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All cells contain ribonucleoprotein (RNP) granules – large membraneless structures composed of RNA and
proteins. Recent breakthroughs in RNP granule research have brought a new appreciation of their crucial role in
organising virtually all cellular processes. Cells widely exploit the flexible, dynamic nature of RNP granules to
adapt to a variety of functional states and the ever-changing environment. Constant exchange of molecules
between the different RNP granules connects them into a network. This network controls basal cellular activities
and is remodelled to enable efficient stress response. Alterations in RNP granule structure and regulation have
been found to lead to fatal human diseases. The interconnectedness of RNP granules suggests that the RNP
granule network as a whole becomes affected in disease states such as a representative neurodegenerative disease
amyotrophic lateral sclerosis (ALS). In this review, we summarize available evidence on the communication
between different RNP granules and on the RNP granule network disruption as a primary ALS pathomechanism.

1. Introduction: RNP granules are connected to form a
molecular network
At any stage of their lifecycle, mRNAs are bound to a set of RNAbinding proteins (RBPs), to form RNP particles. These RNA-protein as
semblies can form clusters and give rise to large membraneless com
partments called RNP granules. RNP granule formation is considered to
be a conserved cellular mechanism to concentrate specific factors and
increase the efficiency of biochemical processes [1,2]. Multiple aspects
of cellular RNA metabolism are controlled by RNP granules, including
splicing, mRNA trafficking, silencing, translation, and RNA decay [3,4].
The dynamic nature of RNP granules allows for an exceptional level of
functional flexibility that cannot be provided by membrane-bound or
ganelles; for example, RNP granules are indispensable for rapid
mounting of cellular stress response.
It is conceivable that in order to efficiently fulfil their functions, RNP
granules need to maintain a connection with each other. While each RNP
granule contains a certain core, or “signature”, set of components that
distinguishes it from other granule types, multiple proteins and RNAs
are shared by different RNP granules. Each individual RNP granule
therefore constitutes a part of a dynamic “continuum” – a cell-wide
collaborative network of RNA- and protein-rich biomolecular conden
sates that organizes cellular processes in space and time. The structure of
this network can be adjusted by changing the destination of

biomolecules to match and support cellular functional states, be that a
specific stress, developmental stage, or specialized function the cell has
to fulfil. The concept of an RNP granule network is opposed to the
perception of RNP granules being independent, autonomous entities.
Given the range of cellular roles, it comes as no surprise that
abnormal composition and/or turnover of RNP granules underlie dis
ease states. Being an integral part of a molecular network, an RNP
granule that turned aberrant (e.g. because of a mutation in its core
component) will inevitably “spread” an abnormal signal, leading to a
global network dysregulation. Network-wide dysfunction of RNP gran
ules likely plays a crucial role in major neurodegenerative diseases
[5–7].
Here, we discuss published data supporting the concept of the
interconnectedness of different, often spatially separated RNP granules.
We also summarize available evidence for the collapse of the entire RNP
granule network in a prototypical neurodegenerative disease amyo
trophic lateral sclerosis (ALS).
2. RNP granule network is established and maintained via
liquid-liquid phase separation
Mounting evidence suggests that liquid-liquid phase separation
(LLPS) is the underlying force driving formation of the majority of RNP
granules [3,4]. LLPS is a physicochemical phenomenon in which
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solutions of proteins and/or nucleic acids concentrate into a dense
phase, demixed from the surrounding light phase. LLPS is enabled by
weak interactions between multivalent proteins and RNA, and RNARNA interactions are also important for this process [8,9]. Similar to
other cellular phase-separated assemblies, or membraneless organelles
(MLOs), RNP granules exhibit liquid-like properties, i.e. assembly from
smaller particles that fuse, ability to rapidly condense and dissolve, and
to exchange components with the surrounding diluted phase. Protein
components of RNP granules visualized with fluorescent tags quickly
shuttle in and out of the structures forming a dynamic equilibrium with
the surroundings, as revealed by fluorescence recovery after photo
bleaching (FRAP) experiments [2]. Despite their liquid-like properties,
RNP granules are not homogeneous droplets, rather, they are structured
entities formed through a highly coordinated process requiring ATP
[10]. They often comprise a densely packed “core” (or multiple cores)
that is held together through stronger interactions, and a more labile
“shell” that exhibits more fluid-like properties [10,11]. Proteins with
intrinsically disordered domains (IDRs) in their structure are pivotal for
LLPS and hence biogenesis and maintenance of RNP granules [12].
Conceivably, dynamic component trafficking is the process that un
derlies the association of RNP granules into a network. One of the most
well-known examples of such trafficking is the exchange of mRNAs and
RBPs between stress granules (SGs) and Processing bodies (P-bodies)
[13]. Even essential protein components of a given RNP granule type,
whose depletion dismantles it, are detected within other granule types.
For example, the major Cajal body component coilin can be also
recruited to the nucleolus [14], and a core paraspeckle component,
DAZAP1, is found in arsenite-induced SGs [15] as well as in RNA
transport granules [16]. Similarly, a P-body marker protein 4E-T is a
nucleocytoplasmic shuttling protein recruited both to P-bodies in the
cytoplasm and promyelocytic leukaemia (PML) bodies in the nucleus
[17].
One important consideration for the concept of an RNP granule
network is the finite number of multivalent protein molecules critical for
the LLPS, and hence for the biogenesis and maintenance of RNP gran
ules, – mainly RBPs and other IDR-containing proteins [18,19]. Due to
the limited availability of these “building blocks”, most of them are
expected to be shared by RNP granules. As a result, assembly or
enlargement of one RNP granule type often involves collapse or
shrinkage of another. An example of such negative correlation is the
impact of SG assembly on some nuclear bodies. SGs are exceptionally
large structures that dominate the cytoplasmic landscape during stress.
They recruit the bulk of RBPs and mRNAs, which leads to their depletion
from other RNP granules. Affected RNP granules, e.g. splicing speckles
[20] and Cajal bodies [21], display diminished number and/or smaller
size.
In instances where the dynamic nature of phase-separated assemblies
or their clearance mechanisms are perturbed, RNP granules have a
tendency to solidify and persist, marking disease states, most promi
nently, common neurodegenerative diseases [5–7]. Cellular quality
control mechanisms, such as chaperones and the autophagosome sys
tem, safeguard cellular homeostasis by timely and rapid disassembly of
RNP granules [22]. In order to prevent these systems being over
whelmed, the number and size of the RNP granule network components
must be kept within a manageable range. Opting for redistribution of
available IDR-containing/multivalent proteins among RNP granules
may therefore help avoid potentially dangerous overproduction of such
LLPS-prone proteins. The cumulative volume of RNP granules increases
during stress, and it is essential to reduce this volume rapidly and effi
ciently during the recovery phase. At present, it is difficult to estimate
the maximum “phase separation capacity” of a cell; this parameter is
presumably cell type- and cell state-specific. For instance, cells with a
large cytoplasm, such as neurons, should be able to tolerate higher
volumes of MLOs. However it is now clear that excessive RNP granule
assembly and diminished rates of their disassembly can lead to the
network overcrowding, resulting in cellular pathology of neurons, which

are long-lived, non-dividing cells, and age-related neurodegenerative
diseases. Aging cells are known experience a decline of proteostasis
systems responsible for the timely RNP granule breakdown [23] and
hence are characterized by decreased ability to manage these assem
blies. Yet the molecular cascade of pathology is initiated by the forma
tion of abnormal RNP granules prone to persist and accumulate, often
due to a mutation in one of their components. For example, mutations in
SG proteins, e.g. TIA1, hnRNP A1, FUS, generate SGs with abnormal
properties; these structures may become a seeding ground for insoluble
inclusion formation in ALS [24,25]. Formation of de novo RNP granules
composed of mutant RNA and proteins would further destabilize the
RNP granule network and phase separation balance. For example,
mutant FUS protein not only incorporates into SGs and alters their
properties but also forms a novel type of RNP granule when accumu
lated, and these granules can evolve into stable aggregates under certain
conditions [26].
3. The diversity of physiological RNP granules
Physiological RNP granules can be subcategorized into cytoplasmic
and nuclear granules; the latter are often called “nuclear bodies”.
Physiological RNP granule formation is a basic principle of cellular
compartmentalization. Many of these granules support basal metabolic
processes and are found in all types of mammalian cells, e.g. nucleolus
and splicing speckles. Cells modulate the number, size and composition
of these vital RNP granule types to adjust for their metabolic needs.
Other RNP granules are cell type- or context-specific, where their pres
ence (or absence) marks particular functional states. A well-known
example is RNA transport granules found in neurons and involved in
long-distance trafficking of mRNA in axons [27]. Other types of granules
can be absent from specialized cells under normal conditions and only
assemble in response to physiological cues, e.g. de novo paraspeckle
assembly during embryonic stem cell patterning [28]. The majority, if
not all, RNP granules are stress-responsive, meaning that their size,
numbers, morphology, structure and composition change in stressed
cells [29]. For example, nucleoli undergo significant structural remod
elling and display stress-induced changes in their architecture and
function [30], whereas paraspeckle numbers increase dramatically at
the late stages of stress or during recovery [15].
The nucleus is densely packed with RNP granules, and this abun
dance is partially due to high RNA content in this compartment, as
compared to the cytoplasm. A subset of nuclear bodies form around a
single type of transcript (so-called “architectural RNA”), which serves as
their scaffold, – most notably, paraspeckles and nuclear stress bodies
(nSBs) built around long non-coding RNAs (lncRNAs) [31]. Other nu
clear bodies, similar to cytoplasmic RNP granules, contain multiple RNA
types with none of them assigned a clear structural role. In addition to
the major nuclear bodies described herein, multiple minor and contextspecific nuclear bodies exist; their characteristics have been reviewed
elsewhere [32,33]. RNP granules are usually visualized by detection of a
specific marker protein or RNA, e.g. coilin for Cajal bodies or NEAT1
RNA for paraspeckles. Characteristics of RNP granule types discussed in
this review are summarized in Table 1, and their microscopic appear
ance is shown in Fig. 1.
It should be noted that the current review will focus on mammalian
RNP granules and the connections between them. However, multiple
types of RNP granules exist in organisms other than mammals, e.g. germ
granules in Drosophila, or P granules in nematode; these also represent
integral parts of the organism-specific RNP granule network.
4. Disease-linked RNP granules
A number of RNP granules are only found in diseased cells, and both
nuclear and cytoplasmic disease-linked granules have been described.
They are nucleated by either mutant RNA or protein and significantly
perturb cellular metabolism via toxic gain of function, including
2
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Table 1
Major types of physiological RNP granules.
RNP granulea
Nuclear bodies
Nucleolus

Cajal bodies (CBs)

Shape, size and structure

Markers; other major components

Function

Main references

Large, irregular shape, consisting of
fibrillar centres and dense fibrillar
components embedded in the granular
component
Small, dot-like, frequently found
associated or overlapping with Gems

Nucleolin, nucleophosmin,
numerous other proteins, pre-rRNA
transcripts

Transcription and processing of rRNA and assembly
of ribosomal subunits; stress response; cell cycle
progression; tRNA biogenesis and quality control

[30,146,147]

coilin p80

Processing, assembly and maturation of snRNPs;
telomerase biogenesis; ribosome biogenesis;
recycling of spliceosome components
snRNP maturation, storage or recycling

[59]

Gemini of Cajal
bodies (Gems)
Splicing speckles

Small, dot-like, frequently found
associated or overlapping with CBs
Large, irregularly shaped

Paraspeckles

Spherical, occasionally elongated,
with core-shell structure

Promyelocytic
leukaemia (PML)
bodies

Small, round

Nuclear stress
bodies (nSBs)

Varying shape and size

Cytoplasmic RNP granules
Stress granules
Large, 1–5 μm in diameter; collection
of compact cores embedded in a less
dense shell
Processing bodies
Small dot-like
(P-bodies, PBs)
Neuronal RNA
transport granules
a

Heterogeneous class, varying size and
shape

Small nuclear RNPs (snRNPs), SMN
SC35, lncRNA MALAT1, splicing
factors - e.g. SR proteins,
polyadenylated RNA
lncRNA NEAT1, NONO and SFPQ
proteins, chromatin remodelling
factors, pri-miRNA machinery
PML (shell), inner core of proteins
that can be sumoylated
Satellite III (satIII) lncRNA; SAFB
and HSF1 proteins

G3BP1, TIA1, PABP1, ataxin-2 and
other RBPs; 40S ribosomal subunits;
translation initiation factors
Dcp1a, decapping factors,
deadenylation complex,
exonucleases, RBPs involved in
translational inhibition
FMRP, Staufens, SYNCRIP,
molecular motors

[148]

Sites for splicing factor storage and modification;
harbour proteins involved in epigenetic regulation,
chromatin organization, DNA repair and RNA
modification
Gene expression regulation through retention of
transcription factors and certain RNAs; modulation
of pri-miRNA processing
Implicated in telomere lengthening; DNA
replication; DNA damage response; nuclear protein
quality control; oxidative stress response; posttranslational protein modifications
Platforms for splicing factor phosphorylation;
contribute to gene expression regulation under
stress

[110,149]

Stress signalling; selective protein synthesis; mRNA
protection

[13,25,29,71,151]

RNA triage

[152,153]

Repression of mRNAs during neuronal transport;
local protein translation at the axonal terminals and
dendrites

[27,74]

[142,150]
[85]

[48,98,101]

Constitutive and stress-induced RNP granules are given in black and blue, respectively.

cells expressing only normal protein) cytoplasmic RNP granules
[26,38,39]. The majority of FUS mutations affect the protein's nuclear
localization signal (NLS), such that mutant proteins exhibit impaired
nuclear targeting and cytoplasmic mislocalization [40,41]. Formation of
FUS immunoreactive cytoplasmic inclusions in affected neurons is the
pathological hallmark of ALS-FUS [42]. Mutant FUS accumulated in the
cytoplasm of cultured cells spontaneously forms small RNP granules
when its level reaches a certain threshold; these granules coalesce into
larger assemblies in stressed cells [26,43]. It is possible that these as
semblies serve as precursors of insoluble inclusions in FUS proteino
pathies [26,43,44].
Mutations in the NLS disrupting FUS nuclear import and dramati
cally changing its subcellular location seem to be unique to this RBP.
Another ALS-linked RBP, TDP-43, is almost completely shifted to the
cytoplasm from its normal nuclear location in motor neurons of ALS
patients [42]. However, formation of similar de novo RNP granules by
TDP-43 has not been reported in cell models; instead wild-type or
mutant TDP-43 targeted to the cytoplasm often forms aggresome-like
structures [45]. Whether or not ALS-linked variants of other RBPs are
able to form de novo cytoplasmic RNP granules akin to those assembled
by mutant FUS remains to be addressed.
Cytoplasmic foci nucleated by repeat-containing RNA have been
described as well and may also play a role in ALS with C9ORF72 ex
pansions, spinocerebellar ataxias and myotonic dystrophy subtypes,
although these structures are much less studied than their nuclear
counterparts [34].

negative impact on physiological RNP granules.
4.1. Nuclear repeat-containing RNA foci
A prominent class of disease-linked RNP granules are nuclear foci
containing microsatellite repeat-containing RNA as their primary
component. Disease-linked repeat expansions of 3–6 nucleotides most
commonly map to non-coding gene regions and can vary in length (~20
to several thousand repeats). Transcription of these regions results in
massive accumulation of abnormal sense and sometimes antisense RNAs
presenting as round foci when visualized by RNA in situ hybridization
[34]. Formation of such RNP granules is an exclusive feature of neuro
logical diseases, of which neuromuscular conditions is the most common
type, including Huntington's disease (HTT), myotonic dystrophy
(DMPK), Fragile X syndrome (FMR1), spinocerebellar ataxia (ATXN
genes), and subtypes of ALS (C9ORF72) [35]. For example, intronic
hexanucleotide repeat GGGGCC (G4C2) expansion in the C9ORF72 gene
is the most frequent cause of familial ALS [36]. Patients with an
expanded allele can have several hundred and even thousand repeats;
this is in contrast to 2–20 repeats in healthy individuals. Nuclear foci
composed of repeat-containing RNA are believed to exert toxicity by
abnormal retention of RBPs, most notably, splicing factors [37].
Sequestration and loss of function for various RNAs as a toxicity
mechanism, when these RNAs become sequestered into the foci, also
cannot be ruled out.
4.2. Abnormal cytoplasmic RNP granules

5. Connections between RNP granules

We and others found that mutant forms of the ALS-linked protein
Fused in Sarcoma (FUS) are capable of forming de novo (i.e. not seen in

Before the development of approaches for RNP granule purification,
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Fig. 1. Localization and morphology of major RNP granules, as detected by fluorescent microscopy of respective protein and RNA markers.
Major physiological and pathological RNP granules are shown. Two pairs of RNP granules known to localize in close proximity and interact with each other (SGs/Pbodes and speckles/paraspeckles) are also shown.
Markers used to detect RNP granules are as follows: nucleolus (ethidium bromide); nucleolar cap (CREST); Cajal body (colin p80); Gem (SMN); speckle (MALAT1);
paraspeckle (NEAT1); PML body (PML); nuclear stress body (TDP-43); stress granule (G3BP1); P-body (Dcp1a); FUS granules (FUS); C9ORF72 RNA foci (C9ORF72).
Nucleus is visualized with DAPI in all panels. Scale bars, 5 μm.
All images are for neuroblastoma SH-SY5Y cells, except the images for speckle/paraspeckle co-localization and RNA foci, which were taken in fibroblasts. Image for
RNA foci is reproduced with permission from [126].
Black and blue fonts denote constitutive and stress-induced RNP granules, respectively; pathological RNP granules are in red font.

their individual protein components were discovered one by one and
often serendipitously. Others were identified based on the interaction
with known components or using imaging-based screening. For
example, the majority of SG proteins currently used as SG markers were
identified using the candidate approach [46]. For RNP granules nucle
ated by a single type of transcript – paraspeckles and nSBs – RNA-centric
approaches were successfully applied, e.g. capture hybridization anal
ysis of RNA targets (CHART) or chromatin isolation by RNA purification
(CHIRP) coupled with mass spectrometry analysis [47,48]. Recently,
affinity purification and proximity-based labelling approaches have
been utilized to comprehensively characterize the composition of SGs
and P-bodies [10,49–52]. Systematic cataloguing of RNP granule pro
teins has unveiled striking compositional overlaps between different
RNP granule types and pointed to an extensive component exchange
within the RNP granule network. Below, we provide an overview of
proteome overlaps for the major RNP granules, highlighting the crossgranule proteins whose function in more than one granule type is sup
ported by functional studies. All proteomes discussed and their com
parisons are available in Table S1.

normal conditions, e.g. the flow of snRNPs from Cajal bodies to speckles.
Upon stimulation, including stress, this crosstalk is overhauled and
tuned to meet the needs of a new cellular state.
5.1.1. Nucleolus
The nucleolus can be purified with relative ease, which enabled its
analysis early on, and since then, the nucleolar proteome has been
expanded significantly, to include over 1300 proteins [53,54]. The bulk
of nucleolar proteins are involved in rRNA processing, ribosome
biogenesis and transcription. However, a recent spatiotemporal analysis
has reported that up to 87% nucleolar proteins are additionally found in
other cellular compartments, including ~50% within subnuclear struc
tures, – presumably, other nuclear bodies [53].
Although Cajal bodies/Gems have not been purified and proteomi
cally profiled, they are known to be highly enriched in small nuclear
RNPs (snRNPs) and their associated proteins. Initially termed “nucleolar
accessory bodies”, Cajal bodies are frequently found at the nucleolar
periphery and share a number of protein and RNA components with
nucleoli. In particular, Cajal bodies were found to contain typical
nucleolar proteins, such as fibrillarin, nucleolin, Nopp140 and dyskerin,
whereas established Cajal body components coilin, CRM1 and SUMO1
are also detected within nucleoli [14]. This tight connection is in line
with the joint functions of these RNP granules in processing and/or as
sembly of snRNPs and small nucleolar RNPs (snoRNPs) [14,30].

5.1. Crosstalk between nuclear bodies
It can be inferred that a certain basal, “housekeeping” level of
communication is in place for the majority of nuclear bodies under
4
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The primary PML body component, PML protein, accumulates in the
fibrillar and granular regions of the nucleolus under the conditions of
proteasome inhibition, alongside other PML body proteins such as
SUMO1 and Sp100 [55].
Transcriptional inhibition leads to the segregation of many nucleolar
proteins as well as proteins resident in Cajal bodies (coilin), PML bodies
(PML) and paraspeckles (SFPQ, hnRNP K, PSPC1, NONO) into so-called
‘nucleolar caps’ on the surface of the nucleolus, whereas proteins resi
dent in splicing speckles are excluded from these cap-like structures
[56]. In fact, the ability to redistribute to nucleolar caps can be used as
one of the criteria for protein classification as a paraspeckle component
[57].

that 101 proteins are shared between the two structures, which accounts
for 51.8% and 12.5% of P-body and SG proteomes, respectively. Both
RNP granules recruit proteins traditionally used as markers for either
type of granule, e.g. SG markers Staufen2 and ELAVL1, or P-body
markers Pat1b, Dcp2 and Upf1/2. Translationally stalled mRNAs are
also present in both RNP granules [65]. Although SGs and P-bodies coexist in the cytoplasm during stress, stress-specific protein component
redistribution between the two does take place. For example, heat shock
induces translocation of eIF4E, Xrn1, TTP, APOBEC3G, MOV10, Ago2,
and YBX1 proteins from P-bodies to SGs [65,66]. Likewise, a P-body
component nuclear RNA export factor NXF7 translocates to SGs upon
arsenite stress [67]. An Sm-like protein RAP55 also shuttles between SGs
and P-bodies to promote targeting of irreversibly damaged mRNA from
SGs to P-bodies for degradation [68]. TTP protein travels between the
two granules in association with AU-rich element (ARE)-containing
mRNPs in a transportin-dependent manner [69]. Live imaging of
arsenite-treated cells revealed that PCBP2, a facilitator of IRES-mediated
translation, shuttles between P-bodies and SGs, suggesting its role in the
stress-induced rearrangement of mRNPs [70]. Originally it was postu
lated that translationally stalled mRNAs cycle between P-bodies, SGs
and polysomes enabling mRNA triage [71] however, recent singlemolecule imaging studies have revealed that only few mRNAs directly
move between SGs and P-bodies [72].

5.1.2. Splicing speckles and paraspeckles
Speckles, previously referred to as “interchromatin granule clusters”,
represent a collection of smaller granules, which were biochemically
purified with subsequent analysis of their protein composition [58].
Recently, the spectrum of speckle-recruited proteins has been expanded
using CHART coupled with mass spectrometry analysis of proteins
bound to MALAT1, a reliable marker of speckles [47]. Speckles and
paraspeckles are often found next to each other (see Fig. 1). In the same
study, CHART was used to profile RBPs bound to NEAT1 and hence
associated with paraspeckles. Overall, this study found that paraspeckles
and splicing speckles share 25 proteins accounting for 83.3% and 67.6%
of their proteomes, respectively.
Speckles are also in constant component exchange with Cajal bodies.
Once snRNPs are generated, modified and matured in Cajal bodies, they
relocate to speckles for further assembly steps, before undergoing the
final assembly into the spliceosome on nascent mRNAs [59,60].
Most recently, a connection between speckles and nSBs has been
reported [48]. A significant overlap between the nSB proteome and that
of speckles was revealed: 63 out of 224 nSB proteins (28.1%) were found
to localize to splicing speckles. Predictably, 59 nSB proteins (26.3%)
were also paraspeckle components, and 41 proteins (18.3%) were
shared among nSBs, splicing speckles and paraspeckles. Multiple SR
protein family members are known to reside in speckles under basal
conditions, and the above study found that they translocate to nSBs
during thermal stress. Moreover, the speckle-localized CDC like kinase 1
(CDK1) was found to be recruited to nSBs to phosphorylate SR proteins,
thereby promoting intron retention and contributing to gene expression
regulation [48].
Subunits of the SWI/SNF chromatin-remodelling complex, e.g.
BRG1, BRM and BAF155, are shared by paraspeckles and nSBs and are
important for the integrity of both nuclear bodies [61]. These proteins
maintain interactions between essential paraspeckle proteins such as
SFPQ and RBM14 and facilitate paraspeckle biogenesis. Another estab
lished paraspeckle component, TDP-43, is also enriched in thermal
stress-induced nSBs [62]. Since paraspeckles and nSBs are triggered by
the same stressors [63], the requirement of SWI/SNF subunits for the
biogenesis of both nuclear bodies seems somewhat counter-intuitive.
However, nSBs form early during stress (e.g. 1-h arsenite treatment)
[63], whereas paraspeckle assembly is a late event during stress (3 h into
recovery from arsenite) [15]. Thus the processes of nSB and paraspeckle
assembly are temporally separated, ensuring little or no competition for
the SWI/SNF assembly factors between the two nuclear bodies.
Furthermore, since TDP-43 is a negative regulator of paraspeckle for
mation [64], its recruitment to nSBs may alleviate its inhibitory effect on
paraspeckles and contribute to paraspeckle hyper-assembly during the
recovery phase.

5.2.2. Stress granules and RNA transport granules
RNA transport granules represent a very heterogeneous group; their
compositional profile largely depends on the purification approach [27].
Proteomic analysis of large RNP particles purified from mouse or rat
brain tissue established the major components of neuronal RNA trans
port granules [16,73]. Out of 79 proteins recorded in the two datasets,
67 proteins (76%) are also found in the SG proteome, among which are
the two core SG proteins G3BP1 and PABP1. Several typical RNA
transport granule proteins, e.g. Staufen1, FMRP and Pumilio 2,
contribute to SG maintenance, such that their depletion impacts SG
integrity and dynamics [74]. A recent study reported that the deubiquitylating enzyme OTUD4 is a novel RNA transport granule
component [75]. Upon heat shock or oxidative stress, it is recruited to
SGs and its loss results in smaller but more numerous SGs. Similar to SGs,
RNA transport granules are found docked with P-bodies in rat hippo
campal neurons [76], and these two granule types share at least 15
proteins [16,51,73].
5.3. Nuclear-cytoplasmic connections
Several lines of evidence support the existence of a regulatory and
functional relationship among virtually all RNP granules, including
those separated by the nuclear membrane. Some RNP granule compo
nents exhibit dual nucleo-cytoplasmic distribution and reside in RNP
granules in both subcellular compartments. Others localize to one
compartment/granule type under basal conditions but drastically
change their location and RNP granule residency in stressed cells. Many
stress states are characterized by the assembly of large cytoplasmic
MLOs, SGs, coupled with radical reshuffling of the basal RNP granule
connections and intensified component flux between granules. In some
instances, component relocation does not visibly affect the RNP granule
(i.e. its size and numbers remain unchanged); in other cases, it leads to
dramatic changes, e.g. complete dissolution of one RNP granule with
concomitant enlargement or multiplication of the other. Examples of
interaction and component exchange between RNP granules separated
by the nuclear membrane are given below and in Fig. 2.

5.2. Interaction between cytoplasmic RNP granules

5.3.1. Stress granules and nucleolus
The most recent nucleolar proteome [53] includes 81 SG compo
nents, accounting for 6.1% and 10.0% of the nucleolar and SG pro
teomes, respectively. Unsurprisingly, the majority of shared proteins (64
out of 81) are located outside of the dense fibrillar center, which

5.2.1. Stress granules and P-bodies
The physical link between the two has long been known, since Pbodies are found attached to, or docked with SGs [65] (see Fig. 1).
Comparison of published SG and P-body proteomes [10,49–52] showed
5
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Fig. 2. Crosstalk between spatially separated RNP granules.
Left, component exchange between nuclear bodies and cytoplasmic RNP granules.
Right, examples of cellular contexts when one RNP granule controls or significantly modulates another RNP granule. CB, Cajal body; CHX, cycloheximide.

seemingly makes them more accessible and mobile. Both SGs and
nucleoli recruit a number of factors involved in translation (small ri
bosomal subunit proteins, eIF2α and eIF3A), RNA splicing factors
(hnRNP K, hnRNP A1, Sam68, SRSF3) and RNA helicases (DDX1, DDX2,
DDX3), alongside other proteins important for RNA metabolism and
protein post-translational modifications [77]. Four conserved compo
nents of H/ACA snoRNP complexes resident in nucleoli and Cajal bodies
– dyskerin, Nhp2, Nop10 and Gar1 – are recruited to SGs and P-bodies
[78]. Stress Granule and Nucleolar Protein (SGNP, aka SPATS2L-like) is
another protein that localizes both to nucleoli and SGs, as its name
suggests. Under oxidative stress, SGNP leaves the nucleolus and trans
locates to the cytoplasm, where it incorporates into SGs. This change
causes a dramatic 5.8S rRNA increase in the nucleolus, therefore
recruitment of SGNP into SGs modulates 5.8S rRNA processing or export
during stress [79].

which includes proteins that are most tightly associated with SGs
[10,58]. It should be noted however that the majority of these shared
proteins are also paraspeckle components. An example of a protein with
dual SG-speckle localization is HspB1, which is a predominantly cyto
plasmic protein sequestered into both SGs and speckles in cells subjected
to heat shock [81,82].

5.3.2. Stress granules, paraspeckles and speckles
Recently, our group described an unexpectedly tight connection
between SGs and paraspeckles, in which paraspeckle assembly is
dependent on the formation of microscopically visible SGs [15]. Com
parison of paraspeckle and SG proteomes revealed a significant overlap
between the two (~50% of paraspeckle proteins are also SG compo
nents). Subsequent cellular experiments established an important role
for SGs in enabling paraspeckle hyper-assembly at the late stages of
stress, whereby pharmacological or genetic inhibition of SG formation
prevented efficient paraspeckle formation. Mechanistic studies sug
gested that sequestration of negative regulators of paraspeckles into SGs
may be one of the molecular mechanisms behind this effect [15,80].
SGs significantly modulate the integrity of speckles under certain
conditions, which is achieved through RNA rather than protein redis
tribution [20]. Polyadenylated mRNA, the primary speckle component,
is sequestered into SGs in cells treated with an adenosine analogue,
tubercidin; this causes speckle disappearance and release of speckle
marker proteins such as SRSF2 into the nucleoplasm [20]. Speckles and
SGs also share multiple protein components; over a quarter of reported
speckle proteins (39/152) are present in the SG core protein dataset

5.3.4. Stress granules and PML bodies
The SUMO-targeted ubiquitin ligase (STUbL) pathway is a part of the
nuclear protein quality control machinery which enables the removal of
target proteins through sequential SUMOylation and ubiquitylation
[84]. This process is confined to the nucleus and PML bodies in partic
ular [85]. Recently, the STUbL pathway has been found to control SG
dynamics. In stressed cells, a RING-type ubiquitin ligase RNF4 that ca
talyses ubiquitylation of SUMOylated proteins binds and ubiquitylates
multiple RBPs, which translocate to the cytoplasm and incorporate into
SGs. RNF4 depletion or inhibition of the STUbL activity delays SG
disassembly, and this effect can be recapitulated by disruption of PML
bodies [86].

5.3.3. Stress granules and Cajal bodies/Gems
Arsenite-induced SG assembly leads to reduced numbers of both
Cajal bodies and Gems [21]. This profound effect is likely due to the
translocation of snRNPs from Cajal bodies to the cytoplasm where they
are recruited to SGs. Dissolving SGs with cycloheximide was sufficient to
prevent Cajal body collapse in stressed cells [21]. SMN, the main
component of Gems, is also recruited to SGs [83], which may decrease
its nuclear pool and thereby dismantle Gems in stressed cells.

5.3.5. P-bodies and nuclear bodies
The majority of P-body components are predominantly cytoplasmic
proteins, yet some of them shuttle between the two cellular compart
ments, including Pat1b, CPEB-1, eIF4E, and 4E-T [17,87]. In the nu
cleus, Pat1b concentrates in splicing speckles and in nuclear foci
partially overlapping with PML bodies [17]. Recently, Pat1b has been
also identified in Cajal bodies in a complex with the nuclear Lsm2-8
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heptamer and tri-snRNP (U4/U6.U5), and its absence affected alterna
tive splicing [88]. Similarly, SG/P-body proteins eIF4E and DDX6 are
also able to translocate to the nucleus and localize to speckles/PML
bodies and speckles, respectively [89–91]. A recent systems-level study
revealed an intimate connection between P-bodies and the nucleolus
[92]. Knockdown of certain genes led to enlarged nucleoli with
concomitant P-body dissolution, while downregulation of others
increased P-body numbers but negatively affected the nucleolus [92].

6.2. Mammalian target of rapamycin (mTOR)
During stress, the mTOR pathway is central to controlling the
translation of stress-related proteins [102]. Under basal conditions,
raptor protein, a component of the mTOR complex 1 (mTORC1), is
localized to the nucleoli where it may regulate ribosome biogenesis
[103]. However, during SG-inducing stresses, raptor is targeted to SGs to
prevent apoptosis driven by mTORC1 hyper-activation [104,105].
Therefore, mTORC1 activity may help maintain proteostasis during
stress through functional coordination between SGs and nucleoli.

5.3.6. RNA transport granules and nuclear bodies
RNA transport granules demonstrated a striking enrichment in
structural paraspeckle components. Out of 79 established RNA transport
granule proteins, 38 (48.1%) appear in the paraspeckle proteome, with
nearly all essential paraspeckle proteins included (SFPQ, NONO, FUS,
hnRNP A1, hnRNP K, EWS) [16,57,73]. Furthermore, 28 RNA transport
granule proteins are speckle components, and eight are nucleolar pro
teins, including nucleolin. Consistently, profiling of interacting partners
of SYNCRIP, one of the major RNA transport granule proteins, in rat
neurons identified several established components of speckles (SRSF2,
SRSF6, SRSF7, hnRNP H), as well as nucleolin and another nucleolar
marker protein, nucleophosmin [93].

6.3. Dual-specificity kinases
Several dual-specificity kinases are present both in the nucleus and
cytoplasm and are recruited to RNP granules in both compartments.
Such proteins are seemingly key to coupling phase separation and signal
transduction and hence inter-granule communication. The most wellstudied example is DYRK3, which is capable of phase transition and
associates with several RNP granules. DYRK3 is an established SG
component which also accumulates within splicing speckles in the nu
cleus [105,106]. When overexpressed, DYRK3 phase-separates and nu
cleates de novo, P-body like structures in the cytoplasm, but also leads to
splicing speckle collapse [92,106]. It is plausible that these two events
are linked, and sequestration of the bulk of speckle components to these
cytoplasmic DYRK3-rich granules is the primary cause of speckle
disassembly. Chemical inhibition of DYRK3 promotes its accumulation
in speckles and prevents its exit from SGs and their dissolution [92,106],
suggesting that kinase activity of the protein is required for its modu
latory effect on RNP granules. Interestingly, DYRK3 was shown to
mediate mTORC1 sequestration into SGs and hence mTORC1 signalling
during stress [105]. Another member of the class, DYRK1A, is also a
speckle component and controls speckle integrity via its kinase activity
[107] however, possible coupling with cytoplasmic RNP granule as
sembly/disassembly for this kinase is yet to be established.
Two members of another class of dual-specificity kinases, HIPK1 and
HIPK2, are intimately connected to PML bodies. Their overexpression
causes depletion of PML body components such as Sp100, but not PML
itself [92,108,109]. Given that PML bodies regulate SG dissolution and
prevent SG persistence [86], the regulatory activity of HIPKs might be
one of the molecular mechanisms that maintain the communication
between PML bodies and SGs.
CLK1 is a multifaceted kinase localized to nuclear speckles under
basal conditions, where it phosphorylates the key splicing factors - SRSF
proteins - to control their activity [110]. In addition, CLK1 is recruited to
thermal stress-induced nSBs, and this event is crucial for rephosphorylation of the SRSF9 protein and enhanced intron retention
in a spectrum of transcripts during the recovery phase [48]. Therefore,
cellular response to thermal stress is characterized by coordinated CLK1
redistribution between speckles and nSBs. CDKs are also important in
the nucleolus maintenance [111]. CDK1 shuttles between the nucleus
and cytoplasm, but less is known about the role of CDK1 in cytoplasmic
granules. Given the role of the nucleolus in SG turnover [94] and inverse
correlations between nucleoli and P-bodies [92] as well as SGs and
speckles [20], it would be important to investigate possible CLK1 roles
in the crosstalk between nuclear and cytoplasmic RNP granules.
Importantly, the above kinases possess IDRs required for their effi
cient partitioning into RNP granules. For example, the N-terminal
domain of CLK1 can be considered an IDR because of the low sequence
complexity, and it is essential for CLK1 recruitment to nSBs [48]. IDRs
therefore may govern the function of dual-specificity kinases in the RNP
granule crosstalk by enabling their association with these structures.

6. Who regulates whom: molecular mechanisms maintaining
communication between RNP granules
For RNP granules with physical contacts, e.g. paraspeckles and
speckles, or SGs and P-bodies, efficient component exchange and hence
granule crosstalk are enabled by their immediate interaction. Conceiv
ably, communication between spatially separated RNP granules should
be mediated by signal transduction; however the respective regulatory
pathways are yet to be elucidated. A recent systematic analysis of genes
whose knockdown alters the integrity and abundance of six RNP gran
ules (nucleoli, Cajal bodies, speckles, PML bodies, P-bodies, and SGs)
revealed that these granule types are controlled by distinct as well as
shared signalling pathways [92]. For example, genes with splicingrelated functions were found to modulate both SG assembly and
nucleolar morphology. Signalling networks that underlie such RNP
granule correlations supposedly bridge nuclear bodies and cytoplasmic
RNP granules and integrate them into a network. Signalling pathways
that have emerged as mediators of the RNP granule crosstalk are dis
cussed below.
6.1. Molecular chaperones
Chaperones and their regulatory proteins are known factors in RNP
granule remodelling during stress. A major heat-shock protein Hsp70
accumulates in nucleoli and maintains their organization and function
in cells subjected to heat stress [94]. During the recovery phase, Hsp70
translocates to the cytoplasm to facilitate SG disassembly [95]. Inhibi
tion of Hsp70 activity or its knockdown significantly delays dissolution
of heat-induced SGs and re-initiation of translation [96]. Conversely,
cultured cells overexpressing Hsp70 fail to assemble SGs upon protea
some inhibition [96,97]. One can speculate that the nucleolus modulates
cycles of SG assembly/disassembly by controlling the availability of
Hsp70 in the cytoplasm. HSF1, an upstream regulator of Hsp70 and
other heat shock proteins, is a known nSB component [98]. Under basal
conditions, HSF1 is repressed and associated with chaperones such as
Hsp70, Hsc70 and Hsp90; in stressed cells, it is released from these
chaperone complexes and becomes activated, acquiring transcriptional
activity [98]. The build-up of HSF1 within nSBs coincides with Hsp70
accumulation in the nucleolus [99], and may also play a role in Hsp70mediated turnover of SGs. Interestingly, HSF1 contributes to the
expression of architectural lncRNAs for two nuclear bodies, paraspeckles
and nSBs (NEAT1 and satIII, respectively) [100,101], providing yet
another level of RNP granule regulation by the chaperone system.

7. RNP granule network disruption as a driver of cellular
pathology in human disease
RNP granule dysfunction is typical for many neurodegenerative
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disorders, cancer and viral infections. Mutations in multiple RNP
granule components lead to neurodegenerative diseases, most promi
nently ALS [36], and cause some types of cancer [112]. Viruses can
subvert cellular RNA metabolism for their own needs, and their in
teractions with SGs are well-established [113]. Below we will focus on
ALS as a prototypical disease originating from disrupted RNP granule
homeostasis.
Mutations in over 30 genes cause ALS, and over a half of them code
for RNP granule components or modulators of RNP granule assembly
[36]. Many of these proteins are found in more than one RNP granule
type, as summarized in Table 2. On top of their negative effect on
physiological RNP granules, some ALS mutations cause formation of de
novo RNP granules, whose primary component is either an abnormal
RNA or mutant protein, i.e. expanded repeats in the C9ORF72 gene or
mutant FUS protein, respectively, as described in Sections 4.1 and 4.2.
Effects of these de novo RNP granules on physiological RNP granules are
also described below and in Table 2.

are large structures that sequester multiple components and modulators
of other RNP granules, the impact of compromised SG metabolism on
the rest of the network would be dramatic. At least twelve ALS-linked
mutants have a confirmed negative effect on SGs, with the majority
being RBPs (Table 2). In contrast, effects on RNP granules other than SGs
have been investigated and reported only for a limited number of ALS
proteins (Table 2).
7.1.1. TDP-43 (TARDBP)
Mutations and/or abnormal localization of TDP-43 protein affect
several RNP granule types, namely paraspeckles, Gems, nSBs, RNA
transport granules, and SGs, presumably leading to a profound dysre
gulation of the RNP granule network. TDP-43 loss of function (LoF) is
typical for ~95% of ALS cases, where the protein is cleared from the
nucleus and aggregated in the cytoplasm [42]. Since TDP-43 is a nega
tive paraspeckle regulator [64], its LoF presumably contributes to par
aspeckle hyper-assembly in ALS motor neurons; however, the effect of
ALS mutations in TDP-43 on paraspeckles is yet to be investigated. Both
TDP-43 LoF and presence of mutant protein negatively affect Gems
[114,115]. TDP-43 is a confirmed nSB component however, common
ALS-linked TDP-43 mutants did not visibly interfere with its recruitment
to these RNP granules [62], and it is currently unclear whether TDP-43
LoF changes nSB integrity and/or properties. Cells expressing mutant or
cytoplasmically accumulated TDP-43 form larger and less dynamic
neuronal RNA transport granules [116]. Since these granules sequester

7.1. Initiation and spread of pathology within the RNP granule network in
ALS
Although the majority of ALS-linked mutations are expected to have
a pleiotropic effect on the RNP granule network, some types of granules
become affected more significantly and earlier than others. Since a large
proportion of ALS-associated proteins are SG proteins and because SGs

Table 2
ALS-linked RNP granule components and the effect of abnormal/mutant variants on major RNP granules.
Protein

Primary molecular
pathway

RNP granule component

RNP granules affected by protein dysfunction

Main ref.

RNA and protein products of repeat
expansions in C9ORF72 gene

–

- De novo RNP foci in the nucleus
(repeat-containing RNA)
- De novo DPR protein aggregates
(MLOs other than RNP granules)

[135,137–139]

FUS

RNA metabolism

-

TDP-43

RNA metabolism

-

VCP/p97
Ubiquilin-2
hnRNP A1

Protein degradation
Protein degradation
RNA metabolism

hnRNP A2/B1

RNA metabolism

Matrin-3

RNA metabolism

- SGs
- SGs
- Paraspeckles (structural component)
- SGs
- RNA transport granules
- SGs
- RNA transport granules
- Paraspeckles (negative regulator)

- Nucleolus (DPR proteins/RNA foci;
disruption)
- SGs and P-bodies (DPR proteins; disruption)
- Paraspeckles (DPR proteins; accumulation)
- Speckles (DPR proteins/RNA foci;
disruption)
- Cajal bodies (DPR proteins; disruption)
- SGs (mutant protein has higher affinity;
disruption by de novo FUS aggregates)
- Paraspeckles (increased formation but
dysfunctional);
- Gems and Cajal bodies (disruption)
- SGs (reports of effects inconsistent)
- Paraspeckles (TDP-43 loss - increased
formation)
- Gems (disruption)
- RNA transport granules (enlarged, impaired
dynamics and functionality)
- SGs (impaired clearance)
- SGs (may affect dynamics)
- SGs (altered dynamics)
- Paraspeckles?

Ataxin-2

RNA metabolism

- SGs
- RNA transport granules

TAF15

RNA metabolism

EWS1

RNA metabolism

TIA1
Angiogenin
Profilin-1

RNA metabolism
RNA metabolism
Cytoskeleton
organization
RNA metabolism

- Paraspeckles (structural component)
- SGs
- Paraspeckles (structural component)
- SGs
- SGs (structural component)
- SGs
- SGs

SFPQ
CREST

Chromatin
remodelling

-

Paraspeckles (core protein)
SGs
RNA transport granules
De novo cytoplasmic FUS assemblies
(mutants)
Paraspeckles (negative regulator)
SGs
RNA transport granules
Nuclear stress bodies

Paraspeckles (structural component)
RNA transport granules
Paraspeckles
SGs

8

[21,26,41,114,119]

[41,62,64,114,116,154]

[121,122]
[155]
[156]

- SGs (altered dynamics)

[156]

- Paraspeckles (MATR3 loss –increased
formation)
- SGs (structural component)
- P-bodies (elevated levels exert negative
effect)
- SGs and paraspeckles?

[157]

[159]

- SGs and paraspeckles?

[160]

- SGs (altered dynamics)
- SGs (decreased assembly)
- SGs (altered dynamics)

[161]
[162]
[163]

- Paraspeckles?

[164]

- No effect on SGs or paraspeckles

[165]

[158]
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multiple components of nuclear bodies [16,73,93], the latter can
become disrupted, especially with long-term persistence of larger and
less mobile RNA transport granules. Reports on how TDP-43 LoF or
mutations affect SGs are inconsistent, with the only consensus being that
TDP-43 dysfunction is damaging for SG homeostasis [117]. Interest
ingly, TDP-43-containing RNA transport granules found in neuronal
processes are also positive for SG markers and co-occur with P-bodies
[116]. Therefore, RNA transport granules may represent “precursors” of
SGs in neurons that, if they contain mutant TDP-43, can affect SG for
mation. Disrupted sequence of RNP granule assembly during stress in
cells exhibiting TDP-43 LoF may be of primary pathological significance.
At least in cultured cells, the assembly nSB and paraspeckle occurs early
and late during stress, respectively [15,48]. However, ALS neurons
would enter a stress state with a pre-activated paraspeckle response,
which may disrupt stress-specific reshuffling of the RNP granule
network and result in inadequate stress signalling. Further research is
warranted to determine the consequences of such “primed” state for
neurons.
TDP-43 has been recently reported to form a distinct type of nuclear
bodies (“TDP-43 NBs”) in arsenite-stressed cells, a fraction of which
contain the core paraspeckle lncRNA NEAT1 [118]. Since TDP-43 is
found both in nSBs and paraspeckles [57,62], and arsenite stress induces
both nuclear bodies [15,63], TDP-43 NBs can represent a heterogeneous
group comprised of both granule types. In addition, Gems contain TDP43 [114] and may also account for a fraction of the TDP-43 NBs. The
same study reported that an ALS-linked mutation in one of the TDP-43
RRMs (D169G) decreases the protein's phase separation capacity and
its partitioning into nuclear bodies. At the same time, it promotes its
cytoplasmic localization and SG incorporation [118]. This result points
to unequal and even differential effects of certain mutant variants on
nuclear and cytoplasmic granules, and indeed, a very complex effect on
the RNP granule network as a whole. It would be important to test the
differential impact of common mutations in the TDP-43 IDR domain
[42] on its partitioning into nuclear and cytoplasmic RNP granules.

found that UBAP2L, a core SG protein [49,50] and a negative para
speckle regulator [57], is downregulated or aggregated in spinal motor
neurons in familial and sporadic ALS [15]. This phenotype is predicted
to lead to loss of SG function with concomitant paraspeckle hyperassembly.
Overall, the pleiotropic effect of ALS-causative variants on the RNP
granule network dictates the need for research into the relative impacts
of these proteins on different RNP granule types and on the temporal
patterns of their assembly during stress. Detailed understanding of the
primary cause of network disruption in different ALS subtypes can
inform therapeutic developments targeting the most relevant RNP
granule type in each subtype.
7.2. Impact of ALS-linked de novo RNP granules on the RNP granule
network
7.2.1. De novo FUS granules and their assemblies
In our early studies, using the candidate-based approach, we found
that FUS aggregates sequester RBPs – components of P-bodies (Dcp1a),
SGs (TIAR, G3BP1) and RNA transport granules (DDX5) – thereby
depleting their functional pool and causing disruption of respective
physiological RNP granules [26]. Our recent proteomic analysis of
affinity-purified FUS assemblies induced by arsenite identified 487
proteins, and this dataset was highly enriched in the components of RNP
complexes (Cellular Component GO1990904: Ribonucleoprotein com
plex) [124]. Nearly half of these proteins are also known SG proteins,
and 7.5% – P-body proteins, including decapping complex components
(Dcp1a, Dcp1b and Edc4), translational repressor Pumilio 1, and
nonsense-mediated decay factors Upf1 and NCBP1. Furthermore, cyto
plasmic FUS assemblies sequester major RNA transport granule proteins
SYNCRIP, Staufen1, FMRP, hnRNP D, and RBM3. These assemblies were
also found to contain multiple components of nuclear bodies, including
structural paraspeckle proteins DAZAP1, EWS1 and PSPC1, as well as
the Gem-specific protein SMN. FUS assemblies are very large cyto
plasmic structures; even those made of endogenous protein are com
parable in size with SGs [43]. Therefore they are expected to trap the
above proteins in quantities sufficient to exert a negative functional
effect on other RNP granules in stressed cells.

7.1.2. FUS
Similar to TDP-43, the presence of FUS mutants leads to paraspeckle
accumulation [119] as well as disruption of Cajal bodies and Gems [21]
in unstressed cells, but also impaired SG dynamics [43,117,120]. In
stressed cells, SG dysfunction can lie upstream of the effect on Cajal
bodies/Gems and paraspeckles, since mutant FUS was found to form
larger SGs [43,117,120]. Sequestration of increased amounts of negative
paraspeckle regulators into these enlarged SGs would be predicted to
enhance paraspeckle accumulation and deplete Cajal bodies and Gems.

7.2.2. Abnormal C9ORF72 gene products
Abnormal products of the C9ORF72 gene are predicted to affect the
RNP granule network at several levels. Sense and antisense repeatcontaining RNAs transcribed from the locus form nuclear foci that are
positive for a number of RBPs – RNP granule components. These RNA
foci are enriched in SRSF1 and SC35, the marker proteins of speckles,
with splicing perturbed in foci-containing cells [125]. Multiple splicing
factors were also identified as G4C2 expanded RNA interactors in
another study [126]. The major nucleolar protein nucleolin was found to
preferentially bind to the G-quadruplex formed between G4C2 repeat
DNA and RNA, where repeat RNA expressing cells showed signs of
nucleolar stress [127]. Pur-α, one of the core components of neuronal
transport granules [16] and modulator of SG formation [128], has been
detected in G4C2 repeat RNA foci in a number of studies [129]; although
experimental evidence for altered integrity of SGs or RNA transport
granules in these cells is yet to be obtained. Several other wellestablished SG proteins, including YBX1, ELAVL1, PABP1, hnRNP A1,
TDP-43 and FMRP, were detected in C9ORF72 foci [130,131]. Para
speckle biogenesis and/or maintenance factors SFPQ, NONO, RBM14
and FUS can be hijacked by G4C2 RNA to build “paraspeckle-like
structures”; presumably, paraspeckle integrity is affected by entrapment
of these proteins in the foci [132].
The presence of RNA foci on its own is likely not sufficient to cause
the disease, and protein products of repeat-containing transcripts –
dipeptide repeat (DPR) proteins – become an additional base point for
spreading the pathology to other nodes of the RNP granule network.
Interestingly, SRSF1, a major component of speckles, plays a crucial role

7.1.3. Other ALS-linked proteins
Experimental evidence on the impact of ALS-associated mutant
versions on RNP granules beyond FUS and TDP-43 proteins is still very
scarce. Mutations in paraspeckle/SG proteins hnRNP A1, TAF15, EWS
and SFPQ were identified in a small proportion of ALS cases [25],
however it is still not known whether and how paraspeckles and SGs are
affected by these pathogenic variants. Mutant proteins other than RBPs
can also affect SG homeostasis in ALS, as exemplified by VCP/p97. This
protein is required for efficient SG clearance post-stress, while ALS
mutants are deficient in this pathway [121]. Interestingly, SUMOylation
of VCP facilitates its localization to SGs, whereas SUMOylation of its
mutants is altered [122]. Given the role of PML bodies in protein
SUMOylation and SG turnover [86], it has to be investigated whether
the deficiency of mutant VCP in SG clearance originates, at least in part,
from its inefficient modification within PML bodies.
RNP granule components for which ALS mutations have not been
reported can be affected in other ways, e.g. by abnormal protein
depletion or aggregation and resultant LoF. For instance, level of hnRNP
K, a nucleating paraspeckle protein [57], is reduced in ALS caused by
TDP-43 mutations [123]. Depletion of this protein may compromise
protective paraspeckle assembly in this disease subtype. Recently, we
9

H. An et al.

BBA - Molecular Cell Research 1868 (2021) 119058

in the transport of pathological C9ORF72 transcripts from the nucleus
and hence DPR production [133]. DPRs build up both in the nucleus and
cytoplasm of neurons [134] and undergo phase separation [135],
leading to widespread disruption of RNP granules. In particular, DPRs
may force the assembly of less dynamic SGs in cultured cells [135].
Furthermore, a mouse model exhibiting DPR protein pathology is
characterized by aberrant deposition of SG components G3BP1, Ataxin2, eIF3η and TIA1 within cytoplasmic DPR aggregates, and impaired SG
dynamics [136]. Some DPR species are able to enter the nucleus and
accumulate in the nucleolus, thereby compromising nucleolar dynamics
and function [137]. Abnormalities in P-bodies, splicing speckles, Cajal
bodies and paraspeckles were also evident in cells expressing DPR pro
teins [138,139]. In particular, the effect on Cajal bodies and splicing
speckles may be mediated by the binding of DPRs to U2 snRNP and loss
of this snRNP from the nucleus [140]. In addition to the entrapment of
RNP granule proteins, DPR may undermine RNP granule structure and
function by interacting with their architectural and other RNAs [139].

New insights into RNP granule sub-categories should help under
stand the fine structure of the RNP granule network.
• Role for post-translational protein modifications (PTMs) in the RNP
granule crosstalk. Multiple structural and functional aspects of the
RNP granule biology and pathology are regulated by PTMs of their
constituents and most prominently, RBPs and other IDR-containing
proteins. Rapid and reversible changes elicited by PTMs that do
not require changes in the primary protein structure were found to
not only regulate protein's subcellular localisation but also differ
entially impact on its ability to associate with RNP granule types. A
prominent example is the regulation of SG recruitment and nuclear
export of FUS protein by methylation of arginine residues in its RGG
domains; this PTM may also contribute to pathological FUS aggre
gation in neurodegenerative diseases [143]. Paraspeckles critically
depend on FUS nuclear abundance [11], and SG size and dynamics
are modulated by cytoplasmic FUS [120]. PTMs of proteins with dual
nucleo-cytoplasmic distribution presumably play a significant role in
the crosstalk between spatially separated RNP granules, including in
disease states. They also represent a yet untapped resource for
therapeutic targeting of RNP granule mis-communication in neuro
degeneration and beyond.
• Connections between the network of RNP granules and other MLOs. In
this review, we have focused on the RNP granule network comprising
MLOs rich in RNA and protein. However, MLOs other than RNP
granules also communicate both with RNP granules and with each
other. For example, cilia, the protrusions found on the surface of cells
and associated with centrosomes, are formed through LLPS and can
be considered MLOs. Cilia have been found to actively exchange
protein components with splicing speckles as well as SGs and Pbodies [144]. Likewise, multiple components of the nuclear pore
complex (NPC) – macromolecular assembly that forms a channel
across the nuclear envelope – can be sequestered into SGs [145].
Further exploration of structural and functional crosstalk between
different classes of MLOs in healthy and diseased cells is warranted.

8. Conclusions and outlook
RNP granules are found in all eukaryotic organisms, from yeast to
human; the processes they control are conserved and lie at the heart of
cellular metabolism. Their studies have provided a discovery-rich haul
and will continue doing so in years to come. While an integrated view of
the RNP granule network is still lacking in the literature, the published
experimental evidence makes a strong case for the existence of such cellwide network regulated by numerous molecular mechanisms. A
concerted effort is needed to systematically analyse this network and
build its map, detailing the modes of inter-granule communication.
The following aspects of the RNP granule network regulation will
likely become the focal points for research in the field in the upcoming
years:
• Molecular basis of RNP granule identity and autonomy. Inclusion of
specific protein and RNA components and exclusion of the others
define the RNP granule type. However how exactly a granule with a
specific composition (and hence function) is assembled, i.e. how the
stoichiometry and hierarchy of its components is controlled, is yet to
be understood. Most strikingly, despite extensive component ex
change, the borders between physically interacting RNP granules do
not become blurred, and granule types preserve their identity. In
vitro, droplets readily fuse when they come into contact, whereas
RNP granules in living cells do not. Factors maintaining the bound
aries of RNP granules and hence their autonomy await further
investigation.
• Temporal patterns of RNP granule assembly and how they are affected in
disease states. It is still not clear how the cell controls the lifecycles of
RNP granules. For example, the peak of paraspeckle assembly does
not coincide with that of SG assembly [15]. Similarly, a clear nega
tive correlation between the assembly of nucleolus and P-bodies has
been reported [92]. Systematic analysis of functional cellular states
that trigger, maintain, or dismantle different types of RNP granules
should shed light on the rules governing temporal patterns in RNP
granule assembly. This knowledge will ultimately translate into a
better understanding of the disease states characterized by
dysfunction of the RNP granule network.
• Heterogeneity of RNP granules. Further studies are needed to establish
whether some RNP granules represent a heterogeneous collection of
RNP granules currently known under an umbrella name. For
instance, nSBs belong to two subtypes, nSB-M and nSB-S, containing
either hnRNP M or SAFB protein [141]. Similarly, several morpho
logical subclasses of paraspeckles have been described, e.g. globular
and elongated ones, the latter being less dynamic [142]. Neuronal
transport granules are a highly heterogeneous class of structures. A
consensus needs to be reached on the classification, terminology and
experimental approaches to the studies of RNP granule subclasses.

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.bbamcr.2021.119058.
Abbreviations
ALS
ARE
CHART
CHIRP
CLIP
DPR
FRAP
FUS
Gems
IDR
LLPS
LoF
lncRNA
MALAT1
MLO
mTOR
NEAT1
NLS
NPC
nSB
P-body
PML
PTM
RBP
RNP
SG
10

amyotrophic lateral sclerosis
AU-rich element
capture hybridization analysis of RNA targets
chromatin isolation by RNA purification
cross-linking and immunoprecipitation
dipeptide repeat
fluorescence recovery after photobleaching
Fused in Sarcoma
Gemini of Cajal bodies
intrinsically disordered region
liquid-liquid phase separation
loss of function
long non-coding RNA
Metastasis Associated Lung Adenocarcinoma Transcript 1
membraneless organelle
mammalian target of rapamycin
Nuclear Paraspeckle Assembly Transcript 1
nuclear localization signal
nuclear pore complex
nuclear stress body
Processing body
promyelocytic leukaemia
post-translational modification
RNA-binding protein
ribonucleoprotein
stress granule

H. An et al.

SMN
snoRNPs
snRNPs
STUbL

BBA - Molecular Cell Research 1868 (2021) 119058

survival motor neuron
small nucleolar RNPs
small nuclear RNPs
SUMO-targeted ubiquitin ligase

[26] T.A. Shelkovnikova, H.K. Robinson, J.A. Southcombe, N. Ninkina, V.L. Buchman,
Multistep process of FUS aggregation in the cell cytoplasm involves RNAdependent and RNA-independent mechanisms, Hum. Mol. Genet. 23 (2014)
5211–5226.
[27] K.V. Pushpalatha, F. Besse, Local translation in axons: when membraneless RNP
granules meet membrane-bound organelles, Front. Mol. Biosci. 6 (2019) 129.
[28] L.L. Chen, G.G. Carmichael, Altered nuclear retention of mRNAs containing
inverted repeats in human embryonic stem cells: functional role of a nuclear
noncoding RNA, Mol. Cell 35 (2009) 467–478.
[29] P. Anderson, N. Kedersha, RNA granules, J. Cell Biol. 172 (2006) 803–808.
[30] S. Boulon, B.J. Westman, S. Hutten, F.M. Boisvert, A.I. Lamond, The nucleolus
under stress, Mol. Cell 40 (2010) 216–227.
[31] T. Yamazaki, S. Nakagawa, T. Hirose, Architectural RNAs for membraneless
nuclear body formation, Cold Spring Harb. Symp. Quant. Biol. 84 (2019)
227–237.
[32] Y.S. Mao, B. Zhang, D.L. Spector, Biogenesis and function of nuclear bodies,
Trends Genet. 27 (2011) 295–306.
[33] D. Stanek, A.H. Fox, Nuclear bodies: news insights into structure and function,
Curr. Opin. Cell Biol. 46 (2017) 94–101.
[34] M. Wojciechowska, W.J. Krzyzosiak, Cellular toxicity of expanded RNA repeats:
focus on RNA foci, Hum. Mol. Genet. 20 (2011) 3811–3821.
[35] N. Zhang, T. Ashizawa, RNA toxicity and foci formation in microsatellite
expansion diseases, Curr. Opin. Genet. Dev. 44 (2017) 17–29.
[36] J.P. Taylor, R.H. Brown Jr., Cleveland DW: decoding ALS: from genes to
mechanism, Nature 539 (2016) 197–206.
[37] B. Swinnen, W. Robberecht, L. Van Den Bosch, RNA toxicity in non-coding repeat
expansion disorders, EMBO J. 39 (2020), e101112.
[38] Y. Kino, C. Washizu, E. Aquilanti, M. Okuno, M. Kurosawa, M. Yamada, H. Doi,
N. Nukina, Intracellular localization and splicing regulation of FUS/TLS are
variably affected by amyotrophic lateral sclerosis-linked mutations, Nucleic Acids
Res. 39 (2011) 2781–2798.
[39] K. Takanashi, A. Yamaguchi, Aggregation of ALS-linked FUS mutant sequesters
RNA binding proteins and impairs RNA granules formation, Biochem. Biophys.
Res. Commun. 452 (2014) 600–607.
[40] H. Deng, K. Gao, J. Jankovic, The role of FUS gene variants in neurodegenerative
diseases, Nat. Rev. Neurol. 10 (2014) 337–348.
[41] E. Bentmann, C. Haass, D. Dormann, Stress granules in
neurodegeneration—lessons learnt from TAR DNA binding protein of 43 kDa and
fused in sarcoma, FEBS J. 280 (2013) 4348–4370.
[42] I.R.A. Mackenzie, R. Rademakers, M. Neumann, TDP-43 and FUS in amyotrophic
lateral sclerosis and frontotemporal dementia, Lancet Neurol. 9 (2010) 995–1007.
[43] T.A. Shelkovnikova, H. An, L. Skelt, J.S. Tregoning, I.R. Humphreys, V.
L. Buchman, Antiviral immune response as a trigger of FUS proteinopathy in
amyotrophic lateral sclerosis, Cell Rep. 29 (2019) 4496–4508 e4494.
[44] T.A. Shelkovnikova, Modelling FUSopathies: focus on protein aggregation,
Biochem. Soc. Trans. 41 (2013) 1613–1617.
[45] S. Watanabe, H. Inami, K. Oiwa, Y. Murata, S. Sakai, O. Komine, A. Sobue,
Y. Iguchi, M. Katsuno, K. Yamanaka, Aggresome formation and liquid-liquid
phase separation independently induce cytoplasmic aggregation of TAR DNAbinding protein 43, Cell Death Dis. 11 (2020) 909.
[46] G.A. Corbet, R. Parker, RNP granule formation: lessons from P-bodies and stress
granules, Cold Spring Harb. Symp. Quant. Biol. 84 (2019) 203–215.
[47] J.A. West, C.P. Davis, H. Sunwoo, M.D. Simon, R.I. Sadreyev, P.I. Wang, M.
Y. Tolstorukov, R.E. Kingston, The long noncoding RNAs NEAT1 and MALAT1
bind active chromatin sites, Mol. Cell 55 (2014) 791–802.
[48] K. Ninomiya, S. Adachi, T. Natsume, J. Iwakiri, G. Terai, K. Asai, T. Hirose,
LncRNA-dependent nuclear stress bodies promote intron retention through SR
protein phosphorylation, EMBO J. 39 (2020), e102729.
[49] S. Markmiller, S. Soltanieh, K.L. Server, R. Mak, W. Jin, M.Y. Fang, E.C. Luo,
F. Krach, D. Yang, A. Sen, et al., Context-dependent and disease-specific diversity
in protein interactions within stress granules, Cell 172 (2018) 590–604 e513.
[50] J.Y. Youn, W.H. Dunham, S.J. Hong, J.D.R. Knight, M. Bashkurov, G.I. Chen,
H. Bagci, B. Rathod, G. MacLeod, S.W.M. Eng, et al., High-density proximity
mapping reveals the subcellular organization of mRNA-associated granules and
bodies, Mol. Cell 69 (2018) 517–532 e511.
[51] A. Hubstenberger, M. Courel, M. Benard, S. Souquere, M. Ernoult-Lange,
R. Chouaib, Z. Yi, J.B. Morlot, A. Munier, M. Fradet, et al., P-body purification
reveals the condensation of repressed mRNA regulons, Mol. Cell 68 (2017)
144–157 e145.
[52] H. Marmor-Kollet, A. Siany, N. Kedersha, N. Knafo, N. Rivkin, Y.M. Danino, T.
G. Moens, T. Olender, D. Sheban, N. Cohen, et al., Spatiotemporal proteomic
analysis of stress granule disassembly using APEX reveals regulation by
SUMOylation and links to ALS pathogenesis, Mol. Cell 80 (2020) 876–891 e876.
[53] L. Stenstrom, D. Mahdessian, C. Gnann, A.J. Cesnik, W. Ouyang, M.D. Leonetti,
M. Uhlen, S. Cuylen-Haering, P.J. Thul, E. Lundberg, Mapping the nucleolar
proteome reveals a spatiotemporal organization related to intrinsic protein
disorder, Mol. Syst. Biol. 16 (2020), e9469.
[54] J.S. Andersen, C.E. Lyon, A.H. Fox, A.K. Leung, Y.W. Lam, H. Steen, M. Mann, A.
I. Lamond, Directed proteomic analysis of the human nucleolus, Curr. Biol. 12
(2002) 1–11.
[55] K. Mattsson, K. Pokrovskaja, C. Kiss, G. Klein, L. Szekely, Proteins associated with
the promyelocytic leukemia gene product (PML)-containing nuclear body move
to the nucleolus upon inhibition of proteasome-dependent protein degradation,
Proc. Natl. Acad. Sci. U. S. A. 98 (2001) 1012–1017.
[56] Y. Shav-Tal, J. Blechman, X. Darzacq, C. Montagna, B.T. Dye, J.G. Patton, R.
H. Singer, D. Zipori, Dynamic sorting of nuclear components into distinct

Declaration of competing interest
The authors have nothing to disclose.
Acknowledgements
We apologize to all the authors whose work could not be cited due to
reference number limit. TAS is supported by the Motor Neurone Disease
Association Senior Non-Clinical Fellowship (Shelkovnikova/Oct17/968799) and Academy of Medical Sciences Springboard award.
References
[1] S.F. Banani, H.O. Lee, A.A. Hyman, M.K. Rosen, Biomolecular condensates:
organizers of cellular biochemistry, Nat. Rev. Mol. Cell Biol. 18 (2017) 285–298.
[2] E.M. Courchaine, A. Lu, K.M. Neugebauer, Droplet organelles? EMBO J. 35
(2016) 1603–1612.
[3] S. Boeynaems, S. Alberti, N.L. Fawzi, T. Mittag, M. Polymenidou, F. Rousseau,
J. Schymkowitz, J. Shorter, B. Wolozin, L. Van Den Bosch, et al., Protein phase
separation: a new phase in cell biology, Trends Cell Biol. 28 (2018) 420–435.
[4] Y. Shin, C.P. Brangwynne, Liquid phase condensation in cell physiology and
disease, Science (2017) 357.
[5] N.B. Nedelsky, J.P. Taylor, Bridging biophysics and neurology: aberrant phase
transitions in neurodegenerative disease, Nat. Rev. Neurol. 15 (2019) 272–286.
[6] V.N. Uversky, The roles of intrinsic disorder-based liquid-liquid phase transitions
in the “Dr. Jekyll-Mr. Hyde” behavior of proteins involved in amyotrophic lateral
sclerosis and frontotemporal lobar degeneration, Autophagy 13 (2017)
2115–2162.
[7] M. Ramaswami, J.P. Taylor, R. Parker, Altered ribostasis: RNA-protein granules
in degenerative disorders, Cell 154 (2013) 727–736.
[8] T. Mittag, R. Parker, Multiple modes of protein-protein interactions promote RNP
granule assembly, J. Mol. Biol. 430 (2018) 4636–4649.
[9] B. Van Treeck, R. Parker, Emerging roles for intermolecular RNA-RNA
interactions in RNP assemblies, Cell 174 (2018) 791–802.
[10] S. Jain, J.R. Wheeler, R.W. Walters, A. Agrawal, A. Barsic, R. Parker, ATPasemodulated stress granules contain a diverse proteome and substructure, Cell 164
(2016) 487–498.
[11] J.A. West, M. Mito, S. Kurosaka, T. Takumi, C. Tanegashima, T. Chujo, K. Yanaka,
R.E. Kingston, T. Hirose, C. Bond, et al., Structural, super-resolution microscopy
analysis of paraspeckle nuclear body organization, J. Cell Biol. 214 (2016)
817–830.
[12] D.S.W. Protter, B.S. Rao, B. Van Treeck, Y. Lin, L. Mizoue, M.K. Rosen, R. Parker,
Intrinsically disordered regions can contribute promiscuous interactions to RNP
granule assembly, Cell Rep. 22 (2018) 1401–1412.
[13] D.S.W. Protter, Parker R: principles and properties of stress granules, Trends Cell
Biol. 26 (2016) 668–679.
[14] L. Trinkle-Mulcahy, J.E. Sleeman, The Cajal body and the nucleolus: “in a
relationship” or “it’s complicated”? RNA Biol. 14 (2017) 739–751.
[15] H. An, J.T. Tan, T.A. Shelkovnikova, Stress granules regulate stress-induced
paraspeckle assembly, J. Cell Biol. 218 (2019) 4127–4140.
[16] Y. Kanai, N. Dohmae, N. Hirokawa, Kinesin transports RNA: isolation and
characterization of an RNA-transporting granule, Neuron 43 (2004) 513–525.
[17] A. Marnef, D. Weil, N. Standart, RNA-related nuclear functions of human Pat1b,
the P-body mRNA decay factor, Mol. Biol. Cell 23 (2012) 213–224.
[18] S. Gerstberger, M. Hafner, Tuschl T: a census of human RNA-binding proteins,
Nat. Rev. Genet. 15 (2014) 829–845.
[19] M. Kato, T.W. Han, S. Xie, K. Shi, X. Du, L.C. Wu, H. Mirzaei, E.J. Goldsmith,
J. Longgood, J. Pei, et al., Cell-free formation of RNA granules: low complexity
sequence domains form dynamic fibers within hydrogels, Cell 149 (2012)
753–767.
[20] H. Hochberg-Laufer, A. Schwed-Gross, K.M. Neugebauer, Y. Shav-Tal, Uncoupling
of nucleo-cytoplasmic RNA export and localization during stress, Nucleic Acids
Res. 47 (2019) 4778–4797.
[21] S. Rossi, V. Rompietti, Y. Antonucci, D. Giovannini, C. Scopa, S. Scaricamazza,
R. Scardigli, G. Cestra, A. Serafino, M.T. Carri, et al., UsnRNP trafficking is
regulated by stress granules and compromised by mutant ALS proteins,
Neurobiol. Dis. 138 (2020) 104792.
[22] S. Alberti, S. Carra, Quality control of membraneless organelles, J. Mol. Biol. 430
(2018) 4711–4729.
[23] M.S. Hipp, P. Kasturi, F.U. Hartl, The proteostasis network and its decline in
ageing, Nat. Rev. Mol. Cell Biol. 20 (2019) 421–435.
[24] B. Wolozin, P. Ivanov, Stress granules and neurodegeneration, Nat. Rev. Neurosci.
(2019).
[25] Y.R. Li, O.D. King, J. Shorter, A.D. Gitler, Stress granules as crucibles of ALS
pathogenesis, J. Cell Biol. 201 (2013) 361–372.

11

H. An et al.

[57]
[58]
[59]
[60]
[61]

[62]
[63]
[64]

[65]

[66]
[67]

[68]
[69]
[70]
[71]
[72]
[73]
[74]
[75]

[76]

[77]
[78]

[79]
[80]
[81]

[82]
[83]
[84]

BBA - Molecular Cell Research 1868 (2021) 119058

nucleolar caps during transcriptional inhibition, Mol. Biol. Cell 16 (2005)
2395–2413.
T. Naganuma, S. Nakagawa, A. Tanigawa, Y.F. Sasaki, N. Goshima, T. Hirose,
Alternative 3′ -end processing of long noncoding RNA initiates construction of
nuclear paraspeckles, EMBO J. 31 (2012) 4020–4034.
N. Saitoh, C.S. Spahr, S.D. Patterson, P. Bubulya, A.F. Neuwald, D.L. Spector,
Proteomic analysis of interchromatin granule clusters, Mol. Biol. Cell 15 (2004)
3876–3890.
D. Stanek, Cajal bodies and snRNPs - friends with benefits, RNA Biol. 14 (2017)
671–679.
A.G. Matera, Wang Z: A day in the life of the spliceosome, Nat. Rev. Mol. Cell Biol.
15 (2014) 108–121.
T. Kawaguchi, A. Tanigawa, T. Naganuma, Y. Ohkawa, S. Souquere, G. Pierron,
T. Hirose, SWI/SNF chromatin-remodeling complexes function in noncoding
RNA-dependent assembly of nuclear bodies, Proc. Natl. Acad. Sci. U. S. A. 112
(2015) 4304–4309.
M. Udan-Johns, R. Bengoechea, S. Bell, J. Shao, M.I. Diamond, H.L. True, C.
C. Weihl, R.H. Baloh, Prion-like nuclear aggregation of TDP-43 during heat shock
is regulated by HSP40/70 chaperones, Hum. Mol. Genet. 23 (2014) 157–170.
M. Collins, Y. Li, R. Bowser, RBM45 associates with nuclear stress bodies and
forms nuclear inclusions during chronic cellular stress and in neurodegenerative
diseases, Acta Neuropathol. Commun. 8 (2020) 91.
T.A. Shelkovnikova, M.S. Kukharsky, H. An, P. Dimasi, S. Alexeeva, O. Shabir, P.
R. Heath, V.L. Buchman, Protective paraspeckle hyper-assembly downstream of
TDP-43 loss of function in amyotrophic lateral sclerosis, Mol. Neurodegener. 13
(2018) 30.
N. Kedersha, G. Stoecklin, M. Ayodele, P. Yacono, J. Lykke-Andersen, M.
J. Fritzler, D. Scheuner, R.J. Kaufman, D.E. Golan, P. Anderson, Stress granules
and processing bodies are dynamically linked sites of mRNP remodeling, J. Cell
Biol. 169 (2005) 871–884.
S. Gallois-Montbrun, B. Kramer, C.M. Swanson, H. Byers, S. Lynham, M. Ward, M.
H. Malim, Antiviral protein APOBEC3G localizes to ribonucleoprotein complexes
found in P bodies and stress granules, J. Virol. 81 (2007) 2165–2178.
J. Katahira, T. Miki, K. Takano, M. Maruhashi, M. Uchikawa, T. Tachibana,
Y. Yoneda, Nuclear RNA export factor 7 is localized in processing bodies and
neuronal RNA granules through interactions with shuttling hnRNPs, Nucleic
Acids Res. 36 (2008) 616–628.
W.H. Yang, J.H. Yu, T. Gulick, K.D. Bloch, D.B. Bloch, RNA-associated protein 55
(RAP55) localizes to mRNA processing bodies and stress granules, RNA 12 (2006)
547–554.
W.L. Chang, Tarn WY: A role for transportin in deposition of TTP to cytoplasmic
RNA granules and mRNA decay, Nucleic Acids Res. 37 (2009) 6600–6612.
K. Fujimura, F. Kano, M. Murata, Identification of PCBP2, a facilitator of IRESmediated translation, as a novel constituent of stress granules and processing
bodies, RNA 14 (2008) 425–431.
J.R. Buchan, Parker R: Eukaryotic stress granules: the ins and outs of translation,
Mol. Cell 36 (2009) 932–941.
J.H. Wilbertz, F. Voigt, I. Horvathova, G. Roth, Y. Zhan, J.A. Chao, Singlemolecule imaging of mRNA localization and regulation during the integrated
stress response, Mol. Cell 73 (2019) 946–958 e947.
G. Elvira, S. Wasiak, V. Blandford, X.K. Tong, A. Serrano, X. Fan, M. del Rayo
Sanchez-Carbente, F. Servant, A.W. Bell, D. Boismenu, et al., Characterization of
an RNA granule from developing brain, Mol. Cell. Proteomics 5 (2006) 635–651.
M.A. Kiebler, G.J. Bassell, Neuronal RNA granules: movers and makers, Neuron
51 (2006) 685–690.
R. Das, L. Schwintzer, S. Vinopal, E. Aguado Roca, M. Sylvester, A.
M. Oprisoreanu, S. Schoch, F. Bradke, M. Broemer, New roles for the deubiquitylating enzyme OTUD4 in an RNA-protein network and RNA granules,
J. Cell Sci. (2019) 132.
M. Zeitelhofer, D. Karra, P. Macchi, M. Tolino, S. Thomas, M. Schwarz,
M. Kiebler, R. Dahm, Dynamic interaction between P-bodies and transport
ribonucleoprotein particles in dendrites of mature hippocampal neurons,
J. Neurosci. 28 (2008) 7555–7562.
H. Mahboubi, U. Stochaj, Nucleoli and stress granules: connecting distant
relatives, Traffic 15 (2014) 1179–1193.
V. Belli, N. Matrone, S. Sagliocchi, R. Incarnato, A. Conte, E. Pizzo, M. Turano,
A. Angrisani, M. Furia, A dynamic link between H/ACA snoRNP components and
cytoplasmic stress granules, Biochim. Biophys. Acta, Mol. Cell Res. 1866 (2019),
118529.
C.H. Zhu, J. Kim, J.W. Shay, W.E. Wright, SGNP: an essential stress granule/
nucleolar protein potentially involved in 5.8s rRNA processing/transport, PLoS
One 3 (2008), e3716.
H. An, T.A. Shelkovnikova, Stress granules regulate paraspeckles: RNP granule
continuum at work, Cell Stress 3 (2019) 385–387.
A.L. Bryantsev, S.Y. Kurchashova, S.A. Golyshev, V.Y. Polyakov, H.F. Wunderink,
B. Kanon, K.R. Budagova, A.E. Kabakov, H.H. Kampinga, Regulation of stressinduced intracellular sorting and chaperone function of Hsp27 (HspB1) in
mammalian cells, Biochem. J. 407 (2007) 407–417.
N.L. Kedersha, M. Gupta, W. Li, I. Miller, P. Anderson, RNA-binding proteins TIA1 and TIAR link the phosphorylation of eIF-2 alpha to the assembly of mammalian
stress granules, J. Cell Biol. 147 (1999) 1431–1442.
Y. Hua, J. Zhou, Survival motor neuron protein facilitates assembly of stress
granules, FEBS Lett. 572 (2004) 69–74.
L. Guo, B.I. Giasson, A. Glavis-Bloom, M.D. Brewer, J. Shorter, A.D. Gitler, Yang
X: A cellular system that degrades misfolded proteins and protects against
neurodegeneration, Mol. Cell 55 (2014) 15–30.

[85] V. Lallemand-Breitenbach, H. de The, PML nuclear bodies: from architecture to
function, Curr. Opin. Cell Biol. 52 (2018) 154–161.
[86] J. Keiten-Schmitz, K. Wagner, T. Piller, M. Kaulich, S. Alberti, S. Muller, The
nuclear SUMO-targeted ubiquitin quality control network regulates the dynamics
of cytoplasmic stress granules, Mol. Cell 79 (2020) 54–67.
[87] J. Dostie, M. Ferraiuolo, A. Pause, S.A. Adam, N. Sonenberg, A novel shuttling
protein, 4E-T, mediates the nuclear import of the mRNA 5′ cap-binding protein,
eIF4E, EMBO J. 19 (2000) 3142–3156.
[88] C. Vindry, A. Marnef, H. Broomhead, L. Twyffels, S. Ozgur, G. Stoecklin,
M. Llorian, C.W. Smith, J. Mata, D. Weil, N. Standart, Dual RNA processing roles
of Pat1b via cytoplasmic Lsm1-7 and nuclear Lsm2-8 complexes, Cell Rep. 20
(2017) 1187–1200.
[89] J. Dostie, F. Lejbkowicz, N. Sonenberg, Nuclear eukaryotic initiation factor 4E
(eIF4E) colocalizes with splicing factors in speckles, J. Cell Biol. 148 (2000)
239–247.
[90] H.K. Lai, K.L. Borden, The promyelocytic leukemia (PML) protein suppresses
cyclin D1 protein production by altering the nuclear cytoplasmic distribution of
cyclin D1 mRNA, Oncogene 19 (2000) 1623–1634.
[91] J.H. Huang, W.C. Ku, Y.C. Chen, Y.L. Chang, C.Y. Chu, Dual mechanisms regulate
the nucleocytoplasmic localization of human DDX6, Sci. Rep. 7 (2017) 42853.
[92] D. Berchtold, N. Battich, L. Pelkmans, A systems-level study reveals regulators of
membrane-less organelles in human cells, Mol. Cell 72 (2018) 1035–1049 e1035.
[93] H. Bannai, K. Fukatsu, A. Mizutani, T. Natsume, S. Iemura, T. Ikegami, T. Inoue,
K. Mikoshiba, An RNA-interacting protein, SYNCRIP (heterogeneous nuclear
ribonuclear protein Q1/NSAP1) is a component of mRNA granule transported
with inositol 1,4,5-trisphosphate receptor type 1 mRNA in neuronal dendrites,
J. Biol. Chem. 279 (2004) 53427–53434.
[94] P. Banski, M. Kodiha, U. Stochaj, Chaperones and multitasking proteins in the
nucleolus: networking together for survival? Trends Biochem. Sci. 35 (2010)
361–367.
[95] N. Gilks, N. Kedersha, M. Ayodele, L. Shen, G. Stoecklin, L.M. Dember,
P. Anderson, Stress granule assembly is mediated by prion-like aggregation of
TIA-1, Mol. Biol. Cell 15 (2004) 5383–5398.
[96] V. Cherkasov, S. Hofmann, S. Druffel-Augustin, A. Mogk, J. Tyedmers,
G. Stoecklin, B. Bukau, Coordination of translational control and protein
homeostasis during severe heat stress, Curr. Biol. 23 (2013) 2452–2462.
[97] R. Mazroui, S. Di Marco, R.J. Kaufman, I.E. Gallouzi, Inhibition of the ubiquitinproteasome system induces stress granule formation, Mol. Biol. Cell 18 (2007)
2603–2618.
[98] G. Biamonti, C. Vourc’h, Nuclear stress bodies, Cold Spring Harb. Perspect. Biol. 2
(2010), a000695.
[99] T.P. Alastalo, M. Hellesuo, A. Sandqvist, V. Hietakangas, M. Kallio, L. Sistonen,
Formation of nuclear stress granules involves HSF2 and coincides with the
nucleolar localization of Hsp70, J. Cell Sci. 116 (2003) 3557–3570.
[100] S.M. Lellahi, I.A. Rosenlund, A. Hedberg, L.T. Kiaer, I. Mikkola, E. Knutsen,
M. Perander, The long non-coding RNA NEAT1 and nuclear paraspeckles are
upregulated by the transcription factor HSF1 in the heat shock response, J. Biol.
Chem. (2018).
[101] C. Jolly, A. Metz, J. Govin, M. Vigneron, B.M. Turner, S. Khochbin, C. Vourc’h,
Stress-induced transcription of satellite III repeats, J. Cell Biol. 164 (2004) 25–33.
[102] R.A. Saxton, Sabatini DM: mTOR signaling in growth, metabolism, and disease,
Cell 169 (2017) 361–371.
[103] V. Iadevaia, Z. Zhang, E. Jan, Proud CG: mTOR signaling regulates the processing
of pre-rRNA in human cells, Nucleic Acids Res. 40 (2012) 2527–2539.
[104] K. Thedieck, B. Holzwarth, M.T. Prentzell, C. Boehlke, K. Klasener, S. Ruf, A.
G. Sonntag, L. Maerz, S.N. Grellscheid, E. Kremmer, et al., Inhibition of mTORC1
by astrin and stress granules prevents apoptosis in cancer cells, Cell 154 (2013)
859–874.
[105] F. Wippich, B. Bodenmiller, M.G. Trajkovska, S. Wanka, R. Aebersold,
L. Pelkmans, Dual specificity kinase DYRK3 couples stress granule condensation/
dissolution to mTORC1 signaling, Cell 152 (2013) 791–805.
[106] A.K. Rai, J.X. Chen, M. Selbach, L. Pelkmans, Kinase-controlled phase transition
of membraneless organelles in mitosis, Nature 559 (2018) 211–216.
[107] M. Alvarez, X. Estivill, S. de la Luna, DYRK1A accumulates in splicing speckles
through a novel targeting signal and induces speckle disassembly, J. Cell Sci. 116
(2003) 3099–3107.
[108] L. de la Vega, K. Frobius, R. Moreno, M.A. Calzado, H. Geng, M.L. Schmitz,
Control of nuclear HIPK2 localization and function by a SUMO interaction motif,
Biochim. Biophys. Acta 1813 (2011) 283–297.
[109] C. Rinaldo, F. Siepi, A. Prodosmo, S. Soddu, HIPKs: Jack of all trades in basic
nuclear activities, Biochim. Biophys. Acta 1783 (2008) 2124–2129.
[110] L. Galganski, M.O. Urbanek, W.J. Krzyzosiak, Nuclear speckles: molecular
organization, biological function and role in disease, Nucleic Acids Res. 45 (2017)
10350–10368.
[111] V. Sirri, D. Hernandez-Verdun, P. Roussel, Cyclin-dependent kinases govern
formation and maintenance of the nucleolus, J. Cell Biol. 156 (2002) 969–981.
[112] P. Anderson, N. Kedersha, P. Ivanov, Stress granules, P-bodies and cancer,
Biochim. Biophys. Acta 1849 (2015) 861–870.
[113] J.P. White, R.E. Lloyd, Regulation of stress granules in virus systems, Trends
Microbiol. 20 (2012) 175–183.
[114] H. Tsuiji, Y. Iguchi, A. Furuya, A. Kataoka, H. Hatsuta, N. Atsuta, F. Tanaka,
Y. Hashizume, H. Akatsu, S. Murayama, et al., Spliceosome integrity is defective
in the motor neuron diseases ALS and SMA, EMBO Mol. Med. 5 (2013) 221–234.
[115] T. Yamazaki, S. Chen, Y. Yu, B. Yan, T.C. Haertlein, M.A. Carrasco, J.C. Tapia,
B. Zhai, R. Das, M. Lalancette-Hebert, et al., FUS-SMN protein interactions link
the motor neuron diseases ALS and SMA, Cell Rep. 2 (2012) 799–806.

12

H. An et al.

BBA - Molecular Cell Research 1868 (2021) 119058

[116] L. Liu-Yesucevitz, A.Y. Lin, A. Ebata, J.Y. Boon, W. Reid, Y.F. Xu, K. Kobrin, G.
J. Murphy, L. Petrucelli, B. Wolozin, ALS-linked mutations enlarge TDP-43enriched neuronal RNA granules in the dendritic arbor, J. Neurosci. 34 (2014)
4167–4174.
[117] A. Aulas, C. Vande Velde, Alterations in stress granule dynamics driven by TDP-43
and FUS: a link to pathological inclusions in ALS? Front. Cell. Neurosci. 9 (2015)
423.
[118] C. Wang, Y. Duan, G. Duan, Q. Wang, K. Zhang, X. Deng, B. Qian, J. Gu, Z. Ma,
S. Zhang, et al., Stress induces dynamic, cytotoxicity-antagonizing TDP-43
nuclear bodies via paraspeckle LncRNA NEAT1-mediated liquid-liquid phase
separation, Mol. Cell 79 (2020) 443–458 e447.
[119] H. An, L. Skelt, A. Notaro, J.R. Highley, A.H. Fox, V. La Bella, V.L. Buchman, T.
A. Shelkovnikova, ALS-linked FUS mutations confer loss and gain of function in
the nucleus by promoting excessive formation of dysfunctional paraspeckles, Acta
Neuropathol. Commun. 7 (2019) 7.
[120] D.M. Baron, L.J. Kaushansky, C.L. Ward, R.R. Sama, R.J. Chian, K.J. Boggio, A.
J. Quaresma, J.A. Nickerson, D.A. Bosco, Amyotrophic lateral sclerosis-linked
FUS/TLS alters stress granule assembly and dynamics, Mol. Neurodegener. 8
(2013) 30.
[121] A. Turakhiya, S.R. Meyer, G. Marincola, S. Bohm, J.T. Vanselow, A. Schlosser,
K. Hofmann, A. Buchberger, ZFAND1 recruits p97 and the 26S proteasome to
promote the clearance of arsenite-induced stress granules, Mol. Cell 70 (2018)
906–919 e907.
[122] T. Wang, W. Xu, M. Qin, Y. Yang, P. Bao, F. Shen, Z. Zhang, J. Xu, Pathogenic
mutations in the Valosin-containing protein/p97(VCP) N-domain inhibit the
SUMOylation of VCP and Lead to impaired stress response, J. Biol. Chem. 291
(2016) 14373–14384.
[123] D. Moujalled, A. Grubman, K. Acevedo, S. Yang, Y.D. Ke, D.M. Moujalled,
C. Duncan, A. Caragounis, N.D. Perera, B.J. Turner, et al., TDP-43 mutations
causing amyotrophic lateral sclerosis are associated with altered expression of
RNA-binding protein hnRNP K and affect the Nrf2 antioxidant pathway, Hum.
Mol. Genet. 26 (2017) 1732–1746.
[124] H. An, G. Litscher, W. Wei, N. Watanabe, T. Hashimoto, T. Iwatsubo, V.
L. Buchman, T.A. Shelkovnikova, Compositional analysis of ALS-linked stress
granule-like structures reveals factors and cellular pathways dysregulated by
mutant FUS under stress. bioRxiv, 2021.03.02, 433611, https://doi.org/10.1101/
2021.03.02.433611.
[125] Y.B. Lee, H.J. Chen, J.N. Peres, J. Gomez-Deza, J. Attig, M. Stalekar, C. Troakes,
A.L. Nishimura, E.L. Scotter, C. Vance, et al., Hexanucleotide repeats in ALS/FTD
form length-dependent RNA foci, sequester RNA binding proteins, and are
neurotoxic, Cell Rep. 5 (2013) 1178–1186.
[126] J. Cooper-Knock, M.J. Walsh, A. Higginbottom, J. Robin Highley, M.J. Dickman,
D. Edbauer, P.G. Ince, S.B. Wharton, S.A. Wilson, J. Kirby, et al., Sequestration of
multiple RNA recognition motif-containing proteins by C9orf72 repeat
expansions, Brain J. Neurol. 137 (2014) 2040–2051.
[127] A.R. Haeusler, C.J. Donnelly, G. Periz, E.A. Simko, P.G. Shaw, M.S. Kim, N.
J. Maragakis, J.C. Troncoso, A. Pandey, R. Sattler, et al., C9orf72 nucleotide
repeat structures initiate molecular cascades of disease, Nature 507 (2014)
195–200.
[128] J.G. Daigle, K. Krishnamurthy, N. Ramesh, I. Casci, J. Monaghan, K. McAvoy, E.
W. Godfrey, D.C. Daniel, E.M. Johnson, Z. Monahan, et al., Pur-alpha regulates
cytoplasmic stress granule dynamics and ameliorates FUS toxicity, Acta
Neuropathol. 131 (2016) 605–620.
[129] S. Mizielinska, A.M. Isaacs, C9orf72 amyotrophic lateral sclerosis and
frontotemporal dementia: gain or loss of function? Curr. Opin. Neurol. 27 (2014)
515–523.
[130] S. Rossi, A. Serrano, V. Gerbino, A. Giorgi, L. Di Francesco, M. Nencini, F. Bozzo,
M.E. Schinina, C. Bagni, G. Cestra, et al., Nuclear accumulation of mRNAs
underlies G4C2-repeat-induced translational repression in a cellular model of
C9orf72 ALS, J. Cell Sci. 128 (2015) 1787–1799.
[131] T.F. Gendron, V.V. Belzil, Y.J. Zhang, L. Petrucelli, Mechanisms of toxicity in
C9FTLD/ALS, Acta Neuropathol. 127 (2014) 359–376.
[132] A. Bajc Cesnik, S. Darovic, S. Prpar Mihevc, M. Stalekar, M. Malnar, H. Motaln, Y.
B. Lee, J. Mazej, J. Pohleven, M. Grosch, et al., Nuclear RNA foci from C9ORF72
expansion mutation form paraspeckle-like bodies, J. Cell Sci. (2019) 132.
[133] G.M. Hautbergue, L.M. Castelli, L. Ferraiuolo, A. Sanchez-Martinez, J. CooperKnock, A. Higginbottom, Y.H. Lin, C.S. Bauer, J.E. Dodd, M.A. Myszczynska, et
al., SRSF1-dependent nuclear export inhibition of C9ORF72 repeat transcripts
prevents neurodegeneration and associated motor deficits, Nat. Commun. 8
(2017) 16063.
[134] D. Edbauer, C. Haass, An amyloid-like cascade hypothesis for C9orf72 ALS/FTD,
Curr. Opin. Neurobiol. 36 (2016) 99–106.
[135] S. Boeynaems, E. Bogaert, D. Kovacs, A. Konijnenberg, E. Timmerman, A. Volkov,
M. Guharoy, M. De Decker, T. Jaspers, V.H. Ryan, et al., Phase separation of
C9orf72 dipeptide repeats perturbs stress granule dynamics, Mol. Cell 65 (2017)
1044–1055 e1045.
[136] J. Chew, C. Cook, T.F. Gendron, K. Jansen-West, G. Del Rosso, L.M. Daughrity,
M. Castanedes-Casey, A. Kurti, J.N. Stankowski, M.D. Disney, et al., Aberrant
deposition of stress granule-resident proteins linked to C9orf72-associated TDP43 proteinopathy, Mol. Neurodegener. 14 (2019) 9.
[137] I. Kwon, S. Xiang, M. Kato, L. Wu, P. Theodoropoulos, T. Wang, J. Kim, J. Yun,
Y. Xie, S.L. McKnight, Poly-dipeptides encoded by the C9orf72 repeats bind
nucleoli, impede RNA biogenesis, and kill cells, Science 345 (2014) 1139–1145.
[138] K.H. Lee, P. Zhang, H.J. Kim, D.M. Mitrea, M. Sarkar, B.D. Freibaum, J. Cika,
M. Coughlin, J. Messing, A. Molliex, et al., C9orf72 dipeptide repeats impair the

[139]
[140]

[141]

[142]
[143]
[144]
[145]
[146]
[147]
[148]
[149]

[150]
[151]
[152]
[153]
[154]

[155]

[156]

[157]
[158]
[159]

[160]

[161]

[162]
[163]
[164]

[165]

13

assembly, dynamics, and function of membrane-less organelles, Cell 167 (2016)
774–788 e717.
H. Suzuki, Y. Shibagaki, S. Hattori, M. Matsuoka, C9-ALS/FTD-linked prolinearginine dipeptide repeat protein associates with paraspeckle components and
increases paraspeckle formation, Cell Death Dis. 10 (2019) 746.
S. Yin, R. Lopez-Gonzalez, R.C. Kunz, J. Gangopadhyay, C. Borufka, S.P. Gygi, F.
B. Gao, R. Reed, Evidence that C9ORF72 dipeptide repeat proteins associate with
U2 snRNP to cause mis-splicing in ALS/FTD patients, Cell Rep. 19 (2017)
2244–2256.
M.K. Aly, K. Ninomiya, S. Adachi, T. Natsume, T. Hirose, Two distinct nuclear
stress bodies containing different sets of RNA-binding proteins are formed with
HSATIII architectural noncoding RNAs upon thermal stress exposure, Biochem.
Biophys. Res. Commun. 516 (2019) 419–423.
Y. Wang, L.L. Chen, Organization and function of paraspeckles, Essays Biochem.
64 (2020) 875–882.
S. Alberti, D. Dormann, Liquid-liquid phase separation in disease, Annu. Rev.
Genet. 53 (2019) 171–194.
C.A. Johnson, J.J. Malicki, The nuclear arsenal of cilia, Dev. Cell 49 (2019)
161–170.
H. Mahboubi, E. Seganathy, D. Kong, U. Stochaj, Identification of novel stress
granule components that are involved in nuclear transport, PLoS One 8 (2013),
e68356.
T. Pederson, The nucleolus, Cold Spring Harb. Perspect. Biol. (2011) 3.
O.V. Iarovaia, E.P. Minina, E.V. Sheval, D. Onichtchouk, S. Dokudovskaya, S.
V. Razin, Y.S. Vassetzky, Nucleolus: a central hub for nuclear functions, Trends
Cell Biol. 29 (2019) 647–659.
Q. Liu, G. Dreyfuss, A novel nuclear structure containing the survival of motor
neurons protein, EMBO J. 15 (1996) 3555–3565.
V. Tripathi, J.D. Ellis, Z. Shen, D.Y. Song, Q. Pan, A.T. Watt, S.M. Freier, C.
F. Bennett, A. Sharma, P.A. Bubulya, et al., The nuclear-retained noncoding RNA
MALAT1 regulates alternative splicing by modulating SR splicing factor
phosphorylation, Mol. Cell 39 (2010) 925–938.
A.H. Fox, S. Nakagawa, T. Hirose, C.S. Bond, Paraspeckles: where long noncoding
RNA meets phase separation, Trends Biochem. Sci. 43 (2018) 124–135.
N. Kedersha, P. Ivanov, P. Anderson, Stress granules and cell signaling: more than
just a passing phase? Trends Biochem. Sci. 38 (2013) 494–506.
Y. Luo, Z. Na, S.A. Slavoff, P-bodies: composition, properties, and functions,
Biochemistry 57 (2018) 2424–2431.
N. Standart, D. Weil, P-bodies: cytosolic droplets for coordinated mRNA storage,
Trends Genet. 34 (2018) 612–626.
N.H. Alami, R.B. Smith, M.A. Carrasco, L.A. Williams, C.S. Winborn, S.S.W. Han,
E. Kiskinis, B. Winborn, B.D. Freibaum, A. Kanagaraj, et al., Axonal transport of
TDP-43 mRNA granules is impaired by ALS-causing mutations, Neuron 81 (2014)
536–543.
E.J. Alexander, A. Ghanbari Niaki, T. Zhang, J. Sarkar, Y. Liu, R.S. Nirujogi,
A. Pandey, S. Myong, J. Wang, Ubiquilin 2 modulates ALS/FTD-linked FUS-RNA
complex dynamics and stress granule formation, Proc. Natl. Acad. Sci. U. S. A. 115
(2018) E11485–E11494.
H.J. Kim, N.C. Kim, Y.D. Wang, E.A. Scarborough, J. Moore, Z. Diaz, K.S. MacLea,
B. Freibaum, S. Li, A. Molliex, et al., Mutations in prion-like domains in
hnRNPA2B1 and hnRNPA1 cause multisystem proteinopathy and ALS, Nature
495 (2013) 467–473.
A. Banerjee, K.E. Vest, G.K. Pavlath, A.H. Corbett, Nuclear poly(A) binding
protein 1 (PABPN1) and Matrin3 interact in muscle cells and regulate RNA
processing, Nucleic Acids Res. 45 (2017) 10706–10725.
U. Nonhoff, M. Ralser, F. Welzel, I. Piccini, D. Balzereit, M.L. Yaspo, H. Lehrach,
S. Krobitsch, Ataxin-2 interacts with the DEAD/H-box RNA helicase DDX6 and
interferes with P-bodies and stress granules, Mol. Biol. Cell 18 (2007) 1385–1396.
J. Couthouis, M.P. Hart, J. Shorter, M. DeJesus-Hernandez, R. Erion, R. Oristano,
A.X. Liu, D. Ramos, N. Jethava, D. Hosangadi, et al., A yeast functional screen
predicts new candidate ALS disease genes, Proc. Natl. Acad. Sci. U. S. A. 108
(2011) 20881–20890.
J. Couthouis, M.P. Hart, R. Erion, O.D. King, Z. Diaz, T. Nakaya, F. Ibrahim, H.
J. Kim, J. Mojsilovic-Petrovic, S. Panossian, et al., Evaluating the role of the FUS/
TLS-related gene EWSR1 in amyotrophic lateral sclerosis, Hum. Mol. Genet. 21
(2012) 2899–2911.
I.R. Mackenzie, A.M. Nicholson, M. Sarkar, J. Messing, M.D. Purice, C. Pottier,
K. Annu, M. Baker, R.B. Perkerson, A. Kurti, et al., TIA1 mutations in amyotrophic
lateral sclerosis and frontotemporal dementia promote phase separation and alter
stress granule dynamics, Neuron 95 (2017) 808–816 e809.
N. Thiyagarajan, R. Ferguson, V. Subramanian, K.R. Acharya, Structural and
molecular insights into the mechanism of action of human angiogenin-ALS
variants in neurons, Nat. Commun. 3 (2012) 1121.
M.D. Figley, G. Bieri, R.M. Kolaitis, J.P. Taylor, A.D. Gitler, Profilin 1 associates
with stress granules and ALS-linked mutations alter stress granule dynamics,
J. Neurosci. 34 (2014) 8083–8097.
S. Thomas-Jinu, P.M. Gordon, T. Fielding, R. Taylor, B.N. Smith, V. Snowden,
E. Blanc, C. Vance, S. Topp, C.H. Wong, et al., Non-nuclear pool of splicing factor
SFPQ regulates axonal transcripts required for normal motor development,
Neuron 94 (2017) 931.
M.S. Kukharsky, A. Quintiero, T. Matsumoto, K. Matsukawa, H. An, T. Hashimoto,
T. Iwatsubo, V.L. Buchman, T.A. Shelkovnikova, Calcium-responsive
transactivator (CREST) protein shares a set of structural and functional traits with
other proteins associated with amyotrophic lateral sclerosis, Mol. Neurodegener.
10 (2015) 20.

