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Abstract 
Pontin and Reptin are two closely related members of the AAA+ family of DNA helicases. They 

play roles in diverse cellular processes, including the response to DNA double-strand breaks and the 
control of gene expression. The two proteins share residence in different multi-protein complexes, 
such as the Tip60-, Ino80-, SRCAP- and Uri1-complexes in animals which are (directly or 
indirectly) involved in transcriptional regulation, but they also function independently from each 
other. Both Reptin and Pontin repress certain transcriptional targets of Myc, but only Reptin is 
required for the repression of specific β-Catenin and nuclear factor-κB targets. Here, I review 
recent studies that have addressed the mechanisms of transcriptional control by Pontin and Reptin. 

Main text 

RuvB-like helicases with many different roles  
Most eukaryotes contain two proteins that are closely related to the bacterial DNA helicase RuvB, 

a member of the AAA+ family of helicases (ATPases associated with diverse cellular activities; 
reviewed in 1): Pontin, also called Pontin52, Ruvbl1, Rvb1, Tip49, Tip49a, NMP238, ECP54, 
TAP54α (in metazoans), RVB1, TIP48, TIP49A, TIH1 (in the yeast Saccharomyces cerevisiae), 
and Reptin, also called Reptin52, Ruvbl2, Tip48, Tip49b, ECP51, TAP54β, CGI-46 (in metazoans), 
RVB2, TIP49, TIP49B, TIH2 (in S. cerevisiae). In the remainder of this text, I will refer to these 
proteins as Pontin and Reptin, respectively. Bacterial RuvB catalyzes the branch migration at 
Holliday junctions, which occurs during homologous recombination or during the repair of stalled 
replication forks (reviewed by 2, 3). Similar functions may also be fulfilled by eukaryotic Pontin 
and Reptin (as indicated for example by the association of Pontin with the human replication 
protein RPA3; 4). However, these proteins have attracted most attention for their association with 
microtubular structures (not discussed here, but see 5-8), for their role in the maturation of small 
nucleolar RNAs (snoRNAs; not discussed here, but see 9-12), and above all for their involvement in 
DNA damage response and transcriptional control in which both Pontin and Reptin play essential 
roles. This review summarizes recent publications that address these latter roles of Pontin and 
Reptin. 

Structure of Pontin and Reptin 
The structure of human Pontin has recently been solved to 2.2 A resolution (13). Pontin consists 

of three distinct domains (Fig. 1A). Domains 1 and 3 are involved in ATP binding and hydrolysis, 
and they are also found in bacterial RuvB and other AAA+ helicases. In contrast to these other 
helicases, however, Pontin contains an insertion of 170 amino acids between the so-called Walker 
A and Walker B motifs that are located in domain 1 and serve to bind ATP and Mg2+. This Pontin-
specific “domain 2” shows similarity to the ssDNA binding domain of the replication factor RPA. 
Indeed, both full length Pontin and the isolated domain 2 were shown to bind in vitro to ssDNA, as 
well as to dsDNA and to RNA (13). Like bacterial RuvB and other AAA+ helicases (2), Pontin 
monomers assemble to form a hexameric ring (see Fig. 1B, C). The central channel of this structure 
is 18 A wide – large enough to fit ssDNA but too small for a DNA double helix, suggesting that 
such hexamers might only operate on ssDNA (13).  

The structure of Reptin has not yet been determined, but mixed Pontin:Reptin oligomers were 
analysed by electron microscopy (14). They form a dodecamer consisting of two differently shaped, 
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juxtaposed hexamers, both of which look different than Pontin hexamers; these dodecamers contain 
a 26 A wide central channel, which would be wide enough to accommodate dsDNA (14). While the 
dodecamers are made up of equimolar amounts of Pontin and Reptin, it is not clear whether one of 
the hexamers contains exclusively Reptin and the other Pontin (in which case Reptin would assume 
a different conformation from Pontin), or whether both contain equimolar mixtures of Pontin and 
Reptin (in which case different conformations for Pontin:Reptin hexamers would exist). The 
comparison of the X-ray and electron microscopic structures suggests that the interaction with 
Reptin affects the conformation of Pontin (and possibly vice versa). Such effects are consistent with 
the observation that mixed preparations of Pontin and Reptin display a solid ATPase activity, 
whereas either protein alone (either as a mono- or oligomer) is almost inactive (4, 13-15; but see 
16). In this context it is also worth noting that Pontin and Reptin have non-redundant functions in 
all systems analysed so far. 

Pontin and Reptin, and chromatin remodeling complexes 
Two converging lines of research have firmly established a role for Pontin and Reptin in the 

control of transcription. First, both proteins were found to interact physically with different 
sequence-specific transcription factors; the functional consequences of these interactions will be 
discussed in a later section. Second, Pontin and Reptin were revealed to be integral subunits of 
different chromatin modifying complexes: the Ino80 complex in yeast and animals (17-21), the 
Swr1 complex in yeast (22-24) and the corresponding SRCAP complex in animals (21, 25, 26), as 
well as Tip60 complexes in animals (15, 25, 27-29). Central to the first two complexes are the ATP-
dependent helicases Ino80 and Swr1 (called SRCAP in vertebrates), whereas the latter complex is 
built around the Tip60 histone acetyltransferase (HAT), a member of the MYST (MOZ, Ybf2/Sas3, 
Sas2, Tip60) family of HATs. In addition, these complexes typically contain 11 to 16 proteins 
(depending on species and purification scheme), including Pontin, Reptin, Actin and different actin-
related proteins (Fig. 2). Of note, yeast has a HAT complex called NuA4 that shares several 
subunits with the metazoan Tip60 complex, but lacks Pontin, Reptin and several other core 
components. Based on a comparison of these subunits, it has been hypothesized that metazoan 
Tip60 complexes correspond to a fusion of yeast Ino80- or Swr1-complexes with NuA4 (30). 
Indeed, the functions ascribed to the different complexes would be consistent with such a proposal. 

One of these functions clearly resides in the control of gene expression. Ino80 is recruited to at 
least two yeast promoters, and either activates or represses a large number of genes, presumably by 
mobilizing nucleosomes and altering the accessibility of the underlying DNA to the transcription 
machinery (19, 20). As expected, Reptin is required for the correct expression of many of the same 
genes (20); other studies showed a significant overlap between the genes controlled by Pontin and 
those controlled by Reptin (18, 31-33). This demonstrates that Reptin and Pontin play a role in 
activation and repression and suggests that they function in the same complex (but see also the 
section on gene repression below). However, neither Pontin nor Reptin are physically located at the 
promoters bound by Ino80, suggesting that they are not integral structural components of the Ino80 
complex (20). Instead, they might function as (essential) assembly factors that only transiently 
associate with the remainder of the complex. Consistent with this hypothesis, Pontin and Reptin are 
less abundant in normal yeast cells (about 1900 and 500 hexamers, respectively) than Ino80 or 
Swr1 (6300 and 700 molecules, respectively) – or the proteins associating with Pontin and Reptin in 
their other functions with snoRNAs and microtubules (34). 

The Swr1 complex also affects gene expression, albeit by a different route. This complex is 
required for the deposition of the variant histone Htz1 (also known as H2A.Z) in euchromatic 
sequences located next to the heterochromatin found at yeast telomeres, at silent mating loci, or in 
rDNA. In the absence of Htz1, heterochromatin spreads into the euchromatin and silences the 
expression of the genes situated in this region, and an overlapping set of genes is also repressed 
upon deletion of Swr1 (22-24). A role in transcription has also been demonstrated for the 
mammalian Tip60 complex and its yeast analog NuA4: components of this complex can be found at 
different promoters (reviewed by 30), and in some instances they have also been demonstrated to be 
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functionally important for gene expression, e.g. for the activation of transcriptional targets of p53 
(35-37). Thus, by belonging to these different complexes, both Pontin and Reptin play a role in the 
activation or repression of specific genes. In addition to controlling transcription, these different 
complexes also play a role in the cellular response to DNA double strand breaks, suggesting that 
Pontin and Reptin also have a transcription-independent role in the response to DNA damage (15, 
29, 38-40). 

Another complex containing both Pontin and Reptin was purified from vertebrate cells and called 
Uri1 complex (41). Besides Pontin and Reptin, this complex contains components of the E3-
ubiquitin ligase SCFSkp2, Rbp5 (a protein previously shown to associate with RNA Polymerases I, 
II, and III), and several prefoldin-related proteins, amongst which is the name-giving subunit Uri1 
(also known as Rmp) - but none of the chromatin-remodeling enzymes mentioned above (Fig. 2). 
The Uri1 complex functions downstream of Tor (target-of-rapamycin) to mediate the repression of 
Tor-repressed genes, and hence it plays a role in the cellular response to extracellular nutrient 
levels. Yeast Uri1 plays a similar role, and it does so by repressing the translation of the 
transcription factor Gcn4. Thus, the Uri1 complex contributes indirectly to the control of gene 
expression, but it might also affect transcription more directly since at least Uri1 physically 
interacts with RNA polymerase II as well as with components of the Paf complex in human cells, 
which controls different steps of transcription (42). Uri1 is also important for the maintenance of 
genomic integrity, as loss of uri1 results in an increased number of double-strand breaks in the 
nematode C.elegans (43). These different observations provide an additional link between the 
transcription and the repair of double-strand breaks and the activity of Pontin and Reptin - although 
their exact roles within the Uri1 complex still need to be elucidated. 

Transcriptional repression by Reptin (and Pontin) 
Independently from the experiments described above, Pontin and Reptin were also identified by 

virtue of their physical interaction with the transcription-associated protein β-Catenin (44, 45), and 
with the transcription factors TBP (32, 45-47), Myc (48), E2F1 (only Pontin; 49) and ATF2 (only 
Reptin; 50). Subsequently, Pontin and/or Reptin were shown to bind to the promoters of 
transcriptional targets of c-Myc (51, 52), E2F1 (52) and NFκB (53), often along with components 
of the Tip60 complex. These data are consistent with a transcriptional role for Pontin and Reptin in 
animals, and several recent reports provide direct proof for such a role. 

c-Myc represses targets such as the p21CIP1 gene by binding and inhibiting the transcription factor 
Miz1, which would normally activate expression of p21CIP1 (reviewed by 54). A recent report now 
shows that co-expression of wildtype forms of either Pontin or Reptin (but not mutant proteins 
unable to interact with Myc) potentiates Myc’s ability to repress a p21CIP1 reporter construct in 
vertebrate tissue culture cells, and further, that Myc, Pontin, Reptin and Miz1 interact genetically in 
Xenopus embryos (55). These data indicate that the inhibition of Miz1 (and hence repression of 
p21CIP1) is mediated by a complex containing Myc, Pontin and Reptin (55). A similar conclusion 
was drawn from a separate study in Drosophila (33). In this organism, Myc also shows a strong 
genetic interaction with Pontin (and a weaker one with Reptin), although a comparison of the 
transcriptional targets of Myc on one side and Pontin or Reptin on the other side revealed a very 
limited overlap. However, a small number of genes require Myc and Pontin (and possibly also 
Reptin) for their repression in cultured cells and in vivo, and the promoter of one of these genes, 
mfas, is indeed bound by both Pontin and Myc. These data also suggest that a complex of Myc and 
Pontin (probably also containing Reptin) represses genes like mfas, although in this case it is not 
known whether the repression involves the inhibition of an activator such as Miz1 (33). Neither the 
Xenopus nor the Drosophila study addresses the enzymatic basis of the repression mechanism, nor 
the possible involvement of other Tip60 complex components. Given the documented interaction 
between Myc and several other proteins of the Tip60 complex (56, 57), it is possible that Myc 
recruits the entire complex which then (somehow) silences the gene thus targeted. 

The situation is different in the case of the repressed β-Catenin and NFκB targets. Bauer and 
coworkers first showed that overexpressed Pontin weakly activates a β-Catenin dependent reporter 
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in cultured cells, whereas Reptin represses the same construct. The observed genetic interactions 
between the Wingless (Wg)/β-Catenin signalling pathway and Pontin or Reptin were also consistent 
with opposing effects of Pontin and Reptin on Wg-signalling (44, 58). Such data are difficult to 
reconcile with a function of Pontin and Reptin as part of the same chromatin remodelling complex. 
Instead, the recent analysis of two β-Catenin targets during pituitary development in the mouse 
suggests that Reptin might act in complex with the co-repressor TLE1 (Groucho in Drosophila) and 
the histone deacetylases HDAC1 and 2 (59). Reptin and also TLE1, β-Catenin, and HDACs were 
found to localize to the promoters of the β-Catenin targets hesx1 and pit1 at a time of development 
when their expression was silenced. Tissue culture experiments with a reporter derived from the 
hesx1 gene further showed that Reptin and β-Catenin are both required for this repression. The 
possible role of Pontin or of other Tip60 complex components was not investigated in this study, 
nor was the functional relevance of the HDACs demonstrated. 

However, these points were addressed in the analysis of the NFκB target KAI1, another gene that 
is repressed by Reptin (53). The tetraspanin protein KAI1 was identified by Kim et al. (53) as a 
suppressor of tumor metastasis. Normal cells, but also non-metastatic transformed cells, can be 
induced to express KAI1 by incubation with IL-1β. By contrast, transformed metastatic cells do not 
express KAI1 (but ectopic expression of KAI1 in these latter cells markedly reduces their potential 
for forming metastases in a mouse in vivo). The IL-1β induced expression changes are accompanied 
by the differential recruitment of transcriptional co-factors to the KAI1 promoter. In all situations, 
NFκB p50 is bound to the promoter; in uninduced cells, p50 is accompanied by the co-repressors 
N-CoR and TAB2, and also the histone deacetylase HDAC3. IL-1β treatment triggers the loss of 
these co-factors. In non-metastatic cells, they are replaced by Pontin and Tip60, and the promoter 
region becomes acetylated on histones H3 and H4. Tip60 is required both for the acetylation and for 
the subsequent induction of KAI1 expression, but surprisingly, Pontin is dispensable for both 
processes (although in a different context, inhibition of Pontin by expression of a dominant-
negative mutant was able to reduce both histone acetylation and target gene expression; 60). In 
metastatic cells, however, instead of Pontin and Tip60, Reptin and β-Catenin are recruited to the 
KAI1 promoter, and they are both needed for its efficient repression; this repression further requires 
the activity of HDAC1, which is brought to the promoter through physical interaction with Reptin 
(53). 

So far, so good – but why do metastatic and non-metastatic cells recruit different co-factors to the 
KAI1 promoter? Kim and colleagues propose two answers to this question. First, metastatic cells 
contain relatively lower levels of Tip60 and higher levels of β-Catenin (53). Second, metastatic 
cells contain higher levels of the small ubiquitin-like modifier (SUMO)-conjugating enzyme Ubc9, 
that attaches SUMO to lysine 456 of Reptin, and lower levels of the SUMO-processing enzymes 
SENP1 and SUSP1, that physically bind to Reptin and cleave SUMO off (61). As a consequence, a 
larger fraction of Reptin is sumoylated in metastatic cells, and Kim et al. showed that sumoylation 
stimulated the repressive potential of Reptin by promoting the nuclear localization of Reptin and by 
increasing its interaction with the histone deacetylase HDAC1 (61). In addition, the presence of 
sumoylated Reptin on the KAI1 promoter (achieved experimentally by the forced expression of an 
artificial SUMO-Reptin fusion protein) prevents the recruitment of Tip60, whereas binding of a 
SUMO-free mutant of Reptin (an NLS-tagged Reptin carrying a lysine 456 to arginine mutation) to 
the KAI1 promoter allows recruitment of Tip60 and activation of KAI1 expression (61). Some 
aspects of the sumoylation or Reptin are still puzzling, however. For example, less than 5% of the 
total wildtype Reptin pool is sumoylated, yet more than one third is nuclear – how does non-
sumyolated Reptin reach the nucleus, and why does it not compete with sumoylated Reptin for 
binding to the KAI1 promoter, and hence promote activation of this promoter? How does 
sumoylation affect the subcellular location of Reptin? How does it affect its interaction with Tip60? 
Clearly, there is room for more analysis of Reptin’s post-translational modifications. 

An additional means of modulating the transcriptional activity of Pontin/Reptin was revealed with 
the identification of the interacting protein Hint1 (histidine triad nucleotide-binding protein 1; also 
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known as protein kinase C inhibitor 1, protein kinase C interacting protein 1, adenosine 5′-
monophosphoramidase) (62). Hint1 interacts with the same domain in Pontin and Reptin that also 
serves for multimerization between the two helicases. Therefore, binding to Hint1 disrupts 
formation of Pontin-Pontin, Reptin-Reptin and Pontin-Reptin complexes, but does not interfere 
with the association of Pontin or Reptin with β-Catenin. Thereby, Hint1 reduces the ability of 
Pontin to activate reporter constructs or endogenous targets such as axin2 and cyclin D2. Hint1 is 
also required for the expression of p53 and its target bax, although it is not clear whether these 
effects also involve Pontin, Reptin and the Tip60 complex (63). However, the observation that 
Hint1 acts as a haplo-insufficient tumor suppressor (64, 65) raises the possibility that it is an 
important modulator of the activity of the β-Catenin:Pontin axis. 

Taken together, the studies described in this section suggest a model whereby Reptin (at least in 
some instances in combination with β-Catenin) gets recruited to promoters, and brings along a 
histone deacetylase which deacetylases histones and thereby converts the chromatin to a more 
repressive state. The repressive potential of Reptin may also be controlled by sumoylation (which, 
among other things, enhances the interaction with the histone deacetylase). In this mode, Reptin 
does not seem to function as part of the chromatin remodeling complexes described earlier (which 
contain equimolar amounts of Pontin and Reptin), because, at least in the situations where this has 
been investigated, Reptin is not accompanied by Pontin (or Tip60). Thus, Reptin might act as part 
of a novel complex, dealing specifically with repression of transcription. This repressive complex 
could be related to the “Polycomb Repressive Complex 1” (PRC1), which contains several 
members of the Polycomb group of repressors and has a role in maintaining certain genes in a 
transcriptionally silent state. Reptin and HDAC (but neither Pontin nor Tip60) were shown to co-
purify with Drosophila PRC1 (66); furthermore, reptin interacts genetically with Polycomb-group 
genes belonging to the PRC1, and reptin mutants share some properties with PRC1 mutants (67). 
However, Reptin and HDAC are only present at sub-stochiometric amounts in the purified PRC1 
and do not correspond to core PRC1 components, and the genetic interaction of reptin with the 
PRC1 can also be explained if Reptin functions as part of the Tip60 complex (67). It is more likely 
therefore, that this repressive Reptin complex still awaits identification. 

Concluding remarks and future perspectives 
This review is limited to transcription-associated activities of Pontin and Reptin, but it already 

illustrates the multitude of identities these proteins can take on. Is there any unifying theme under 
these functions of Pontin and Reptin – or do they contribute different activities to the different 
complexes they belong to? The latter seems likely, since their enzymatic activity is essential for the 
survival of yeast (and hence for some functions of Pontin and Reptin), but not for their role within 
the Ino80 complex (20). Hence the question arises, how do Pontin and Reptin influence the activity 
of the different complexes listed above, and what is their substrate - ssDNA or chromatin-bound 
dsDNA? How can the same protein contribute to gene repression on one promoter and to activation 
on a different one? Do they always act as hexamers, or are some functions performed by homo- or 
hetero-dimers? What is the biochemical difference between these two proteins that are so similar in 
primary sequence – why does Reptin function as a repressor in some situations where Pontin 
activates gene expression? Clearly, we still know very little about these two helicases. Given the 
promiscous nature of these proteins, above all it will be necessary to identify their partners in crime 
for each particular process we are interested in – be it the activation of a specific gene or the 
repression of another one. The study of Pontin and Reptin function is not likely to be over soon. 
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Figure legends 
Figure 1. Structure of Pontin. A, Ribbon diagram of the Pontin monomer bound to ADP. The 

domains are colored in yellow (domain 1), green (domain 2) and red (domain 3), and the Walker A 
and B domains are shown in black and blue, respectively. The ADP molecule is shown in space-
filling mode, where each atom is represented by a sphere with a diameter twice its conventional van 
der Waals radius. Carbon, nitrogen, oxygen and phosphorus atoms are coloured gray, blue, red and 
green, respectively [prepared by Pedro Matias using DINO]. B, Ribbon diagram of the Pontin 
hexamer (side view). Adjacent monomers are coloured light cyan and light gold. The bound ADP 
molecules and the front “gold” monomer are depicted according to the same conventions as in panel 
A to reveal the domain structure [prepared by Pedro Matias using DINO]. C, Cartoon diagram of 
the Pontin hexamer (top view). Each chain is colored in rainbow fashion, from N-terminal (red) to 
C-terminal (blue) [prepared by Nuno Micaelo using PYMOL]. 

Figure 2. Components of transcription-associated complexes mentioned in the text that also 
contain Pontin and Reptin. The compositions of metazoan versions of the indicated complexes are 
shown (human Ino80: 21; human SRCAP: 26; Drosophila Tip60: 29; human Uri1: 41, 42; human 
β-Catenin: 53). Note, however, that different authors have published slightly differing versions of 
these complexes. Also, it is unknown whether all of the Uri1-associated proteins reside in the same 
complex as Pontin and Reptin. The name-giving subunits of the different complexes are marked in 
red; within the Uri1 group, the SCF- and PAF-subcomplexes are also labeled. 

References 
1. Ogura, T., and Wilkinson, A.J. (2001) AAA+ superfamily ATPases: common structure--

diverse function. Genes to Cells 6, 575-597 
2. Yamada, K., et al. (2004) Three-dimensional structural views of branch migration and 

resolution in DNA homologous recombination. Current Opinion in Structural Biology 14, 130 
3. McGlynn, P., and Lloyd, R.G. (2002) Genome stability and the processing of damaged 

replication forks by RecG. Trends Genet. 18, 413 
4. Qiu, X.B., et al. (1998) An eukaryotic RuvB-like protein (RUVBL1) essential for growth. J. 

Biol. Chem. 273, 27786-27793 
5. Gartner, W., et al. (2003) The ATP-dependent helicase RUVBL1/TIP49a associates with 

tubulin during mitosis. Cell Motil Cytoskeleton 56, 79-93 
6. Skop, A.R., et al. (2004) Dissection of the Mammalian Midbody Proteome Reveals 

Conserved Cytokinesis Mechanisms. Science 305, 61-66 
7. Sigala, B., et al. (2005) Relocalization of human chromatin remodeling cofactor TIP48 in 

mitosis. Experimental Cell Research 310, 357 
8. Stolc, V., et al. (2005) Genome-wide transcriptional analysis of flagellar regeneration in 

Chlamydomonas reinhardtii identifies orthologs of ciliary disease genes. Proc. Natl. Acad. 
Sci. USA 102, 3703-3707 

9. Newman, D.R., et al. (2000) Box C/D snoRNA-associated proteins: two pairs of 
evolutionarily ancient proteins and possible links to replication and transcription. RNA 6, 
861-879 

10. King, T.H., et al. (2001) A well-connected and conserved nucleoplasmic helicase is required 
for production of box C/D and H/ACA snoRNAs and localization of snoRNP proteins. Mol. 
Cell. Biol. 21, 7731-7746 

11. Watkins, N.J., et al. (2002) Conserved stem II of the box C/D motif is essential for nucleolar 
localization and is required, along with the 15.5K protein, for the hierarchical assembly of the 
box C/D snoRNP. Mol. Cell. Biol. 22, 8342-8352 

12. Watkins, N.J., et al. (2004) Assembly and Maturation of the U3 snoRNP in the Nucleoplasm 
in a Large Dynamic Multiprotein Complex. Mol. Cell 16, 789 



 7  

13. Matias, P.M., et al. (2006) Crystal Structure of the Human AAA+ Protein RuvBL1. J. Biol. 
Chem. 281, 38918-38929 

14. Puri, T., et al. Dodecameric Structure and ATPase Activity of the Human TIP48/TIP49 
Complex. Journal of Molecular Biology In Press, Corrected Proof 

15. Ikura, T., et al. (2000) Involvement of the TIP60 histone acetylase complex in DNA repair 
and apoptosis. Cell 102, 463-473 

16. Makino, Y., et al. (1999) A rat RuvB-like protein, TIP49a, is a germ cell-enriched novel DNA 
helicase. J. Biol. Chem. 274, 15329-15335 

17. Shen, X., et al. (2000) A chromatin remodelling complex involved in transcription and DNA 
processing. Nature 406, 541-544 

18. Jonsson, Z.O., et al. (2001) Rvb1p and Rvb2p are essential components of a chromatin 
remodeling complex that regulates transcription of over 5% of yeast genes. J. Biol. Chem. 
276, 16279-16288 

19. Shen, X., et al. (2003) Involvement of Actin-Related Proteins in ATP-Dependent Chromatin 
Remodeling. Mol. Cell 12, 147 

20. Jonsson, Z.O., et al. (2004) Rvb1p/Rvb2p recruit Arp5p and assemble a functional Ino80 
chromatin remodeling complex. Mol Cell 16, 465-477 

21. Jin, J., et al. (2005) A Mammalian Chromatin Remodeling Complex with Similarities to the 
Yeast INO80 Complex. J. Biol. Chem. 280, 41207-41212 

22. Krogan, N.J., et al. (2003) A Snf2 Family ATPase Complex Required for Recruitment of the 
Histone H2A Variant Htz1. Mol. Cell 12, 1565 

23. Kobor, M.S., et al. (2004) A Protein Complex Containing the Conserved Swi2/Snf2-Related 
ATPase Swr1p Deposits Histone Variant H2A.Z into Euchromatin. PLoS Biology 2, e131 

24. Mizuguchi, G., et al. (2004) ATP-Driven Exchange of Histone H2AZ Variant Catalyzed by 
SWR1 Chromatin Remodeling Complex. Science 303, 343-348 

25. Doyon, Y., et al. (2004) Structural and functional conservation of the NuA4 histone 
acetyltransferase complex from yeast to humans. Mol. Cell. Biol. 24, 1884-1896 

26. Cai, Y., et al. (2005) The Mammalian YL1 Protein Is a Shared Subunit of the TRRAP/TIP60 
Histone Acetyltransferase and SRCAP Complexes. J. Biol. Chem. 280, 13665-13670 

27. Fuchs, M., et al. (2001) The p400 complex is an essential E1A transformation target. Cell 
106, 297-307 

28. Cai, Y., et al. (2003) Identification of New Subunits of the Multiprotein Mammalian 
TRRAP/TIP60-containing Histone Acetyltransferase Complex. J. Biol. Chem. 278, 42733-
42736 

29. Kusch, T., et al. (2004) Acetylation by Tip60 is required for selective histone variant 
exchange at DNA lesions. Science 306, 2084-2087 

30. Doyon, Y., and Cote, J. (2004) The highly conserved and multifunctional NuA4 HAT 
complex. Current Opinion in Genetics & Development 14, 147 

31. Lim, C.R., et al. (2000) The Saccharomyces cerevisiae RuvB-like protein, Tih2p, is required 
for cell cycle progression and RNA polymerase II-directed transcription. J. Biol. Chem. 275, 
22409-22417 

32. Ohdate, H., et al. (2003) Impairment of the DNA binding activity of the TATA-binding 
protein renders the transcriptional function of Rvb2p/Tih2p, the yeast RuvB-like protein, 
essential for cell growth. J. Biol. Chem. 278, 14647-14656 

33. Bellosta, P., et al. (2005) Myc interacts genetically with Tip48/Reptin and Tip49/Pontin to 
control growth and proliferation during Drosophila development. Proc. Natl. Acad. Sci. USA 
102, 11799-11804 



 8  

34. Ghaemmaghami, S., et al. (2003) Global analysis of protein expression in yeast. Nature 425, 
737 

35. Legube, G., et al. (2004) Role of the Histone Acetyl Transferase Tip60 in the p53 Pathway. J. 
Biol. Chem. 279, 44825-44833 

36. Tyteca, S., et al. (2006) Tip60 and p400 are both required for UV-induced apoptosis but play 
antagonistic roles in cell cycle progression. EMBO J. 25, 1680-1689 

37. Berns, K., et al. (2004) A large-scale RNAi screen in human cells identifies new components 
of the p53 pathway. Nature 428, 431 

38. Downs, J.A., et al. (2004) Binding of Chromatin-Modifying Activities to Phosphorylated 
Histone H2A at DNA Damage Sites. Mol. Cell 16, 979 

39. Morrison, A.J., et al. (2004) INO80 and γ-H2AX Interaction Links ATP-Dependent 
Chromatin Remodeling to DNA Damage Repair. Cell 119, 767 

40. van Attikum, H., et al. (2004) Recruitment of the INO80 complex by H2A phosphorylation 
links ATP-dependent chromatin remodeling with DNA double-strand break repair. Cell 119, 
777-788 

41. Gstaiger, M., et al. (2003) Control of nutrient-sensitive transcription programs by the 
unconventional prefoldin URI. Science 302, 1208-1212 

42. Yart, A., et al. (2005) The HRPT2 tumor suppressor gene product parafibromin associates 
with human PAF1 and RNA polymerase II. Mol. Cell. Biol. 25, 5052-5060 

43. Parusel, C.T., et al. (2006) URI-1 is required for DNA stability in C. elegans. Development 
133, 621-629 

44. Bauer, A., et al. (2000) Pontin52 and reptin52 function as antagonistic regulators of β-catenin 
signalling activity. EMBO J. 19, 6121-6130 

45. Bauer, A., et al. (1998) Pontin52, an interaction partner of β-catenin, binds to the TATA box 
binding protein. Proc. Natl. Acad. Sci. USA 95, 14787-14792 

46. Kanemaki, M., et al. (1997) Molecular cloning of a rat 49-kDa TBP-interacting protein 
(TIP49) that is highly homologous to the bacterial RuvB. Biochem Biophys Res Commun 
235, 64-68 

47. Kanemaki, M., et al. (1999) TIP49b, a new RuvB-like DNA helicase, is included in a 
complex together with another RuvB-like DNA helicase, TIP49a. J. Biol. Chem. 274, 22437-
22444 

48. Wood, M.A., et al. (2000) An ATPase/helicase complex is an essential cofactor for oncogenic 
transformation by c-Myc. Mol Cell 5, 321-330 

49. Dugan, K.A., et al. (2002) TIP49, but not TRRAP, modulates c-Myc and E2F1 dependent 
apoptosis. Oncogene 21, 5835-5843 

50. Cho, S.G., et al. (2001) TIP49b, a regulator of activating transcription factor 2 response to 
stress and DNA damage. Mol. Cell. Biol. 21, 8398-8413 

51. Frank, S.R., et al. (2003) MYC recruits the TIP60 histone acetyltransferase complex to 
chromatin. EMBO Rep 4, 575-580 

52. Taubert, S., et al. (2004) E2F-Dependent Histone Acetylation and Recruitment of the Tip60 
Acetyltransferase Complex to Chromatin in Late G1. Mol. Cell. Biol. 24, 4546-4556 

53. Kim, J.H., et al. (2005) Transcriptional regulation of a metastasis suppressor gene by Tip60 
and β-catenin complexes. Nature 434, 921 

54. Wanzel, M., et al. (2003) Transcriptional repression by Myc. Trends Cell Biol. 13, 146-150 
55. Etard, C., et al. (2005) Pontin and Reptin regulate cell proliferation in early Xenopus embryos 

in collaboration with c-Myc and Miz-1. Mech. Dev. 122, 545-556 



 9  

56. McMahon, S.B., et al. (1998) The novel ATM-related protein TRRAP is an essential cofactor 
for the c-Myc and E2F oncoproteins. Cell 94, 363-374 

57. Park, J., et al. (2002) BAF53 forms distinct nuclear complexes and functions as a critical c-
Myc-interacting nuclear cofactor for oncogenic transformation. Mol. Cell. Biol. 22, 1307-
1316 

58. Rottbauer, W., et al. (2002) Reptin and pontin antagonistically regulate heart growth in 
zebrafish embryos. Cell 111, 661-672 

59. Olson, L.E., et al. (2006) Homeodomain-Mediated β-Catenin-Dependent Switching Events 
Dictate Cell-Lineage Determination. Cell 125, 593 

60. Feng, Y., et al. (2003) TIP49 Regulates β-Catenin-Mediated Neoplastic Transformation and 
T-Cell Factor Target Gene Induction via Effects on Chromatin Remodeling. Cancer Res 63, 
8726-8734 

61. Kim, J.H., et al. (2006) Roles of sumoylation of a reptin chromatin-remodelling complex in 
cancer metastasis. Nat Cell Biol 8, 631 

62. Weiske, J., and Huber, O. (2005) The histidine triad protein Hint1 interacts with Pontin and 
Reptin and inhibits TCF-β-catenin-mediated transcription. J Cell Sci 118, 3117-3129 

63. Weiske, J., and Huber, O. (2006) The Histidine Triad Protein Hint1 Triggers Apoptosis 
Independent of Its Enzymatic Activity. J. Biol. Chem. 281, 27356-27366 

64. Li, H., et al. (2005) Hint1 is a haplo-insufficient tumor suppressor in mice. Oncogene 25, 713 
65. Su, T., et al. (2003) Deletion of histidine triad nucleotide-binding protein 1/PKC-interacting 

protein in mice enhances cell growth and carcinogenesis. Proc. Natl. Acad. Sci. USA 100, 
7824-7829 

66. Saurin, A.J., et al. (2001) A Drosophila Polycomb group complex includes Zeste and dTAFII 
proteins. Nature 412, 655-660 

67. Qi, D., et al. (2006) Drosophila Reptin and Other TIP60 Complex Components Promote 
Generation of Silent Chromatin. Genetics 174, 241-251 












