “Scaling of the Microrheology of Semidilute F-Actin Solutions.” Physical Review 
Letters 82 (7): 1606–1609. 

Gittes, F, B Mickey, J Nettleton, and J Howard. 1993. “Flexural Rigidity of Microtubules and Actin Filaments 
Measured From Thermal Fluctuations in Shape.” The Journal of Cell Biology 120 (4) (February 1): 923–
934. 

Glaser, J, D Chakraborty, K Kroy, I Lauter, M Degawa, N Kirchgessner, B Hoffmann, R Merkel, and M Giesen. 
2010. “Tube Width Fluctuations in F-Actin Solutions..” Physical Review Letters 105 (3) (July): 037801. 

Glotzer, M. 2005. “The Molecular Requirements for Cytokinesis.” Science 307 (5716) (March 18): 1735–1739. 
doi:10.1126/science.1096896. 

Goldmann, W H, and G Isenberg. 1993. “Analysis of Filamin and Α-Actinin Binding to Actin by the Stopped Flow 
Method.” FEBS Letters 336 (3) (December): 408–410. doi:10.1016/0014-5793(93)80847-N. 

Goodson, H V, S J Kang, and S A Endow. 1994. “Molecular Phylogeny of the Kinesin Family of Microtubule Motor 
Proteins.” Journal of Cell Science 107 (7) (January 1): 1875–1884. 

Graf, Hartmut, and Hartmut Löwen. 1999. “Phase Diagram of Tobacco Mosaic Virus Solutions.” Physical Review E 
59 (2) (February): 1932–1942. doi:10.1103/PhysRevE.59.1932. 

Gruenbaum, Yosef, Katherine L Wilson, Amnon Harel, Michal Goldberg, and Merav Cohen. 2000. “Review: 
Nuclear Lamins—Structural Proteins with Fundamental Functions.” Journal of Structural Biology 129 (2-
3) (April): 313–323. doi:10.1006/jsbi.2000.4216. 

Guertin, David A, Susanne Trautmann, and Dannel McCollum. 2002. “Cytokinesis in Eukaryotes..” Microbiology 
and Molecular Biology Reviews 66 (2) (June): 155–178. 

Guillot, Charlène, and Thomas Lecuit. 2013. “Mechanics of Epithelial Tissue Homeostasis and Morphogenesis..” 
Science 340 (6137) (June): 1185–1189. doi:10.1126/science.1235249. 

Gutierrez, Ryan, Jelmer J Lindeboom, Alex R Paredez, Anne Mie C Emons, and David W Ehrhardt. 2009. 
“Arabidopsis Cortical Microtubules Position Cellulose Synthase Delivery to the Plasma Membrane and 
Interact with Cellulose Synthase Trafficking Compartments..” Nature Cell Biology 11 (7) (July): 797–806. 
doi:10.1038/ncb1886. 

Hagan, I M. 1998. “The Fission Yeast Microtubule Cytoskeleton.” Journal of Cell Science 111 (12) (January 15): 
1603–1612. 

Harris, A, P Wild, and D Stopak. 1980. “Silicone Rubber Substrata: a New Wrinkle in the Study of Cell 



37 

 

Locomotion.” Science 208 (4440) (April 11): 177–179. doi:10.1126/science.6987736. 
Hartwell, L H. 1971. “Genetic Control of the Cell Division Cycle in Yeast. IV. Genes Controlling Bud Emergence 

and Cytokinesis..” Experimental Cell Research 69 (2) (December): 265–276. 
Helfand, Brian T, Lynne Chang, and Robert D Goldman. 2003. “The Dynamic and Motile Properties of Intermediate 

Filaments..” Annual Review of Cell and Developmental Biology 19: 445–467. 
doi:10.1146/annurev.cellbio.19.111401.092306. 

Herrmann, Harald, Harald Bär, Laurent Kreplak, Sergei V Strelkov, and Ueli Aebi. 2007. “Intermediate Filaments: 
From Cell Architecture to Nanomechanics..” Nature Reviews Molecular Cell Biology 8 (7) (July): 562–573. 
doi:10.1038/nrm2197. http://www.nature.com/doifinder/10.1038/nrm2197. 

Hill, T L. 1981. “Microfilament or Microtubule Assembly or Disassembly Against a Force.” Proceedings of the 
National Academy of Sciences of the United States of America 78 (9) (January 1): 5613–5617. 

Hinner, B, M Tempel, E Sackmann, K Kroy, and E Frey. 1998. “Entanglement, Elasticity, and Viscous Relaxation 
of Actin Solutions.” Physical Review Letters 81 (12): 2614–2617. 

Hirokawa, N. 1998. “Kinesin and Dynein Superfamily Proteins and the Mechanism of Organelle Transport.” Science 
279 (5350) (January 23): 519–526. doi:10.1126/science.279.5350.519. 

Hosek, M, and J X Tang. 2004. “Polymer-Induced Bundling of F Actin and the Depletion Force.” Physical Review E 
69 (5 Pt 1) (May 1): 051907. 

Howard, Joe. 1997. “Molecular Motors: Structural Adaptations to Cellular Functions.” Nature 389 (6651) (October 
9): 561–567. doi:10.1038/39247. 

Hussey, Patrick J, Tijs Ketelaar, and Michael J Deeks. 2013. “Control of the Actin Cytoskeleton in Plant Cell 
Growth.” Annual Review of Plant Biology 57 (1) (January 28): 109–125. doi:doi: 
10.1146/annurev.arplant.57.032905.105206. 

Huxley, A F, and R Niedergerke. 1954. “Structural Changes in Muscle During Contraction: Interference Microscopy 
of Living Muscle Fibres.” Nature 173 (4412) (May 22): 971–973. doi:10.1038/173971a0. 

Huxley, Hugh, and Jean Hanson. 1954. “Changes in the Cross-Striations of Muscle During Contraction and Stretch 
and Their Structural Interpretation.” Nature 173 (4412) (May 22): 973–976. doi:10.1038/173973a0. 

Inoué, Shinya, and Edward D Salmon. 1995. “Force Generation by Microtubule Assembly/Disassembly in Mitosis 
and Related Movements.” Molecular Biology of the Cell 6 (12) (December 1): 1619. 
http://www.molbiolcell.org/content/23/10/1798.full. 

Isambert, H, and A C Maggs. 1996. “Dynamics and Rheology of Actin Solutions.” Macromolecules 29 (3) (January): 
1036–1040. 

Isambert, H, P Venier, A C Maggs, A Fattoum, R Kassab, D Pantaloni, and M F Carlier. 1995. “Flexibility of Actin 
Filaments Derived From Thermal Fluctuations. Effect of Bound Nucleotide, Phalloidin, and Muscle 
Regulatory Proteins..” Journal of Biological Chemistry 270 (19) (May 12): 11437–11444. 

Ishijima, Akihiko, Hiroaki Kojima, Takashi Funatsu, Makio Tokunaga, Hideo Higuchi, Hiroto Tanaka, and Toshio 
Yanagida. 1998. “Simultaneous Observation of Individual ATPase and Mechanical Events by a Single 
Myosin Molecule During Interaction with Actin.” Cell 92 (2) (January): 161–171. doi:10.1016/S0092-
8674(00)80911-3. 

Jansen, Silvia, Agnieszka Collins, Changsong Yang, Grzegorz Rebowski, Tatyana Svitkina, and Roberto 
Dominguez. 2011. “Mechanism of Actin Filament Bundling by Fascin..” Journal of Biological Chemistry 
286 (34) (August 26): 30087–30096. doi:10.1074/jbc.M111.251439. 

Jegou, Antoine, Marie-France Carlier, and Guillaume Romet-Lemonne. 2013. “Formin mDia1 Senses and Generates 
Mechanical Forces on Actin Filaments..” Nature Communications 4 (May 21): 1883. 
doi:10.1038/ncomms2888. http://www.nature.com/doifinder/10.1038/ncomms2888. 

Joanny, Jean-François, and Jacques Prost. 2009. “Active Gels as a Description of the Actin-Myosin Cytoskeleton.” 
HFSP Journal 3 (2) (March 31): 94. doi:10.2976/1.3054712. 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2707794/. 

Joglekar, Ajit P, Kerry S Bloom, and E D Salmon. 2010. “Mechanisms of Force Generation by End-on Kinetochore-
Microtubule Attachments.” Current Opinion in Cell Biology 22 (1) (February): 57–67. 
doi:10.1016/j.ceb.2009.12.010. 



38 

 

Kantsler, Vasily, Jorn Dunkel, Marco Polin, and Raymond E Goldstein. 2013. “Ciliary Contact Interactions 
Dominate Surface Scattering of Swimming Eukaryotes..” Proceedings of the National Academy of Sciences 
of the United States of America 110 (4) (January): 1187–1192. doi:10.1073/pnas.1210548110. 

Kasza, K E, G H Koenderink, Y C Lin, C P Broedersz, W Messner, F Nakamura, T P Stossel, F C MacKintosh, and 
D A Weitz. 2009. “Nonlinear Elasticity of Stiff Biopolymers Connected by Flexible Linkers.” Physical 
Review E 79 (4) (April 1): 1–5. doi:10.1103/PhysRevE.79.041928. 

Kasza, Karen E, Amy C Rowat, Jiayu Liu, Thomas E Angelini, Clifford P Brangwynne, Gijsje H Koenderink, and 
David A Weitz. 2007. “The Cell as a Material.” Current Opinion in Cell Biology 19 (1): 101–107. 
doi:10.1016/j.ceb.2006.12.002.  

Käs, J, H Strey, and E Sackmann. 1994. “Direct Imaging of Reptation for Semiflexible Actin Filaments.” Nature 368 
(6468) (March 17): 226–229. doi:10.1038/368226a0. 

Käs, J, H Strey, J X Tang, D Finger, R Ezzell, E Sackmann, and P A Janmey. 1996. “F-Actin, a Model Polymer for 
Semiflexible Chains in Dilute, Semidilute, and Liquid Crystalline Solutions..” Biophysical Journal 70 (2) 
(February): 609–625. doi:10.1016/S0006-3495(96)79630-3. 

Khokhlov, A R, and A N Semenov. 1982. “Liquid-Crystalline Ordering in the Solution of Partially Flexible 
Macromolecules.” Physica a: Statistical Mechanics and Its Applications 112 (3): 605–614. 

Koenderink, Gijsje H, Zvonimir Dogic, Fumihiko Nakamura, Poul M Bendix, Frederick C MacKintosh, John H 
Hartwig, Thomas P Stossel, and David A Weitz. 2009. “An Active Biopolymer Network Controlled by 
Molecular Motors.” Proceedings of the National Academy of Sciences of the United States of America 106 
(36): 15192–15197. doi:10.1073/pnas.0903974106. 

Korenbaum, E. 2002. “Calponin Homology Domains at a Glance.” Journal of Cell Science 115 (18) (September 15): 
3543–3545. doi:10.1242/jcs.00003. 

Korn, E D, and J A Hammer III. 1988. “Myosins of Nonmuscle Cells.” Annual Review of Biophysics and 
Biophysical Chemistry 17 (1) (June): 23–45. doi:10.1146/annurev.bb.17.060188.000323. 

Kouwer, Paul H J, Matthieu Koepf, Vincent A A Le Sage, Maarten Jaspers, Arend M van Buul, Zaskia H Eksteen-
Akeroyd, Tim Woltinge, et al. 2013. “Responsive Biomimetic Networks From Polyisocyanopeptide 
Hydrogels.” Nature (January 23): –. doi:doi:10.1038/nature11839. 

Köhler, Simone, Volker Schaller, and Andreas R Bausch. 2011a. “Structure Formation in Active Networks..” Nature 
Materials 10 (6) (June): 462–468. doi:10.1038/nmat3009. 

Köhler, Simone, Volker Schaller, and Andreas R Bausch. 2011b. “Collective Dynamics of Active Cytoskeletal 
Networks.” Plos One 6 (8) (August 26): e23798. 

Kratky, O, and G Porod. 1949. “Röntgenuntersuchung Gelöster Fadenmoleküle.” Recueil Des Travaux Chimiques 
Des Pays-Bas 68 (12) (September 2): 1106–1122. doi:10.1002/recl.19490681203. 

Kreplak, Laurent, and Douglas Fudge. 2007. “Biomechanical Properties of Intermediate Filaments: From Tissues to 
Single Filaments and Back..” BioEssays 29 (1) (January): 26–35. doi:10.1002/bies.20514. 

Kroeger, Jens, and Anja Geitmann. 2012. “The Pollen Tube Paradigm Revisited..” Current Opinion in Plant Biology 
15 (6) (December): 618–624. doi:10.1016/j.pbi.2012.09.007. 

Kroy, Klaus, and Erwin Frey. 1996. “Force-Extension Relation and Plateau Modulus for Wormlike Chains.” 
Physical Review Letters 77 (2) (July): 306–309. doi:10.1103/PhysRevLett.77.306. 

Kruse, K, J-F Joanny, F Jülicher, and J Prost. 2006. “Contractility and Retrograde Flow in Lamellipodium Motion.” 
Physical Biology 3 (2) (June 1): 130–137. doi:10.1088/1478-3975/3/2/005. 

La Cruz, De, Enrique M, Amber L Wells, Steven S Rosenfeld, E Michael Ostap, and H Lee Sweeney. 1999. “The 
Kinetic Mechanism of Myosin V.” Proceedings of the National Academy of Sciences of the United States of 
America 96 (24) (January 23): 13726–13731. doi:10.1073/pnas.96.24.13726. 

Laan, Liedewij, Nenad Pavin, Julien Husson, Guillaume Romet-Lemonne, Martijn van Duijn, Magdalena Preciado 
López, Ronald D Vale, Frank Jülicher, Samara L Reck-Peterson, and Marileen Dogterom. 2012. “Cortical 
Dynein Controls Microtubule Dynamics to Generate Pulling Forces That Position Microtubule Asters.” Cell 
148 (3) (February): 502–514. doi:10.1016/j.cell.2012.01.007. 

Landau, L D, E M Lifshitz, A M Kosevich, Pitaevskiĭ, L.P. 1986. Theory of Elasticity. Butterworth-Heinemann. 



39 

 

Lau, A, B Hoffman, A Davies, J Crocker, and T Lubensky. 2003. “Microrheology, Stress Fluctuations, and Active 
Behavior of Living Cells.” Physical Review Letters 91 (19) (November): 198101. 
doi:10.1103/PhysRevLett.91.198101. 

Lekkerkerker, H N W, and R Tuinier. 2011. Colloids and the Depletion Interaction. Books.Google.Nl. Springer. 
Lenz, Martin, Todd Thoresen, Margaret Gardel, and Aaron Dinner. 2012. “Contractile Units in Disordered 

Actomyosin Bundles Arise From F-Actin Buckling.” Physical Review Letters 108 (23) (June 1): 238107. 
doi:10.1103/PhysRevLett.108.238107. 

Lepinoux-Chambaud, Claire, and Joel Eyer. 2013. “Review on Intermediate Filaments of the Nervous System and 
Their Pathological Alterations..” Histochemistry and Cell Biology 140 (1) (July): 13–22. 
doi:10.1007/s00418-013-1101-1. 

Lénárt, Péter, Christian P Bacher, Nathalie Daigle, Arthur R Hand, Roland Eils, Mark Terasaki, and Jan Ellenberg. 
2005. “A Contractile Nuclear Actin Network Drives Chromosome Congression in Oocytes..” Nature 436 
(7052) (August 11): 812–818. doi:10.1038/nature03810. 

Lieleg, O, J Kayser, G Brambilla, L Cipelletti, and A R Bausch. 2011. “Slow Dynamics and Internal Stress 
Relaxation in Bundled Cytoskeletal Networks..” Nature Materials 10 (3) (March): 236–242. 
doi:10.1038/nmat2939. 

Lieleg, O, M Claessens, C Heussinger, E Frey, and A Bausch. 2007. “Mechanics of Bundled Semiflexible Polymer 
Networks.” Physical Review Letters 99 (8) (August): 088102. doi:10.1103/PhysRevLett.99.088102. 

Lieleg, Oliver, Mireille M A E Claessens, and Andreas R Bausch. 2010. “Structure and Dynamics of Cross-Linked 
Actin Networks.” Soft Matter 6 (2): 218–225. doi:10.1039/b912163n. 

Limozin, L, M Bärmann, and E Sackmann. 2003. “On the Organization of Self-Assembled Actin Networks in Giant 
Vesicles.” The European Physical Journal E 10: 319–330. 
http://www.springerlink.com/index/4MPMDPMTP2M5TMA4.pdf. 

Lin, G, K S J Pister, and Kenneth P Roos. 2000. “Surface Micromachined Polysilicon Heart Cell Force Transducer.” 
Journal of Microelectromechanical Systems 9 (1): 9–17. doi:10.1109/84.825771. 

Lin, Yi-Chia, Gijsje H Koenderink, Frederick C MacKintosh, and David A Weitz. 2011. “Control of Non-Linear 
Elasticity in F-Actin Networks with Microtubules.” Soft Matter 7 (3): 902–906. doi:10.1039/c0sm00478b. 

Lin, Yi-Chia, Norman Y Yao, Chase P Broedersz, Harald Herrmann, Fred C Mackintosh, and David A Weitz. 2010. 
“Origins of Elasticity in Intermediate Filament Networks..” Physical Review Letters 104 (5) (February): 
058101. 

Liverpool, T B, M C Marchetti, J-F Joanny, and J Prost. 2009. “Mechanical Response of Active Gels.” Europhysics 
Letters 85 (1) (January 13): 18007. doi:10.1209/0295-5075/85/18007. 

Lombillo, V A, R J Stewart, and J R McIntosh. 1995. “Minus-End-Directed Motion of Kinesin-Coated Microspheres 
Driven by Microtubule Depolymerization..” Nature 373 (6510) (January): 161–164. doi:10.1038/373161a0. 

MacKintosh, F C, and A J Levine. 2008. “Nonequilibrium Mechanics and Dynamics of Motor-Activated Gels.” 
Physical Review Letters 100 (1) (January 11): 018104. 

MacKintosh, FC. 2011. “Elasticity and Dynamics of Cytoskeletal Filaments and Networks of Them.” In New Trends 
in the Physics and Mechanics of Biological Systems:Lecture Notes of the Les Houches Summer School: 
Volume 92, July 2009. OUP Oxford. 

MacKintosh, FC, J Käs, and PA Janmey. 1995. “Elasticity of Semiflexible Biopolymer Networks..” Physical Review 
Letters 75 (24) (December 11): 4425–4428. 

Manor, Uri, and B Kachar. 2008. “Dynamic Length Regulation of Sensory Stereocilia.” Seminars in Cell & 
Developmental Biology 19 (6) (December): 502–510. doi:10.1016/j.semcdb.2008.07.006. 

Marenduzzo, D, K Finan, and P R Cook. 2006. “The Depletion Attraction: an Underappreciated Force Driving 
Cellular Organization.” The Journal of Cell Biology 175 (5) (December 4): 681–686. 
doi:10.1083/jcb.200609066. 

Maruthamuthu, Venkat, Benedikt Sabass, Ulrich S Schwarz, and Margaret L Gardel. 2011. “Cell-ECM Traction 
Force Modulates Endogenous Tension at Cell–Cell Contacts.” Proceedings of the National Academy of 
Sciences of the United States of America 108 (12) (January 22): 4708–4713. doi:10.1073/pnas.1011123108. 

Mattila, Pieta K, and Pekka Lappalainen. 2008. “Filopodia: Molecular Architecture and Cellular Functions..” Nature 



40 

 

Reviews Molecular Cell Biology 9 (6) (June): 446–454. doi:10.1038/nrm2406. 
Maurer, Sebastian P, Franck J Fourniol, Gergő Bohner, Carolyn A Moores, and Thomas Surrey. 2012. “EBs 

Recognize a Nucleotide-Dependent Structural Cap at Growing Microtubule Ends.” Cell 149 (2) (April): 
371–382. doi:10.1016/j.cell.2012.02.049. 

May, R C, and L M Machesky. 2001. “Phagocytosis and the Actin Cytoskeleton..” Journal of Cell Science 114 (Pt 6) 
(March): 1061–1077. 

Mayer, Mirjam, Martin Depken, Justin S Bois, Frank Jülicher, and Stephan W Grill. 2010. “Anisotropies in Cortical 
Tension Reveal the Physical Basis of Polarizing Cortical Flows.” Nature 467 (7315) (September 21): 617–
621. doi:10.1038/nature09376. 

McCord, Rachel Patton, John N Yukich, and Karen K Bernd. 2005. “Analysis of Force Generation During Flagellar 
Assembly Through Optical Trapping of Free-Swimming Chlamydomonas Reinhardtii..” Cell Motility and 
the Cytoskeleton 61 (3) (July): 137–144. doi:10.1002/cm.20071. 

McGrath, James L, Narat J Eungdamrong, Charles I Fisher, Fay Peng, Lakshminarayanan Mahadevan, Timothy J 
Mitchison, and Scot C Kuo. 2003. “The Force-Velocity Relationship for the Actin-Based Motility of 
Listeria Monocytogenes.” Current Biology 13 (4) (February): 329–332. doi:10.1016/S0960-
9822(03)00051-4. 

McIntosh, J Richard, Vladimir Volkov, Fazly I Ataullakhanov, and Ekaterina L Grishchuk. 2010. “Tubulin 
Depolymerization May Be an Ancient Biological Motor..” Journal of Cell Science 123 (Pt 20) (October 
15): 3425–3434. doi:10.1242/jcs.067611. 

McMichael, Colleen M, and Sebastian Y Bednarek. 2013. “Cytoskeletal and Membrane Dynamics During Higher 
Plant Cytokinesis..” The New Phytologist 197 (4) (March): 1039–1057. doi:10.1111/nph.12122. 

Mehta, Amit D, Richard E Cheney, Ronald S Rock, Matthias Rief, James A Spudich, and Mark S Mooseker. 1999. 
“Myosin-v Is a Processive Actin-Based Motor.” Nature 400 (6744) (August 5): 590–593. 
doi:10.1038/23072. 

Mendes Pinto, Inês, Boris Rubinstein, Andrei Kucharavy, Jay R Unruh, and Rong Li. 2012. “Actin 
Depolymerization Drives Actomyosin Ring Contraction During Budding Yeast Cytokinesis.” 
Developmental Cell 22 (6) (June): 1247–1260. doi:10.1016/j.devcel.2012.04.015. 

Meyer, R K, and U Aebi. 1990. “Bundling of Actin Filaments by Alpha-Actinin Depends on Its Molecular Length..” 
The Journal of Cell Biology 110 (6) (January 1): 2013–2024. doi:10.1083/jcb.110.6.2013. 

Meyers, M A, and K K Chawla. 2009. Mechanical Behavior of Materials. Cambridge University Press. 
Miao, Long, Orion Vanderlinde, Jun Liu, Richard P Grant, Alan Wouterse, Katsuya Shimabukuro, Albert Philipse, 

Murray Stewart, and Thomas M Roberts. 2008. “The Role of Filament-Packing Dynamics in Powering 
Amoeboid Cell Motility..” Proceedings of the National Academy of Sciences of the United States of 
America 105 (14) (April): 5390–5395. doi:10.1073/pnas.0708416105. 

Miao, Long, Orion Vanderlinde, Murray Stewart, and Thomas M Roberts. 2003. “Retraction in Amoeboid Cell 
Motility Powered by Cytoskeletal Dynamics.” Science 302 (5649) (January 21): 1405–1407. 
doi:10.1126/science.1089129. 

Middeldorp, J, and E M Hol. 2011. “GFAP in Health and Disease..” Progress in Neurobiology 93 (3) (March): 421–
443. doi:10.1016/j.pneurobio.2011.01.005. 

Mitchison, T J. 1995. “Evolution of a Dynamic Cytoskeleton..” Philosophical Transactions of the Royal Society of 
London. Series B, Biological Sciences 349 (1329) (September): 299–304. doi:10.1098/rstb.1995.0117. 

Mizuno, Daisuke, Catherine Tardin, C F Schmidt, and F C MacKintosh. 2007. “Nonequilibrium Mechanics of 
Active Cytoskeletal Networks.” Science 315 (5810) (January 19): 370–373. doi:10.1126/science.1134404. 
http://www.sciencemag.org/cgi/content/full/315/5810/370. 

Mogilner, A, and G Oster. 1996. “Cell Motility Driven by Actin Polymerization.” Biophysical Journal 71 (6) 
(December): 3030–3045. doi:10.1016/S0006-3495(96)79496-1. 

Mogilner, Alex, and George Oster. 2003a. “Shrinking Gels Pull Cells.” Science 302 (5649) (January 21): 1340–1341. 
doi:10.1126/science.1092041. 

Mogilner, Alex, and George Oster. 2003b. “Force Generation by Actin Polymerization II: the Elastic Ratchet and 



41 

 

Tethered Filaments.” Biophysical Journal 84 (3) (March 1): 1591–1605. 
Mostowy, S, and P Cossart. 2012. “Septins: the Fourth Component of the Cytoskeleton.” Nature Reviews Molecular 

Cell Biology 13 (3): 183–194. 
Murrell, Michael P, and Margaret L Gardel. 2012. “F-Actin Buckling Coordinates Contractility and Severing in a 

Biomimetic Actomyosin Cortex.” Proceedings of the National Academy of Sciences of the United States of 
America 109 (51) (January 18): 20820–20825. doi:10.1073/pnas.1214753109. 

Naumanen, P, P Lappalainen, and P Hotulainen. 2008. “Mechanisms of Actin Stress Fibre Assembly..” Journal of 
Microscopy 231 (3) (September): 446–454. doi:10.1111/j.1365-2818.2008.02057.x. 

Nédélec, François J, T Surrey, A C Maggs, and S Leibler. 1997. “Self-Organization of Microtubules and Motors.” 
Nature 389 (6648) (September 18): 305–308. doi:10.1038/38532. 
http://www.nature.com/nature/journal/v389/n6648/abs/389305a0.html. 

Noding, Bernd, and Sarah Köster. 2012. “Intermediate Filaments in Small Configuration Spaces..” Physical Review 
Letters 108 (8) (February): 088101. 

Nogales, Eva, Sharon G Wolf, and Kenneth H Downing. 1998. “Structure of the |[Alpha]||[Beta]| Tubulin Dimer by 
Electron Crystallography.” Nature 391 (6663) (January 8): 199–203. doi:doi:10.1038/34465. 

Odijk, Theo. 1986. “Theory of Lyotropic Polymer Liquid Crystals.” Macromolecules 19 (9): 2313–2329. 
doi:10.1021/ma00163a001. 

Odijk, Theo. 1995. “Stiff Chains and Filaments Under Tension.” Macromolecules 28 (20) (September): 7016–7018. 
doi:10.1021/ma00124a044. 

Odijk, Theo, and Henk N W Lekkerkerker. 1985. “Theory of the Isotropic-Liquid Crystal Phase Separation for a 
Solution of Bidisperse Rodlike Macromolecules.” The Journal of Physical Chemistry 89 (10) (May): 2090–
2096. doi:10.1021/j100256a058. 

Oliver, Tim, Ken Jacobson, and Micah Dembo. 1995. “Traction Forces in Locomoting Cells.” Cell Motility and the 
Cytoskeleton 31 (3): 225–240. doi:10.1002/cm.970310306. 

Omary, M Bishr, Nam-On Ku, Pavel Strnad, and Shinichiro Hanada. 2009. “Toward Unraveling the Complexity of 
Simple Epithelial Keratins in Human Disease.” Journal of Clinical Investigation 119 (7) (July 1): 1794–
1805. doi:10.1172/JCI37762. 

Onck, P, T Koeman, T van Dillen, and E van der Giessen. 2005. “Alternative Explanation of Stiffening in Cross-
Linked Semiflexible Networks.” Physical Review Letters 95 (17) (October): 178102. 
doi:10.1103/PhysRevLett.95.178102. 

Ono, Shoichiro, Yoshihiko Yamakita, Shigeko Yamashiro, Paul T Matsudaira, James R Gnarra, Takashi Obinata, 
and Fumio Matsumura. 1997. “Identification of an Actin Binding Region and a Protein Kinase C 
Phosphorylation Site on Human Fascin.” Journal of Biological Chemistry 272 (4) (January 24): 2527–2533. 
doi:10.1074/jbc.272.4.2527. 

Onsager, Lars. 1945. “Theories and Problems of Liquid Diffusion.” Annals of the New York Academy of Sciences 46 
(5) (January 1): 241–265. doi:10.1111/j.1749-6632.1945.tb36170.x. 

Ott, A, M Magnasco, A Simon, and A Libchaber. 1993. “Measurement of the Persistence Length of Polymerized 
Actin Using Fluorescence Microscopy.” Physical Review E 48 (3) (September 1): R1642–R1645. 

Paluch, Ewa K, and Erez Raz. 2013. “The Role and Regulation of Blebs in Cell Migration..” Current Opinion in Cell 
Biology (June). doi:10.1016/j.ceb.2013.05.005. 

Pinot, Mathieu, Villier Steiner, Benoit Dehapiot, Byung-Kuk Yoo, Franck Chesnel, Laurent Blanchoin, Charles 
Kervrann, and Zoher Gueroui. 2012. “Confinement Induces Actin Flow in a Meiotic Cytoplasm.” 
Proceedings of the National Academy of Sciences of the United States of America 109 (29) (January 17): 
11705–11710. 

Pollard, Thomas D, and Gary G Borisy. 2003. “Cellular Motility Driven by Assembly and Disassembly of Actin 
Filaments.” Cell 112 (4) (February): 453–465. doi:10.1016/S0092-8674(03)00120-X. 
http://www.sciencedirect.com/science/article/pii/S009286740300120X. 

Rafelski, Susanne M, and Julie A Theriot. 2004. “Crawling Toward a Unified Model of Cell Mobility: Spatial and 
Temporal Regulation of Actin Dynamics.” Annual Review of Biochemistry 73 (January 1): 209–239. 
doi:10.1146/annurev.biochem.73.011303.073844. 



42 

 

Rauzi, Matteo, and Pierre-François Lenne. 2011. “Cortical Forces in Cell Shape Changes and Tissue 
Morphogenesis..” Current Topics in Developmental Biology 95: 93–144. doi:10.1016/B978-0-12-385065-
2.00004-9. 

Rayment, I, H Holden, M Whittaker, C Yohn, M Lorenz, K Holmes, and R Milligan. 1993. “Structure of the Actin-
Myosin Complex and Its Implications for Muscle Contraction.” Science 261 (5117) (July 2): 58–65. 
doi:10.1126/science.8316858. 

Riseman, Jacob, and John G Kirkwood. 1950. “The Intrinsic Viscosity, Translational and Rotatory Diffusion 
Constants of Rod-Like Macromolecules in Solution.” The Journal of Chemical Physics 18 (4): 512. 
doi:10.1063/1.1747672. 

Roberts, T M, and M Stewart. 2000. “Acting Like Actin. the Dynamics of the Nematode Major Sperm Protein (Msp) 
Cytoskeleton Indicate a Push-Pull Mechanism for Amoeboid Cell Motility..” The Journal of Cell Biology 
149 (1) (April 3): 7–12. 

Roure, du, Olivia, Alexandre Saez, Axel Buguin, Robert H Austin, Philippe Chavrier, Pascal Siberzan, and Benoit 
Ladoux. 2005. “Force Mapping in Epithelial Cell Migration.” Proceedings of the National Academy of 
Sciences of the United States of America 102 (7) (January 15): 2390–2395. doi:10.1073/pnas.0408482102. 

Salbreux, Guillaume, Guillaume Charras, and Ewa Paluch. 2012. “Actin Cortex Mechanics and Cellular 
Morphogenesis.” Trends in Cell Biology 22 (10): 536–545. doi:10.1016/j.tcb.2012.07.001. 
http://linkinghub.elsevier.com/retrieve/pii/S0962892412001110. 

Sanchez, Tim, Daniel T N Chen, Stephen J DeCamp, Michael Heymann, and Zvonimir Dogic. 2012. “Spontaneous 
Motion in Hierarchically Assembled Active Matter.” Nature 491 (7424) (November 7): 431–434. 
doi:10.1038/nature11591. 

Schliwa, Manfred, and Günther Woehlke. 2003. “Molecular Motors.” Nature 422 (6933) (April 17): 759–765. 
doi:10.1038/nature01601. 

Schmidt, Christoph F, Michael Baermann, Gerhard Isenberg, and Erich Sackmann. 1989. “Chain Dynamics, Mesh 
Size, and Diffusive Transport in Networks of Polymerized Actin: a Quasielastic Light Scattering and 
Microfluorescence Study.” Macromolecules 22 (9) (September): 3638–3649. doi:10.1021/ma00199a023. 

Schuyler, S C, and D Pellman. 2001. “Microtubule ‘Plus-End-Tracking Proteins’: the End Is Just the Beginning..” 
Cell 105 (4) (May 18): 421–424. 

Sedzinski, Jakub, Maté Biro, Annelie Oswald, Jean-Yves Tinevez, Guillaume Salbreux, and Ewa Paluch. 2011. 
“Polar Actomyosin Contractility Destabilizes the Position of the Cytokinetic Furrow.” Nature 476 (7361): 
462–466. doi:10.1038/nature10286. http://www.nature.com/doifinder/10.1038/nature10286. 

Seetapun, Dominique, Brian T Castle, Alistair J McIntyre, Phong T Tran, and David J Odde. 2012. “Estimating the 
Microtubule GTP Cap Size in Vivo.” Current Biology 22 (18) (September): 1681–1687. 
doi:10.1016/j.cub.2012.06.068. 

Selby, Cecily Cannan, and Richard S Bear. 1956. “The Structure of Actin-Rich Filaments of Muscles According to 
X-Ray Diffraction.” The Journal of Biophysical and Biochemical Cytology 2 (1) (January 25): 71–85. 
doi:10.1083/jcb.2.1.71. 

Semmrich, C, T Storz, J Glaser, R Merkel, and A Bausch. 2007. “Glass Transition and Rheological Redundancy in 
F-Actin Solutions..” Proceedings of the National Academy of Sciences of the United States of America 
(January 1). 

Sheterline, P, and J C Sparrow. 1994. “Actin..” Protein Profile 1 (1): 1–121. 
Shih, Yu-Ling, and Lawrence Rothfield. 2006. “The Bacterial Cytoskeleton..” Microbiology and Molecular Biology 

Reviews 70 (3) (September): 729–754. doi:10.1128/MMBR.00017-06. 
Shin, Jennifer H, Barney K Tam, Ricardo R Brau, Matthew J Lang, L Mahadevan, and Paul Matsudaira. 2007. 

“Force of an Actin Spring.” Biophysical Journal 92 (10) (January 1): 3729–3733. 
doi:10.1529/biophysj.106.099994. 

Shin, Jennifer H, L Mahadevan, Guillermina S Waller, Knut Langsetmo, and Paul Matsudaira. 2003. “Stored Elastic 
Energy Powers the 60-Microm Extension of the Limulus Polyphemus Sperm Actin Bundle..” The Journal 
of Cell Biology 162 (7) (September): 1183–1188. 

Skau, Colleen T, David S Courson, Andrew J Bestul, Jonathan D Winkelman, Ronald S Rock, Vladimir Sirotkin, 



43 

 

and David R Kovar. 2011. “Actin Filament Bundling by Fimbrin Is Important for Endocytosis, Cytokinesis, 
and Polarization in Fission Yeast.” Journal of Biological Chemistry 286 (30) (January 29): 26964–26977. 

Soares e Silva, Marina, Martin Depken, Björn Stuhrmann, Marijn Korsten, Fred C Mackintosh, and Gijsje H 
Koenderink. 2011. “Active Multistage Coarsening of Actin Networks Driven by Myosin Motors..” 
Proceedings of the National Academy of Sciences of the United States of America 108 (23) (June 7): 9408–
9413. doi:10.1073/pnas.1016616108. 

Soares e Silva, M., Alvarado, J., Nguyen, J., Georgoulia, N., Mulder, B. M., & Koenderink, G. H. (2011). Self-
organized patterns of actin filaments in cell-sized confinement. Soft Matter, 7(22), 10631–10641. 

Somerville, Chris. 2006. “Cellulose Synthesis in Higher Plants..” Annual Review of Cell and Developmental Biology 
22: 53–78. doi:10.1146/annurev.cellbio.22.022206.160206. 

Song, Shuhua, Andrew Landsbury, Ralf Dahm, Yizhi Liu, Qingjiong Zhang, and Roy A Quinlan. 2009. “Functions 
of the Intermediate Filament Cytoskeleton in the Eye Lens.” Journal of Clinical Investigation 119 (7) 
(January 1): 1837–1848. 

Starr, DA, and M Han. 2003. “ANChors Away: an Actin Based Mechanism of Nuclear Positioning.” Journal of Cell 
Science 116 (2) (January 1): 211–216. doi:10.1242/jcs.00248. 

Storm, Cornelis, Jennifer J Pastore, F C MacKintosh, T C Lubensky, and Paul A Janmey. 2005. “Nonlinear 
Elasticity in Biological Gels.” Nature 435 (7039) (May 12): 191–194. doi:10.1038/nature03521. 

Stossel, T P, J Condeelis, L Cooley, J H Hartwig, A Noegel, M Schleicher, and S S Shapiro. 2001. “Filamins as 
Integrators of Cell Mechanics and Signalling..” Nature Reviews Molecular Cell Biology 2 (2) (February): 
138–145. doi:10.1038/35052082. 

Stuhrmann, B, Marina Soares e Silva, M Depken, F C MacKintosh, and G H Koenderink. 2012. “Nonequilibrium 
Fluctuations of a Remodeling in Vitro Cytoskeleton.” Physical Review E 86: 020901(R). 

Suzuki, A, T Maeda, and T Ito. 1991. “Formation of Liquid Crystalline Phase of Actin Filament Solutions and Its 
Dependence on Filament Length as Studied by Optical Birefringence.” Biophysical Journal 59 (1) (January 
1): 25–30. doi:10.1016/S0006-3495(91)82194-4. 

Szeverenyi, Ildiko, Andrew J Cassidy, Cheuk Wang Chung, Bernett T K Lee, John E A Common, Stephen C Ogg, 
Huijia Chen, et al. 2008. “The Human Intermediate Filament Database: Comprehensive Information on a 
Gene Family Involved in Many Human Diseases.” Human Mutation 29 (3): 351–360. 
doi:10.1002/humu.20652. 

Tarr, M, J W Trank, and K K Goertz. 1983. “Effect of External Force on Relaxation Kinetics in Single Frog Atrial 
Cardiac Cells..” Circulation Research 52 (2) (February): 161–169. 

Tharmann, R, M M A E Claessens, and A R Bausch. 2006. “Micro- and Macrorheological Properties of Actin 
Networks Effectively Cross-Linked by Depletion Forces.” Biophysical Journal 90 (7) (April 1): 2622–
2627. doi:10.1529/biophysj.105.070458. 

Theriot, Julie A. 2000. “The Polymerization Motor.” Traffic 1 (1) (January): 19–28. doi:10.1034/j.1600-
0854.2000.010104.x. 

Thomas, Wendy E, Viola Vogel, and Evgeni Sokurenko. 2008. “Biophysics of Catch Bonds..” Annual Review of 
Biophysics 37: 399–416. doi:10.1146/annurev.biophys.37.032807.125804. 

Thompson, Reid F, and George M Langford. 2002. “Myosin Superfamily Evolutionary History.” The Anatomical 
Record 268 (3) (October 15): 276–289. doi:10.1002/ar.10160. 

Tilney, L G. 1975. “Actin Filaments in the Acrosomal Reaction of Limulus Sperm. Motion Generated by Alterations 
in the Packing of the Filaments..” The Journal of Cell Biology 64 (2) (February): 289–310. 

Tilney, L G, and D A Portnoy. 1989. “Actin Filaments and the Growth, Movement, and Spread of the Intracellular 
Bacterial Parasite, Listeria Monocytogenes..” The Journal of Cell Biology 109 (4 Pt 1) (October): 1597–
1608. 

Tolić-Nørrelykke, Iva M. 2008. “Push-Me-Pull-You: How Microtubules Organize the Cell Interior.” European 
Biophysics Journal 37 (7) (April 11): 1271–1278. doi:10.1007/s00249-008-0321-0. 

Tuma, M, and Vladimir I Gelfand. 1999. “Molecular Mechanisms of Pigment Transport in Melanophores.” Pigment 
Cell Research 12 (5): 283–294. doi:10.1111/j.1600-0749.1999.tb00762.x. 



44 

 

Vale, Ronald D. 2003. “The Molecular Motor Toolbox for Intracellular Transport.” Cell 112 (4) (February): 467–
480. doi:10.1016/S0092-8674(03)00111-9. 

Van Damme, Daniel. 2009. “Division Plane Determination During Plant Somatic Cytokinesis..” Current Opinion in 
Plant Biology 12 (6) (December): 745–751. doi:10.1016/j.pbi.2009.09.014. 

van Mameren, Joost, Karen C Vermeulen, Fred Gittes, and Christoph F Schmidt. 2009. “Leveraging Single Protein 
Polymers to Measure Flexural Rigidity..” Journal of Physical Chemistry B 113 (12) (February 16): 3837–
3844. doi:10.1021/jp808328a. 

van Roij, R, M Dijkstra, and R Evans. 2000. “Orientational Wetting and Capillary Nematization of Hard-Rod 
Fluids.” Europhysics Letters 49 (3) (January 2): 350–356. doi:10.1209/epl/i2000-00155-0. 

Visscher, Koen, Mark J Schnitzer, and Steven M Block. 2000. “Force Production by Single Kinesin Motors.” Nature 
Cell Biology 2 (10) (September 14): 718–723. doi:10.1038/35036345. 

Vogel, S K, Z Petrasek, F Heinemann, and P Schwille. 2013. “Myosin Motors Fragment and Compact Membrane-
Bound Actin Filaments.” eLife 2 (0) (January 8): e00116. doi:10.7554/eLife.00116.019. 

Volkmer Ward, Sabine M, Astrid Weins, Martin R Pollak, and David A Weitz. 2008. “Dynamic Viscoelasticity of 
Actin Cross-Linked with Wild-Type and Disease-Causing Mutant Α-Actinin-4.” Biophysical Journal 95 
(10) (November): 4915–4923. doi:10.1529/biophysj.108.131722. 

Wachsstock, D H, W H Schwarz, and T D Pollard. 1993. “Affinity of Alpha-Actinin for Actin Determines the 
Structure and Mechanical Properties of Actin Filament Gels..” Biophysical Journal 65 (1) (July): 205–214. 
doi:10.1016/S0006-3495(93)81059-2. 

Walczak, Claire E, and Rebecca Heald. 2008. “Mechanisms of Mitotic Spindle Assembly and Function.” In 
International Review of Cytology, edited by Kwang W Jeon, Volume 265:111–158 T2 –. International 
Review of Cytology. Academic Press. doi:10.1016/S0074-7696(07)65003-7. 

Weirich, Christine S, Jan P Erzberger, and Yves Barral. 2008. “The Septin Family of GTPases: Architecture and 
Dynamics.” Nature Reviews Molecular Cell Biology 9 (6) (May 14): 478–489. doi:10.1038/nrm2407. 

West-Foyle, Hoku, and Douglas N Robinson. 2012. “Cytokinesis Mechanics and Mechanosensing..” Cytoskeleton 
(Hoboken, N.J.) 69 (10) (October): 700–709. doi:10.1002/cm.21045. 

Wickstead, Bill, and Keith Gull. 2011. “The Evolution of the Cytoskeleton.” The Journal of Cell Biology 194 (4) 
(January 22): 513–525. 

Wiesner, S. 2003. “A Biomimetic Motility Assay Provides Insight Into the Mechanism of Actin-Based Motility.” 
The Journal of Cell Biology 160 (3) (January 27): 387–398. doi:10.1083/jcb.200207148. 

Wilhelm, Claire. 2008. “Out-of-Equilibrium Microrheology Inside Living Cells.” Physical Review Letters 101 (2) 
(July): 028101. doi:10.1103/PhysRevLett.101.028101. 

Yamakita, Yoshihiko, Shoichiro Ono, Fumio Matsumura, and Shigeko Yamashiro. 1996. “Phosphorylation of 
Human Fascin Inhibits Its Actin Binding and Bundling Activities.” Journal of Biological Chemistry 271 
(21) (January 24): 12632–12638. 

Yao, Norman Y, Daniel J Becker, Chase P Broedersz, Martin Depken, Frederick C MacKintosh, Martin R Pollak, 
and David A Weitz. 2011. “Nonlinear Viscoelasticity of Actin Transiently Cross-Linked with Mutant Α-
Actinin-4..” Journal of Molecular Biology 411 (5) (September 2): 1062–1071. 
doi:10.1016/j.jmb.2011.06.049. 

Yin, Shizhuo, Xueqian Zhang, Chun Zhan, Juntao Wu, Jinchao Xu, and Joseph Cheung. 2005. “Measuring Single 
Cardiac Myocyte Contractile Force via Moving a Magnetic Bead.” Biophysical Journal 88 (2) (February): 
1489–1495. doi:10.1529/biophysj.104.048157. 

Figure Captions 

Figure 1. Three kinds of cytoskeletal polymers. Actin monomers (white circles) assemble to 

form actin filaments with a double-stranded helical structure. The α-β tubulin dimers (joined 
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white circles) form long protofilaments, which assemble laterally into a hollow tube. 

Intermediate filaments comprise elongated tetramer subunits (I-shaped structures), which 

associate laterally and stagger to form fibrils. Note that actin filaments and microtubules are 

structurally polar, and therefore have two different ends, designated + and –. Intermediate 

filaments are structurally symmetric and their ends are thus indistinguishable. 

Figure 2. The worm-like chain. a: Polymers can be modeled as linear contours in space (bold 

black line). They possess contour length L and persistence length lp. b: The relationship between 

L and lp determines whether the polymer is classified as flexible, semiflexible, or rigid. 

Figure 3. Response of semiflexible polymers to pushing and pulling. a: Schematic of a polymer 

bound at one end and deformed at the other end, undergoing buckling, linear response (entropic 

spring), and contour stretching. b: Force-extension curves for the three types of response. 

Polymers cannot exert compressive forces higher than the critical Euler buckling force fc. 

Figure 4. Entangled rods and polymers. a: Schematic of an entangled rod solution. The black rod 

cannot rotate freely because it cannot penetrate the surrounding gray bars. Rather, it moves in a 

virtual “tube” (black dotted line), whose width decreases with increasing rod density. The rod 

cannot rotate freely, but can still diffuse back and forth (bold arrows). b: Time-lapse image of a 

fluorescently labeled actin filament entangled by neighboring unlabeled filaments. The filament 

is confined to a virtual tube (thin white lines) and slides back and forth inside this tube in a 

snake-like motion called reptation (note the location of the filament ends with respect to the 

tube). 

Figure 5. Shearing an entangled network. Left: the undeformed network. Right: applying a 

shear stress σ results in a shear strain γ. 

Figure 6. Shearing a network can result in two kinds of deformations. When a network deforms 
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affinely, filaments stretch and compress in such a way that the strain field at every scale matches 

the macroscopically applied strain (top right). Filament bending or rotations result in deviations 

from affinity (bottom right). 

Figure 7. The type of crosslink determines the nonlinear response of entangled actin filament 

networks. Left: networks crosslinked by the small, rigid crosslink scruin result in power-law 

stiffening as K’ ~ σ0
3/2. Right: networks crosslinked by the large, flexible crosslink filamin 

stiffen with a different power-law according to K’ ~ σ0. 

Figure 8. The nonlinear response of reconstituted active acto-myosin gels and living fibroblasts 

exhibit comparable scaling relations. Left: actin networks crosslinked by filamin and actively 

stressed by muscle myosin II motors stiffen with stress according to K’ ~ σ0. Right: A similar 

stiffening behavior was observed for fibroblasts that were individually stretched between two 

glass plates. A linear relationship between the stretching modulus Θ and the applied stress σ0 

was found. 
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