
This is a repository copy of The Nuclear Arsenal of Cilia.

White Rose Research Online URL for this paper:
http://eprints.whiterose.ac.uk/145513/

Version: Accepted Version

Article:

Johnson, CA orcid.org/0000-0002-2979-8234 and Malicki, JJ (2019) The Nuclear Arsenal 
of Cilia. Developmental Cell, 49 (2). pp. 161-170. ISSN 1534-5807 

https://doi.org/10.1016/j.devcel.2019.03.009

© 2019 Elsevier Inc. This manuscript version is made available under the CC-BY-NC-ND 
4.0 license http://creativecommons.org/licenses/by-nc-nd/4.0/.

eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/

Reuse 

This article is distributed under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs 
(CC BY-NC-ND) licence. This licence only allows you to download this work and share it with others as long 
as you credit the authors, but you can’t change the article in any way or use it commercially. More 
information and the full terms of the licence here: https://creativecommons.org/licenses/ 

Takedown 

If you consider content in White Rose Research Online to be in breach of UK law, please notify us by 
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request. 

mailto:eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/


Page 1 of 16	
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Several recent studies have revealed that nuclei and cilia share molecular components 

implicated in DNA damage response, splicing, gene expression and sub-

compartmentalization of the cell. We review evidence that exchange of components 

between the nucleus and cilia is facilitated by the centrosome, which contributes both to the 

mitotic apparatus of the nucleus and to cilia structure. Moreover, the centrosome and the 

pericentriolar material form condensates that share components with stress granules and 

P-bodies, membrane-less organelles enriched in RNA and RNA-processing proteins. These 

features may largely explain the origin of similar molecular mechanisms in nuclei and cilia. 

 

Cilia are finger-like protrusions that extend from the surface of most vertebrate cells.  Their 

formation is intimately associated with centrosomes, which consist of two centrioles surrounded 

by pericentriolar material. Centrioles share with cilia the 9-fold rotational symmetry of 

microtubule cytoskeleton. The behaviour of both cilia and centrosomes is closely related to the 

cell cycle.  For example, the timing of centriolar duplication and centrosome migration to the cell 

surface are associated with cell cycle phase: the synthesis of new centrosomes begins during S-

phase and they translocate to the cell surface during G1/G0.  In the course of migration to the 

cell surface, centrosomal microtubules extend apically forming the main structural feature of the 

cilium, the axoneme. During G0, the centrosome remains attached to the cell membrane at the 

ciliary base and continues providing support for the cilium, thereby acting as the ciliary basal 

body at this stage (Figure 1A). Following re-entry into the cell cycle, the ciliary axoneme is 

resorbed and the basal body no longer provides structural support for the cilium. It moves away 

from the cell surface into the cytoplasm, and during mitosis localizes to a spindle pole. 

The idea that nucleic acids reside and function in the centrosome, and mediate centriolar 

duplication, is at least half a century old (reviewed in Marshall and Rosenbaum, 1999). More 

recently, centrosomes isolated from the oocytes of the surf clam Spisula solidissima were found 

to contain unique RNAs, termed centrosomal RNAs (cnRNA) (Alliegro et al., 2006), although it 

was feasible that these RNAs were unintentionally carried over into the centrosome preparations.  

These and other findings have led to the unorthodox propositions that, evolutionarily, centrioles 

arose from the integration of RNA viruses or bacterial endosymbionts (Chapman et al., 2000; 

Went, 1977). While such views may be overly speculative, various lines of puzzling evidence 

continue to link centrosomes and cilia to nucleic acid metabolism and nuclear functions. Here we 

discuss the recent evidence that ciliary proteins mediate processes in the nucleus such as DNA 

damage response (DDR) and gene expression. Conversely, proteins commonly thought to 
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mediate core nuclear functions, such as splicing factors, appear to also function in cilia. 

Furthermore, the molecular machinery that mediates sub-compartmentalization, and regulates 

selective trafficking at sub-compartment boundaries, is also shared between nuclei and cilia. 

Roles for cilia and centrosomal proteins in DNA damage response 

Several recent studies demonstrated that, unexpectedly, some centrosomal proteins re-

localize to nuclear foci in response to DDR-inducing genotoxic stress. The best-described 

example is the centrosomal protein CEP164, which mediates the assembly of distal appendages 

in the mature mother centriole, initiating subsequent ciliogenesis (Cajanek and Nigg, 2014). For 

the purposes of definition and clarity, the acronyms and recommended full names of all proteins 

discussed in the text are listed in Table 1, in addition to brief descriptions of their localizations 

and functions. Interestingly, CEP164 also re-localises to sites of UV-induced DNA damage (Pan 

and Lee, 2009) and is phosphorylated in vitro and in vivo by the ataxia telangiectasia-mutated 

(ATM) and ATM/Rad3-related (ATR) DDR-associated kinases in response to DNA damage 

induced by UV, replication stress and ionizing radiation (Sivasubramaniam et al., 2008). 

CEP164 phosphorylation is associated with the establishment of a G2/M damage checkpoint. 

However, although there is concomitant activation of the checkpoint kinases CHK1 and CHK2 

(Pan and Lee, 2009; Sivasubramaniam et al., 2008), it remains unclear if CEP164 

phosphorylation is causal in mediating a specific DDR signaling pathway or, indeed, is even 

required for DDR (Daly et al., 2016). 

In addition to CEP164, several other centrosomal/centriolar proteins that mediate 

ciliogenesis, including CEP290 and SDCCAG8 (also known as NPHP10), can re-localize to 

nuclei (Figure 1A) in response to DNA damage-induced replicative stress (Chaki et al., 2012; 

Slaats et al., 2015). Furthermore, the core centriolar protein centrin-2 appears to re-localize and 

directly interact with XPC, the key recognition component of the nucleotide excision repair 

system, at specific UV-induced DNA repair foci (Nishi et al., 2013; Renaud et al., 2011). These 

observations suggest the existence of a general mechanism that re-localizes centriolar protein in 

response to DNA damage. Several other centriolar proteins (CEP131/AZI1, CEP290 and PCM1) 

are dispersed from the centriolar satellites (but do not appear to re-localize in nuclei) under 

conditions of DNA damage such as exposure to UV, which promote cilia formation through 

mechanisms that remain unclear (Villumsen et al., 2013). Similarly, centrosomal protein CEP63 

has been identified as an ATM and ATR substrate, with phosphorylation causing dispersion from 

the centrosome (Smith et al., 2009). Since both the DDR kinases (ATM and ATR) and the 

checkpoint kinases (CHK1 and CHK2) localize to centrosomes in response to DNA damage 
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(reviewed in Mullee and Morrison, 2016), it seems likely that other centrosomal proteins are 

dispersed or re-localized in response to the DDR signaling mediated by these kinases. However, 

it remains to be determined if centrosomal/centriolar proteins, other than CEP164 and CEP63, 

are direct substrates of these kinases. How phosphorylation could regulate protein re-localization 

into different subcellular compartments, and whether re-localization of these proteins this has 

any direct functional relevance for DDR, also still needs to be determined in mechanistic detail. 

Splicing factors, RNA processing and translation at the ciliary apparatus? 

Even more puzzling are recent observations that spliceosomal proteins, specifically a 

group of pre-RNA processing factors (PRPFs) that are expected to localize to nuclei, also 

localize to the ciliary basal body or the centrosome (Figure 1A) and promote ciliogenesis 

(Wheway et al., 2015). Mutations in several of these PRPFs (PRPF6, PRPF8, and PRPF31), and 

other PRPFs for which cilia association is less clear (PRPF3, PRPF4 and SNRNP200), cause 

autosomal dominant forms of retinitis pigmentosa (RP), a comparatively common inherited 

retinal blindness often associated with ciliary defects (Mordes et al., 2006). All RP-related 

PRPFs stabilize or mediate the incorporation of the U4/U6.U5 tri-snRNP (small nuclear 

ribonucleoprotein) subunit into the activated spliceosome, the large RNP complex that catalyses 

pre-mRNA splicing and produces protein isoform diversity by alternative splicing (Tanackovic 

et al., 2011). However, spliceosome components other than RP-related PRPFs do not appear to 

localize to the ciliary basal body (Wheway et al., 2015), implying that PRPFs may have 

cytoplasmic roles that are spatially restricted to the ciliary apparatus but are unrelated to splicing. 

Extra-nuclear ciliary functions of PRPFs are also supported by the dual functions of 

another splicing factor, polyglutamine-binding protein 1 (PQBP1), in both RNA processing and 

ciliogenesis. PQBP1, a nuclear protein mutated as a cause of X-linked intellectual disability and 

neurodegenerative disorders, interacts with many splicing factors (including the U2 snRNP 

component SF3B1, as well as PRPF6, PRPF8, PRPF19 and PRPF31) and regulates neuronal 

alternative splicing programmes that are specifically associated with neurite outgrowth (Wang et 

al., 2013). Interestingly, PQBP1 also localizes at the base of neuronal cilia and is required for 

ciliogenesis in post-mitotic neurons (Ikeuchi et al., 2013). 

Further evidence for cytoplasmic roles of RP-related PRPFs is provided by studies of 

stress granules, dynamic cytoplasmic structures containing mRNPs stalled during translation 

initiation (Protter and Parker, 2016). PRPF8 and SNRNP200 (also known as BRR2 or U5-

200KD) interact with SND1 (staphylococcal nuclease and tudor domain-containing 1, also 
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known as p100) (Yang et al., 2007), a major component of stress granules (Shao et al., 2017). By 

analogy with other splicing factors, such as the serine-arginine (SR) family of RNA binding 

proteins (Twyffels et al., 2011), the cytoplasmic functions of PRPFs at stress granules and the 

ciliary base (Figure 1A) may include roles in ribostasis (transcriptome homeostasis), specifically 

the surveillance of unspliced pre-mRNAs and the control of mRNA stability and translation.  

In an interesting set of parallel observations, P-bodies (cytoplasmic bodies that 

participate in mRNA processing and degradation, and share components with stress granules) 

appear to co-localize with either centrosomes (Aizer et al., 2008) or ciliary basal bodies (Moser 

et al., 2011) (Figure 1A). A recent proteomics study has also identified centrosomal proteins 

(including CEP192, OFD1, PCM1 and CEP131/AZI1) in P bodies (Youn et al., 2018) (Figure 

1A). It remains to be seen whether the RNA processing functions of P bodies are spatially 

restricted to the ciliary apparatus or have any functional role in ciliogenesis. Even more 

speculative is the possibility that localized protein translation is also associated with the 

centrosome. Recent work has demonstrated that several translation initiation factors (eIF3B, 

eIF3G, eIF4A1, eIF4E and eIF4G) localize to the centrosome, and, conversely, the centrosomal 

protein OFD1 interacts with components of the preinitiation and eIF4 complexes (Iaconis et al., 

2017). An attractive function for centrosomal translation would be to facilitate localized “on-

demand” translation of ciliary proteins during ciliogenesis, but this hypothesis has still to be 

tested.  

Cilia and nuclear transport: from the unexpected to the predictable?  

A striking connection between cilia and the nucleus are similarities between the transport 

mechanisms that translocate proteins from the cytoplasm into either the nuclear or ciliary 

compartments. The idea of similarity between the nuclear pore and the base of cilia, the so-called 

“flagellar pore”, was originally inspired by the similarity in the shape and size of the two 

structures (Rosenbaum and Witman, 2002). One of the first pieces of evidence that nuclear 

transport mechanisms function in cilia came from observations that a nuclear localization signal 

(NLS), importinǦ2 and a gradient of Ran-GTP mediates the ciliary entry of the kinesin KIF17 

(Dishinger et al., 2010). Ran, a small GTPase, is a key mediator of nuclear transport and this 

study suggested that GTP-bound Ran releases importin cargo in both the nuclear and ciliary 

compartments (Figure 2). Furthermore, nucleoporins (NUPs) were also found at the cilia base 

(Figure 1A, Figure 2) and appeared to co-localize with the centrosomal/centriolar protein, 

CEP290 (Kee et al., 2012). NUPs are subunits of the nuclear pore, a doughnut-shaped transport 

channel with 8-fold symmetry that connects the cytoplasm and nucleus (Bui et al., 2013; 
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Kosinski et al., 2016). The key functional element of the nuclear pore is formed by so-called FG-

NUPs, named after intrinsically disordered domains rich in phenylalanine-glycine (FG) repeats. 

The FG domains project into the centre of the nuclear pore, where they are thought form a stable 

condensate or hydrogel (Figure 1B; see below). The seemingly amorphous tangle of FG 

domains appears to confer size selectivity of the nuclear pore (reviewed in Schmidt and Görlich, 

2016). Although the nuclear pore diameter of 60-80 nm on the outside and 40 nm in the centre is 

substantially smaller than the 250-300 nm width of the ciliary axoneme (Hezwani and 

Fahrenkrog, 2017), it is tempting to imagine circular assemblies of nucleoporins at the cilia base 

that also confer selectivity during ciliary protein transport. Two configurations have been 

proposed: a single nucleoporin ring that surrounds microtubule doublets at the ciliary base or, 

alternatively, nine small rings inserted between the Y-shaped links of the ciliary transition zone 

(Kee and Verhey, 2013). 

Analysis of nucleoporin architecture at the cilia base has, however, proved to be 

challenging and the most significant difficulty in building a model of nucleoporin function at the 

ciliary base is the lack of sound understanding of where FG-NUPs localize. Unlike some sub-

complexes of the nuclear pore (Bui et al., 2013), components of the ciliary transition zone have 

not been purified and cryoelectron tomography has not yet been successfully performed on 

structures that contribute to the cilia base. Super-resolution microscopy is perhaps the best route 

to analyse structures at the base of the ciliary axoneme. Indeed, the application of 4Pi single-

molecule localization microscopy revealed that NUP188 localizes to two barrel-shaped 

cylinders, large enough to encapsulate the basal body and the daughter centriole (del Viso et al., 

2016) (Figure 1A). This localization is, however, inconsistent with the models discussed above. 

The picture is complicated further by lack of clarity as to which nucleoporins localize to cilia. 

Whilst several groups localized cytoplasmic FG (214), outer ring (37, 85), inner ring (35, 188), 

linker (93), and central FG (62, 98) NUPs to the ciliary base (del Viso et al., 2016; Endicott and 

Brueckner, 2018; Kee et al., 2012; Takao et al., 2017), others failed to detect some of the same 

molecules in cilia (Breslow et al., 2013; del Viso et al., 2016). Furthermore, to function as a 

diffusion barrier, FG domains would most likely project into a transport channel at the ciliary 

base, but this is inconsistent with the barrel-shaped localizations observed by super-resolution 

microscopy (del Viso et al., 2016). 

However, evidence continues to accumulate that nucleoporins contribute to ciliary 

transport. In the initial study, interference using an antibody against the FG motifs of NUPs 

impaired KIF17 transport into cilia (Kee et al., 2012). Subsequently, a more sophisticated assay 
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that involved clogging of the presumptive ciliary transport entry route by forced dimerization of 

NUP62, also impaired transport of cytosolic proteins, including KIF17, into the ciliary 

compartment (Takao et al., 2014).  Consistent with this observation, knockdowns of NUP98 and 

NUP85 increased the permeability of the diffusion barrier that gates entry into the ciliary 

compartment (Endicott and Brueckner, 2018). In contrast to these studies, ciliary compartment-

directed trafficking was unaffected by either cyclohexanediol, a compound that disrupts nuclear 

pore FG hydrogel (see below), or a truncated form of importin  (Breslow et al., 2013). As both 

of these methods can be effectively used to manipulate nuclear transport, these observations 

suggest that nuclear transport machinery functions differently in cilia. Even if FG-NUPs do not 

form a diffusion barrier, they could still function in other ways. Recent studies have confirmed 

that importin contributes to the transport of ciliary cargoes GLI2 and KIF17 (Funabashi et al., 

2017; Han et al., 2017). As importin interactions with FG-NUPs are well-documented (reviewed 

in Christie et al., 2016), it seems reasonable that NUPs could function in cilia as importin 

docking sites. This could facilitate interactions with the ciliary transport machinery rather than 

contribute to the diffusion barrier. 

Why are NUPs and other nuclear transport proteins found at the cilia base? This is 

perhaps not entirely surprising considering that nuclei and cilia are two cellular sub-

compartments that disassemble during cell division, a characteristic not shared by other 

membrane-bound organelles such as mitochondria, lysosomes or the Golgi apparatus, which may 

undergo morphological transformations but retain the status of cellular subcompartments during 

cell division. Disassembly facilitates the exchange of components between the nuclear and 

ciliary compartments and, moreover, the centrosome functions in both nuclear division and 

ciliogenesis. As outlined above, during G0, the centrosome migrates to the cell surface and 

provides the template for ciliary axoneme elongation, whereas during mitosis it interacts first 

with the nuclear envelope and then with nucleic acids by contributing to mitotic spindle 

formation. Given its dual role, it is easy to imagine that in the course of evolution the centrosome 

may have facilitated exchange of functional elements between the nucleus and cilia. This is 

supported by observations that several nucleoporins localize to centrosomes during mitosis 

(Figure 2), where they appear to have regulatory functions. NUP62, NUP188 and 

NUP358/RanBP2 all translocate to the centrosome during mitosis and affect mitotic spindle 

formation (Hashizume et al., 2013a; Hashizume et al., 2013b; Itoh et al., 2013). Depletion of 

NUP62 results in the appearance of centrosomes containing abnormally shaped supernumerary 

centrioles associated with the formation of multipolar spindles during cell division (Hashizume 

et al., 2013b). NUP188, on the other hand, co-localizes with NuMA, a protein that tethers mitotic 
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spindle microtubules to spindle poles, and its knockdown results in chromosome misalignment 

(Itoh et al., 2013). Two other nucleoporins, Tpr and Aladin, localize Aurora A kinase to spindle 

poles during mitosis (Carvalhal et al., 2015; Kobayashi et al., 2015). As NuMA is an Aurora A 

kinase substrate, these nucleoporins may also contribute to spindle formation by enhancing 

NuMA activity.  Furthermore, in G2 and early in mitosis, NUP358 mediates the association of 

the centrosome with the nuclear envelope (Splinter et al., 2010). 

Other components of the nuclear transport machinery also localize to the centrosome. 

These include importins, exportins and their regulator Ran, which appears to be tightly 

associated with the centrosome throughout the cell cycle (reviewed in Lavia, 2016). Together 

with importins and exportins, which are also targeted to spindle poles, Ran regulates several 

aspects of centrosome function, including microtubule nucleation by NuMA (Lavia, 2016). In 

addition to centrosomal functions, Ran, importins and NUPs are key mediators of kinetochore 

assembly during mitosis (reviewed in Forbes et al., 2015). Since Ran localizes to centrosomes 

throughout the cell cycle, its presence in the ciliary basal body and cilia is not only unsurprising 

but to be expected. The same point can be made about NUPs and other nuclear pore components 

that localize to centrosomes during cell division. In evolutionary terms, the centrosome may 

therefore provide a bridging mechanism that exchanges functional elements between the ciliary 

and nuclear compartments. In this context, it is worth noting that some ciliated eukaryotes, for 

example trypanosomes, undergo closed mitosis in which the nuclear envelope does not break 

down (Zhou et al., 2014). Further investigations are needed to determine how this affects the 

sharing of molecular machinery between the nuclear envelope and cilia. 

Phase transitions and biomolecular condensates in the nucleus and cilium 

A notable common feature that unites molecules with dual roles in the nucleus and cilia is 

that they invariably contribute to various types of membrane-less organelles (MLOs) (Protter and 

Parker, 2016; Uversky, 2017), some of which have already been mentioned. MLOs often 

comprise homogeneous and dynamic supramolecular assemblies of RNA, RNPs and proteins 

(Figure 1B) that form biomolecular condensates within cytoplasmic or nucleoplasmic granules 

(Uversky, 2017). Stress granules, P bodies, centrosomes and centriolar satellites (small 

cytoplasmic granules in the pericentrosomal region) can all be classified as cytoplasmic MLOs 

(Figure 1C). Nuclear MLOs are equally diverse and include the nucleolus, Cajal bodies 

(implicated in snRNP biogenesis), nuclear speckles (pre-mRNA splicing) and paraspeckles 

(regulation of gene expression). Nuclear pores (Figure 1C), although embedded in the nuclear 

membrane, also share some similarities with MLOs since they abundantly contain disordered FG 
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domains. 

The key characteristic of MLOs is that they contain significant amounts of intrinsically 

disordered proteins (often interacting with RNA molecules), as well as proteins with both 

ordered domains and disordered, low complexity regions. Many of the nuclear and ciliary 

proteins mentioned above seem to share these characteristics, in particular intrinsically 

disordered and coiled-coil regions. These include: RP-related PRPFs (PRPF6, SNRNP200 and 

PRPF8) in nuclear speckles; nucleoporins in the nuclear pore; eIF3 and eIF4 in stress granules; 

and CEP290, centrins and pericentrin in the centrosome/centriolar satellite compartments. The 

condensation of proteins and RNAs into a biomolecular condensate often leads to the formation 

of dynamic, liquid-like MLOs that enable the rapid exchange of molecules between the MLO 

and either the cytoplasm or nucleoplasm (Figure 1B). Rapid phase transitions between the 

dispersed proteins and RNAs, and their condensation into MLOs, have recently emerged as a 

fundamental and conserved strategy to concentrate specific cellular functions in a small volume. 

This ensures rapid “on-demand” control of, for example, gene expression (Boulay et al., 2017), 

signal transduction (Li et al., 2012; Su et al., 2016) and stress responses (Wheeler et al., 2016). 

RNA often acts as a scaffold for protein binding (Boeynaems et al., 2018; Uversky, 2017), but 

recent evidence suggests that RNA can both promote and prevent phase transitions, as well as 

cause aberrant phase transitions suggesting more sophisticated regulatory functions (Maharana et 

al., 2018). 

Some recent evidence has begun to emerge for a direct role of MLOs in mediating 

ciliogenesis. In an interesting study, so-called “dynein assembly particles” (DynAPs) form in 

multiciliated cells and appear to concentrate dyneins, their assembly factors, chaperones and 

components of stress granules (Huizar et al., 2017). However, it remains unclear if DynAPs are 

directly required for “on demand” ciliogenesis of motile cilia. This study does not examine other 

possibilities, for example if these particles assemble as an indirect consequence of stress 

responses. A more convincing example is the pericentriolar material in C. elegans embryo, 

described as a condensate that organizes microtubules through the localized, selective 

concentration of tubulin (Woodruff et al., 2017). In this system, the coiled-coil protein SPD-5 

(Spindle-defective protein 5) appears to be necessary and sufficient for concentrating tubulin and 

microtubule assembly proteins (such as SPD-2, the orthologue of mammalian centrosomal 

protein CEP192) thus promoting subsequent formation of microtubule asters (Woodruff et al., 

2017). This view of pericentriolar material as an MLO is not necessarily incompatible with 

earlier work suggesting a more conventional organization into structural domains (Mennella et 
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al., 2012), since the pericentriolar material that is peripheral to the centriole appears to be 

organized in a matrix. 

Extended coiled-coil interaction motifs, such as those in the Cajal body components 

SMN and coilin/p80, are implicated in phase transitions of key proteins in several distinct 

nuclear MLOs (Sleeman et al., 2003). In addition, coiled-coil domains appear to mediate homo- 

and heterodimerization between splicing factors of the DBHS family, such as SFPQ and NONO, 

within paraspeckles (Lee et al., 2015). By analogy with nuclear coiled-coil proteins, as well as 

SPD-5 function, could intra- or intermolecular interactions between centrosomal coiled-coil 

proteins such as CEP290 mediate phase separation into a condensate with size selective 

properties at either the centriolar satellites or ciliary transition zone? Such a scenario predicts 

that a hydrogel at the “ciliary pore” would confer size selectivity during ciliary protein 

trafficking. This is supported by the similarity of the overall permeability kinetics for both the 

nuclear and ciliary pores (Lin et al., 2013; Timney et al., 2016). 

Summary 

The cilium and the nucleus share components of mechanisms involved in DNA damage 

response, RNA processing, translation, and cellular sub-compartmentalization. This is perhaps 

not as surprising as it seems at first glance. The cilium and the nucleus cease to exist as 

subcellular compartments during cell division, which facilitates the intermixing of their contents. 

Significantly, the centrosome is likely to play a key role in this process since it functions during 

both ciliogenesis and nuclear division. Whilst the centrosome is an essential structural 

component at the cilium base and contributes to the ciliary diffusion barrier during quiescence, in 

the course of mitosis it physically interacts with the components of nuclear pore transport 

machinery, including NUPs, Ran GTPase and importins. On evolutionary time scales, it is 

therefore likely to facilitate the exchange of molecular machinery between the nucleus and cilia. 

Equally important is the fact that the centrosome and surrounding pericentriolar material have 

characteristics of a membrane-less organelle or sub-compartment that shares and exchanges 

components with other structures of this type, such as stress granules and P-bodies. This may 

explain why proteins involved in ribostasis are frequently localized at centrosomes, where they 

are also likely to acquire new functions. The significance of membrane-less condensates 

surrounding the centrosome and the ciliary basal body remains largely unknown, and an exciting 

area of future research will be studies on the dynamic compartmentalization of the cytosol in 

relation to the cell cycle and cilia-mediated signal transduction. 
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19ǡ	ͶͳͷͶǦͶͳǤ	Alliegroǡ	MǤCǤǡ	Alliegroǡ	MǤAǤǡ	and	Palazzoǡ	RǤEǤ	ȋʹͲͲȌǤ	CentrosomeǦassociated	RNA	in	surf	clam	oocytesǤ	Proceedings	of	the	National	Academy	of	Sciences	of	the	United	States	of	America	103ǡ	ͻͲ͵ͶǦͻͲ͵ͺǤ	Boeynaemsǡ	SǤǡ	Albertiǡ	SǤǡ	Fawziǡ	NǤLǤǡ	Mittagǡ	TǤǡ	Polymenidouǡ	MǤǡ	Rousseauǡ	FǤǡ	Schymkowitzǡ	JǤǡ	Shorterǡ	JǤǡ	Wolozinǡ	BǤǡ	Van	Den	Boschǡ	LǤ,	et	al.	ȋʹͲͳͺȌǤ	Protein	Phase	Separationǣ	A	New	Phase	in	Cell	BiologyǤ	Trends	Cell	Biol	28ǡ	ͶʹͲǦͶ͵ͷǤ	Boulayǡ	GǤǡ	Sandovalǡ	GǤJǤǡ	Riggiǡ	NǤǡ	)yerǡ	SǤǡ	Buissonǡ	RǤǡ	Naiglesǡ	BǤǡ	Awadǡ	MǤEǤǡ	Rengarajanǡ	SǤǡ	Volorioǡ	AǤǡ	McBrideǡ	MǤJǤ,	et	al.	ȋʹͲͳȌǤ	CancerǦSpecific	Retargeting	of	BAF	Complexes	by	a	PrionǦlike	DomainǤ	Cell	171ǡ	ͳ͵Ǧͳͺ	eͳͳͻǤ	Breslowǡ	DǤKǤǡ	Kosloverǡ	EǤFǤǡ	Seydelǡ	FǤǡ	Spakowitzǡ	AǤJǤǡ	and	Nachuryǡ	MǤVǤ	ȋʹͲͳ͵ȌǤ	An	in	vitro	assay	for	entry	into	cilia	reveals	unique	properties	of	the	soluble	diffusion	barrierǤ	J	Cell	Biol	203ǡ	ͳʹͻǦͳͶǤ	Buiǡ	KǤ(Ǥǡ	von	Appenǡ	AǤǡ	DiGuilioǡ	AǤLǤǡ	Oriǡ	AǤǡ	Sparksǡ	LǤǡ	Mackmullǡ	MǤǦTǤǡ	Bockǡ	TǤǡ	(agenǡ	WǤǡ	AndrésǦPonsǡ	AǤǡ	Glavyǡ	JǤSǤ,	et	al.	ȋʹͲͳ͵ȌǤ	)ntegrated	Structural	Analysis	of	the	(uman	Nuclear	Pore	Complex	ScaffoldǤ	Cell	155ǡ	ͳʹ͵͵ǦͳʹͶ͵Ǥ	Cajanekǡ	LǤǡ	and	Niggǡ	EǤAǤ	ȋʹͲͳͶȌǤ	CepͳͶ	triggers	ciliogenesis	by	recruiting	Tau	tubulin	kinase	ʹ	to	the	mother	centrioleǤ	PNAS	111ǡ	EʹͺͶͳǦʹͺͷͲǤ	Carvalhalǡ	SǤǡ	Ribeiroǡ	SǤAǤǡ	Arocenaǡ	MǤǡ	Kasciukovicǡ	TǤǡ	Temmeǡ	AǤǡ	Koehlerǡ	KǤǡ	(uebnerǡ	AǤǡ	and	Griffisǡ	EǤRǤ	ȋʹͲͳͷȌǤ	The	nucleoporin	ALAD)N	regulates	Aurora	A	localization	to	ensure	robust	mitotic	spindle	formationǤ	Mol	Biol	Cell	26ǡ	͵ͶʹͶǦ͵Ͷ͵ͺǤ	Chakiǡ	MǤǡ	Airikǡ	RǤǡ	Ghoshǡ	AǤKǤǡ	Gilesǡ	RǤ(Ǥǡ	Chenǡ	RǤǡ	Slaatsǡ	GǤGǤǡ	Wangǡ	(Ǥǡ	(urdǡ	TǤWǤǡ	Zhouǡ	WǤǡ	Cluckeyǡ	AǤ,	et	al.	ȋʹͲͳʹȌǤ	Exome	capture	reveals	ZNFͶʹ͵	and	CEPͳͶ	mutationsǡ	linking	renal	ciliopathies	to	DNA	damage	response	signalingǤ	Cell	150ǡ	ͷ͵͵ǦͷͶͺǤ	Chapmanǡ	MǤJǤǡ	Dolanǡ	MǤFǤǡ	and	Margulisǡ	LǤ	ȋʹͲͲͲȌǤ	Centrioles	and	kinetosomesǣ	formǡ	functionǡ	and	evolutionǤ	Q	Rev	Biol	75ǡ	ͶͲͻǦͶʹͻǤ	Christieǡ	MǤǡ	Changǡ	CǤǦWǤǡ	Rónaǡ	GǤǡ	Smithǡ	KǤMǤǡ	Stewartǡ	AǤGǤǡ	Takedaǡ	AǤAǤSǤǡ	Fontesǡ	MǤRǤMǤǡ	Stewartǡ	MǤǡ	Vértessyǡ	BǤGǤǡ	Forwoodǡ	JǤKǤ,	et	al.	ȋʹͲͳȌǤ	Structural	Biology	and	Regulation	of	Protein	)mport	into	the	NucleusǤ	Journal	of	molecular	biology	428ǡ	ʹͲͲǦʹͲͻͲǤ	Dalyǡ	OǤMǤǡ	Gaboriauǡ	DǤǡ	Karakayaǡ	KǤǡ	Kingǡ	SǤǡ	Dantasǡ	TǤJǤǡ	Lalorǡ	PǤǡ	Dockeryǡ	PǤǡ	Kramerǡ	AǤǡ	and	Morrisonǡ	CǤGǤ	ȋʹͲͳȌǤ	CEPͳͶǦnull	cells	generated	by	genome	editing	show	a	ciliation	defect	with	intact	DNA	repair	capacityǤ	J	Cell	Sci	129ǡ	ͳͻǦͳͶǤ	del	Visoǡ	FǤǡ	(uangǡ	FǤǡ	Myersǡ	JǤǡ	Chalfantǡ	MǤǡ	Zhangǡ	YǤǡ	Rezaǡ	NǤǡ	Bewersdorfǡ	JǤǡ	Luskǡ	CǤPǤǡ	and	Khokhaǡ	MǤKǤ	ȋʹͲͳȌǤ	Congenital	(eart	Disease	Genetics	Uncovers	ContextǦDependent	Organization	and	Function	of	Nucleoporins	at	CiliaǤ	Dev	Cellǡ	ͳǦͳǤ	
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Dishingerǡ	JǤFǤǡ	Keeǡ	(ǤLǤǡ	Jenkinsǡ	PǤMǤǡ	Fanǡ	SǤǡ	(urdǡ	TǤWǤǡ	(ammondǡ	JǤWǤǡ	Truongǡ	YǤNǤǦTǤǡ	Margolisǡ	BǤǡ	Martensǡ	JǤRǤǡ	and	Verheyǡ	KǤJǤ	ȋʹͲͳͲȌǤ	Ciliary	entry	of	the	kinesinǦʹ	motor	K)Fͳ	is	regulated	by	importinǦȾʹ	and	RanGTPǤ	Nature	Cell	Bio	12ǡ	Ͳ͵ǦͳͲǤ	Endicottǡ	SǤJǤǡ	and	Bruecknerǡ	MǤ	ȋʹͲͳͺȌǤ	NUPͻͺ	Sets	the	SizeǦExclusion	Diffusion	Limit	through	the	Ciliary	BaseǤ	Curr	Biol	28ǡ	ͳͶ͵ǦͳͷͲǤeͳͶ͵Ǥ	Forbesǡ	DǤJǤǡ	Travesaǡ	AǤǡ	Nordǡ	MǤSǤǡ	and	Bernisǡ	CǤ	ȋʹͲͳͷȌǤ	Nuclear	transport	factorsǣ	global	regulation	of	mitosisǤ	Curr	Opin	Cell	Biol	35ǡ	ͺǦͻͲǤ	Funabashiǡ	TǤǡ	Katohǡ	YǤǡ	Michisakaǡ	SǤǡ	Teradaǡ	MǤǡ	Sugawaǡ	MǤǡ	and	Nakayamaǡ	KǤ	ȋʹͲͳȌǤ	Ciliary	entry	of	K)Fͳ	is	dependent	on	its	binding	to	the	)FTǦB	complex	via	)FTͶǦ)FTͷ	as	well	as	on	its	nuclear	localization	signalǤ	Mol	Biol	Cell	28ǡ	ʹͶǦ͵͵Ǥ	(anǡ	YǤǡ	Xiongǡ	YǤǡ	Shiǡ	XǤǡ	Wuǡ	JǤǡ	Zhaoǡ	YǤǡ	and	Jiangǡ	JǤ	ȋʹͲͳȌǤ	Regulation	of	Gli	ciliary	localization	and	(edgehog	signaling	by	the	PYǦNLSȀkaryopherinǦȾʹ	nuclear	import	systemǤ	PLoS	biology	15ǡ	eʹͲͲʹͲ͵Ǥ	(ashizumeǡ	CǤǡ	Kobayashiǡ	AǤǡ	and	Wongǡ	RǤWǤ	ȋʹͲͳ͵aȌǤ	DownǦmodulation	of	nucleoporin	RanBPʹȀNup͵ͷͺ	impaired	chromosomal	alignment	and	induced	mitotic	catastropheǤ	Cell	death	and	differentiation	4ǡ	eͺͷͶǤ	(ashizumeǡ	CǤǡ	Moyoriǡ	AǤǡ	Kobayashiǡ	AǤǡ	Yamakoshiǡ	NǤǡ	Endoǡ	AǤǡ	and	Wongǡ	RǤWǤ	ȋʹͲͳ͵bȌǤ	Nucleoporin	Nupʹ	maintains	centrosome	homeostasisǤ	Cell	cycle	ȋGeorgetownǡ	TexȌ	12ǡ	͵ͺͲͶǦ͵ͺͳǤ	(ezwaniǡ	MǤǡ	and	Fahrenkrogǡ	BǤ	ȋʹͲͳȌǤ	The	functional	versatility	of	the	nuclear	pore	complex	proteinsǤ	Semin	Cell	Dev	Biol	68ǡ	ʹǦͻǤ	(uizar	RLǡ	Lee	Cǡ	Boulgakov	AAǡ	(orani	Aǡ	Tu	Fǡ	Marcotte	EMǡ	Brody	SLǡ	Wallingford	JBǤ	A	liquidǦlike	organelle	at	the	root	of	motile	ciliopathyǤ	Elife	7ǡ	e͵ͺͶͻǤ	)aconisǡ	DǤǡ	Montiǡ	MǤǡ	Rendaǡ	MǤǡ	van	Koppenǡ	AǤǡ	Tammaroǡ	RǤǡ	Chiaravalliǡ	MǤǡ	Cozzolinoǡ	FǤǡ	Pignataǡ	PǤǡ	Crinaǡ	CǤǡ	Pucciǡ	PǤ,	et	al.	ȋʹͲͳȌǤ	The	centrosomal	OFDͳ	protein	interacts	with	the	translation	machinery	and	regulates	the	synthesis	of	specific	targetsǤ	Sci	Rep	7ǡ	ͳʹʹͶǤ	)keuchiǡ	YǤǡ	de	la	TorreǦUbietaǡ	LǤǡ	Matsudaǡ	TǤǡ	Steenǡ	(Ǥǡ	Okazawaǡ	(Ǥǡ	and	Bonniǡ	AǤ	ȋʹͲͳ͵ȌǤ	The	XL)D	protein	PQBPͳ	and	the	GTPase	Dynamin	ʹ	define	a	signaling	link	that	orchestrates	ciliary	morphogenesis	in	postmitotic	neuronsǤ	Cell	reports	4ǡ	ͺͻǦͺͺͻǤ	)tohǡ	GǤǡ	Suginoǡ	SǤǡ	)kedaǡ	MǤǡ	Mizuguchiǡ	MǤǡ	Kannoǡ	SǤǦiǤǡ	Aminǡ	MǤAǤǡ	)emuraǡ	KǤǡ	Yasuiǡ	AǤǡ	(irotaǡ	TǤǡ	and	Tanakaǡ	KǤ	ȋʹͲͳ͵ȌǤ	Nucleoporin	Nupͳͺͺ	is	required	for	chromosome	alignment	in	mitosisǤ	Cancer	Science	104ǡ	ͺͳǦͺͻǤ	Keeǡ	(ǤLǤǡ	Dishingerǡ	JǤFǤǡ	Blasiusǡ	TǤLǤǡ	Liuǡ	CǤJǤǡ	Margolisǡ	BǤǡ	and	Verheyǡ	KǤJǤ	ȋʹͲͳʹȌǤ	A	sizeǦexclusion	permeability	barrier	and	nucleoporins	characterize	a	ciliary	pore	complex	that	regulates	transport	into	ciliaǤ	Nature	Cell	Bio	14ǡ	Ͷ͵ͳǦͶ͵Ǥ	Keeǡ	(ǤLǤǡ	and	Verheyǡ	KǤJǤ	ȋʹͲͳ͵ȌǤ	Molecular	connections	between	nuclear	and	ciliary	import	processesǤ	Cilia	2ǡ	ͳͳǤ	Kobayashiǡ	AǤǡ	(ashizumeǡ	CǤǡ	Dowakiǡ	TǤǡ	and	Wongǡ	RǤWǤ	ȋʹͲͳͷȌǤ	Therapeutic	potential	of	mitotic	interaction	between	the	nucleoporin	Tpr	and	aurora	kinase	AǤ	Cell	cycle	ȋGeorgetownǡ	TexȌ	14ǡ	ͳͶͶǦͳͶͷͺǤ	Kosinskiǡ	JǤǡ	Mosalagantiǡ	SǤǡ	von	Appenǡ	AǤǡ	Teimerǡ	RǤǡ	DiGuilioǡ	AǤLǤǡ	Wanǡ	WǤǡ	Buiǡ	KǤ(Ǥǡ	(agenǡ	WǤJǤ(Ǥǡ	Briggsǡ	JǤAǤGǤǡ	Glavyǡ	JǤSǤ,	et	al.	ȋʹͲͳȌǤ	Molecular	architecture	of	the	inner	ring	scaffold	of	the	human	nuclear	pore	complexǤ	Science	352ǡ	͵͵Ǧ͵ͷǤ	
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Laviaǡ	PǤ	ȋʹͲͳȌǤ	The	GTPase	RAN	regulates	multiple	steps	of	the	centrosome	life	cycleǤ	Chromosome	research	ǣ	an	international	journal	on	the	molecularǡ	supramolecular	and	evolutionary	aspects	of	chromosome	biology	24ǡ	ͷ͵ǦͷǤ	Leeǡ	MǤǡ	Sadowskaǡ	AǤǡ	Bekereǡ	)Ǥǡ	(oǡ	DǤǡ	Gullyǡ	BǤSǤǡ	Luǡ	YǤǡ	)yerǡ	KǤSǤǡ	Trewhellaǡ	JǤǡ	Foxǡ	AǤ(Ǥǡ	and	Bondǡ	CǤSǤ	ȋʹͲͳͷȌǤ	The	structure	of	human	SFPQ	reveals	a	coiledǦcoil	mediated	polymer	essential	for	functional	aggregation	in	gene	regulationǤ	Nucleic	Acids	Res	43ǡ	͵ͺʹǦ͵ͺͶͲǤ	Liǡ	PǤǡ	Banjadeǡ	SǤǡ	Chengǡ	(ǤCǤǡ	Kimǡ	SǤǡ	Chenǡ	BǤǡ	Guoǡ	LǤǡ	Llagunoǡ	MǤǡ	(ollingsworthǡ	JǤVǤǡ	Kingǡ	DǤSǤǡ	Bananiǡ	SǤFǤ,	et	al.	ȋʹͲͳʹȌǤ	Phase	transitions	in	the	assembly	of	multivalent	signalling	proteinsǤ	Nature	483ǡ	͵͵Ǧ͵ͶͲǤ	Linǡ	YǤCǤǡ	Niewiadomskiǡ	PǤǡ	Linǡ	BǤǡ	Nakamuraǡ	(Ǥǡ	Phuaǡ	SǤCǤǡ	Jiaoǡ	JǤǡ	Levchenkoǡ	AǤǡ	)noueǡ	TǤǡ	Rohatgiǡ	RǤǡ	and	)noueǡ	TǤ	ȋʹͲͳ͵ȌǤ	Chemically	inducible	diffusion	trap	at	cilia	reveals	molecular	sieveǦlike	barrierǤ	Nat	Chem	Biol	9ǡ	Ͷ͵ǦͶͶ͵Ǥ	Maharanaǡ	SǤǡ	Wangǡ	JǤǡ	Papadopoulosǡ	DǤKǤǡ	Richterǡ	DǤǡ	Pozniakovskyǡ	AǤǡ	Poserǡ	)Ǥǡ	Bickleǡ	MǤǡ	Rizkǡ	SǤǡ	GuillénǦBoixetǡ	JǤǡ	Franzmannǡ	TǤMǤ,	et	al.	ȋʹͲͳͺȌǤ	RNA	buffers	the	phase	separation	behavior	of	prionǦlike	RNA	binding	proteinsǤ	Science	ȋNew	Yorkǡ	NYȌ	360ǡ	ͻͳͺǦͻʹͳǤ	Marshallǡ	WǤFǤǡ	and	Rosenbaumǡ	JǤLǤ	ȋͳͻͻͻȌǤ	Are	there	nucleic	acids	in	the	centrosomeǫ	)n	Current	Topics	in	Developmental	Biologyǡ	RǤEǤ	Palazzoǡ	and	GǤPǤ	Schattenǡ	edsǤ	ȋAcademic	PressȌǡ	ppǤ	ͳͺǦʹͲͷǤ	Mennellaǡ	VǤǡ	Keszthelyiǡ	BǤǡ	McDonaldǡ	KǤLǤǡ	Chhunǡ	BǤǡ	Kanǡ	FǤǡ	Rogersǡ	GǤCǤǡ	(uangǡ	BǤǡ	and	Agardǡ	DǤAǤ	ȋʹͲͳʹȌǤ	SubdiffractionǦresolution	fluorescence	microscopy	reveals	a	domain	of	the	centrosome	critical	for	pericentriolar	material	organizationǤ	Nature	Cell	Bio	14ǡ	ͳͳͷͻǦͳͳͺǤ	Mordesǡ	DǤǡ	Luoǡ	XǤǡ	Karǡ	AǤǡ	Kuoǡ	DǤǡ	Xuǡ	LǤǡ	Fushimiǡ	KǤǡ	Yuǡ	GǤǡ	Sternbergǡ	PǤǡ	JrǤǡ	and	Wuǡ	JǤYǤ	ȋʹͲͲȌǤ	PreǦmRNA	splicing	and	retinitis	pigmentosaǤ	Mol	Vis	12ǡ	ͳʹͷͻǦͳʹͳǤ	Moserǡ	JǤJǤǡ	Fritzlerǡ	MǤJǤǡ	and	Rattnerǡ	JǤBǤ	ȋʹͲͳͳȌǤ	Repression	of	GWȀP	body	components	and	the	RNAi	microprocessor	impacts	primary	ciliogenesis	in	human	astrocytesǤ	BMC	Cell	Biol	
12ǡ	͵Ǥ	Mulleeǡ	LǤ)Ǥǡ	and	Morrisonǡ	CǤGǤ	ȋʹͲͳȌǤ	Centrosomes	in	the	DNA	damage	responseǦǦthe	hub	outside	the	centreǤ	Chromosome	res	24ǡ	͵ͷǦͷͳǤ	Nishiǡ	RǤǡ	Sakaiǡ	WǤǡ	Toneǡ	DǤǡ	(anaokaǡ	FǤǡ	and	Sugasawaǡ	KǤ	ȋʹͲͳ͵ȌǤ	StructureǦfunction	analysis	of	the	EFǦhand	protein	centrinǦʹ	for	its	intracellular	localization	and	nucleotide	excision	repairǤ	Nucleic	Acids	Res	41ǡ	ͻͳǦͻʹͻǤ	Panǡ	YǤRǤǡ	and	Leeǡ	EǤYǤ	ȋʹͲͲͻȌǤ	UVǦdependent	interaction	between	CepͳͶ	and	XPA	mediates	localization	of	CepͳͶ	at	sites	of	DNA	damage	and	UV	sensitivityǤ	Cell	cycle	8ǡ	ͷͷǦͶǤ	Protterǡ	DǤSǤǡ	and	Parkerǡ	RǤ	ȋʹͲͳȌǤ	Principles	and	Properties	of	Stress	GranulesǤ	Trends	Cell	Biol	26ǡ	ͺǦͻǤ	Renaudǡ	EǤǡ	Miccoliǡ	LǤǡ	Zacalǡ	NǤǡ	Biardǡ	DǤSǤǡ	Craescuǡ	CǤTǤǡ	Rainbowǡ	AǤJǤǡ	and	Anguloǡ	JǤFǤ	ȋʹͲͳͳȌǤ	Differential	contribution	of	XPCǡ	RADʹ͵Aǡ	RADʹ͵B	and	CENTR)N	ʹ	to	the	UVǦresponse	in	human	cellsǤ	DNA	Repair	ȋAmstȌ	10ǡ	ͺ͵ͷǦͺͶǤ	Rosenbaumǡ	JǤLǤǡ	and	Witmanǡ	GǤBǤ	ȋʹͲͲʹȌǤ	)ntraflagellar	transportǤ	Nature	reviews	Molecular	cell	biology	3ǡ	ͺͳ͵ǦͺʹͷǤ	Schmidtǡ	(ǤBǤǡ	and	Görlichǡ	DǤ	ȋʹͲͳȌǤ	Transport	Selectivity	of	Nuclear	Poresǡ	Phase	Separationǡ	and	Membraneless	OrganellesǤ	Trends	Biochem	Sci	41ǡ	ͶǦͳǤ	
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Shaoǡ	JǤǡ	Gaoǡ	FǤǡ	Zhangǡ	BǤǡ	Zhaoǡ	MǤǡ	Zhouǡ	YǤǡ	(eǡ	JǤǡ	Renǡ	LǤǡ	Yaoǡ	ZǤǡ	Yangǡ	JǤǡ	Suǡ	CǤ,	et	al.	ȋʹͲͳȌǤ	Aggregation	of	SNDͳ	in	Stress	Granules	is	Associated	with	the	Microtubule	Cytoskeleton	During	(eat	Shock	StimulusǤ	Anat	Rec	ȋ(obokenȌ	300ǡ	ʹͳͻʹǦʹͳͻͻǤ	Sivasubramaniamǡ	SǤǡ	Sunǡ	XǤǡ	Panǡ	YǤRǤǡ	Wangǡ	SǤǡ	and	Leeǡ	EǤYǤ	ȋʹͲͲͺȌǤ	CepͳͶ	is	a	mediator	protein	required	for	the	maintenance	of	genomic	stability	through	modulation	of	MDCͳǡ	RPAǡ	and	C(KͳǤ	Genes	Dev	22ǡ	ͷͺǦͲͲǤ	Slaatsǡ	GǤGǤǡ	Saldivarǡ	JǤCǤǡ	Bacalǡ	JǤǡ	Zemanǡ	MǤKǤǡ	Kileǡ	AǤCǤǡ	(ynesǡ	AǤMǤǡ	Srivastavaǡ	SǤǡ	Nazmutdinovaǡ	JǤǡ	den	Oudenǡ	KǤǡ	Zagersǡ	MǤSǤ,	et	al.	ȋʹͲͳͷȌǤ	DNA	replication	stress	underlies	renal	phenotypes	in	CEPʹͻͲǦassociated	Joubert	syndromeǤ	J	Clin	)nvest	125ǡ	͵ͷǦ͵Ǥ	Sleemanǡ	JǤEǤǡ	TrinkleǦMulcahyǡ	LǤǡ	Prescottǡ	AǤRǤǡ	Oggǡ	SǤCǤǡ	and	Lamondǡ	AǤ)Ǥ	ȋʹͲͲ͵ȌǤ	Cajal	body	proteins	SMN	and	Coilin	show	differential	dynamic	behaviour	in	vivoǤ	J	Cell	Sci	116ǡ	ʹͲ͵ͻǦʹͲͷͲǤ	Smithǡ	EǤǡ	Dejsuphongǡ	DǤǡ	Balestriniǡ	AǤǡ	(ampelǡ	MǤǡ	Lenzǡ	CǤǡ	Takedaǡ	SǤǡ	Vindigniǡ	AǤǡ	and	Costanzoǡ	VǤ	ȋʹͲͲͻȌǤ	An	ATMǦ	and	ATRǦdependent	checkpoint	inactivates	spindle	assembly	by	targeting	CEP͵Ǥ	Nature	Cell	Bio	11ǡ	ʹͺǦʹͺͷǤ	Splinterǡ	DǤǡ	Tanenbaumǡ	MǤEǤǡ	Lindqvistǡ	AǤǡ	Jaarsmaǡ	DǤǡ	Flothoǡ	AǤǡ	Yuǡ	KǤLǤǡ	Grigorievǡ	)Ǥǡ	Engelsmaǡ	DǤǡ	(aasdijkǡ	EǤDǤǡ	Keijzerǡ	NǤ,	et	al.	ȋʹͲͳͲȌǤ	Bicaudal	Dʹǡ	Dyneinǡ	and	KinesinǦͳ	Associate	with	Nuclear	Pore	Complexes	and	Regulate	Centrosome	and	Nuclear	Positioning	during	Mitotic	EntryǤ	PLoS	biology	8ǡ	eͳͲͲͲ͵ͷͲǤ	Suǡ	XǤǡ	Ditlevǡ	JǤAǤǡ	(uiǡ	EǤǡ	Xingǡ	WǤǡ	Banjadeǡ	SǤǡ	Okrutǡ	JǤǡ	Kingǡ	DǤSǤǡ	Tauntonǡ	JǤǡ	Rosenǡ	MǤKǤǡ	and	Valeǡ	RǤDǤ	ȋʹͲͳȌǤ	Phase	separation	of	signaling	molecules	promotes	T	cell	receptor	signal	transductionǤ	Science	352ǡ	ͷͻͷǦͷͻͻǤ	Takaoǡ	DǤǡ	Dishingerǡ	JǤFǤǡ	Keeǡ	(ǤLǤǡ	Pinskeyǡ	JǤMǤǡ	Allenǡ	BǤLǤǡ	and	Verheyǡ	KǤJǤ	ȋʹͲͳͶȌǤ	An	Assay	for	Clogging	the	Ciliary	Pore	Complex	Distinguishes	Mechanisms	of	Cytosolic	and	Membrane	Protein	EntryǤ	Curr	Biol	24ǡ	ʹʹͺͺǦʹʹͻͶǤ	Takaoǡ	DǤǡ	Wangǡ	LǤǡ	Bossǡ	AǤǡ	and	Verheyǡ	KǤJǤ	ȋʹͲͳȌǤ	Protein	)nteraction	Analysis	Provides	a	Map	of	the	Spatial	and	Temporal	Organization	of	the	Ciliary	Gating	ZoneǤ	Curr	Biolǡ	ͳǦͳͷǤ	Tanackovicǡ	GǤǡ	Ransijnǡ	AǤǡ	Thibaultǡ	PǤǡ	Abou	Elelaǡ	SǤǡ	Klinckǡ	RǤǡ	Bersonǡ	EǤLǤǡ	Chabotǡ	BǤǡ	and	Rivoltaǡ	CǤ	ȋʹͲͳͳȌǤ	PRPF	mutations	are	associated	with	generalized	defects	in	spliceosome	formation	and	preǦmRNA	splicing	in	patients	with	retinitis	pigmentosaǤ	(um	Mol	Genet	20ǡ	ʹͳͳǦʹͳ͵ͲǤ	Timneyǡ	BǤLǤǡ	Ravehǡ	BǤǡ	Mironskaǡ	RǤǡ	Trivediǡ	JǤMǤǡ	Kimǡ	SǤJǤǡ	Russelǡ	DǤǡ	Wenteǡ	SǤRǤǡ	Saliǡ	AǤǡ	and	Routǡ	MǤPǤ	ȋʹͲͳȌǤ	Simple	rules	for	passive	diffusion	through	the	nuclear	pore	complexǤ	J	Cell	Biol	215ǡ	ͷǦǤ	Twyffelsǡ	LǤǡ	Gueydanǡ	CǤǡ	and	Kruysǡ	VǤ	ȋʹͲͳͳȌǤ	Shuttling	SR	proteinsǣ	more	than	splicing	factorsǤ	FEBS	J	278ǡ	͵ʹͶǦ͵ʹͷͷǤ	Uverskyǡ	VǤNǤ	ȋʹͲͳȌǤ	)ntrinsically	disordered	proteins	in	overcrowded	milieuǣ	MembraneǦless	organellesǡ	phase	separationǡ	and	intrinsic	disorderǤ	Curr	Opin	Struct	Biol	44ǡ	ͳͺǦ͵ͲǤ	Villumsenǡ	BǤ(Ǥǡ	Danielsenǡ	JǤRǤǡ	Povlsenǡ	LǤǡ	Sylvestersenǡ	KǤBǤǡ	Merdesǡ	AǤǡ	Beliǡ	PǤǡ	Yangǡ	YǤGǤǡ	Choudharyǡ	CǤǡ	Nielsenǡ	MǤLǤǡ	Mailandǡ	NǤ,	et	al.	ȋʹͲͳ͵ȌǤ	A	new	cellular	stress	response	that	triggers	centriolar	satellite	reorganization	and	ciliogenesisǤ	EMBO	J	32ǡ	͵ͲʹͻǦ͵ͲͶͲǤ	Wangǡ	QǤǡ	Mooreǡ	MǤJǤǡ	Adelmantǡ	GǤǡ	Martoǡ	JǤAǤǡ	and	Silverǡ	PǤAǤ	ȋʹͲͳ͵ȌǤ	PQBPͳǡ	a	factor	linked	to	intellectual	disabilityǡ	affects	alternative	splicing	associated	with	neurite	outgrowthǤ	Genes	Dev	27ǡ	ͳͷǦʹǤ	
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Wentǡ	(ǤAǤ	ȋͳͻȌǤ	Can	a	reverse	transcriptase	by	involved	in	centriole	duplicationǫ	Journal	of	theoretical	biology	68ǡ	ͻͷǦͳͲͲǤ	Wheelerǡ	JǤRǤǡ	Mathenyǡ	TǤǡ	Jainǡ	SǤǡ	Abrischǡ	RǤǡ	and	Parkerǡ	RǤ	ȋʹͲͳȌǤ	Distinct	stages	in	stress	granule	assembly	and	disassemblyǤ	Elife	5Ǥ	Whewayǡ	GǤǡ	Schmidtsǡ	MǤǡ	Mansǡ	DǤAǤǡ	Szymanskaǡ	KǤǡ	Nguyenǡ	TǤǦMǤTǤǡ	Racherǡ	(Ǥǡ	Phelpsǡ	)ǤGǤǡ	Toedtǡ	GǤǡ	Kennedyǡ	JǤǡ	Wunderlichǡ	KǤAǤ,	et	al.	ȋʹͲͳͷȌǤ	An	siRNAǦbased	functional	genomics	screen	for	the	identification	of	regulators	of	ciliogenesis	and	ciliopathy	genesǤ	Nature	Cell	BioǤ	Woodruffǡ	JǤBǤǡ	Ferreira	Gomesǡ	BǤǡ	Widlundǡ	PǤOǤǡ	Mahamidǡ	JǤǡ	(onigmannǡ	AǤǡ	and	(ymanǡ	AǤAǤ	ȋʹͲͳȌǤ	The	Centrosome	)s	a	Selective	Condensate	that	Nucleates	Microtubules	by	Concentrating	TubulinǤ	Cell	169ǡ	ͳͲǦͳͲ	eͳͲͳͲǤ	Yangǡ	JǤǡ	Valinevaǡ	TǤǡ	(ongǡ	JǤǡ	Buǡ	TǤǡ	Yaoǡ	ZǤǡ	Jensenǡ	OǤNǤǡ	Frilanderǡ	MǤJǤǡ	and	Silvennoinenǡ	OǤ	ȋʹͲͲȌǤ	Transcriptional	coǦactivator	protein	pͳͲͲ	interacts	with	snRNP	proteins	and	facilitates	the	assembly	of	the	spliceosomeǤ	Nucleic	Acids	Res	35ǡ	ͶͶͺͷǦͶͶͻͶǤ	Younǡ	JǤYǤǡ	Dunhamǡ	WǤ(Ǥǡ	(ongǡ	SǤJǤǡ	Knightǡ	JǤDǤRǤǡ	Bashkurovǡ	MǤǡ	Chenǡ	GǤ)Ǥǡ	Bagciǡ	(Ǥǡ	Rathodǡ	BǤǡ	MacLeodǡ	GǤǡ	Engǡ	SǤWǤMǤ,	et	al.	ȋʹͲͳͺȌǤ	(ighǦDensity	Proximity	Mapping	Reveals	the	Subcellular	Organization	of	mRNAǦAssociated	Granules	and	BodiesǤ	Mol	Cell	69ǡ	ͷͳǦͷ͵ʹ	eͷͳͳǤ	Zhouǡ	QǤǡ	(uǡ	(Ǥǡ	and	Liǡ	ZǤ	ȋʹͲͳͶȌǤ	New	)nsights	into	the	Molecular	Mechanisms	of	Mitosis	and	Cytokinesis	in	TrypanosomesǤ	)n		ȋElsevierȌǡ	ppǤ	ͳʹǦͳǤ	
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Figure Legends 

 

Figure 1. Membrane-less organelles mediate the exchange of proteins and functions 

between the ciliary and nuclear compartments. (A) Schematic of protein exchange between 

the cytoplasmic (top) and nuclear (bottom) compartments, and between colour-coded organelles 

or functions, indicated by coloured arrows. P-bodies co-localize with either centrosomes or 

ciliary basal bodies (green), and interact and exchange material with stress granules (grey 

double-headed arrow). Membrane-less organelles, or hydrogel conferring size selectivity within 

the nuclear pore (red), are indicated by oval tangled mesh structures. Abbreviations: crRNA, 

centrosomal RNA; DDR, DNA damage response; MLO, membrane-less organelle. (B) Examples 

of intracellular protein phases. Top panel: soluble molecules (for example, protein and RNA) 

diffuse freely and are dispersed in the cytoplasm or nucleoplasm, indicated by the long green 

arrows. Middle panels: specific proteins with intrinsically disordered domains can undergo 

liquid-liquid phase transitions to form a concentrated droplet-like state (pale blue sphere 

containing tangled mesh). In a liquid droplet, the molecules within the phase can still diffuse 

(short green arrows) and exchange with soluble molecules outside of the droplet. In a hydrogel 

(dark blue sphere), both diffusion and exchange are much slower (white arrows). Bottom panel: 

under pathogenic conditions, condensates can form insoluble fibrillar structures with loss of 

dynamic behaviour of all molecules. Fibrils are indicated by cross-hatched short lines. (C) 

Examples of membrane-less organelles discussed in the main text, stained for the indicated 

marker proteins and visualized by immunofluorescence confocal, or 3D structured illumination 

microscopy for nuclear pores and nuclear envelope (NPC in red, lamin B in green; image 

courtesy of Lothar Schermelleh). All other images were obtained from the Human Protein Atlas 

(www.proteinatlas.org). 

 

Figure 2. Nucleoporins and other components of nuclear transport machinery are 

associated with the centrosome throughout the cell cycle. Left panels: in early mitosis, the 

centrosome migrates to the nuclear envelope, a process facilitated by the nucleoporins, 

NUP358/RanBP2 and NUP133.  Later, during mitosis after the nuclear envelope breaks down, 

NUPs contribute to a variety of functions in the mitotic spindle, both at the centrosome and 

kinetochores. Right panels: in G0 of the cell cycle, entry into the ciliary and nuclear 

compartments is thought to be selectively facilitated, in part, by Ran GTPase, importins and 

NUPs. 
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protein name function 
Aladin aladin WD repeat nucleoporin component of nuclear pore complex; WD-repeat protein regulating nucleocytoplasmic transport 
ATM ataxia telangiectasia-mutated serine/threonine kinase master regulator of cell cycle checkpoint signaling pathways; required for DNA damage responses and genome stability 
ATR ATM/Rad3-related serine/threonine kinase master regulator of cell cycle checkpoint signaling pathways; required for fragile site stability and centrosome duplication 
Aurora A kinase alias: AURKA, Aurora A cell cycle-regulated serine/threonine kinase; required for mitotic spindle assembly and centrosome duplication/separation 
centrin-2 alias: CETN2, caltractin MTOC function, centriole duplication and correct spindle formation, component of the XPC complex during nucleotide excision repair 
CEP63 centrosomal protein 63 centriole replication and spindle assembly, DNA damage checkpoint during G2/M transition of mitotic cell cycle 
CEP131 centrosomal protein 131, alias: AZI1 Component of centriolar satellites; regulation of G2/M transition of mitotic cell cycle,  Centrosome maturation, Cilium Assembly 
CEP164 centrosomal protein 164 centriole distal appendage-specific protein involved in microtubule organization, DNA damage response, and chromosome segregation 
CEP192 centrosomal protein 192 regulator of pericentriolar material recruitment, centrosome maturation and centriole duplication 
CEP290 centrosomal protein 290 localizes to the centrosome, cilium and centriolar satellites; required for cilium assembly, G2/M transition of mitotic cell cycle 
CHK1 checkpoint kinase 1, alias: CHEK1 serine/threonine kinase required for checkpoint mediated cell cycle arrest in response to DNA damage 
CHK2 checkpoint kinase 2, alias: CHEK2 serine/threonine kinase required for checkpoint mediated cell cycle arrest in response to DNA damage 
coilin alias: p80 component of nuclear Cajal bodies involved in the modification and assembly of nucleoplasmic snRNPs 
eIF3 eukaryotic translation initiation factor 3 complex complex required for initiation of protein synthesis; associates with the 40S ribosome to form the 43S pre-initiation complex 
eIF4 eukaryotic translation initiation factor 4 complex complex involved in cap recognition required for mRNA binding to the ribosome 
GLI2 glioma-associated oncogene family zinc finger 2 transcription regulator of the  Sonic hedgehog signaling pathway 
importin-2 alias: karyopherin subunit beta 1 binds to nuclear localisation signals at the nuclear pore complex,  mediating nucleocytoplasmic protein import 
KIF17 kinesin family member 17 plus-end-directed ATP-dependent microtubule motor activity, intraciliary transport involved in cilium assembly 
NONO non-POU domain-containing octamer-binding protein RNA-binding nuclear protein involved in transcriptional regulation and pre-mRNA splicing 
NuMA nuclear mitotic apparatus protein 1 structural component of the nuclear matrix, interacts with microtubules and regulates mitotic spindle formation 
NUP35 nucleoporin 35 inner ring component of the nuclear pore complex 
NUP37 nucleoporin 37 outer ring component of the nuclear pore complex, required for normal kinetochore-microtubule interaction and mitosis 
NUP62 nucleoporin 62 central component of the nuclear pore complex, associates with importins during nucleocytoplasmic transport 
NUP85 nucleoporin 85 outer ring component required for nuclear pore complex assembly and maintenance, RNA export and mitotic spindle assembly 
NUP93 nucleoporin 93 linker component required for assembly and maintenance of the nuclear pore complex  
NUP98 nucleoporin 98 central component of the nuclear pore complex; mediates nuclear import, nuclear export and mitotic progression 
NUP188 nucleoporin 188 inner ring component forming a scaffold for the central channel of the nuclear pore complex 
NUP214 nucleoporin 214 cytoplasmic nucleoporin involved in nucleocytoplasmic receptor-mediated import across the nuclear pore complex 
NUP358 nucleoporin 358, alias: RAN binding protein 2 nucleoporin implicated in the Ran-GTPase cycle, component of the nuclear export pathway 
OFD1 oral-facial-digital syndrome 1 protein component of centrioles and centriolar satellites required for ciliogenesis 
PCM1 pericentriolar material 1 component of centriolar satellites, required for protein localisation and  anchoring of microtubules to centrosomes 
pericentrin alias: PCNT component of the pericentriolar material, organizes microtubule arrays during mitosis and meiosis at the centrosome 
PQBP1 polyglutamine-binding protein 1 nuclear protein involved pre-mRNA splicing, transcription regulation and cytoplasmic stress granule assembly 
PRPF3 pre-mRNA processing factor 3 U4 component of the U4/U6-U5 tri-snRNP complex required for spliceosome assembly; mutations cause RP type 18 
PRPF4 pre-mRNA processing factor 4 component of the U4/U6-U5 tri-snRNP complex required for spliceosome assembly 
PRPF6 pre-mRNA processing factor 6 component of the U4/U6-U5 tri-snRNP complex involved in pre-mRNA splicing; mutations cause RP type 60 
PRPF8 pre-mRNA processing factor 8 U5 component of the U4/U6-U5 tri-snRNP complex; positions U2, U5 and U6 snRNAs at splice sites; mutations cause RP type 13 
PRPF19 pre-mRNA processing factor 19 ubiquitin-protein ligase that stabilizes the U4/U5/U6 tri-snRNP spliceosomal complex 
PRPF31 pre-mRNA processing factor 31 U4 component of the U4/U6-U5 tri-snRNP complex required for spliceosome assembly; mutations cause RP type 11 
RAN Ras-related nuclear protein small GTP binding protein required for nucleocytoplasmic transport through the nuclear pore complex 
SFPQ splicing factor, proline- and glutamine-rich pre-mRNA splicing factor required for early spliceosome formation, forming a heteromer with NONO 
SMN survival of motor neuron 1 component of the SMN complex required for assembly of snRNPs 
TPR translocated promoter region protein forms intranuclear filaments that interact with nuclear pore complexes, mediating nucleocytoplasmic export of mRNAs and proteins 
SDCCAG8 serologically defined colon cancer antigen 8, alias: NPHP10 centrosomal protein required for MTOC organisation,  G2/M transition of mitotic cell cycle and interphase microtubule organization 
SF3B1 splicing factor 3b subunit 1 component of the splicing factor 3b protein complex, contributing to U2 snRNP formation 
SND1 staphylococcal nuclease and tudor domain-containing 1 transcriptional co-activator, regulates mRNAs involved in G1-to-S phase transition 
SNRNP200 small nuclear ribonucleoprotein U5 subunit 200, alias: BRR2 RNA helicase component of the U5 snRNP and U4/U6-U5 tri-snRNP complexes; mutations cause RP type 33 
XPC XPC subunit, DNA damage recognition and repair factor component of XPC (xeroderma pigmentosum complementation group C) complex; mediates early steps of nucleotide excision repair 

 
Table 1. Summary of proteins discussed in the text, listing their localizations and functions. Abbreviations: MTOC, microtubule organizing 
center; RP, retinitis pigmentosum; snRNAs, small nuclear RNAs; snRNPs, small nuclear ribonucleoproteins 


