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a b s t r a c t
Chromatin remodeling complexes are ATP-driven molecular machines that change chromatin structure by
translocating nucleosomes along the DNA, evicting nucleosomes, or changing the nucleosomal histone
composition. They are highly abundant in the cell and numerous different complexes exist that display
distinct activity patterns. Here we review chromatin-associated signals that are recognized by remodelers. It
is discussed how these regulate the remodeling reaction via changing the nucleosome substrate/product
binding afﬁnity or the catalytic translocation rate. Finally, we address the question of how chromatin
remodelers operate in the cell nucleus to ﬁnd speciﬁcally marked nucleosome substrates via a diffusion driven
target location mechanism, and estimate the search times of this process. This article is part of a Special Issue
entitled:Snf2/Swi2 ATPase structure and function.
© 2011 Elsevier B.V. All rights reserved.

1. Chromatin remodeling in mammalian cells
Chromatin remodeling complexes hydrolyze ATP to control
nucleosome positioning. They are able to evict nucleosomes and are
involved in exchanging canonical core histones with histone variants
[1]. Their ability to (re)position nucleosomes plays an important role
for regulating gene expression as well as mediating access to the DNA
during replication and repair [2–9]. Remodeling complexes typically
consist of an ATPase containing motor protein and different accessory
proteins [1] (Fig. 1). The ATPase subunits of chromatin remodeling
enzymes belong to the SF2 superfamily of helicase-related proteins
and contain a common core of two RecA helicase domains [10,11].
These couple ATP hydrolysis to protein conformational changes [12].
Within the SF2 helicase group, most chromatin remodeling enzymes
belong to the Snf2 family that can be further divided into several
subfamilies [13]. The most prominent ones are SWI/SNF, ISWI, CHD
and INO80 [1,13]. However, also proteins from other subfamilies such
as the Rad54-like remodeler ATRX appear to play important roles in
controlling chromatin organization [14,15]. In addition to the helicase
domain, proteins of a given family share other characteristic domains
that deﬁne their biological functions (Fig. 1A). SWI/SNF members
contain a bromodomain, ISWI members contain a HAND-SANT-SLIDE
domain, and CHD members contain a double chromodomain. ATPases
belonging to the INO80 group are characterized by a “split” helicase,
which has a long insertion separating the DExx and HELICc domains
[13]. Speciﬁc interactions of chromatin remodeling complexes with their
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modiﬁed and unmodiﬁed nucleosomal substrates can be established via
domains of the ATPase and/or associated subunits (Fig. 1). Interactions
with nucleosomes are mediated by the bromodomain (BRD/bromo,
acetylated histones), the bromo-associated homology domain (BAH,
nucleosomes), the chromodomain (CHD/chromo, methylated histones),
the plant homeodomain (PHD, unmodiﬁed/acetylated/methylated
histone tails, globular domain of histones) or HAND/SANT/SLIDE
domains (nucleosomes and nucleosomal DNA) as reviewed previously
[1] and discussed in Section 2. While the conserved helicase domains
suggest a common remodeling mechanism, the diversity of remodeling
complex composition points to a high selectivity with respect to the
recognition of speciﬁc nucleosomal substrates and to a functional
diversity of their activity. Here, we review chromatin-associated signals
that are recognized by chromatin remodeling complexes and discuss
how these control their activity. The different types of signals and their
readout by chromatin remodelers are illustrated for prototypic examples. Furthermore, principles for target search and identiﬁcation
mechanisms of remodelers are discussed.
2. Chromatin binding signals that target chromatin remodelers
In the cell the ATP-dependent activity of chromatin remodeling
complexes makes an important contribution to position nucleosomes
[2,4,5,7,8]. This involves an active regulation of nucleosome localization in the context of the developmental and metabolic state of the
cell via the targeted action of ATP-dependent chromatin remodeling
complexes as demonstrated in numerous studies [16–20]. These
complexes can read chromatin signals like DNA sequence, structure or
methylation, recognize histone modiﬁcations, detect the presence of
histone variants, and can interact with chromatin-associated proteins
such as transcription factors to identify speciﬁc target nucleosomes in
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Fig. 1. Protein domain structure of chromatin remodeling complexes. Chromatin remodeling complexes consist of a catalytic ATPase, which belongs to the SF2 helicase superfamily,
and accessory regulatory subunits. (A) In the CHD, ISWI and SWI/SNF families the ATPase domain (blue color) is interrupted by only a small protein sequence, whereas the ATPase
domain of the INO80 family is “split” by a long insertion. In the scheme the ATP binding site is indicated by a star, the DExx motif is depicted in dark blue and the helicase C terminal
domain (HELICc) in light blue. Although the families of ATPases share a common catalytic domain they contain unique ﬂanking regions for interactions with (i) DNA via SLIDE, AT
hook (AT), DBINO and possibly Myb-like domains, (ii) chromatin via SANT, bromo- (bromo) or chromodomains (chromo), and (iii) with other proteins as mediated for example by
the helicase-SANT-associated (HSA) domain. The interaction domains present in all family members are indicated in orange, while those that are present in only a subset of the
family members are colored in green. (B) Noncatalytic subunits of chromatin remodeling complexes can regulate the activity and the substrate recognition of the complex. Via the
homeobox and DDT domains they interact with the ATPase domain and bind DNA. DNA interaction modules are also present in MBDs AT hooks (AT), WAC motifs, Zinc ﬁngers, ARID
and high mobility group (HMG) domains. Finally, histones or histone modiﬁcations are recognized by subunits with bromo, chromo, SANT and PHD motifs while interactions with
other proteins or protein modiﬁcations are mediated by WD, SH2, SH3 and ELM2 domains or the LXXLL motif. Moreover, some associated proteins contain catalytic activity as for
example WSTF, Tip60 and histone deacetylase 1/2 (HDAC1/2). The functions of the bromo-associated homology domain (BAH) are currently unknown.

the nucleus. An additional level of regulation is the alternative splicing of
remodeling complex components that results in different isoforms with
distinct properties. Splice variants that differ in their chromatin
interaction properties and cellular localization have been reported for
the BPTF subunit of the NURF complex [21] and the ISWI ATPase Snf2L
[22,23]. The best-studied types of nucleic acid and histone signals that
have been identiﬁed so far are summarized in Table 1. They modulate
binding and activity of chromatin remodelers as discussed in the
following.

2.1. DNA and RNA
Remodeling complexes contain DNA-binding motifs that are
present in the ATPase or in accessory subunits (Fig. 1). Examples are
the SLIDE domain in ISWI remodelers or the WAC motifs and AT hooks
in Acf1 and TIP5 [1,52–56]. Thus, it is expected that the DNA-binding
afﬁnity of remodelers is modulated by the DNA-sequence [2,4,5]. In
addition, their nucleosome positioning activity in the cell reﬂects a
complex interplay of numerous factors including the intrinsic DNA
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Table 1
Nucleic acid and histone signals recognized by chromatin remodelers.
a

Commentb

Reference

h/mNoRC

nucleosome sliding, enzyme accessibility
mobility shift
ChIP after 5-azacytidine treatment
mobility shift, nucleosome distribution
in vivo and in vitro binding

[24–28]
[29]
[30]
[31–33]
[34,35]

Histone modiﬁcation
H3K4
H3K4me3
H3K4me2/3
H3K9me/ac
H4K16ac
H4K12/K16ac
H3ac/H4ac
H3S10p
H3T118p
H2BK120Ub

hNuRD
d/m/hNURF via BPTF/NURF301
y/hChd1
hChd4 via PHD2 ﬁnger
m/dNoRC via mTIP5/dNURF301
dISWI
hSnf2H/cohesin
xISWI
ySWI/SNF
hSnf2H

pull down, peptide competition
pull down, Co-IP, ChIP, immunoﬂuorescence
pull down, ﬂuorometric titration
binding by tryptophan ﬂuorescence and NMR
pull down, ChIP
ATPase competition
ChIP
immunoblotting of chromatin bound polypeptides
nucleosome remodeling
ChIP, siRNA

[36]
[21,37]
[38]
[39]
[21,40]
[41]
[30]
[42]
[43]
[44]

Core and variant histones
histone central domain
H2A C-terminus
H2A.Z
H2A.X
H3.3

dACF via PHD ﬁnger
dACF, dISWI, yRSC, hSnf2H
hSnf2H/hSnf2L complexes
m/hWICH, hSWI/SNF
mATRX with histone chaperone Daxx

nucleosome sliding, pull down, mobility shift
nucleosome sliding
enzyme accessibility
Co-IP, MS, IP, siRNA
Co-IP, MS, ﬂuorescence microscopy

[45]
[46,47]
[48]
[49,50]
[14,15,51]

Signal

Remodeling complex

DNA/RNA
DNA sequence
DNA quadruplex
DNA methylation

hACF, yChd1, yRSC, hSWI/SNF, yISW1a/1b/2
h/mATRX
hSnf2H/cohesin, x/hNuRD via MBD2

RNA

a
b

Small letters indicate organism.
IP, immunoprecipitation, Co-IP, co-immunoprecipitation, ChIP, chromatin immunoprecipitation, MS, mass spectrometry, NMR, nuclear magnetic resonance spectroscopy.

sequence speciﬁcity of nucleosomes as well as the competitive binding
of transcription factors and the histone octamer [2–6]. Hence, it is
difﬁcult to distinguish the direct and indirect effects of DNA sequence.
Nevertheless, it has become clear that the outcome of the remodeling
reaction can be changed by the DNA sequence as evident from a
number of in vitro studies [24–28]. In particular, special conformational features of the DNA could play an important role. This was
shown for the ISWI-type complex ACF, which can be directed by an
intrinsically curved DNA sequence element [24]. Since a number of
subunits of remodeling complexes contain MBD domains capable of
recognizing methylated DNA, this modiﬁcation might also be critical
for targeting chromatin remodelers [31–33]. Furthermore, unusual
DNA structures like quadruplexes could represent binding signals [29]
as well as RNA that has been shown to interact with the NoRC
remodeling complex [34]. The DNA-sequence dependent targeting of
remodelers is not necessarily mediated by the remodeling complex
subunits themselves but can also occur via interactions with other
proteins. One example is CHD8 that is brought to its target sites by
CTCF in a DNA sequence- and methylation-dependent manner and
that is essential for the maintenance of the insulator function at
imprinted loci [57]. Other examples reviewed previously are the
recruitment of chromatin remodeling complexes to speciﬁc genes by
nuclear hormone receptors or the binding to DNA damage sites via
interactions with proteins of the DNA repair machinery [9,58–61].

ﬁngers in a protein context dependent manner [62]. In BPTF, the main
subunit of the NURF complex, the PHD ﬁnger has been shown to
interact speciﬁcally with H3K4me3 [37], whereas the PHD2 ﬁnger of
Chd4 interacts with histone H3 when lysine 9 is monomethylated,
dimethylated or acetylated (H3K9me1/me2/ac) but not when lysine 4
is methylated [39]. The afﬁnity of PHD1 of Chd4 to the H3 tail decreases
after methylation and acetylation of H3K4 but in contrast to PHD2 the
afﬁnity for unmodiﬁed and methylated H3K9 does not change
signiﬁcantly [66]. In vitro sliding assays indicate that the PHD ﬁnger
in Acf1 is necessary for the recognition of the central histone moiety
[45] although it is currently unknown if this interaction is modulated
by histone modiﬁcations.
Finally, chromatin remodelers may directly or indirectly modulate
epigenetic patterns via their association with histone modiﬁers. The
NuRD complex for example contains the histone deacetylases HDAC1/2
[67]. Another example is the Snf2H containing complex NoRC, which
interacts with Dnmt1/3 and HDAC1/2. Besides the remodeling activity of
Snf2H both components are shown to contribute to the silencing of
rRNA genes [68]. Moreover, it has recently been demonstrated that the
SWI/SNF-like chromatin remodeler SMARCAD1 promotes methylation
of histone H3K9 in association with histone deacetylases HDAC1/2 and
the histone methyltransferase G9a/GLP [69].

2.2. Histone modiﬁcations

Chromatin remodeling complexes are involved in the nonreplicative incorporation and stabilization of histone variants H3.3
(Chd1 [70] or ATRX [14,15,51]), H2A.Z (Swr1 [71]) and CenH3/CENP-A
(Chd1 [72] and RSF [73]). For this process it is difﬁcult to distinguish if
the histone variant represents only the product of the remodelerdriven incorporation reaction or whether already incorporated H3.3,
H2A.Z or CenH3 recruits additional remodeling complexes to enhance
the reaction. For ATRX it has been shown that it incorporates H3.3 into
chromatin only at telomeric [14,15,51] or pericentric [74] regions
together with the histone chaperone Daxx. Although a complex of
ATRX and H3.3 has been isolated by co-immunoprecipitation
[14,15,51] it appears that ATRX is associated relatively weakly with
H3.3 as compared to the Daxx-H3.3 interaction [14]. Thus, other

Distinct histone posttranslational modiﬁcations are recognized via
dedicated protein domains like bromodomains for acetylated histone
tails or chromodomains and PHD ﬁngers that interact with methylated
lysines [62]. These interaction domains are present both in several
regulatory subunits and the ATPase of chromatin remodeling
complexes. RSC, Chd1, ISWI and Acf1 all contain bromodomains that
recognize the histone acetylation state to promote or inhibit their
activity [41,52,63–65]. With respect to histone methylation it was
found that human but not yeast Chd1 binds to H3K4me2/3 stronger
than to H3K4me1 via its double chromodomains [38]. Methylated
lysine residues on histone H3 tails can also be recognized by PHD

2.3. Histone variants
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targeting factors in addition to H3.3 are likely to be required for the
association of ATRX with telomeres and the subsequent nonreplicative incorporation of H3.3.
With respect to the control of the nucleosome translocation reaction,
histone variants have been identiﬁed as signals that change the activity
of chromatin remodelers. The histone variant H2A.Z, which is often
found in nucleosomes at transcriptional control regions, increases the
activity of human ISWI remodeling complex in vitro [48]. Since H2A.Z
has been linked to both silencing and transcriptional activation, this
increase might be related to a function of Snf2H in transcriptional
control of the corresponding genes. Another example refers to
nucleosomes containing H2A.X, which is important for the maintenance
of genome integrity. This variant was shown to bind more strongly to
the WICH complex than nucleosomes with canonical H2A [49].
Furthermore, H2A.X is a substrate for the WSTF kinase that is part of
the WICH complex. Accordingly, this interaction could be relevant for
targeting the WICH complex to DNA repair sites. Histone variants within
the H2A family show high divergence in their C-terminal regions. Since
interaction with the C-terminal tail also regulates the remodeling
reaction as shown for recombinant human Snf2H or Drosophila ISWI and
ACF as well as RSC [46,47], differences in afﬁnities or translocation rates
for the corresponding histone variants are expected.
3. Effects of targeting signals on chromatin remodeling activity
As discussed above, a variety of chromatin signals are recognized by
chromatin remodeling complexes and modulate their activity (Table 1,
Fig. 2A). To dissect the underlying mechanism, it is instructive to
describe the kinetics of the remodeling reaction by a Michaelis–
Menten scheme to identify steps that could affect the reaction
(Fig. 2B). According to the scheme depicted in Fig. 2B the remodeling
reaction is decomposed into the following steps: (i) The reaction is
initiated with the binding of a remodeler to a nucleosome. The
efﬁciency of this reaction is determined by the remodeler concentration and the equilibrium binding constant to the initial nucleosome

substrate, i.e. the ratio of kon,start/koff,start. (ii) The translocation reaction
is initiated with rate kf and involves the formation of a high-energy
intermediate. This could be for example the dissociation or loop
formation of DNA at the site where it enters/exits the nucleosome. This
reaction may represent a proof reading step as proposed previously
[75]. It would involve ATP hydrolysis and the unproductive decay of
this intermediate into remodeler and initial nucleosome substrate
with rate krelease. (iii) The translocation reaction proceeds with rate
kcat. (iv) Finally, the remodeler terminates the translocation reaction
by dissociation from the nucleosome, with an efﬁciency that depends
on kon,end/koff,end.
The remodeling reaction bears some similarity to the events that
occur during transcription in Escherichia coli, which have been studied
extensively [76–79]. The essential and rate limiting steps of this
process are (i) the binding of RNA polymerase (RNAP) holoenzyme to
the promoter, (ii) DNA duplex strand separation at the promoter, i.e.
open complex formation as a high-energy intermediate (iii) promoter
clearance and transition into a stable elongation phase or abortive RNA
synthesis of short fragments, (iv) elongation, which itself can be
further regulated by RNAP pausing, backtracking, etc., and (v)
termination. For E. coli transcription the following observations were
made. With respect to the “strength” of E. coli promoters to initiate
transcription two classes of initiation events were identiﬁed. In the
ﬁrst class, the initiation reaction was limited by the binding afﬁnity of
RNAP. The second class showed a high binding afﬁnity because of a
lower koff but a slow conversion rate kf into the open complex [76].
After successful initiation, the rate of elongation can be modulated by
sequences that pause the elongating RNAP at certain sites [77,80].
Finally, termination can be induced by sequences that reduce the
afﬁnity of RNAP to the template and thus promote its dissociation
[78,79]. In comparison, we propose that chromatin associated signals
can affect the corresponding four steps of the chromatin remodeling
reaction: (i) the remodeler binding afﬁnity to the initial substrate, i.e.
the equilibrium binding constant Keq,start that equals kon,start/koff,start,
(ii) the initiation rate kf with which the high-energy intermediate is

A

B

Fig. 2. Target location signals and translocation reaction scheme for chromatin remodelers. (A) DNA, RNA, posttranslationally modiﬁed histone tails, histone variants or other
chromatin-associated proteins represent chromatin signals that can target chromatin remodelers. (B) Reaction pathway for the nucleosome translocation reaction. As discussed in
the text several of the indicated reactions could be subject to regulation via the chromatin associated signals shown in panel A.
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formed, (iii) the catalytic translocation rate kcat, and (iv) a reduced
equilibrium binding afﬁnity Keq,end to terminate the translocation
reaction at a certain position as discussed previously [24]. Thus, as for
other enzymatic reactions, chromatin remodeling could be modulated
by the initial/terminal equilibrium binding afﬁnity Keq,start or Keq,end to
the nucleosome substrate/product or the kinetic rates of initiation and
translocation, i.e. kf and kcat. Examples for both cases are discussed
below.
How to integrate this type of mechanistic models into descriptions
of large-scale nucleosome position maps is yet another important
question in the understanding of how chromatin remodelers operate
in a genome-wide context, where the presence of neighboring
nucleosomes imposes additional constraints. The ﬁrst study on this
subject devised a generally applicable approach to compute nucleosome position maps iteratively for a certain genomic locus until a new
steady state was reached [81]. Chromatin was represented by a onedimensional DNA lattice with bound histone octamers, and the
chromatin-remodeling activity was introduced via a DNA positiondependent probability to translocate the nucleosome. This function
was chosen to mimic different types of chromatin remodeling
activities to equally space, enrich or deplete nucleosomes. More
recently, another study addressed similar issues by using continuous
time stochastic simulations of nucleosomes on a DNA lattice [82]. The
authors concluded that active histone octamer removal would be a
crucial remodeling event for efﬁcient nucleosome repositioning and
necessary to establish the high nucleosome density observed in vivo.
3.1. Chromatin signals that inﬂuence the binding afﬁnity to the
nucleosome substrate
Nucleosome-associated signals can determine the afﬁnity between
the nucleosome and a chromatin remodeler. Initial targeting of the
remodeler to a speciﬁc nucleosome substrate can be achieved by
increasing the binding afﬁnity via posttranslational modiﬁcations. Chd4
for example discriminates between different modiﬁcation patterns of the
H3 tail. Its PHD2 ﬁnger has a higher afﬁnity to the methylated or
acetylated state of lysine 9 of histone H3 as compared to the unmodiﬁed
tail, whereas methylation of lysine 4 decreases its binding afﬁnity [39]. A
recent NMR study revealed that H3K4 binds to a canonical pocket,
whereas the H3K9 residue interacts with a phenylalanine residue on the
surface [66]. Human Chd1 in contrary binds to methylated H3K4, which
requires both of its chromodomains. In vitro binding studies showed that
Chd1 recognizes monomethylated H3K4 with a 3-fold lower afﬁnity than
di- and trimethylated H3K4 [38]. The RSC complex interacts with
acetylated H3K14 via its tandem bromodomain [83]. Enzyme kinetic
measurements revealed that the binding of RSC to histone H3 is increased
upon tetra-acetylation of the N-terminal tail as well as single acetylation
of H3K14, whereas the catalytic turn over rate remained unaffected [65].
In Drosophila, increased H4K12/H4K16 acetylation reduced binding of
ISWI since it interfered with the binding of the SANT domain to H4 tails
[52]. This lead to ISWI dependent changes in chromatin structure and an
enhanced gene expression [41]. Thus, a change of the H3 or H4
modiﬁcation state could represent a signal that marks a nucleosome
for translocation by increasing the binding afﬁnity to a certain type of
remodeling complex. This type of interaction is unlikely to depend on the
nucleosome position. In contrast, interactions of the remodeler and
nucleosomal and/or linker DNA can change between the initial
nucleosome substrate and the reaction end product inasmuch as they
are DNA sequence dependent. This would provide a mechanism to direct
the translocation reaction to certain sites as proposed previously based
on binding afﬁnity measurements of Chd1 and ACF [24].
3.2. Chromatin signals that affect the catalytic rate of chromatin remodelers
The efﬁciency of the remodeling reaction can be regulated not only
by the initial binding step but also by the catalytic rate constant, i.e. the
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velocity of the remodeling reaction as given by kf and kcat in Fig. 2B. A
change of the catalytic activity has been observed for different
chromatin remodelers depending on the type of nucleosome modiﬁcation. The ISWI ATPase for example contains a SANT domain, which
can interact with the unmodiﬁed tail of histone H4. In the absence of
this interaction, i.e. upon deletion of the H4 N-terminus, remodeling
and ATPase activity of ISWI are abolished [84,85]. Furthermore, as
mentioned above, the mammalian ISWI complexes display an
increased translocation rate under saturating conditions with H2A.Zcontaining nucleosomes as compared to nucleosomes with canonical
H2A [48]. This suggests that the catalytic rate of ISWI proteins is
sensitive to the presence of this histone variant in its nucleosome
substrate. Histone H4 lacking its N-Terminal tail was found to reduce
the catalytic turnover rate of Chd1 (and Isw2) remodeling enzymes
without affecting recruitment in yeast [65]. The crystal structure
analysis of Chd1 revealed that the double chromodomain of Chd1
negatively regulates the ATPase activity [86]. Interaction with a
nucleosome relieves this inhibition and promotes remodeling. Thus,
the Chd1 chromodomain contributes to the discrimination between
naked and nucleosomal DNA by reducing the ATPase activity on naked
DNA.
4. Targets of chromatin remodelers in the nucleus
For the discussion of target search mechanisms of chromatin
remodelers it is instructive to consider two scenarios. One is the
accumulation of remodelers at replication foci or repair sites that have
typical sizes in the range of 50–200 nm [87–89]. Interestingly, this
process is associated with the binding of many different types of
chromatin remodeling complexes. The other case is the targeting of a
chromatin remodeler to a certain genomic locus like a promoter of a
speciﬁc gene as it occurs in differentiated cells in response to an
environmental stimulus or upon cell lineage commitment of embryonic stem cells. In the latter case, the gene expression pattern is
changed for many genes simultaneously. In general, gene-speciﬁc
transcriptional regulation can be assigned to a certain type of
remodeling complex. These complexes need to identify a speciﬁc
nucleosome, i.e. a cylindrically shaped target with dimensions of
5.5 nm height and 11 nm diameter, in a human diploid cell nucleus
containing ~ 30 million nucleosomes. This process has to occur
sufﬁciently fast to be compatible with typical cellular response times
on the time scale of minutes.
4.1. Large scale accumulation of chromatin remodelers during DNA
replication/repair
Both in the case of DNA replication and DNA repair, spherical
nuclear subcompartments of 50–200 nm in diameter are assembled
containing numerous proteins. In both cases, chromatin remodeling is
required to make the DNA accessible for effector proteins, such as
polymerases, and to reestablish the proper chromatin structure after
replication or repair has ﬁnished. Among the factors recruited to
replication foci and DNA damage sites are chromatin remodelers from
all families. At replication foci, the SWI/SNF remodeler Brg1 [90], the
ISWI complexes ACF [91] and WICH [92], as well as the INO80 complex
[93] were found with different functions. Brg1 accelerates replication
elongation, possibly by facilitating the removal of nucleosomes
downstream of the replication fork. In contrast, WICH is responsible
for the assembly of newly synthesized DNA into chromatin. ACF, which
shares the Snf2H motor protein with the WICH complex, plays a role in
replication of heterochromatin in later stages of S phase. At damage
sites, the SWI/SNF ATPase Brg1 [94], the ISWI complexes WICH [49]
and ACF/CHRAC [9,95], the CHD remodeler Chd4 [96,97], the INO80
complex [98], the p400 ATPase [99] as well as SMARCAL1 [100] have
been detected. Besides nucleosome translocation, many of these
remodelers also have functions in recruiting additional factors to the
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replication focus/damage site or in covalently modifying histone tails
[49,50].
4.2. Gene speciﬁc regulation via nucleosome repositioning
4.2.1. Transcription regulation by chromatin remodelers in differentiated
cells
Chromatin remodelers can change gene expression levels via
nucleosome repositioning at speciﬁc promoters in response to
hormone-dependent stimulation or metabolic changes as reviewed
previously [5,61,101]. A prototypic example for the complex interplay
of various chromatin signals associated with switching nucleosome
positions during repression/activation is the transcription of ribosomal genes by RNA polymerase I. It is assumed that on silent
ribosomal DNA (rDNA) promoters the nucleosome covers the
sequence of the core ribosomal promoter element, whereas the
binding sites for the transcription factor UBF and a CpG island are
placed within the linker region. Thus, the promoter is locked for
transcription initiation. On active promoters the regulatory nucleosome is oriented such that the core element of the rDNA promoter is
accessible and juxtaposed to the UBF binding site on the linker DNA
enabling transcription initiation [68,102,103]. The switching between
both conformations is mediated by distinct chromatin remodeling
complexes. The NoRC complex, composed of Snf2H and TIP5, acts as a
repressor of rRNA transcription [55,104]. NoRC can be recruited to the
rDNA promoter by its interaction with the transcription termination
factor TTF-I [105], its binding to H4K16ac by the bromodomain of TIP5
[40] and by its interaction with a promoter complementary transcript
[34]. It shifts the promoter-bound nucleosome into the silent position
[103]. In addition to this activity, NoRC recruits epigenetic modiﬁers
like the histone deacetylase HDAC1 and DNA methyltransferases to
silence transcription [68]. The putative counterpart of NoRC that
establishes the nucleosome position of the active state at the rDNA
promoter is B-WICH, which consists of the WSTF-Snf2H complex
WICH and nuclear myosin [106,107].
4.2.2. Control of cell differentiation by chromatin remodelers
During cell differentiation, a number of chromatin remodelers are
involved in activating or repressing speciﬁc sets of genes, which are
relevant for development. Chd1 [108], NURF [109], NuRD [110–112],
the Tip60-p400 [113] and the esBAF complex [113,114] are essential
for both maintaining pluripotency and changing the gene expression
pattern during cell differentiation [17]. Recent studies indicate that
differential expression and alternative splicing of remodelers as well as
the recognition of histone modiﬁcations and histone variants
contribute to targeting of chromatin remodeling complexes to certain
sites during cell lineage commitment. Many genomic regions in
embryonic stem cells (ESCs) show a characteristic pattern of DNAmethylation, histone modiﬁcations and histone variants. Chromatin is
globally hyperacetylated at histones H3 and H4 [115] and several loci
show active H3K4me3 as well as repressive H3K27me3 marks [116]. It
is noted that two Snf2L complexes containing the BPTF (NURF) or
CECR2 subunit (CERF) as well as Chd1 recognize the H3K4 methylation
status. Thus, it appears likely that this is also a signal to modulate their
activity during differentiation. BPTF, the large subunit of NURF is
essential for mouse embryonic development. It was shown to bind
H3K4me3 by its PHD ﬁnger and to regulate the expression of the
developmental genes engrailed and Hoxc8 [37,109,117]. In Drosophila
alternative splicing of NURF301/BPTF creates an isoform without the
C-terminal PHD ﬁnger/bromodomain, deﬁcient in H3K4me3 and
H4K16ac recognition with an accordingly different function in
development [21], suggesting the importance of recruitment signals
for differentiation. Another way to speciﬁcally recruit developmentally relevant remodeling complexes is the interaction with transcription factors. This was shown for NURF, which binds to Smad, a
component of various signaling cascades [109].

Knockdown of the chromatin remodeler Chd1 in ESCs induces
neuronal differentiation, and inhibits reprogramming of ﬁbroblasts
[108]. Chd1 is known to mediate an open chromatin state. Its
knockdown decreases Oct4 promoter activity and enhances formation
of additional heterochromatin foci with methylated H3K9 and HP1
marks. Surprisingly, most genes of neurogenesis became upregulated
in Chd1 knockdown cells arguing against a general activating function
[108]. How Chd1 speciﬁcally regulates genes of pluripotency and
differentiation remains elusive, but it is tempting to speculate that the
previously demonstrated ability to recognize H3K4me2/H3K4me3 via
its double chromodomains plays a role in this process [38].
In developing neuronal cells, subunit exchanges can regulate the
speciﬁcity of BAF complexes. These complexes consist of the interchangeable ATPase subunits Brg/Brm and eleven tightly associated core
subunits [118,119]. Brg-containing BAF complexes regulate the expression of components of the Notch and the Hedgehog signaling pathways
and thus control neural stem cell self-renewal and proliferation. The
subunits BAF45a and BAF53a are expressed in proliferating neuronal
progenitors, whereas BAF45b, BAF45c and BAF53b are predominantly
present in post-mitotic neurons [118]. Preventing subunit switching
was shown to impair neuronal differentiation [118]. Thus, BAF45a but
not the homologous BAF45b subunit is sufﬁcient to enhance neural
stem/progenitor cell proliferation. The C-terminal region of BAF45,
which is mainly conserved between both isoforms, contains a double
PHD ﬁnger domain (43% identity and 63% similarity of amino acids)
whereas the less conserved N-terminal region comprises a C2H2-type
Krüppel-like zinc ﬁnger domain. Analysis of BAF45a deletion mutants
speciﬁes the N-terminal region as well as the Krüppel-like domain to be
essential for neural stem/progenitor cell proliferation [17]. The Krüppellike domain is a zinc ﬁnger domain that could provide DNA sequence
speciﬁc interactions as observed in various transcription factors but
its role in recruiting BAF complexes to certain genes remains to be
investigated.
5. Search and ﬁnd mechanisms of chromatin remodelers in
the nucleus
As discussed above there is a large variety of chromatin-associated
signals that are recognized by different chromatin remodeling
complexes and affect their remodeling activity. These signals can
operate via changing either the nucleosome binding afﬁnity or the
catalytic rate with which the histone octamer is translocated (Fig. 2B).
From the considerations made above it is apparent that for localized
gene-speciﬁc regulation, single nucleosome positions need to be
controlled via the readout of chromatin signals that can change in
response to certain stimuli. Accordingly, histone modiﬁcations are
dynamically set and removed by histone methyl- and acetyltransferases [120]. This scenario imposes the requirement for chromatin
remodelers to continuously probe essentially all nucleosomes of the
genome with respect to the associated signals that could mark them
for translocation. This process needs to operate on the time scale of
minutes, in which a cell is able to respond to external stimuli. How can
this be achieved? According to the kinetic scheme depicted in Fig. 2B
the rate kon,start for the initial binding of the remodeler to its correct
target nucleosome is rate limiting if it is signiﬁcantly lower than the
rates of the subsequent reactions. This reaction would include all steps
preceding the ﬁrst ATP-dependent reaction. These could involve
conformational rearrangements that are associated with a signiﬁcant
activation free energy barrier as for example an ATP hydrolysisindependent unwrapping of DNA [121] or the formation of a closed,
ATP hydrolysis-competent conformation [86]. The formation of these
intermediates could contribute signiﬁcantly to the resulting binding
rate but a further decomposition of kon,start into distinct steps is not
considered here. It is noted that the value of kon,start might critically
depend on the speciﬁc type of nucleosome substrate, i.e. target
nucleosomes for a given type of remodeling complex versus
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nucleosomes that are transiently bound but not translocated. As
discussed in the following the value of kon,start appears to be indeed
low in the nucleus. Remodelers need to ﬁnd a small and essentially
immobile chromatin target represented by a DNA replication/repair
site or a particular nucleosome in an environment that is highly
concentrated with proteins and nucleic acids. These macromolecules
affect the remodeler's mobility and represent a high excess of
unspeciﬁc binding sites among which the remodeler needs to ﬁnd
the correct one. The search process is random and diffusion driven.
Diffusion is a non-energy consuming protein transport process, for
which the particle mobility is described by the diffusion coefﬁcient D
[122]. On the 10 μm length scale of the nucleus diffusion leads to fast
translocations, and an inert particle of the size of a chromatin
remodeling complex would take only ~10 s to fully traverse the
nucleus. However, the challenge faced by the remodeler is not simply
to roam around quickly in the nucleus but to identify its target site on
chromatin. In the following, the general concept of diffusion-driven
target location by chromatin remodelers is outlined, and the critical
parameters that determine the efﬁciency of the nucleosome search
process in the cell nucleus are discussed.
5.1. Target search by free three-dimensional diffusion
The driving force of diffusion is random collisions with surrounding
particles. Whereas a protein in a diluted aqueous solution collides
predominantly with water molecules, its mobility in the crowded
environment of the cell nucleus is additionally affected by collisions
with macromolecules. In particular, the chromatin network of nucleosome chains acts as immobile obstacles that impede diffusive translocations as will be discussed in further detail in Section 5.3. On the other
hand, collisions with chromatin are necessary to identify the binding
target. Considering the search for a single immobile nucleosome of
radius rT = 4 nm (approximated by a sphere) carried out by a
remodeling complex with radius rR = 5 nm and a free diffusion
coefﬁcient D = 70 μm2 s − 1 it is straightforward to calculate the collision
frequency as the diffusion-limited association rate from Eq. (1) [122].
kon = 4πDðrR + rT ÞNA

ð1Þ

Here, NA is the Avogadro constant. If the radii are measured in units of
dm and the diffusion coefﬁcient in units of dm2 s– 1 the association rate in
M– 1 s– 1 is obtained. For the values speciﬁed above, kon ≈109 M− 1 s− 1.
For larger targets with rT =100 nm, which corresponds to the size of DNA
replication/repair foci, this value increases to kon ≈1010 M− 1 s− 1, i.e.
these sites are found 10-fold faster than single nucleosomes. However,
due to the sterical requirement of aligning the interaction surfaces of
remodeler and nucleosome in the correct manner and possible activation
free energy barriers associated with the binding step not every collision
will be productive in terms of complex formation [122]. In fact, typical
values of kon for the in vitro binding of a transcription factor to a short DNA
fragment with the binding site are in the range of 104 to 107 M− 1 s− 1 as
opposed to the diffusion limited rate of ~108 M− 1 s− 1 [123]. Furthermore,
a certain residence time tres might be required for target identiﬁcation, i.e.
a transient binding reaction potentially coupled to a conformational
change or a proof reading step as represented by the rate kf in Fig. 2B. Thus,
target identiﬁcation might represent the rate-limiting step in the
nucleosome translocation reaction. It will depend on the probability
with which diffusional encounters lead to correctly aligned complexes, the
target nucleosome density and the activation free energy barrier to
proceed to a translocation competent state. The residence time tres can be
estimated from mobility measurements and appears to be on the
millisecond time scale for human ISWI remodelers [124]. Transient
binding reduces the collision rate and Eq. (1) has to be modiﬁed
accordingly [122].
For large concentrations cT of potential targets that have to be
transiently bound, the search process can be treated as a ﬁrst-order
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reaction that is characterized by the pseudo-association rate k⁎on = kon cT
which leads to Eq. (2).
1
1
1
=
=
+ tres
k on cT
4πDðrR + rT ÞNA cT
k⁎on

ð2Þ

The inverse pseudo-association rate corresponds to the time in
which the searching protein is free between two binding events at
potential target sites. Large target concentrations are typical for search
processes where all nucleosomes or all linker DNA sequences in the
whole genome have to be at least transiently bound. For a target
concentration of 140 μM, which corresponds to the average nucleosome concentration in mammalian cells [125], the diffusion-limited
pseudo-association rate for a protein with D = 70 μm 2 s − 1 and an
interaction radius of 10 nm amounts to roughly 10 6 s − 1. In practice,
this value can be greatly reduced due to orientation constraints and
transient binding interactions with potential target sites. As discussed
previously, transient binding can be accounted for by replacing D with an
apparent diffusion coefﬁcient Deff that is decreased because the particle
is trapped part of the time [126]. The fraction of molecules in the bound
state is related to the pseudo-equilibrium constant K ⁎eq = k⁎on/koff = kon
cT/koff, which includes the concentration of free potential binding sites cT
in addition to the kinetic on and off rates. Here, koff is an effective
dissociation rate that depends on koff, start and krelease. If both productive
and unproductive binding events are transient, koff will correspond to
their weighted average; otherwise, koff represents unproductive binding
only. The free mobility of the particle described by its diffusion
coefﬁcient D is related to its binding properties averaged over all
binding sites according to Deff = D/(1 + k*on /koff). Such a behavior is
indeed observed for ISWI-type chromatin remodeling complexes for
which values of Deff ~ 1 μm2 s− 1 have been measured [124]. Finally, the
searching chromatin remodeler picks its nucleosomes randomly, i.e.
without a preferred order. Accordingly, a considerable redundancy of
remodeler–nucleosome interactions is required to probe all possible
binding sites. If the search process is divided into a sequence of
association–dissociation cycles, the number of new targets that are
bound in each cycle decreases drastically with the cycle number [124].
This leads to an inefﬁcient search if every single target has to be probed.
For example, if a remodeler like Snf2H would need 40 s to probe 90% of
all nucleosomes, it would need 80 s to probe 99% and 120 s to probe
99.9% of all nucleosomes.
In summary, kon,start and the corresponding search time of a
remodeler to ﬁnd its speciﬁc nucleosome substrate are slowed down
by the following contributions: (i) Remodeler–nucleosome complexes
are formed only in a small fraction of diffusive collisions. (ii) A certain
residence time tres might be required for target identiﬁcation. (iii) The
transient binding to “wrong” sites reduces the freely mobile fraction.
(iv) For complete coverage of all nucleosomes via a random search an
increasing number of nucleosomes has to be tested multiple times. The
combination of the above effects could make the search time
prohibitively long, which warrants some additional considerations
on other factors that could contribute to the search time in the nucleus.
5.2. Reduction of dimensionality
Some proteins and possibly also chromatin remodelers have the
ability to diffuse along the DNA chain or the chromatin ﬁber [123,127–
129]. In contrast to three-dimensional diffusion, movement along the
chromatin ﬁber ensures that every nucleosome or DNA segment along
the ﬁber is encountered. If a protein changes between threedimensional (3D) and one-dimensional (1D) diffusion, the corresponding search process can be divided into sequential cycles
similarly to the association–dissociation case discussed above. Within
each association–dissociation cycle, the fraction of nucleosomes
visited is cR/cN [124] (with cR representing the remodeler concentration and cN the nucleosome concentration). In contrast, mcR/cN is the
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fraction of nucleosomes that are sampled in a 1D–3D diffusion cycle if
m nucleosomes are probed during the 1D diffusion period. Thus, the
fraction of sampled nucleosomes after n cycles can be written as


mc n
pn = 1− 1− R
cN

ð3Þ

other reports [130]. Based on the mobility data for ISWI chromatin
remodelers given above a one-dimensional diffusion driven search
mechanism is not expected to accelerate target search. However, in an
in vitro experiment with isolated chromatin ﬁbers at low concentration 1D diffusion could be important (Fig. 3).
5.3. Anomalous diffusion

It implies that no correlations between 1D and 3D diffusion phases
exist and that 1D-diffusion trajectories do not overlap, which is
justiﬁed for relatively short 1D-diffusion periods and an excess of
potential targets/nucleosomes. By inspection of Eq. (3) it becomes
apparent that the 1D-diffusion periods lead to an effective increase in
the remodeler concentration by a factor of m. However, at the same
time the cycle length increases at least by a factor of m compared to
the association–dissociation case, because the remodeler spends a
certain time sliding along the chromatin ﬁber. If the 1D diffusion
coefﬁcient is smaller than the 3D diffusion coefﬁcient, the cycle length
is increased even stronger. For a remodeler concentration cR = 1 μM
and a nucleosome concentration cN = 140 μM, 642 cycles are required
to probe 99% of all nucleosomes by association–dissociation reactions
and 62 cycles are required to probe the same number of nucleosomes
by 1D–3D cycles with m = 10 (according to Eq. (3)). Thus, for this
setting the search speed would not be increased by intermittent
periods of 1D diffusion. Here, the same pseudo-association rate was
assumed for the 3D and 1D diffusion processes. This seems to be
justiﬁed since the average internucleosomal distance in the nucleus
corresponds roughly to the length of the linker DNA (assuming
equally distributed nucleosomes at 140 μM concentration). Thus, the
distance between neighboring nucleosomes on the same chromatin
ﬁber and that of neighboring nucleosomes on different chromatin
ﬁbers are expected to be similar (Fig. 3). The fact that 1D diffusion
does not necessarily accelerate search processes is consistent with

A

B

C

D

Diffusion in the crowded environment of the nucleus deviates from
free diffusion in dilute solution and is generally referred to as
anomalous diffusion [131]. In this case the volume searched by a
protein increases more slowly with time than in the case of free
diffusion. This is due to collisions and interactions with immobile
obstacles, such as chromatin (Fig. 3D). For a search trajectory of a
chromatin remodeler with multiple transient binding reactions, the
anomaly during the intervening diffusion periods can have several
effects. On the one hand, crowding could increase the pseudoassociation rate, leading to a shorter time between two binding
events. This result has been obtained by simulating a particle searching
its target on a lattice [132]. On the other hand, restriction of the visited
volume leads to a “more thorough” local search, whereas location of
distant targets is slowed down. Thus, modulation of protein mobility
and crowding in different cellular subcompartments could deﬁne
regions of more or less thorough searching. The relevance of such a
mechanism in living cells remains to be further investigated.
5.4. Chromatin remodeler concentration
A central parameter for assessing the search time of a given
chromatin remodeling complex is the concentration at which it is
present in the nucleus. While the search time of a remodeler present
at 1000 molecules in the nucleus might be prohibitively long to work

Fig. 3. Diffusion driven target search of chromatin remodelers. (A) In a diluted solution of mononucleosomes, the remodeler diffuses freely and binds its substrate upon productive
collision. Typically, in such an experiment the nucleosome population is homogeneous and all nucleosomes represent targets. (B) In a diluted solution of chromatin ﬁbers, the
remodeler could potentially move along the ﬁber part of the time by one-dimensional (1D) diffusion. Compared to panel A, this could accelerate the search process if 1D-diffusion is
fast enough. (C) In a concentrated solution of mononucleosomes, the remodeler's substrate interaction mechanism is the same as in a diluted solution (panel A) but the collision
frequency is increased due to the larger substrate concentration. (D) In a concentrated solution of chromatin ﬁbers, which represents the situation in the cell nucleus, the remodeler
has the option to diffuse between nucleosomes through 3D space (as in panel C) or to move along the chromatin ﬁber part of the time. Due to collisions or transient binding
interactions with the immobile polymer network 3D diffusion is slowed down. As discussed in the text, transient binding leads to a reduced effective diffusion coefﬁcient, while
collisions and trapping make diffusion anomalous, i.e. the mean squared particle displacement does no longer increase linearly with time. Since the distance between neighboring
nucleosomes in 3D and the distance between neighboring nucleosomes on the same chromatin ﬁber are similar, 1D diffusion would not accelerate the search process signiﬁcantly
(compare trajectories in panels C and D).
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in the cell, one way to speed up the target search could simply be to
increase the concentration 100-fold. In general, chromatin remodeling complexes appear to make use of this strategy since they are
highly abundant. However, the amount of a speciﬁc type of complex
may be highly variable depending on cell or tissue type and may be
subject to cell type-speciﬁc splicing. For example, in humans Snf2H is
predominantly found in proliferating cell populations, while Snf2L is
enriched in terminally differentiated neurons [133]. Furthermore,
Snf2L is expressed ubiquitously but the concentration of its active
form is regulated by alternative splicing. The insertion of the nonconserved in-frame exon 13 leads to the catalytically inactive variant
Snf2L + 13, which is abundant in non-neuronal tissues. In contrast,
the expression of active Snf2L is restricted to neurons and few other
tissues [22].
In yeast one remodeler per ~10 nucleosomes is present [134–136],
while the number of speciﬁc complexes can be highly variable. For
example, the RSC complex (1 MDa in size) is present at about 1000–
2000 molecules in a haploid yeast nucleus of about 2.9 μm 3 volume.
This corresponds to a concentration of ~ 1 μM or ~ 1/40 nucleosomes,
which is almost 10 times more than the 2 MDa SWI/SNF complex (220
molecules, 0.12 μM, 1/340 nucleosomes) [137]. The variable concentrations of the different groups of remodeling complexes in yeast
might correlate with different functional requirements like nucleosome translocation, nucleosome ejection, or histone exchange [136].
Using a combination of ﬂuorescence correlation spectroscopy (FCS)
and quantitative western blots remodeler concentrations of 0.83 ±
0.13 μM were determined for endogenous Snf2H in the human U2OS
osteosarcoma cell line [124]. This corresponds to about 200,000 Snf2H
protein molecules in the nucleus. Extrapolating this value to the total
concentration of all remodeling complexes and including complexes of
the other ATPase families the total chromatin remodeler concentration
in the human cell nucleus is estimated to be in the 10 μM range as
compared to a nucleosome concentration of 140 μM [125]. In the same
study concentrations N 0.15 ± 0.03 μM (hACF complex formed by
Snf2H and Acf1), b 0.05 μM (Snf2L) and 0.14 ± 0.04 μM (Snf2L + 13)
were determined in the human osteosarcoma cell line.

ISWI remodelers is probably not engaged in chromatin remodeling
under “housekeeping” conditions in G1/2 phase and is highly mobile
in the nucleus they accumulate fast at replication foci during S phase
or at DNA repair sites. At these sites a large remodeler fraction is
immobilized for seconds to minutes [124]. It is noted that these
features of the continuous sampling mechanism are similar to the
behavior reported for SWI/SNF and NuRD complexes and a number of
transcription factors [138–140].

5.5. Search mechanisms of chromatin remodelers in living cells
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Recently, we analyzed the mobility of the ISWI remodelers
Snf2H/Snf2L in living cells using ﬂuorescence microscopy based
bleaching and correlation techniques [9,124]. These experiments
revealed that all ISWI type remodelers were rather mobile in the
nucleus during G1/2 phase, and bound only transiently to chromatin
with residence times in the 100 ms range. The fraction of remodelers
that was bound long enough to catalyze translocation reactions was
found to be around only a few percent. However, at replication foci
during S phase or at DNA repair sites this fraction of tightly bound
remodelers was increased up to 40–70%. Since such an increase was
also observed for catalytically inactive Snf2L + 13, binding to these
sites occurred also independently of ATPase activity.
In the light of the above considerations a combination of high
protein concentrations, short residence times in the chromatin bound
state and fast 3D diffusive translocations in the intervening periods
appears to be an efﬁcient search and ﬁnd strategy in the nucleus.
Accordingly, we proposed previously that such a “continuous
sampling” mechanism for target location applies for ISWI type
chromatin remodelers [9,124]. From the experimentally determined
relatively high μM nuclear protein concentrations and short chromatin bound residence times around 100 ms, average sampling times of
tens of seconds to minutes were calculated for Snf2H containing
remodelers to probe 99% of all genomic nucleosomes. Thus, upon the
appearance of a trigger signal a nucleosome translocation reaction can
be initiated rapidly. This fast target location was conﬁrmed in
experiments where the kinetics of chromatin remodeler assembly at
DNA repair sites was studied [9]. While the 96–97% mobile fraction of

This work was supported by Deutsche Forschungsgemeinschaft
Grants Ri 1283/8-1 (to KR) and FOR1068 (to GL) and by the Baygene
program of the Bavarian State Ministry of Sciences, Research, and the
Arts (GL). We are grateful to one of the reviewers for detailed and
insightful comments.

6. Conclusions
Chromatin remodelers play important roles in many aspects of cell
metabolism and development. They are required for DNA replication
and repair as well as for transcriptional control upon a variety of
stimuli. Whereas the catalytic activity of chromatin remodelers has
been characterized in detail in vitro, studies addressing their regulation
and targeting behavior in living cells appeared only recently. An
emerging key question is how remodelers are targeted to sites that
require their activity. Here, we have summarized ﬁndings on the
different layers of regulatory signals that are recognized by various
chromatin remodelers. The interaction between the remodeling
ATPase and its target nucleosome is not only dependent on the
intrinsic afﬁnity between both components but can also be modulated
by various accessory proteins as well as by post-translational
modiﬁcations of all factors involved. DNA sequence features, additional RNA and protein factors as well as differential expression or
alternative splicing of remodeler subunits increase the complexity of
the remodeler–nucleosome interplay considerably. In addition, the
underlying “remodeling code” that targets the action of many different
complexes has to be highly dynamic in order to allow fast cellular
responses to external stimuli. Since it is unlikely that every promoter is
marked by a unique combination of features that can be recognized by
a remodeler, it remains elusive how a robust identiﬁcation of target
genes is achieved. Thus, it will be interesting to further investigate how
the cellular remodeling machinery balances the requirement for both
precision and speed.

References
[1] C.R. Clapier, B.R. Cairns, The biology of chromatin remodeling complexes, Annu.
Rev. Biochem. 78 (2009) 273–304.
[2] C. Jiang, B.F. Pugh, Nucleosome positioning and gene regulation: advances
through genomics, Nat. Rev. Genet. 10 (2009) 161–172.
[3] E. Segal, J. Widom, From DNA sequence to transcriptional behaviour: a
quantitative approach, Nat. Rev. Genet. 10 (2009) 443–456.
[4] M. Radman-Livaja, O.J. Rando, Nucleosome positioning: how is it established,
and why does it matter? Dev. Biol. 339 (2010) 258–266.
[5] G. Längst, V.B. Teif, K. Rippe, Chromatin remodeling and nucleosome positioning,
in: K. Rippe (Ed.), Genome organization and function in the cell nucleus, WileyVCH, Weinheim, in press.
[6] L. Bai, A.V. Morozov, Gene regulation by nucleosome positioning, Trends Genet.
26 (2010) 476–483.
[7] P.D. Hartley, H.D. Madhani, Mechanisms that specify promoter nucleosome
location and identity, Cell 137 (2009) 445–458.
[8] Z. Zhang, C.J. Wippo, M. Wal, E. Ward, P. Korber, B.F. Pugh, A packing mechanism
for nucleosome organization reconstituted across a eukaryotic genome, Science
332 (2011) 977–980.
[9] F. Erdel, K. Rippe, Binding kinetics of human ISWI chromatin-remodelers to DNA
repair sites elucidate their target location mechanism, Nucleus 2 (2011)
105–112.
[10] H.S. Subramanya, L.E. Bird, J.A. Brannigan, D.B. Wigley, Crystal structure of a DExx
box DNA helicase, Nature 384 (1996) 379–383.
[11] A.E. Gorbalenya, E.V. Koonin, Helicases: amino acid sequence comparisons and
structure–function relationship, Curr. Opin. Struct. Biol. 3 (1993) 419–429.

Please cite this article as: F. Erdel, et al., Targeting chromatin remodelers: Signals and search mechanisms, Biochim. Biophys. Acta (2011),
doi:10.1016/j.bbagrm.2011.06.005

10

F. Erdel et al. / Biochimica et Biophysica Acta xxx (2011) xxx–xxx

[12] M.R. Singleton, M.S. Dillingham, D.B. Wigley, Structure and mechanism of
helicases and nucleic acid translocases, Annu. Rev. Biochem. 76 (2007) 23–50.
[13] A. Flaus, D.M. Martin, G.J. Barton, T. Owen-Hughes, Identiﬁcation of multiple
distinct Snf2 subfamilies with conserved structural motifs, Nucleic Acids Res. 34
(2006) 2887–2905.
[14] P.W. Lewis, S.J. Elsaesser, K.M. Noh, S.C. Stadler, C.D. Allis, Daxx is an H3.3speciﬁc histone chaperone and cooperates with ATRX in replication-independent chromatin assembly at telomeres, Proc. Natl. Acad. Sci. U.S.A. 107 (2010)
14075–14080.
[15] A.D. Goldberg, L.A. Banaszynski, K.M. Noh, P.W. Lewis, S.J. Elsaesser, S. Stadler, S.
Dewell, M. Law, X. Guo, X. Li, D. Wen, A. Chapgier, R.C. DeKelver, J.C. Miller, Y.L.
Lee, E.A. Boydston, M.C. Holmes, P.D. Gregory, J.M. Greally, S. Raﬁi, C. Yang, P.J.
Scambler, D. Garrick, R.J. Gibbons, D.R. Higgs, I.M. Cristea, F.D. Urnov, D. Zheng,
C.D. Allis, Distinct factors control histone variant H3.3 localization at speciﬁc
genomic regions, Cell 140 (2010) 678–691.
[16] Y. Zhou, K.-M. Schmitz, C. Mayer, X. Yuan, A. Akhtar, I. Grummt, Reversible
acetylation of the chromatin remodelling complex NoRC is required for noncoding RNA-dependent silencing, Nat. Cell Biol. 11 (2009) 1010–1016.
[17] J. Lessard, G.R. Crabtree, Chromatin regulatory mechanisms in pluripotency,
Annu. Rev. Cell Dev. Biol. 26 (2010) 503–532.
[18] P. Precht, A.L. Wurster, M.J. Pazin, The SNF2H chromatin remodeling enzyme has
opposing effects on cytokine gene expression, Mol. Immunol. 47 (2010)
2038–2046.
[19] A.K. Ewing, M. Attner, D. Chakravarti, Novel regulatory role for human Acf1 in
transcriptional repression of vitamin D3 receptor-regulated genes, Mol.
Endocrinol. 21 (2007) 1791–1806.
[20] M.A. Lazzaro, D. Pepin, N. Pescador, B.D. Murphy, B.C. Vanderhyden, D.J. Picketts,
The imitation switch protein SNF2L regulates steroidogenic acute regulatory
protein expression during terminal differentiation of ovarian granulosa cells,
Mol. Endocrinol. 20 (2006) 2406–2417.
[21] S.Y. Kwon, H. Xiao, C. Wu, P. Badenhorst, Alternative splicing of NURF301
generates distinct NURF chromatin remodeling complexes with altered modiﬁed
histone binding speciﬁcities, PLoS Genet. 5 (2009) e1000574.
[22] O. Barak, M.A. Lazzaro, N.S. Cooch, D.J. Picketts, R. Shiekhattar, A tissue-speciﬁc,
naturally occurring human SNF2L variant inactivates chromatin remodeling, J.
Biol. Chem. 279 (2004) 45130–45138.
[23] M.A. Lazzaro, M.A. Todd, P. Lavigne, D. Vallee, A. De Maria, D.J. Picketts,
Characterization of novel isoforms and evaluation of SNF2L/SMARCA1 as a
candidate gene for X-linked mental retardation in 12 families linked to Xq25-26,
BMC Med. Genet. 9 (2008) 11.
[24] K. Rippe, A. Schrader, P. Riede, R. Strohner, E. Lehmann, G. Langst, DNA sequenceand conformation-directed positioning of nucleosomes by chromatin-remodeling complexes, Proc. Natl. Acad. Sci. U.S.A. 104 (2007) 15635–15640.
[25] C. Stockdale, A. Flaus, H. Ferreira, T. Owen-Hughes, Analysis of nucleosome
repositioning by yeast ISWI and Chd1 chromatin remodeling complexes, J. Biol.
Chem. 281 (2006) 16279–16288.
[26] H.I. Sims, J.M. Lane, N.P. Ulyanova, G.R. Schnitzler, Human SWI/SNF drives
sequence-directed repositioning of nucleosomes on C-myc promoter DNA
minicircles, Biochemistry 46 (2007) 11377–11388.
[27] P.D. Partensky, G.J. Narlikar, Chromatin remodelers act globally, sequence
positions nucleosomes locally, J. Mol. Biol. 391 (2009) 12–25.
[28] J.J. van Vugt, M. de Jager, M. Murawska, A. Brehm, J. van Noort, C. Logie, Multiple
aspects of ATP-dependent nucleosome translocation by RSC and Mi-2 are
directed by the underlying DNA sequence, PLoS One 4 (2009) e6345.
[29] M.J. Law, K.M. Lower, H.P.J. Voon, J.R. Hughes, D. Garrick, V. Viprakasit, M. Mitson,
M. De Gobbi, M. Marra, A. Morris, A. Abbott, S.P. Wilder, S. Taylor, G.M. Santos, J.
Cross, H. Ayyub, S. Jones, J. Ragoussis, D. Rhodes, I. Dunham, D.R. Higgs, R.J.
Gibbons, ATR-X syndrome protein targets tandem repeats and inﬂuences allelespeciﬁc expression in a size-dependent manner, Cell 143 (2010) 367–378.
[30] M.A. Hakimi, D.A. Bochar, J.A. Schmiesing, Y. Dong, O.G. Barak, D.W. Speicher, K.
Yokomori, R. Shiekhattar, A chromatin remodelling complex that loads cohesin
onto human chromosomes, Nature 418 (2002) 994–998.
[31] Q. Feng, Y. Zhang, The MeCP1 complex represses transcription through
preferential binding, remodeling, and deacetylating methylated nucleosomes,
Genes Dev. 15 (2001) 827–832.
[32] P.A. Wade, A. Gegonne, P.L. Jones, E. Ballestar, F. Aubry, A.P. Wolffe, Mi-2 complex
couples DNA methylation to chromatin remodelling and histone deacetylation,
Nat. Genet. 23 (1999) 62–66.
[33] Y. Zhang, H.H. Ng, H. Erdjument-Bromage, P. Tempst, A. Bird, D. Reinberg,
Analysis of the NuRD subunits reveals a histone deacetylase core complex and a
connection with DNA methylation, Genes Dev. 13 (1999) 1924–1935.
[34] C. Mayer, M. Neubert, I. Grummt, The structure of NoRC-associated RNA is crucial
for targeting the chromatin remodelling complex NoRC to the nucleolus, EMBO
Rep. 9 (2008) 774–780.
[35] C. Mayer, K.M. Schmitz, J. Li, I. Grummt, R. Santoro, Intergenic transcripts
regulate the epigenetic state of rRNA genes, Mol. Cell 22 (2006) 351–361.
[36] P. Zegerman, B. Canas, D. Pappin, T. Kouzarides, Histone H3 lysine 4 methylation
disrupts binding of nucleosome remodeling and deacetylase (NuRD) repressor
complex, J. Biol. Chem. 277 (2002) 11621–11624.
[37] J. Wysocka, T. Swigut, H. Xiao, T.A. Milne, S.Y. Kwon, J. Landry, M. Kauer, A.J.
Tackett, B.T. Chait, P. Badenhorst, C. Wu, C.D. Allis, A PHD ﬁnger of NURF couples
histone H3 lysine 4 trimethylation with chromatin remodelling, Nature 442
(2006) 86–90.
[38] R.J. Sims, C.-F. Chen, H. Santos-Rosa, T. Kouzarides, S.S. Patel, D. Reinberg, Human
but not yeast CHD1 binds directly and selectively to histone H3 methylated at
lysine 4 via its tandem chromodomains, J. Biol. Chem. 280 (2005) 41789–41792.

[39] C.A. Musselman, R.E. Mansﬁeld, A.L. Garske, F. Davrazou, A.H. Kwan, S.S. Oliver, H.
O'leary, J.M. Denu, J.P. Mackay, T.G. Kutateladze, Binding of the CHD4 PHD2 ﬁnger to
histone H3 is modulated by covalent modiﬁcations, Biochem. J. 423 (2009) 179–187.
[40] Y. Zhou, I. Grummt, The PHD ﬁnger/bromodomain of NoRC interacts with
acetylated histone H4K16 and is sufﬁcient for rDNA silencing, Curr. Biol. 15
(2005) 1434–1438.
[41] D.F. Corona, C.R. Clapier, P.B. Becker, J.W. Tamkun, Modulation of ISWI function
by site-speciﬁc histone acetylation, EMBO Rep. 3 (2002) 242–247.
[42] D.E. MacCallum, A. Losada, R. Kobayashi, T. Hirano, ISWI remodeling complexes
in Xenopus egg extracts: identiﬁcation as major chromosomal components that
are regulated by INCENP-aurora B, Mol. Biol. Cell 13 (2002) 25–39.
[43] J.A. North, S. Javaid, M.B. Ferdinand, N. Chatterjee, J.W. Picking, M. Shoffner, R.J.
Nakkula, B. Bartholomew, J.J. Ottesen, R. Fishel, M.G. Poirier, Phosphorylation of
histone H3(T118) alters nucleosome dynamics and remodeling, Nucleic Acids
Res. (2011), doi:10.1093/nar/gkr1304.
[44] K. Nakamura, A. Kato, J. Kobayashi, H. Yanagihara, S. Sakamoto, Douglas V.N.P.
Oliveira, M. Shimada, H. Tauchi, H. Suzuki, S. Tashiro, L. Zou, K. Komatsu,
Regulation of homologous recombination by RNF20-dependent H2B ubiquitination, Mol. Cell 41 (2011) 515–528.
[45] A. Eberharter, I. Vetter, R. Ferreira, P.B. Becker, ACF1 improves the effectiveness
of nucleosome mobilization by ISWI through PHD-histone contacts, EMBO J. 23
(2004) 4029–4039.
[46] C. Vogler, C. Huber, T. Waldmann, R. Ettig, L. Braun, I. Chassignet, A.J. LopezContreras, O. Fernandez-Capetillo, M. Dundr, K. Rippe, G. Längst, R. Schneider,
Histone H2A C-terminus regulates chromatin dynamics, remodeling and histone
H1 binding, PLoS Genet. 6 (2010) e1001234.
[47] M.S. Shukla, S.H. Syed, D. Goutte-Gattat, J.L.C. Richard, F. Montel, A. Hamiche, A.
Travers, C. Faivre-Moskalenko, J. Bednar, J.J. Hayes, D. Angelov, S. Dimitrov, The
docking domain of histone H2A is required for H1 binding and RSC-mediated
nucleosome remodeling, Nucleic Acids Res. (2010) 1–17.
[48] J.A. Goldman, J.D. Garlick, R.E. Kingston, Chromatin remodeling by imitation
switch (ISWI) class ATP-dependent remodelers is stimulated by histone variant
H2A.Z, J. Biol. Chem. 285 (2010) 4645–4651.
[49] A. Xiao, H. Li, D. Shechter, S.H. Ahn, L.A. Fabrizio, H. Erdjument-Bromage, S.
Ishibe-Murakami, B. Wang, P. Tempst, K. Hofmann, D.J. Patel, S.J. Elledge, C.D.
Allis, WSTF regulates the H2A.X DNA damage response via a novel tyrosine
kinase activity, Nature 457 (2009) 57–62.
[50] H.-S. Lee, J.-H. Park, S.-J. Kim, S.-J. Kwon, J. Kwon, A cooperative activation loop
among SWI/SNF, gamma-H2AX and H3 acetylation for DNA double-strand break
repair, EMBO J. 29 (2010) 1434–1445.
[51] L.H. Wong, J.D. McGhie, M. Sim, M.A. Anderson, S. Ahn, R.D. Hannan, A.J. George,
K.A. Morgan, J.R. Mann, K.H. Choo, ATRX interacts with H3.3 in maintaining
telomere structural integrity in pluripotent embryonic stem cells, Genome Res.
20 (2010) 351–360.
[52] T. Grune, J. Brzeski, A. Eberharter, C.R. Clapier, D.F. Corona, P.B. Becker, C.W.
Muller, Crystal structure and functional analysis of a nucleosome recognition
module of the remodeling factor ISWI, Mol. Cell 12 (2003) 449–460.
[53] D.V. Fyodorov, J.T. Kadonaga, Binding of Acf1 to DNA involves a WAC motif and is
important for ACF-mediated chromatin assembly, Mol. Cell. Biol. 22 (2002)
6344–6353.
[54] R.A. Poot, G. Dellaire, B.B. Hulsmann, M.A. Grimaldi, D.F. Corona, P.B. Becker, W.A.
Bickmore, P.D. Varga-Weisz, HuCHRAC, a human ISWI chromatin remodelling
complex contains hACF1 and two novel histone-fold proteins, EMBO J. 19 (2000)
3377–3387.
[55] R. Strohner, A. Nemeth, P. Jansa, U. Hofmann-Rohrer, R. Santoro, G. Langst, I.
Grummt, NoRC—a novel member of mammalian ISWI-containing chromatin
remodeling machines, EMBO J. 20 (2001) 4892–4900.
[56] K.L. Jordan-Sciutto, J.M. Dragich, J.L. Rhodes, R. Bowser, Fetal Alz-50 clone 1, a
novel zinc ﬁnger protein, binds a speciﬁc DNA sequence and acts as a
transcriptional regulator, J. Biol. Chem. 274 (1999) 35262–35268.
[57] K. Ishihara, M. Oshimura, M. Nakao, CTCF-dependent chromatin insulator is
linked to epigenetic remodeling, Mol. Cell 23 (2006) 733–742.
[58] P.B. Hebbar, T.K. Archer, Chromatin remodeling by nuclear receptors, Chromosoma 111 (2003) 495–504.
[59] C.J. Burd, T.K. Archer, Nuclear receptors and ATP dependent chromatin
remodeling: a complex story, in: C.M. Bunce, M.J. Campbell (Eds.), Nuclear
Receptors, Proteins and Cell Regulation, vol. 8, 2010, pp. 345–363.
[60] M. Buranapramest, D. Chakravarti, Chromatin remodeling and nuclear receptor
signaling, Prog. Mol. Biol. Transl. Sci. 87 (2009) 193–234.
[61] F. Erdel, K. Rippe, Chromatin remodeling by ISWI type complexes in mammalian
cells—where, when and why? FEBS J. (in press).
[62] S.D. Taverna, H. Li, A.J. Ruthenburg, C.D. Allis, D.J. Patel, How chromatin-binding
modules interpret histone modiﬁcations: lessons from professional pocket
pickers, Nat. Struct. Mol. Biol. 14 (2007) 1025–1040.
[63] G.H. Goodwin, R.H. Nicolas, The BAH domain, polybromo and the RSC chromatin
remodelling complex, Gene 268 (2001) 1–7.
[64] M. Shogren-Knaak, H. Ishii, J.-M. Sun, M.J. Pazin, J.R. Davie, C.L. Peterson, Histone
H4-K16 acetylation controls chromatin structure and protein interactions,
Science 311 (2006) 844–847.
[65] H. Ferreira, A. Flaus, T. Owen-Hughes, Histone modiﬁcations inﬂuence the action
of Snf2 family remodelling enzymes by different mechanisms, J. Mol. Biol. 374
(2007) 563–579.
[66] R.E. Mansﬁeld, C.A. Musselman, A.H. Kwan, S.S. Oliver, A.L. Garske, F. Davrazou,
J.M. Denu, T.G. Kutateladze, J.P. Mackay, Plant homeodomain (PHD) ﬁngers of
CHD4 are histone H3-binding modules with preference for unmodiﬁed H3K4
and methylated H3K9, J. Biol. Chem. 286 (2011) 11779–11791.

Please cite this article as: F. Erdel, et al., Targeting chromatin remodelers: Signals and search mechanisms, Biochim. Biophys. Acta (2011),
doi:10.1016/j.bbagrm.2011.06.005

F. Erdel et al. / Biochimica et Biophysica Acta xxx (2011) xxx–xxx
[67] Y. Xue, J. Wong, G.T. Moreno, M.K. Young, J. Côté, W. Wang, NURD, a novel complex
with both ATP-dependent chromatin-remodeling and histone deacetylase activities,
Mol. Cell 2 (1998) 851–861.
[68] B. McStay, I. Grummt, The epigenetics of rRNA genes: from molecular to
chromosome biology, Annu. Rev. Cell Dev. Biol. 24 (2008) 131–157.
[69] S.P. Rowbotham, L. Barki, A. Neves-Costa, F. Santos, W. Dean, N. Hawkes, P.
Choudhary, W.R. Will, J. Webster, D. Oxley, C.M. Green, P. Varga-Weisz, J.E.
Mermoud, Maintenance of silent chromatin through replication requires
SWI/SNF-like chromatin remodeler SMARCAD1, Mol. Cell 42 (2011) 285–296.
[70] A.Y. Konev, M. Tribus, S.Y. Park, V. Podhraski, C.Y. Lim, A.V. Emelyanov, E.
Vershilova, V. Pirrotta, J.T. Kadonaga, A. Lusser, D.V. Fyodorov, CHD1 motor
protein is required for deposition of histone variant H3.3 into chromatin in vivo,
Science 317 (2007) 1087–1090.
[71] G. Mizuguchi, X. Shen, J. Landry, W.H. Wu, S. Sen, C. Wu, ATP-driven exchange of
histone H2AZ variant catalyzed by SWR1 chromatin remodeling complex,
Science 303 (2004) 343–348.
[72] M. Okada, K. Okawa, T. Isobe, T. Fukagawa, CENP-H-containing complex
facilitates centromere deposition of CENP-A in cooperation with FACT and
CHD1, Mol. Biol. Cell 20 (2009) 3986–3995.
[73] M. Perpelescu, N. Nozaki, C. Obuse, H. Yang, K. Yoda, Active establishment of
centromeric CENP-A chromatin by RSF complex, J. Cell Biol. 185 (2009) 397–407.
[74] P. Drane, K. Ouararhni, A. Depaux, M. Shuaib, A. Hamiche, The death-associated
protein DAXX is a novel histone chaperone involved in the replicationindependent deposition of H3.3, Genes Dev. 24 (2010) 1253–1265.
[75] R. Blossey, H. Schiessel, Kinetic proofreading of gene activation by chromatin
remodeling, HFSP J. 2 (2008) 167–170.
[76] W.R. McClure, Mechanism and control of transcription initiation in prokaryotes,
Annu. Rev. Biochem. 54 (1985) 171–204.
[77] E. Nudler, RNA polymerase active center: the molecular engine of transcription,
Annu. Rev. Biochem. 78 (2009) 335–361.
[78] P.H. von Hippel, T.D. Yager, The elongation-termination decision in transcription,
Science 255 (1992) 809–812.
[79] S.J. Greive, P.H. von Hippel, Thinking quantitatively about transcriptional
regulation, Nat. Rev. Mol. Cell Biol. 6 (2005) 221–232.
[80] V. Svetlov, E. Nudler, Macromolecular micromovements: how RNA polymerase
translocates, Curr. Opin. Struct. Biol. 19 (2009) 701–707.
[81] V.B. Teif, K. Rippe, Predicting nucleosome positions on the DNA: combining
intrinsic sequence preferences and remodeler activities, Nucleic Acids Res. 37
(2009) 5641–5655.
[82] R. Padinhateeri, J.F. Marko, Nucleosome positioning in a model of active chromatin
remodeling enzymes, Proc. Natl. Acad. Sci. U.S.A. 108 (2011) 7799–7803.
[83] M. Kasten, H. Szerlong, H. Erdjument-Bromage, P. Tempst, M. Werner, B.R.
Cairns, Tandem bromodomains in the chromatin remodeler RSC recognize
acetylated histone H3 Lys14, EMBO J. 23 (2004) 1348.
[84] C.R. Clapier, K.P. Nightingale, P.B. Becker, A critical epitope for substrate
recognition by the nucleosome remodeling ATPase ISWI, Nucleic Acids Res. 30
(2002) 649–655.
[85] C.R. Clapier, G. Langst, D.F. Corona, P.B. Becker, K.P. Nightingale, Critical role for
the histone H4 N terminus in nucleosome remodeling by ISWI, Mol. Cell. Biol. 21
(2001) 875–883.
[86] G. Hauk, J.N. McKnight, I.M. Nodelman, G.D. Bowman, The chromodomains of the
Chd1 chromatin remodeler regulate DNA access to the ATPase motor, Mol. Cell
39 (2010) 711–723.
[87] D. Baddeley, V.O. Chagin, L. Schermelleh, S. Martin, A. Pombo, P.M. Carlton, A.
Gahl, P. Domaing, U. Birk, H. Leonhardt, C. Cremer, M.C. Cardoso, Measurement of
replication structures at the nanometer scale using super-resolution light
microscopy, Nucleic Acids Res. 38 (2010) e8.
[88] Z. Cseresnyes, U. Schwarz, C.M. Green, Analysis of replication factories in human
cells by super-resolution light microscopy, BMC Cell Biol. 10 (2009) 88.
[89] J. Bewersdorf, B. Bennett, K. Knight, H2AX chromatin structures and their
response to DNA damage revealed by 4Pi microscopy, Proc. Natl. Acad. Sci. U.S.A.
103 (2006) 18137–18142.
[90] S.M. Cohen, P.D. Chastain, G.B. Rosson, B.S. Groh, B.E. Weissman, D.G. Kaufman,
S.J. Bultman, BRG1 co-localizes with DNA replication factors and is required for
efﬁcient replication fork progression, Nucleic Acids Res. 38 (2010) 6906–6919.
[91] N. Collins, R.A. Poot, I. Kukimoto, C. Garcia-Jimenez, G. Dellaire, P.D. Varga-Weisz,
An ACF1-ISWI chromatin-remodeling complex is required for DNA replication
through heterochromatin, Nat. Genet. 32 (2002) 627–632.
[92] R. Poot, L. Bozhenok, D.L. van den Berg, S. Steffensen, F. Ferreira, M. Grimaldi, N.
Gilbert, J. Ferreira, P. Varga-Weisz, The Williams syndrome transcription factor
interacts with PCNA to target chromatin remodelling by ISWI to replication foci,
Nat. Cell Biol. 6 (2004) 1236–1244.
[93] S.K. Hur, E.J. Park, J.E. Han, Y.A. Kim, J.D. Kim, D. Kang, J. Kwon, Roles of human INO80
chromatin remodeling enzyme in DNA replication and chromosome segregation
suppress genome instability, Cell. Mol. Life Sci. 67 (2010) 2283–2296.
[94] L. Zhang, Q. Zhang, K. Jones, M. Patel, F. Gong, The chromatin remodeling factor
BRG1 stimulates nucleotide excision repair by facilitating recruitment of XPC to
sites of DNA damage, Cell Cycle 8 (2009) 3953–3959.
[95] L. Lan, A. Ui, S. Nakajima, K. Hatakeyama, M. Hoshi, R. Watanabe, S.M. Janicki, H.
Ogiwara, T. Kohno, S. Kanno, A. Yasui, The ACF1 complex is required for DNA
double-strand break repair in human cells, Mol. Cell 40 (2010) 976–987.
[96] G. Smeenk, W.W. Wiegant, H. Vrolijk, A.P. Solari, A. Pastink, H. van Attikum, The
NuRD chromatin-remodeling complex regulates signaling and repair of DNA
damage, J. Cell Biol. 190 (2010) 741–749.
[97] D.H. Larsen, C. Poinsignon, T. Gudjonsson, C. Dinant, M.R. Payne, F.J. Hari, J.M.
Danielsen, P. Menard, J.C. Sand, M. Stucki, C. Lukas, J. Bartek, J.S. Andersen, J.

[98]

[99]

[100]

[101]
[102]

[103]
[104]

[105]

[106]

[107]

[108]

[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117]

[118]

[119]

[120]
[121]

[122]
[123]
[124]

[125]

11

Lukas, The chromatin-remodeling factor CHD4 coordinates signaling and repair
after DNA damage, J. Cell Biol. 190 (2010) 731–740.
S.I. Kashiwaba, K. Kitahashi, T. Watanabe, F. Onoda, M. Ohtsu, Y. Murakami, The
mammalian INO80 complex is recruited to DNA damage sites in an ARP8
dependent manner, Biochem. Biophys. Res. Commun. 402 (2010) 619–625.
Y. Xu, Y. Sun, X. Jiang, M.K. Ayrapetov, P. Moskwa, S. Yang, D.M. Weinstock, B.D.
Price, The p400 ATPase regulates nucleosome stability and chromatin ubiquitination during DNA repair, J. Cell Biol. 191 (2010) 31–43.
L. Postow, E.M. Woo, B. Chait, H. Funabiki, Identiﬁcation of SMARCAL1 as a
component of the DNA damage response, J. Biol. Chem. 284 (2009)
35951–35961.
G. Burgio, M.C. Onorati, D.F. Corona, Chromatin remodeling regulation by small
molecules and metabolites, Biochim. Biophys. Acta 1799 (2010) 671–680.
R. Strohner, A. Nemeth, K.P. Nightingale, I. Grummt, P.B. Becker, G. Langst,
Recruitment of the nucleolar remodeling complex NoRC establishes ribosomal
DNA silencing in chromatin, Mol. Cell. Biol. 24 (2004) 1791–1798.
J. Li, G. Langst, I. Grummt, NoRC-dependent nucleosome positioning silences
rRNA genes, EMBO J. 25 (2006) 5735–5741.
Y. Zhou, R. Santoro, I. Grummt, The chromatin remodeling complex NoRC targets
HDAC1 to the ribosomal gene promoter and represses RNA polymerase I
transcription, EMBO J. 21 (2002) 4632–4640.
A. Nemeth, R. Strohner, I. Grummt, G. Langst, The chromatin remodeling
complex NoRC and TTF-I cooperate in the regulation of the mammalian rRNA
genes in vivo, Nucleic Acids Res. 32 (2004) 4091–4099.
P. Percipalle, N. Fomproix, E. Cavellan, R. Voit, G. Reimer, T. Kruger, J. Thyberg, U.
Scheer, I. Grummt, A.K. Farrants, The chromatin remodelling complex WSTFSNF2h interacts with nuclear myosin 1 and has a role in RNA polymerase I
transcription, EMBO Rep. 7 (2006) 525–530.
A. Vintermist, S. Bohm, F. Sadeghifar, E. Louvet, A. Mansen, P. Percipalle, A.K.
Ostlund Farrants, The chromatin remodelling complex B-WICH changes the
chromatin structure and recruits histone acetyl-transferases to active rRNA
genes, PLoS One 6 (2011) e19184.
A. Gaspar-Maia, A. Alajem, F. Polesso, R. Sridharan, M.J. Mason, A. Heidersbach, J.
Ramalho-Santos, M.T. McManus, K. Plath, E. Meshorer, M. Ramalho-Santos, Chd1
regulates open chromatin and pluripotency of embryonic stem cells, Nature 460
(2009) 863–868.
J. Landry, A.A. Sharov, Y. Piao, L.V. Sharova, H. Xiao, E. Southon, J. Matta, L.
Tessarollo, Y.E. Zhang, M.S. Ko, M.R. Kuehn, T.P. Yamaguchi, C. Wu, Essential role
of chromatin remodeling protein Bptf in early mouse embryos and embryonic
stem cells, PLoS Genet. 4 (2008) e1000241.
K. Kaji, J. Nichols, B. Hendrich, Mbd3, a component of the NuRD co-repressor
complex, is required for development of pluripotent cells, Development 134
(2007) 1123–1132.
K. Kaji, I.M. Caballero, R. MacLeod, J. Nichols, V.A. Wilson, B. Hendrich, The NuRD
component Mbd3 is required for pluripotency of embryonic stem cells, Nat. Cell
Biol. 8 (2006) 285–292.
J. Ramirez, J. Hagman, The Mi-2/NuRD complex: a critical epigenetic regulator of
hematopoietic development, differentiation and cancer, Epigenetics 4 (2009)
532–536.
T.G. Fazzio, J.T. Huff, B. Panning, An RNAi screen of chromatin proteins identiﬁes
Tip60-p400 as a regulator of embryonic stem cell identity, Cell 134 (2008)
162–174.
L. Ho, R. Jothi, J.L. Ronan, K. Cui, K. Zhao, G.R. Crabtree, An embryonic stem cell
chromatin remodeling complex, esBAF, is an essential component of the core
pluripotency transcriptional network, Proc. Natl. Acad. Sci. U.S.A. 106 (2009)
5187–5191.
E. Meshorer, D. Yellajoshula, E. George, P.J. Scambler, D.T. Brown, T. Misteli,
Hyperdynamic plasticity of chromatin proteins in pluripotent embryonic stem
cells, Dev. Cell 10 (2006) 105–116.
B.E. Bernstein, T.S. Mikkelsen, X. Xie, M. Kamal, D.J. Huebert, J. Cuff, B. Fry, A.
Meissner, M. Wernig, K. Plath, R. Jaenisch, A. Wagschal, R. Feil, S.L. Schreiber, E.S.
Lander, A bivalent chromatin structure marks key developmental genes in
embryonic stem cells, Cell 125 (2006) 315–326.
O. Barak, M.A. Lazzaro, W.S. Lane, D.W. Speicher, D.J. Picketts, R. Shiekhattar,
Isolation of human NURF: a regulator of Engrailed gene expression, EMBO J. 22
(2003) 6089–6100.
J. Lessard, J.I. Wu, J.A. Ranish, M. Wan, M.M. Winslow, B.T. Staahl, H. Wu, R. Aebersold,
I.A. Graef, G.R. Crabtree, An essential switch in subunit composition of a chromatin
remodeling complex during neural development, Neuron 55 (2007) 201–215.
A.S. Yoo, B.T. Staahl, L. Chen, G.R. Crabtree, MicroRNA-mediated switching of
chromatin-remodelling complexes in neural development, Nature 460 (2009)
642–646.
B.M. Lee, L.C. Mahadevan, Stability of histone modiﬁcations across mammalian
genomes: implications for ‘epigenetic’ marking, J. Cell. Biochem. 108 (2009) 22–34.
R. Strohner, M. Wachsmuth, K. Dachauer, J. Mazurkiewicz, J. Hochstätter, K.
Rippe, G. Längst, A ‘loop recapture’ mechanism for ACF-dependent nucleosome
remodeling, Nat. Struct. Mol. Biol. 12 (2005) 683–690.
O.G. Berg, P.H. von Hippel, Diffusion-controlled macromolecular interactions,
Annu. Rev. Biophys. Biophys. Chem. 14 (1985) 131–160.
O.G. Berg, P.H. von Hippel, Facilitated target location in biological systems, J. Biol.
Chem. 264 (1989) 675–678.
F. Erdel, T. Schubert, C. Marth, G. Langst, K. Rippe, Human ISWI chromatin-remodeling
complexes sample nucleosomes via transient binding reactions and become
immobilized at active sites, Proc. Natl. Acad. Sci. U.S.A. 107 (2010) 19873–19878.
K. Rippe, Dynamic organization of the cell nucleus, Curr. Opin. Genet. Dev. 17
(2007) 373–380.

Please cite this article as: F. Erdel, et al., Targeting chromatin remodelers: Signals and search mechanisms, Biochim. Biophys. Acta (2011),
doi:10.1016/j.bbagrm.2011.06.005

12

F. Erdel et al. / Biochimica et Biophysica Acta xxx (2011) xxx–xxx

[126] F. Erdel, K. Müller-Ott, M. Baum, M. Wachsmuth, K. Rippe, Dissecting chromatin
interactions in living cells from protein mobility maps, Chromosome Res. 19 (2011)
99–115.
[127] M.E. van Royen, A. Zotter, S.M. Ibrahim, B. Geverts, A.B. Houtsmuller, Nuclear proteins:
ﬁnding and binding target sites in chromatin, Chromosome Res. 19 (2011) 83–98.
[128] S.E. Halford, J.F. Marko, How do site-speciﬁc DNA-binding proteins ﬁnd their
targets? Nucleic Acids Res. 32 (2004) 3040–3052.
[129] M. Slutsky, L.A. Mirny, Kinetics of protein–DNA interaction: facilitated target
location in sequence-dependent potential, Biophys. J. 87 (2004) 4021–4035.
[130] A.B. Kolomeisky, Physics of protein–DNA interactions: mechanisms of facilitated
target search, Phys. Chem. Chem. Phys. 13 (2011) 2088–2095.
[131] M. Wachsmuth, W. Waldeck, J. Langowski, Anomalous diffusion of ﬂuorescent
probes inside living cell nuclei investigated by spatially-resolved ﬂuorescence
correlation spectroscopy, J. Mol. Biol. 298 (2000) 677–689.
[132] G. Guigas, M. Weiss, Sampling the cell with anomalous diffusion—the discovery
of slowness, Biophys. J. 94 (2008) 90–94.
[133] M.A. Lazzaro, D.J. Picketts, Cloning and characterization of the murine Imitation
Switch (ISWI) genes: differential expression patterns suggest distinct developmental roles for Snf2h and Snf2l, J. Neurochem. 77 (2001) 1145–1156.

[134] S. Ghaemmaghami, W.K. Huh, K. Bower, R.W. Howson, A. Belle, N. Dephoure, E.K.
O'Shea, J.S. Weissman, Global analysis of protein expression in yeast, Nature 425
(2003) 737–741.
[135] W.K. Huh, J.V. Falvo, L.C. Gerke, A.S. Carroll, R.W. Howson, J.S. Weissman, E.K.
O'Shea, Global analysis of protein localization in budding yeast, Nature 425
(2003) 686–691.
[136] A. Flaus, T. Owen-Hughes, Mechanisms for ATP dependent chromatin remodelling:
The means to the end, FEBS J. (in press).
[137] B.R. Cairns, Y. Lorch, Y. Li, M. Zhang, L. Lacomis, H. Erdjument-Bromage, P.
Tempst, J. Du, B. Laurent, R.D. Kornberg, RSC, an essential, abundant chromatinremodeling complex, Cell 87 (1996) 1249–1260.
[138] R. Metivier, G. Penot, M.R. Hubner, G. Reid, H. Brand, M. Kos, F. Gannon, Estrogen
receptor-alpha directs ordered, cyclical, and combinatorial recruitment of
cofactors on a natural target promoter, Cell 115 (2003) 751–763.
[139] A.A. George, R.L. Schiltz, G.L. Hager, Dynamic access of the glucocorticoid
receptor to response elements in chromatin, Int. J. Biochem. Cell Biol. 41 (2009)
214–224.
[140] G.L. Hager, J.G. McNally, T. Misteli, Transcription dynamics, Mol. Cell 35 (2009)
741–753.

Please cite this article as: F. Erdel, et al., Targeting chromatin remodelers: Signals and search mechanisms, Biochim. Biophys. Acta (2011),
doi:10.1016/j.bbagrm.2011.06.005

