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Abstract 

Stress granules (SGs) are membraneless organelles formed in the cellular cytoplasm under stressful conditions 
through liquid–liquid phase separation (LLPS). SG assembly can be both dependent and independent of the eIF2α 
pathway, whereas cellular protein quality control systems mediate SG disassembly. Chaperones and specific domains 
of RNA‑binding proteins strongly contribute to the regulation SG dynamics. Chronic stress, arising in association 
with aging, may promote persistent SGs that are difficult to disassemble, thereby acting as a potential pathological 
nidus for protein aggregation in neurodegenerative diseases (NDDs). In this review, we discuss the dynamics of SGs 
and the factors involved with SG assembly and disassembly. We also highlight the relationship among LLPS, SGs, 
and the pathogenesis of different NDDs. More importantly, we summarize SG assembly‑disassembly, which may be 
a double‑edged sword in the pathophysiology of NDDs. This review aims to provide new insights into the biology 
and pathology of LLPS, SGs, and NDDs.
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Introduction
Stress granules (SGs) are ribonucleoprotein (RNP) 
condensates that are formed in response to cellular 
stress, such as osmosis, arsenite, heat shock, ultraviolet 
light (UVC), and viral infections [1, 2]. SGs comprise 
messenger RNAs (mRNAs) stalled at translation 
initiation and RNA-binding proteins (RBPs). SGs 
contribute to minimizing cellular energy demands and 
maintaining ribostasis and proteostasis by selectively 
sequestering transcripts and fine-tuning stress responses 
under physiological conditions. However, the complete 
functions of SGs are still unclear. A growing body of 
evidence suggests that dyshomeostasis of SG assembly-
disassembly induced by persistent cellular stress is 
implicated in the pathogenesis of various diseases, 
such as cancer, neurodegeneration, inflammatory 
disorders, and viral infections [3–6]. Emerging 
advances demonstrate that SGs play crucial roles in the 
pathogenesis of neurodegenerative diseases (NDDs).
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As the global population ages, NDDs present 
significant public health challenges. Protein aggregation 
and deposition in the central nervous system (CNS) 
and neuronal loss are major pathological hallmarks of 
NDDs, suggesting common pathological processes [7, 
8]. However, the exact pathogenesis of NDDs remains 
largely unclear. Proteostasis dysfunction, including the 
biophysical process of liquid–liquid phase separation 
(LLPS) of proteins, has been proposed as a contributing 
factor [9–11]. SGs have been reported to be involved 
in the pathological processes of NDDs [12]. SGs can 
accelerate RBP aggregation, resulting in the formation of 
insoluble inclusions. TDP-43, the pathological aggregate 
in amyotrophic lateral sclerosis (ALS) and frontotemporal 
dementia (FTD), mislocalizes from the nucleus to the 
cytoplasm in response to cellular stress, and disrupts 
SG disassembly [13, 14], thereby contributing to TDP-
43 aggregation [15]. Similarly, multimerization of Ras-
GAP SH3 domain-binding protein (G3BP), a pivotal 
SG nucleator, triggers TDP-43 aggregate formation and 
aggravate neuronal death [16]. In Alzheimer’s disease 
(AD), SGs positive for T-cell intracellular antigen-1 (TIA-
1) colocalize with tau inclusions [17]. Currently, there are 
no reports on the relation of SG assembly–disassembly 
with Parkinson’s disease (PD).

Here, we review SG biogenesis and the dynamics of 
SG assembly and disassembly in NDDs to address the 
role of SGs in protein aggregation, with an emphasis on 
factors influencing SG dynamics. We also discuss the 
roles of LLPS in the pathology of various NDDs and 
how RBP domains impact molecular pathogenesis. The 
aim of this review is to enhance understanding of the 
molecular mechanisms involved in NDD pathogenesis 
and to generate novel insights into the pathways involved, 
thereby illuminating potential therapeutic targets for 
NDDs.

Coalescence and composition of SGs
Although LLPS drives SG formation, there are differences 
in the morphology between liquid droplets observed in 
cell-free assays and SGs observed in  vitro in different 
cell types [18–20]. SGs in cells exhibit liquid properties, 
regularly fusing into larger structures [21]. When SGs 
form after exposure to heat shock, sodium arsenite 
(SA) or other stress, protein components combine with 
mRNAs to form SGs ranging from 100 to 1000 nm in 
diameter [22]. In astrocytes, embryonic fibroblasts, as 
well as primary cortical and motor neurons, small SGs 
assemble within minutes upon SA exposure, and coalesce 
into larger puncta with prolonged exposure [23].

SGs are dynamic structures that exhibit liquid-
like behaviors such as flowing, fusing, and compo-
nent exchanging [20]. SGs consist of a stable “core” 

substructure surrounded by a dynamic “shell”. The pro-
cess of the formation of the “double-layer” structure of 
SGs is still unclear. Currently, there are two models pro-
posed for the assembly of the discrete phases of SG: the 
“Core First” and the “LLPS First” models [1, 24] (Fig. 1a). 
In the “Core First” model, the untranslated messen-
ger ribonucleoproteins (mRNPs) oligomerize into core 
structures first, and then RNPs with weaker interac-
tions are recruited to form the “shell”. These “core” and 
“shell” structures subsequently coalesce into the mature 
SG assembly. In the “LLPS First” model, SG formation 
and maturation precedes core assembly, and is driven 
by increased concentrations of mRNPs through specific 
interactions [1]. Super-resolution microscopy has shown 
that the “core” has more concentrated and less dynamic 
components than the “shell” layer [25]. Unlike mem-
brane-bound microcompartments, SGs are character-
ized by rapid shuttling and exchange of components in 
the “shell” layer with the cytoplasm or processing body 
(P-body). The heterogeneity of SG proteome components 
results in different shuttle rates for various components 
[26]. SGs also coalesce from small to large in response to 
stress [23].

SGs are structurally characterized by complex networks 
of protein-RNA interactions. Transiently arrested 
mRNAs, small ribosomal subunits, translation initiation 
factors, and RBPs, together with PABP (PolyA-binding 
protein), G3BP, and T-cell restricted intracellular antigen 
1 (TIA1), make up the stalled 48S preinitiation complex, 
which is a component of SGs [27]. The Mammalian 
Stress Granules Proteome database highlights that 252 of 
the 464 SG proteins (54%) are RBPs [28, 29]. Combining 
proteomic analysis with spatial proteomics, several 
studies have identified various RBPs as “essential” to SG 
assembly, including TIA1, G3BP1, G3BP2, and UBAP2L 
[25, 30–33]. Recently, G3BP1 and G3BP2 have been 
identified as the central nodes of the core protein-RNA 
interaction network of SGs in heat-shocked U2OS cells 
[34]. Additionally, ATP-dependent protein chaperones 
(such as heat shock protein [Hsp]70 and Hsp40) and 
multiple RNA and DNA helicases (DEAD-box proteins, 
MCM, and RVB helicases) are also identified as 
conserved protein components of SGs, indicating their 
roles in regulating SG dynamics [25].

In addition, cell type and stress determine 
approximately 20% of the variability of SG components 
[28, 30]. The heterogeneities of SG components due to 
different types of cells and stress should be considered in 
both physiological processes and pathological conditions.
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Assembly of SGs
SG assembly is driven by inhibition of transla-
tion initiation, achieved either independently or via 

phosphorylation of serine 51 of eukaryotic initiation 
factor-2α (eIF2α) [22, 35] (Fig. 1b, c). SGs can be induced 
by increased expression of p-eIF2α, which induces 

Fig. 1 SG assembly pathways. a Two models of SG assembly. SG assembly begins with untranslated RNPs in both the “Core First” and “LLPS 
First” models. (1) “Core First” model: untranslated mRNPs oligomerize into initial oligomeric complexes. G3BP1, TIA1, and TIAR binding drives SG 
nucleation, recruiting translationally repressed RNPs to form SG cores. These cores fuse and are enveloped by a dynamic "shell" to generate mature 
biphasic SGs. (2) “LLPS First” model: untranslated mRNPs first undergo phase separation into droplets. Subsequent recruitment of additional mRNPs 
elevates local protein concentrations, triggering dense core formation within the droplets. b The eIF2α phosphorylation‑dependent pathway 
of SG assembly. Cell exposure to diverse stress conditions triggers phosphorylation of eIF2α. The phosphorylation decreases the availability 
of eIF2‑GTP‑tRNAi by influencing the interaction of eIF2 with its GTP‑GDP exchange factor eIF2B. Dephosphorylation of eIF2α is facilitated 
by the catalytic subunit of protein phosphatase 1 (PP1), which functions in conjunction with one of two regulatory subunits: GADD34 and CReP. 
c The eIF4F complex, comprising eIF4E, eIF4A, and eIF4G, is a pivotal control point in translation initiation in eukaryotes. eIF4E can bind to 4E‑BP 
to inhibit translation initiation. (1) mTORC1 inactivation induced by rapamycin decreases 4E‑BP phosphorylation, and then the eIF4F complex 
is disrupted by increased formation of the 4E‑BP–eIF4E complex. (2) Pateamine A (PatA) is an inhibitor of eukaryotic translation initiation. PatA binds 
to eIF4A and reduces the interaction between eIF4A and eIF4G, thereby perturbing the function of the eIF4F complex. eIF4A binding with eIF4G 
is inhibited by the formation of the eIF4A–eIF4B complex, thereby triggering translation inhibition and SG formation
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translational arrest, while multivalent interactions medi-
ated by RBPs drive the coalescence of stalled mRNPs into 
phase-separated condensates [1, 36] Caprin1 facilitates 
SG assembly by providing additional valency to the mul-
timeric protein-RNA interaction network [37]. Disrup-
tion of G3BP1–caprin1 binding leads to reduced G3BP1 
condensation with RNA, resulting in reduced SG assem-
bly in HeLa and U2OS cells [38].

SGs can also assemble independently of the p-eIF2α 
pathway. For example,  H2O2-induced SG assembly is 
independent of p-eIF2α, but requires remodeling of 
the eIF4F complex (composed of eIF4E, eIF4G, and 
eIF4A) responsible for canonical translation initiation 
[39].  H2O2 displaces eIF4G and eIF4A from eIF4E while 
promoting eIF4E interaction with eIF4E-binding protein 
1 (4E-BP1), thereby blocking translation initiation and 
inducing SG assembly. Overexpression of the UBQLN2-
P497H mutant reduces SG assembly by inhibiting 
4E-BP1 phosphorylation independent of p-eIF2α [40]. 
Pateamine A can also induce SG assembly in mammalian 
cells independent of p-eIF2α [41]. Pateamine A inhibits 
translation initiation by interacting with eIF4A, 
disrupting ATPase and RNA helicase activity [42]. In 
yeast and mammals, SG assembly can also be induced 
under cold shock through parallel pathways, including 
AMPK (AMP-activated protein kinase) activation, 
TORC1 inhibition, and PERK (PKR-like ER kinase)-
dependent p-eIF2α phosphorylation [43].

Disassembly of SGs
Maintaining the homeostasis of SG assembly-
disassembly is crucial for overall physiological stability. 
Typically, SGs disassemble when stress is relieved [43, 
44], leading to the recovery of mRNA translation and the 
equilibrium between assembly and disassembly. In both 
yeast and mammals, SG disassembly occurs in a step-
by-step process. Usually, the less concentrated “shell” 
dissolves first due to weak interactions, followed by 
dissipation of the internal “core”, which is composed of a 
stable amyloid-like structure [45].

SG disassembly depends on the type, severity, and 
duration of external stress. Decreased SG disassembly 
may cause disequilibrium of SG assembly and disassem-
bly, possibly resulting in pathogenic protein aggregation 
associated with NDDs [46, 47]. Consistently, cultured 
neurons derived from ALS patients exposed to chronic 
oxidative stress display SGs that are more resistant to 
disassembly, resulting in proteostasis imbalance [46]. 
The collapse of proteostasis may induce pathological 
protein aggregation, creating a vicious cycle of  "proteo-
stasis imbalance–protein aggregation". Proteome integ-
rity and proteostasis are maintained by protein quality 
control systems, including the ubiquitin–proteasome 

system (UPS) and the autophagy-lysosome system (ALP) 
[48]. Autophagy can directly regulate SG disassembly by 
modulating G3BP1 ubiquitination via SQSTM1/p62 and 
CALCOCO2/NDP52 [49]. In NDDs, endogenous and 
environmental stress causes disturbance of SG disassem-
bly, altering the physiological function of these proteins 
and leading to protein aggregation and proteotoxic stress, 
resulting in irreversible neuronal damage. Importantly, 
impaired SG disassembly has been linked to the aggre-
gation of several proteins associated with NDDs, such as 
TDP-43, fuse in sarcoma (FUS), and tau [50].

Factors involved in the regulation of SG assembly 
and disassembly
Molecular chaperones regulate SG dynamics
Molecular chaperones regulate protein homeostasis by 
assisting in protein folding, refolding misfolded proteins, 
and modulating protein assembly. Growing evidence 
shows that chaperones are crucial determinants of SG 
assembly and disassembly. Heat shock proteins Hsp40, 
Hsp70, and HSPB8 (heat shock protein family B member 
8) can be recruited into SGs where specific aggregation-
prone protein sequences are highly concentrated, and 
prevent SGs from progressing into solid aggregation by 
maintaining their dynamics [51, 52]. For example, Hdj1 
(DNAJ heat shock protein family (Hsp40) member B1), 
a class II Hsp40 protein, can be incorporated into SGs 
and stabilize the liquid phase of FUS against protein 
aggregation by regulating SG dynamics [51]. TDP-43 
condensates selectively recruit heat shock protein family 
B (Small) member 1 (HSPB1) upon stress, inhibiting 
TPD-43 assembly into fibrils. The combined activities of 
HSPB1, BAG2 (BAG cochaperone 2), and HSPA1 A (heat 
shock protein family A (Hsp70) member 1 A) facilitate the 
disassembly of TDP-43 condensates within stressed cells 
[53]. Hsp90 is required for SG disassembly by binding 
to DYRK3 (dual-specificity tyrosine-phosphorylation-
regulated kinase 3) [54]. Additionally, the yeast Hsp104p 
mediates the disassembly of solid-like SGs under heat-
induced conditions and glucose starvation [55]. Thus, 
exploring the molecular mechanisms through which 
chaperones maintain protein homeostasis is crucial for 
maintaining SG dynamics.

Energy metabolism modulates SG homeostasis
Changes in cellular energy metabolism can be sources 
of endogenous stress inducing SG assembly, although 
the exact mechanisms are not fully understood. Chronic 
glucose starvation and inhibition of glycolysis induce 
formation of a unique type of SGs, termed “energy defi-
ciency-induced stress granules” (eSGs) in cells, while 
moderate ATP reduction delays SG clearance with-
out triggering eSG formation [56]. Acute oxidative 
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stress-induced SG assembly can be inhibited by 2-deoxy-
glucose combined with CCCP (carbonyl cyanide m-chlo-
rophenyl hydrazone) that block the glycolytic pathway 
and oxidative phosphorylation, respectively to deplete 
ATP, suggesting that ATP is required for SG formation 
[25]. Interestingly, under physiological conditions, ATP 
binds to TDP-43 arginine residues at a particular molar 
ratio to dissolve LLPS of TDP-43 [57]. Low concentra-
tions of ATP cause TDP-43 LLPS, while high concentra-
tions dissolve it in vitro [57]. These results demonstrate 
that intracellular energy is crucial in regulating LLPS, 
especially for SG assembly. Neurons in the CNS are 
highly demanding for ATP to maintain action potentials, 
neuronal function, and synaptic integration [58]. ATP 
deficiency not only directly affects neurons, but may also 
contribute to pathological protein aggregation associated 
with NDDs.

RNA modulation of SG homeostasis
As scaffolds to initiate RBP nucleation, RNAs can be 
detected in SGs and are required for SG assembly [59, 
60]. RNAs drive SG assembly through RNA-RNA/
RNA–protein interactions [61]. SGs are rich in lncRNA 
NEAT1, which drives TDP-43 assembly to form SGs 
[62]. SGs are also rich in N6-methyladenosine (m6A)-
modified RNA and its binding proteins. The m6A-
modified RNA serves as a scaffold to recruit YTHDF2, 
a m6A reader, to initiate phase separation. In addition, 
RNA concentration may affect the level of phase 
separation. Low RNA concentration triggers LLPS via 
interaction between the positive charges of protein and 
negative charges of RNA. However, a high concentration 
of RNA leads to abundance of negative charges, and the 
repulsion between the charges causes LLPS dissociation 
[63, 64]. This phenomenon has also been documented 
for FUS. RNA at a low concentration promotes FUS 
phase separation, while gradually increasing RNA 
concentration leads to inhibition of the formation of 
FUS droplets [64]. Depleting RNA reduces the DEAD-
Box helicase 6 (DDX6) assembly capability, suggesting 
that RNA availability is essential to promote DDX6 
granule assembly [65]. RNA length and structure are 
also critical regulators of phase separation [34, 64]. RNA 
length > 250 nucleotides and single-strandedness are 
the basis for RNA ability to promote LLPS with G3BP1 
[34]. In addition, restriction of intermolecular RNA-RNA 
interaction significantly reduces the ability of RNA to 
induce LLPS of G3BP [34]. However, excessive or high-
affinity RNAs may also prevent phase separation by 
competitively inhibiting protein–protein interactions. 
Therefore, RNA can either trigger or inhibit LLPS, 
depending on the context.

Post‑translational modifications (PTMs) and SG 
homeostasis
PTMs can regulate protein–protein interactions, 
affecting SG dynamics. Phosphorylation, methylation, 
and ubiquitination of SG-associated proteins are primary 
regulators of SG dynamic homeostasis. Phosphorylation 
regulates phase separation, particularly SG assembly 
[66, 67]. For example, eIF2α phosphorylation mediates 
SG assembly as part of the integrated stress response. 
Phosphorylation of G3BP1 on serine 149 inhibits SG 
formation and triggers disassembly [68, 69]. Other 
RBP phosphorylation also impact SG dynamics, with 
unknown mechanisms. Recent studies have linked 
methylation to SG assembly regulation. Methylation 
of G3BP1 arginine residues hinders large SG assembly, 
while demethylation promotes SG formation [70]. 
UBAP2L knockdown suppresses SG formation, while its 
overexpression enhances SG assembly, both effects being 
modulated by arginine methylation of UBAP2L [71]. 
FUS mutation resulting in a loss of arginine methylation 
promotes phase separation and FUS incorporation 
into SGs [72], potentially contributing to ALS and FTD 
pathology.

Ubiquitination is involved in different types of stress. 
As for heat stress, K63 G3BP1 polyubiquitination 
mediates SG disassembly during recovery from heat 
stress through the ubiquitin-selective segregase p97/VCP 
(valosin-containing protein). Ubiquitination is necessary 
for recovery of cellular activities and SG disassembly 
but not for SG assembly [73, 74]. The tripartite motif 
containing 21 (TRIM21), an E3 ubiquitin ligase, has been 
identified as a central regulator of SG homeostasis and 
is highly enriched in SGs upon SA treatment. TRIM21 
knockdown decreases G3BP1 ubiquitination and 
promotes SG assembly, while TRIM21 overexpression 
increases G2BP1 ubiquitination and inhibits SG assembly 
[49]. The ALS pathology-associated SG disassembly  is 
mediated by G3BP1 ubiquitination and its association 
with autophagy receptors [49], underscoring the 
regulatory role of ubiquitination in SG dynamics.

Other PTMs, including SUMOylation [75], acetylation 
[50, 76], O-glycosylation [77], and PARylation (poly 
(ADP-ribosyl)ation) [78], also regulate SG assembly 
and disassembly. FUS glutathionylation promotes 
phase separation, inducing FUS aggregation, indicating 
that glutathionylation plays a role in the regulation of 
LLPS [79]. In summary, PTMs significantly influence 
phase separation dynamics, enabling SGs to respond 
dynamically and quickly to different stimuli.
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Relationship between LLPS, SGs and pathogenesis 
of NDDs
Multiple lines of evidence suggest that the SG lifetime 
can determine the cell fate in NDDs [19, 23, 80]. The 
sequestration of aggregation-prone proteins within these 
membraneless compartments significantly impedes SG 
disassembly kinetics [81]. Although SGs can be induced 
by various types of stress in eukaryotic cells, most 
experiments related to SGs in  vitro were performed 
under cell-free conditions due to the lack of methods for 
monitoring SG dynamics in vivo. The conditions leading 
to LLPS in  vitro generally differ from physiological 
conditions in macromolecule concentration, 
temperature, pH, and salt ion concentration [82–84]. 
Such non-physiological conditions drive RBPs and 
associated macromolecules into hydrogel droplets with 
compromised dynamics, and even pathological crystal-
like assemblies. Consistently, molecular crowding agents 
often lead to solid-like states of protein in vitro, referred 
to as protein aggregates [85].

Protein aggregation is the key feature of various 
NDDs, but the precise molecular mechanisms triggering 
aggregation are still largely unknown. Recent studies on 
SG assembly and disassembly through phase separation 
have shed light on the mechanisms of the transition 
between soluble and aggregated states of NDD-
associated proteins (Table 1).

SGs in ALS and FTD
FTD and ALS are considered part of a spectrum due to 
their overlapping clinical features [106, 117]. TDP-43 and 
FUS pathologies are typical hallmarks of both ALS and 
FTD, but how these proteins start to aggregate remains 
unclear. Emerging evidence demonstrates that LLPS is a 
crucial molecular mechanism underlying ALS and FTD. 
Several genes encoding RBPs associated with LLPS, 
including TDP-43, FUS, ATNX2, HNRNPA1, and TIA1, 
are risk factors for both diseases [21, 87, 96, 104]. These 
RBPs can condense into SGs under stress and may form 
amyloid-like fibrillar aggregates [21].

Cytoplasmic TDP-43 aggregates are the primary 
neuropathological marker of ALS [118]. TDP-43 can 
mislocalize to SGs and then convert into cytoplasmic 
aggregates under stress [81]. TDP-43 proteinopathy is 
related to a deficiency in its nucleocytoplasmic transport. 
KPNB1 (Karyopherin-β), member of the nuclear import 
receptor family, can reverse abnormal phase transitions 
of Nup62 and TDP-43, inhibiting TDP-43 proteinopathy 
[118, 119]. Alternatively, in SH-SY5Y cells, exposure 
to fragmented TDP-43 or FUS fibrils leads to the 
formation of long-lived liquid droplets of cytosolic TDP-
43 independent of SGs. Similarly, low-concentration 

SA treatment induces cytoplasmic TDP-43-containing 
particles [120]. In addition, RNA depletion promotes the 
formation of insoluble TDP-43 outside SGs compared 
with RNA-containing SGs [121]. The TIA1 P362L 
mutation is a risk factor that delays SG disassembly and 
promotes the accumulation of non-dynamic, TDP-43-
containing SGs, resulting in TDP-43 aggregation [104].

Hexanucleotide repeat expansions in the C9orf72 
gene are also related to FTD and ALS [122]. C9orf72 is 
strongly co-localized with the well-known SG markers 
G3BP1 and Hu-antigen R (HuR) under dithiothreitol 
treatment or heat shock [105, 123]. Ablation of C9orf72 
completely abolishes SG assembly and accelerates 
cell death, while C9orf72 overexpression leads to 
spontaneous SG formation [106]. These findings suggest 
that phase transition-induced changes in SG dynamics 
may play a crucial role in the development of ALS and 
FTD.

SGs in AD
AD is the most common form of dementia, primarily 
affecting memory in older adults [119]. The tau 
protein is the predominant component of intracellular 
neurofibrillary tangles, a pathological hallmark of AD. 
Tau can undergo LLPS, which facilitates tau amyloid 
aggregation. Intracellular phase separation of tau induces 
formation of subcellular foci of high local concentration 
of tau in neurons, which may lead to tau aggregation in 
the context of aberrant phosphorylation or mutations 
[124]. Tau droplet formation is enhanced in vitro under 
crowded conditions and can be further enhanced by the 
P301L mutation associated with inherited tauopathy 
[125]. LLPS regulates tau misfolding and drives its 
oligomerization [124, 126], initiating tau aggregation 
[124].

SGs produced through LLPS may be important in AD. 
Inhibiting SG assembly has been shown to alleviate AD-
like pathology in mice [126]. Knockout of TIA1 reduces 
SG formation, inhibits tau misfolding, and alleviates 
toxicity in primary hippocampal neurons [127]. LLPS of 
tau, driven by tau interactions with RNA and TIA1, can 
generate tau oligomers, emphasizing the importance of 
LLPS and TIA1 for tau pathology [82]. Interestingly, a 
decrease in SG assembly is associated with alleviation 
of tau pathology, suggesting that reducing SG assembly 
could inhibit AD progression [128]. However, other stud-
ies have shown inconsistent results. For instance, G3BP2, 
a major SG component, binds to the microtubule-bind-
ing region (MTBR) of tau through its NTF2 domain, 
inhibiting tau aggregation by masking MTBR. Loss of 
G3BP2 exacerbates tau pathology in primary human neu-
rons and brain organoids [129]. These findings under-
score the complex roles of SG and highlight the need for 
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further studies on the functions of proteins like G3BP2 
and TIA1. The role of LLPS-mediated SG assembly in 
AD remains controversial. Further studies on the mecha-
nisms of LLPS and the SG dynamics in Aβ and tau aggre-
gation are needed to advance the understanding of AD 
pathology.

SGs in PD
PD is the second most common neurodegenerative 
disease after AD. It is characterized by progressive 
loss of dopaminergic neurons in the substantia nigra 
of the midbrain and intracellular accumulation of 
protein inclusions known as Lewy bodies (LBs) and 
Lewy neurites. The main protein component of the 
inclusions is α-synuclein (α-syn) [7], which is natively an 
unstructured protein that can aberrantly self-assemble 
into aggregates [130]. α-Syn aggregation is associated 
with PD pathogenesis [131], although the underlying 
mechanisms remain obscure.

Recent studies have shown that α-syn undergoes LLPS, 
which may precede its aggregation [83, 132]. In  vitro 
studies showed that low pH, familial PD-associated 
mutations, and phosphomimetic substitution, factors 
known to aggravate α-syn aggregation, can also facilitate 
α-syn LLPS [133]. Similar results were observed in 
HeLa cells, where α-syn droplets evolve into perinuclear 
aggresomes [133]. These results suggest that α-syn can 
be concentrated in condensates, promoting amyloid 
formation through LLPS [134]. C-terminal truncation 
of α-syn, which is significantly increased in the brains of 
PD patients, regulates α-syn LLPS through electrostatic 
interactions [134]. Furthermore, C-terminally truncated 
α-syn can be recruited into wild-type (WT) α-syn 
droplets, accelerating WT α-syn aggregation through 
LLPS [132]. Therefore, LLPS-mediated α-syn self-
assembly may be highly relevant in PD pathogenesis.

Neurotoxins such as rotenone, paraquat, MPTP 
(1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine), and 
6-OHDA (6-hydroxydopamine) are commonly used to 
establish cell and animal models of Parkinsonism. These 
toxins impair mitochondrial function, reducing ATP 
production [135], which can induce SG assembly due 
to ATP deficiency [18]. In this context, the dynamics of 
SGs may be altered when animals are treated with these 
toxins, leading to chronic stress that promotes α-syn 
aggregation. Therefore, investigating the pathological 
mechanisms mediated by SGs in toxin models can 
provide valuable insights into PD pathogenesis.

SGs in Huntington’s disease (HD)
HD is a neurodegenerative disease characterized by 
neuropsychiatric symptoms, progressive cognitive 

impairment, and movement impairments. HD is caused 
by a dominantly inherited CAG trinucleotide repeat 
expansion in the huntingtin gene (HTT) [136]. Recent 
studies have revealed an association of SG assembly with 
HTT aggregation [89, 137]. Increased G3BP1-positive 
SGs have been observed in the cortex and hippocampus 
of R6/2 transgenic mice, a commonly used HD model, 
and in the prefrontal cortex of HD patients, suggesting 
an interplay between G3BP1 and HTT aggregation 
[89]. Outside SGs, HTT interacts with G3BP1. The 
recruitment of G3BP1 into SGs under stress conditions 
reduces its interaction with HTT, promoting mutant 
HTT aggregation in striatal neurons differentiated 
from patient-derived induced pluripotent stem cells. 
Besides, G3BP1 deficiency accelerates polyQ-expanded 
aggregation and toxicity in the neurons of HD C. elegans 
model [137].

The delicate balance of G3BP1 localization within and 
outside SGs appears to be crucial for modulating HTT 
aggregation dynamics, and is a potential therapeutic 
target for HD. Compared to ALS, FTD, and AD, studies 
on SG dynamics in HD are relatively rare, and there is a 
lack of sufficient evidence to fully understand the roles 
of SGs. Additional studies are required to determine 
whether SGs function as a protective ‘guardian’ or a 
detrimental ‘entity’ in HD pathogenesis through LLPS.

SGs in spinocerebellar ataxias (SCAs)
SCAs are a large group of autosomal-dominant NDDs 
characterized by progressive cerebellar degeneration 
combined with brain stem atrophy, with complex 
molecular mechanisms in the pathogenesis [138]. Ataxin 
2 (ATXN2) aggregates are a pathological feature in SCA2 
brains [139]. Staufen 1 (STAU1) is abundant under 
multiple stressors and interacts with ATXN2 [140]. 
STAU1 levels are significantly elevated in SCA2 patient 
cells and animal models [141]. STAU1 is critical in SG 
assembly and disassembly [113]. STAU1 knockdown 
facilitates SG formation under stress conditions, while its 
overexpression impairs SG assembly [113].

Overexpression of G3BP1 in Neuro2a cells decreases 
ATXN2 and ATXN3 aggregation, while silencing G3bp1 
in the mouse brain increases aggregation of human-
expanded ATXN2 and ATXN3, suggesting a protective 
effect of G3BP1 against protein aggregation [90]. G3BP1 
and its paralog G3BP2 are major components of SGs. 
However, SA-induced SG assembly reduces the overall 
protein translation, but does not affect the expression 
of ATXN2 and ATXN3 proteins or their aggregation. 
The relationship of G3BP2 with SG assembly was not 
explored in the study [90]. Although there is no direct 
evidence linking SG dynamics to SCA, multiple SCA 
risk genes have been revealed to regulate the process of 
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LLPS or SG formation [90, 141]. These findings suggest 
a new research direction for exploring SCA pathogenesis 
mechanisms.

SGs in prion disease
Prion diseases are rare neurodegenerative disorders 
characterized by the infectious conversion of normal 
cellular prion protein  (PrPC) into its misfolded, disease-
associated form  PrPSc [142]. This conversion, which 
involves a structural shift from an α-helical to a β-sheet-
rich conformation, propagates the disease by templating 
further  PrPC misfolding [142]. PrP has the property of 
LLPS, which is modulated by the interactions between 
PrP and nucleic acids [143, 144]. Nucleic acids not only 
influence the LLPS of PrP [143], but may also impact 
the pathological conversion of PrP by affecting its local 
concentration and aggregation propensity. In addition, 
PrP influences eIF2α regulation, as the presence of the 
misfolded, aggregating conformer  PrPsc, correlates with 
enhanced eIF2α phosphorylation in prion-infected mice 
[145]. eIF2α dephosphorylation is neuroprotective in 
these mice [145], reinforcing this connection. Recently, 
the cellular PrP,  PrPC, was shown to localize in TIA1-
positive SGs after AS-induced stress in HeLa cells 
[146]. The cytoplasmic enrichment of PrP coincided 
with an alteration in its binding partners, which 
are predominantly related to RNA localization and 
processing [146].

Based on these findings, we can hypothesize that the 
elevated levels of p-eIF2α observed in prion-induced 
neurodegeneration may lead to the formation of PrP-con-
taining SGs. This could represent a cellular defense strat-
egy to mitigate the toxic effects of accumulating  PrPSc. 
However, the formation of  PrPSc aggresomes disrupts this 

defense by preventing SG assembly in Neuro2a, BE(2)
M17, and SK-N-SH neuroblastoma cells, as well as in 
HeLa cells under AS-induced stress [147]. The dysregula-
tion of these stress responses could in turn enhance prion 
disease pathology by stabilizing  PrPSc and facilitating its 
spread.

Critical domains of RBPs for SG assembly in NDDs
RBPs contain RNA-binding domains and regulate RNA 
metabolism and function. They also regulate LLPS 
during stress, contributing to SG assembly. The various 
sequence domains in RBPs, including RNA recognition 
motifs (RRMs), low complexity domains (LCDs), nuclear 
transport factor 2-like (NTF2L), IDR (intrinsically 
disordered regions), Arginine (R)-Glycine (G) (RG) 
motif, and Arginine (R)-Glycine (G)-Glycine (G) (RGG) 
motif (Table 2), play significant roles in regulating LLPS, 
especially for SGs. In this section, we will summarize 
the roles of RRMs, LCD and NTF2L domains in the 
pathologies of NDDs.

RRMs
RRMs are typical RNA-binding domains and are among 
the most abundant and extensively studied domains 
in RBPs [152]. Most RBPs contain one or more RRM 
domains, which interact with various nucleic acids and 
proteins to regulate RNA metabolism and gene expres-
sion [153]. In ALS, tethered TDP-43 RRM1-RRM2 is 
prone to aggregation and fibrillation [153]. The FUS RRM 
domain, characterized by high thermodynamics and con-
formational dynamics, can spontaneously self-assemble 
into amyloid fibrils [154], suggesting a pivotal role in 

Table 2 Proteins and domains that facilitate LLPS in NDDs

ATXNT2, ataxin-2; FUS, fused in sarcoma; cIDR, C-terminal intrinsically disordered region; G3BP1/2, Ras-GAP SH3-domain-binding protein 1/2; Gly-rich, Glycine rich 
region; hnRNPA1, heterogeneous nuclear ribonucleoprotein A1; hnRNPA2/B1, heterogeneous nuclear ribonucleoprotein; LCD, low complexity domain; LSm, like-Sm; 
LSmAD, like-Sm associated domain; MTBD, microtubule-binding domain; NTF2L, nuclear transport factor 2-like; PolyQ, Polyglutamine; PRD (P1/2), Proline-rich domain 
1/2; PrLD, Prion-like Domain; PY-NLS, PY-Nuclear localization signals; RGG, arginine‐glycine‐glycine repeat; RRM, RNA recognition motif; TDP-43, TAR DNA-binding 
protein 43; TIA1, T cell-restricted intracellular antigen-1

Names of proteins RNA‑binding domain LLPS‑promoting domains References

ATXN2 LSm LSmAD Poly Q
(548–571)

Poly Q (616–656) cIDR (900–1084) – [88, 148]

FUS RRM – – PrLD RGG (371–422) RGG (453–501) PY‑NLS
(501–526)

[149]

G3BP1/2 RRM – – NTF2L Gly‑rich – RGG [34, 90]

hnRNPA1 RRM1 RRM2 – LCD – – – [92, 150]

hnRNPA2/B2 RRM1 RRM2 – LCD [150]

Tau – – – PRD (P1, P2) MTBD
(R1, R2, R3, R4)

– – [82, 151]

TDP‑43 RRM1 RRM2 – LCD – – – [149]

TIA1 RRM1 RRM2 RRM3 LCD – – – [104]
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transiting FUS from the reversible and physiological state 
to the irreversible pathological states.

Furthermore, deletion of the FUS RRM domain 
facilitates LLPS through the loss of inhibitory 
intramolecular interactions between the RRM and 
the RGG domains [155]. This is similar to the finding 
that RNA binding to the TDP-43 RRM domains blocks 
neurotoxic phase transitions of TDP-43 by inhibiting 
intramolecular interactions [121]. Similar results were 
observed in the heterogeneous nuclear ribonucleoprotein 
A1 (hnRNPA1) protein, in which multivalency 
interactions between RNA and RBPs contribute to LLPS 
[21]. In addition, PTMs of RRM domains associated with 
SG formation can influence protein aggregation. For 
example, acetylation of TDP-43 RRMs promotes protein 
aggregation [156]. These findings suggest that RRMs may 
be crucial in regulating LLPS processes.

LCDs
LCDs serve as intrinsic molecular drivers of LLPS 
through their sequence-encoded biophysical properties 
[21]. Multiple RBPs harbor LCDs enriched with amino 
acid residues, particularly glycine, tyrosine, and serine, 
which enhance structural flexibility and disorder [157]. 
Glycine promotes droplet fluidity, while glutamine 
enhances droplet hardening and decreases droplet 
dynamics [157]. The LCD of hnRNPA1 mediates 
LLPS and incorporates it into SGs [21]. In ALS-FUS, 
mutations in the LCD domain may accelerate FUS LLPS 
into less dynamic or irreversible fibrils, contributing to 
pathological protein aggregates in patient cells [158]. 
Similar results were observed for the LCD of TATA-
binding protein-associated factor 15 (TAF15) and 
hnRNPH1, in which Y-to-S mutations in G/S-Y-G/S 
inhibit the liquid droplet assembly [159].

In addition to FUS and TDP-43, mutations in the LCD 
of other RBPs related to FTD and ALS, such as EWSR1 
(Ewing sarcoma breakpoint region 1), TIA1, TAF15, 
Ataxin2, hnRNPA1, and hnRNPA2B1, have also been 
reported to interfere with SG assembly [150]. Collectively, 
these genetic and mechanistic findings demonstrate 
that, LCDs act as central molecular scaffolds governing 
the primary determinant of cell phase separation and 
regulating SG dynamics. For instance, the LCD of 
TIA1 is essential for SG assembly, and ALS-associated 
proline-to-leucine mutations in TIA1 lead to abnormal 
SG kinetics and acceleration of TIA1 fibrillization [160]. 
hnRNPA1 with LCD mutation such as D262V, showed 
delayed SG disassembly two hours after the removal of 
SA, as observed in SH-SY5Y cells [161]. Taken together, 
these studies indicate that LCDs of RBPs, especially those 
associated with LLPS, play pivotal roles in regulating SG 
assembly and disassembly. Aberrant phase separation 

can significantly impact SG dynamics, influencing NDD 
pathogenesis.

NTF2L domain
The NTF2L domain is a conserved protein domain found 
in RBPs [74]. G3BP1, the core component of SGs, harbors 
an NTF2L domain essential for protein translocation 
through the nuclear pore complex [74]. In cell models, 
overexpression of G3BP1 leads to decreased ATXN2 and 
ATXN3 aggregation, while NTF2L deletion increases 
aggregation [90]. In addition, the NTF2L domain in the 
N-terminus of G3BP2 can interact with tau in its R2–R3 
repeats and significantly decrease tau aggregation [129]. 
Although these studies did not evaluate the assembly of 
SGs, current evidence suggests that NTF2L will impact 
the localization and concentration of RBPs, thereby 
affecting SG formation. Moreover, a previous study in 
COS cells showed that the NTF2L domain mediates 
G3BP recruitment to SGs [162]. In addition, Caprin-1 
enhances the formation of SGs via its RNA-binding 
domain at the C-terminal. In contrast, the NTF2L 
domain of G3BP1 interacts with the G3BP1-interacting 
motif of Carprin-1, inhibiting G3BP1 phase separation 
[163]. These findings highlight the significant role of the 
NTF2L domain in SG formation and dynamics, which 
warrants further investigation into its contribution to 
NDD pathogenesis.

SG assembly‑disassembly is a double‑edged sword 
for NDDs
SG assembly and disassembly has a complex and 
multifaceted role in cellular stress response. During 
age-associated alterations such as oxidative stress and 
inflammation, RNAs bind to RBPs to form complexes, 
leading to SG assembly with defensive functions [164]. 
At physiological states, SG assembly can reduce cellular 
energy demands and maintain protein homeostasis [165]. 
SGs immediately disassemble after stress recovery, which 
is essential for restoring normal cellular metabolism 
[166].

However, during aging, SGs can have detrimental 
effects. Aging is the most important risk factor for 
pathological protein aggregation in NDDs [167]. Since 
neurons are long-lived cells constantly exposed to 
mild microenvironmental stress—less intense than the 
acute stresses applied in cell line studies (in vitro)—the 
formation of large SGs may not occur [164]. During 
this chronic stimulation, SGs gradually transit from 
a small reversible state to a larger irreversible one. 
These irreversible SGs may act as seeds that trigger 
the formation of a nucleus. This nucleus slowly transits 
from a liquid phase to a gel phase and eventually to 
a solid phase. This process ultimately promotes the 
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buildup of toxic proteins in neurons, contributing to 
the accumulation of pathological proteins in age-related 
neurological disorders [120, 128].

Initially produced through LLPS as a protective 
mechanism in eukaryotic cells, the role of SGs in NDDs 
still requires further investigation. Numerous in  vitro 
experiments have demonstrated that SGs are key players 
in enhancing the aggregation of proteins associated 
with NDDs [8, 49]. Evidence from cell models suggests 
that soluble RBPs may be the “initiated nidus” for 
forming larger pathological aggregates that bind with 
or without pathological proteins associated with NDDs 
[99]. RBPs, such as G3BP1 and TIA1, are the primary 

components of SGs and can aggregate into noticeable 
granules that eventually evolve into SGs [99]. SGs 
may serve as a pivotal trigger for pathological protein 
aggregation in NDDs when SG dynamics are imbalanced. 
Overexpression of RBPs decreases ATXN2 and ATXN3 
aggregation while silencing G3BP1 increases human 
ATXN2 and ATXN3 aggregation during aging. This 
emerging evidence suggests a potential pathomechanism 
involving dysregulated SG homeostasis, characterized 
by upregulated condensate nucleation concomitant 
with compromised disassembly kinetics. This functional 
imbalance manifests as persistent SG accumulation due 
to attenuated clearance machinery, ultimately driving the 

Fig. 2 The potential contribution of SG assembly to NDDs through LLPS. a Neurons, astrocytes, microglia, and oligodendrocytes are the major 
cell components in the central nervous system. SG assembly occurs in the cytoplasm of these cells under environmental or endogenous stimuli. 
b, c Immunofluorescence images of SGs in the cytoplasm of primary mouse cortical neurons. Green, eIF3η (Santa Cruz Biotechnology, Dallas, TX; 
sc‑37214); red, TIA1 (Abcam, Cambridge, United Kingdom, ab140595). Scale bar: 10 μm. Images were provided by our team member, Li‑Hong 
Mao. d SG assembly can be induced by the p‑eIF2α pathway that activates four kinases: GCN2, PERK, HRI, and PKR. SGs can also be induced 
independently of the p‑eIF2α pathway under stress conditions such as  H2O2, cold shock, and Pateamine A treatment. e SG assembly through LLPS. 
RBPs assemble into liquid‑like phase‑separated condensates with pathological proteins, through multivalent interactions with liquid droplets 
(dynamic), hydrogels (weakly dynamic), and amyloid‑like fibrils (non‑dynamic). ① Following stress relief, SGs transiently dissipate via the ubiquitin–
proteasome system (UPS)‑ or autophagy‑independent disassembly, and release the RBPs, mRNAs, and the proteins associated with NDDs. ②, ③ 
The SGs may also be cleared by the UPS‑ or autophagosome/lysosome‑dependent disassembly. ④ The transient storage of these RBPs, mRNAs, 
and pathological proteins impairs SG disassembly, eventually resulting in pathological protein aggregation. The immunofluorescence image stained 
by our lab shows α‑syn aggregates in primary mouse cortical neurons (in purple (Santa Cruz Biotechnology, Dallas, TX; sc‑12767)). Scale bar: 10 μm. 
f Illustration of brain regions affected by pathology in different NDDs. When the process of SG assembly and disassembly is disrupted, SGs may be 
either directly or indirectly implicated in NDDs
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transition from dynamic liquid droplets to pathogenic 
solid aggregates. The imbalance in SG dynamics under 
the pathological conditions of NDDs remains a topic of 
debate.

However, SGs may counteract neuronal damage and 
inhibit protein aggregation at the early stages of NDDs. 
In primary skin fibroblasts from ALS patients with TDP-
43 A382T mutation, the number of SGs per cell and the 
percentage of cells that form SGs under SA stress are 
decreased compared to cells with wild-type TDP-43. 
Although there is no direct evidence for the association 
of reduced SG formation with pathological exacerbation 
in the TDP43 mutant cell line, what is clear is that the 
fibroblasts with A382T mutation have a defective SG 
response [168]. The SG assembly deficits have also been 
observed in aged primary neurons from ALS mice with 
TDP-43 M337V mutation, when exposed to heat shock 
[169]. Therefore, SG formation can be protective under 
certain conditions. However, prolonged or dysfunctional 
SG assembly and impaired SG disassembly can have 
deleterious effects on neuronal health. This double-edged 
sword nature of SGs underscores the need for a better 
understanding of their regulation and function in the 
processes of NDDs.

The complexity of the pathogenesis of NDDs poses 
tremendous challenges for developing therapeutic 
strategies. Traditional therapeutic approaches, 
such as neuroprotective agents, gene therapy, anti-
inflammatory therapy [170], and surgical technologies, 
focus primarily on alleviating motor symptoms of NDDs 
without addressing the underlying disease mechanisms 
[171–174]. Current research emphasizes identifying 
key players and targeting them to delay the onset or 
progression of NDDs. Therefore, screening for early 
diagnostic biomarkers and treatment targets within 
the SG-interacting RBPs network may lead to the 
development of novel therapeutic strategies that target 
the root causes of NDDs.

Conclusions
Despite decades of research on the mechanisms of patho-
logical protein aggregation and the development of ther-
apeutic strategies to prevent this process, the initiation 
of pathological protein aggregates remains elusive. Dys-
homeostasis of SG dynamics contributes to pathological 
protein aggregation. Recent studies suggest that LLPS 
increases protein concentrations [175], which can dis-
rupt the dynamic homeostasis of SG assembly and disas-
sembly, creating a feedback loop that initiates misfolded 
protein aggregation in NDDs. The dynamic homeostasis 

of SGs promotes the transition of pathological proteins 
from soluble to insoluble states, resulting in pathological 
protein aggregation (Fig. 2). Starting from the "primitive 
culprit"  mediated by LLPS, the dynamic imbalance of 
SGs may drive the accumulation of pathogenic proteins 
in NDDs [104, 176].

Modulation of RBP expression is critical for 
maintaining the dynamic equilibrium of protein 
solutions. For instance, reducing TIA1 level offers 
protection against tauopathy, while mutant FUS drives 
early FUS ALS neurodegeneration [177]. Knockdown 
of G3BP1 has been linked to increased mutant HTT 
aggregation [137], whereas reducing G3BP2 levels leads 
to tau aggregation [129]. Conversely, overexpression 
of G3BP1 decreases ATXN2 and ATXN3 protein 
aggregation and preserves neuronal cell function [90]. 
Mitigation and exacerbation of protein aggregation 
states by RBP dysregulation perturbs SG homeostasis. 
Investigating the roles of RBPs in regulating SG assembly 
and disassembly as well as the roles of SGs at different 
stages of NDDs may advance our understanding of 
NDD pathogenesis and lead to discovery of potential 
therapeutic options.

Although SGs are transient membraneless structures 
formed in response to stress, the role of SGs in the 
long-term pathogenesis of NDDs remains significant 
for further exploration. Our current understanding of 
the contribution of SGs to NDDs is still limited. Further 
research is needed to investigate the involvement of 
SGs in NDDs. It is also important to determine whether 
drugs targeting NDD or factors aggravating NDD 
pathogenesis can stimulate SG formation, whether the 
major components of SGs are different under various 
conditions, and the roles of protein components within 
SGs. Addressing these questions may significantly 
deepen our understanding of NDD pathogenesis and 
uncover potential therapeutic options.

Abbreviations
α‑Syn  α‑Synuclein
AD  Alzheimer’s disease
ALS  Amyotrophic lateral sclerosis
ATP  Adenosine triphosphate
ATXN2  Ataxin 2
DDX6  DEAD‑box helicase 6
FTD  Frontotemporal dementia
FUS  Fuse in sarcoma
G3BP  RasGAPSH3‑binding protein
HD  Huntington’s disease
hnRNPH1  Heterogeneous nuclear ribonucleoprotein H1
Hsp  Heat shock protein
HSPB1  Heat shock protein family B (small) member 1
LBs  Lewy bodies
LCD  Low complexity domain
LLPS  Liquid–liquid phase separation



Page 14 of 18Yuan et al. Translational Neurodegeneration           (2025) 14:22 

MTBR  Microtubule‑binding region
m6A  N6‑methyladenosine
NDD  Neurodegenerative disease
NTF2L  Nuclear transport factor 2‑like
PD  Parkinson’s disease
RBP  RNA‑binding protein
RRM  RNA recognition motif
SA  Sodium arsenite
SCA  Spinocerebellar ataxia
SGs  Stress granules
TAF15  TATA‑binding protein‑associated factor 15
TIA1  T‑cell restricted intracellular antigen 1
TRIM21  Tripartite motif containing 21
UPS  Ubiquitin‑proteasome system

Acknowledgements
Not applicable.

Author contributions
LY, LHM, and T.C.R.G.V. conceived and wrote the paper. T.F.O., YYH, and WL 
edited the paper. JYL conceived and edited the manuscript. All authors read 
and approved the final manuscript.

Funding
This review is supported by the National Natural Science Foundation 
(82201594). Acknowledgements also to the support of the Swedish 
Research Council (202‑02216), the Strong Research Environment MultiPark 
(Multidisciplinary research on Parkinson’s disease), the Parkinsonfonden 
(1494/2023), and The Brain Foundation (FO2023‑0397).

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no conflicts of interest.

Received: 11 August 2024   Accepted: 28 March 2025

References
 1. Protter DSW, Parker R. Principles and properties of stress granules. 

Trends Cell Biol. 2016;26(9):668–79.
 2. Zhou Y, Panhale A, Shvedunova M, Balan M, Gomez‑Auli A, Holz H, 

et al. RNA damage compartmentalization by Dhx9 stress granules. Cell. 
2024;187(7):1701‑18.e28.

 3. Lian C, Zhang C, Tian P, Tan Q, Wei Y, Wang Z, et al. Epigenetic Reader 
ZMYND11 noncanonical function restricts hnrnpa1‑mediated stress 
granule formation and oncogenic activity. Signal Transduct Target Ther. 
2024;9(1):258.

 4. Glineburg MR, Yildirim E, Gomez N, Li X, Pak J, Altheim C, et al. Stress 
granule formation helps to mitigate neurodegeneration. Nucl Acids 
Res. 2024;52(16):9745–59.

 5. Samir P, Kesavardhana S, Patmore DM, Gingras S, Malireddi RKS, Karki R, 
et al. DDX3X acts as a live‑or‑die checkpoint in stressed cells by regulat‑
ing NLRP3 Inflammasome. Nature. 2019;573(7775):590–4.

 6. Manjunath L, Oh S, Ortega P, Bouin A, Bournique E, Sanchez A, 
et al. APOBEC3B drives Pkr‑mediated translation shutdown and 

protects stress granules in response to viral infection. Nat Commun. 
2023;14(1):820.

 7. Morris HR, Spillantini MG, Sue CM, Williams‑Gray CH. The pathogenesis 
of Parkinson’s disease. Lancet. 2024;403(10423):293–304.

 8. Chong ZZ, Menkes DL, Souayah N. Pathogenesis underlying hexanu‑
cleotide repeat expansions in C9orf72 gene in amyotrophic lateral 
sclerosis. Rev Neurosci. 2024;35(1):85–97.

 9. Ambadipudi S, Biernat J, Riedel D, Mandelkow E, Zweckstetter M. 
Liquid‑liquid phase separation of the microtubule‑binding repeats of 
the Alzheimer‑related protein tau. Nat Commun. 2017;8(1):275.

 10. Li M, Fan Y, Li Q, Wang X, Zhao L, Zhu M. Liquid‑liquid phase separation 
promotes protein aggregation and its implications in ferroptosis in Par‑
kinson’s disease dementia. Oxid Med Cell Longev. 2022;2022:7165387.

 11. Li Y, Gu J, Wang C, Hu J, Zhang S, Liu C, et al. HSP70 exhibits a liquid‑
liquid phase separation ability and chaperones condensed fus against 
amyloid aggregation. iScience. 2022;25(6):104356.

 12. Alberti S, Gladfelter A, Mittag T. Considerations and challenges in study‑
ing liquid‑liquid phase separation and biomolecular condensates. Cell. 
2019;176(3):419–34.

 13. Barmada SJ, Skibinski G, Korb E, Rao EJ, Wu JY, Finkbeiner S. Cytoplasmic 
mislocalization of TDP‑43 is toxic to neurons and enhanced by a muta‑
tion associated with familial amyotrophic lateral sclerosis. J Neurosci. 
2010;30(2):639–49.

 14. Johnson BS, McCaffery JM, Lindquist S, Gitler AD. A yeast TDP‑43 
proteinopathy model exploring the molecular determinants of 
TDP‑43 aggregation and cellular toxicity. Proc Natl Acad Sci U S A. 
2008;105(17):6439–44.

 15. Sato K, Takayama KI, Inoue S. Stress granules sequester Alzheimer’s 
disease‑associated gene transcripts and regulate disease‑related neu‑
ronal proteostasis. Aging (Albany NY). 2023;15(10):3984–4011.

 16. Zhang P, Fan B, Yang P, Temirov J, Messing J, Kim HJ, et al. Chronic 
optogenetic induction of stress granules is cytotoxic and reveals the 
evolution of ALS‑FTD pathology. Elife. 2019;8(8):e39578.

 17. Vanderweyde T, Yu H, Varnum M, Liu‑Yesucevitz L, Citro A, Ikezu T, et al. 
Contrasting pathology of the stress granule proteins Tia‑1 and G3BP in 
tauopathies. J Neurosci. 2012;32(24):8270–83.

 18. Wang T, Tian X, Kim HB, Jang Y, Huang Z, Na CH, et al. Intracellular 
energy controls dynamics of stress‑induced ribonucleoprotein gran‑
ules. Nat Commun. 2022;13(1):5584.

 19. Fujikawa D, Nakamura T, Yoshioka D, Li Z, Moriizumi H, Taguchi M, et al. 
Stress granule formation inhibits stress‑induced apoptosis by selec‑
tively sequestering executioner caspases. Curr Biol. 2023;33(10):1967‑81 
e8.

 20. Gu S, Xu M, Chen L, Shi X, Luo SZ. A liquid‑to‑solid phase transition of 
Cu/Zn superoxide dismutase 1 initiated by oxidation and disease muta‑
tion. J Biol Chem. 2023;299(2): 102857.

 21. Molliex A, Temirov J, Lee J, Coughlin M, Kanagaraj AP, Kim HJ, 
et al. Phase separation by low complexity domains promotes 
stress granule assembly and drives pathological fibrillization. Cell. 
2015;163(1):123–33.

 22. Wolozin B, Ivanov P. Stress granules and neurodegeneration. Nat Rev 
Neurosci. 2019;20(11):649–66.

 23. Khalfallah Y, Kuta R, Grasmuck C, Prat A, Durham HD, Vande VC. 
TDP‑43 regulation of stress granule dynamics in neurodegenerative 
disease‑relevant cell types. Sci Rep. 2018;8(1):7551.

 24. Cui Q, Liu Z, Bai G. Friend or Foe. The role of stress granule in neuro‑
degenerative disease. Neuron. 2024;112(15):2464–85.

 25. Jain S, Wheeler JR, Walters RW, Agrawal A, Barsic A, Parker R. ATPase‑
modulated stress granules contain a diverse proteome and substruc‑
ture. Cell. 2016;164(3):487–98.

 26. Niewidok B, Igaev M, Pereira da Graca A, Strassner A, Lenzen C, 
Richter CP, et al. Single‑molecule imaging reveals dynamic biphasic 
partition of rna‑binding proteins in stress granules. J Cell Biol. 
2018;217(4):1303–18.

 27. Kedersha N, Chen S, Gilks N, Li W, Miller IJ, Stahl J, et al. Evidence that 
ternary complex (eIF2‑GTP‑tRNA(I)(Met))‑deficient preinitiation com‑
plexes are core constituents of mammalian stress granules. Mol Biol 
Cell. 2002;13(1):195–210.



Page 15 of 18Yuan et al. Translational Neurodegeneration           (2025) 14:22  

 28. Nunes C, Mestre I, Marcelo A, Koppenol R, Matos CA, Nóbrega C. MSGP. 
The first database of the protein components of the mammalian stress 
granules. Database (Oxford). 2019;2019:baz031.

 29. Castello A, Fischer B, Eichelbaum K, Horos R, Beckmann BM, Strein C, 
et al. Insights into RNA biology from an atlas of mammalian mRNA‑
binding proteins. Cell. 2012;149(6):1393–406.

 30. Markmiller S, Soltanieh S, Server KL, Mak R, Jin W, Fang MY, et al. 
Context‑dependent and disease‑specific diversity in protein interac‑
tions within stress granules. Cell. 2018;172(3):590‑604.e13.

 31. Gilks N, Kedersha N, Ayodele M, Shen L, Stoecklin G, Dember LM, et al. 
Stress granule assembly is mediated by prion‑like aggregation of TIA‑1. 
Mol Biol Cell. 2004;15(12):5383–98.

 32. Youn JY, Dunham WH, Hong SJ, Knight JDR, Bashkurov M, Chen GI, et al. 
High‑density proximity mapping reveals the subcellular organization of 
mRNA‑associated granules and bodies. Mol Cell. 2018;69(3):517‑32.e11.

 33. Kedersha N, Panas MD, Achorn CA, Lyons S, Tisdale S, Hickman T, et al. 
G3BP‑Caprin1‑USP10 complexes mediate stress granule condensation 
and associate with 40s subunits. J Cell Biol. 2016;212(7):845–60.

 34. Yang P, Mathieu C, Kolaitis RM, Zhang P, Messing J, Yurtsever U, et al. 
G3BP1 is a tunable switch that triggers phase separation to assemble 
stress granules. Cell. 2020;181(2):325‑45.e28.

 35. Wolozin B. Regulated protein aggregation: Stress granules and neuro‑
degeneration. Mol Neurodegener. 2012;7:56.

 36. Farny NG, Kedersha NL, Silver PA. Metazoan stress granule assembly is 
mediated by p‑eIF2 alpha‑dependent and ‑independent mechanisms. 
RNA. 2009;15(10):1814–21.

 37. Sanders DW, Kedersha N, Lee DSW, Strom AR, Drake V, Riback JA, et al. 
Competing protein‑RNA interaction networks control multiphase 
intracellular organization. Cell. 2020;181(2):306‑+.

 38. Freibaum BD, Messing J, Nakamura H, Yurtsever U, Wu J, Kim HJ, et al. 
Identification of small molecule inhibitors of G3BP‑driven stress granule 
formation. J Cell Biol. 2024;223(3):e202308083.

 39. Emara MM, Fujimura K, Sciaranghella D, Ivanova V, Ivanov P, Anderson 
P. Hydrogen peroxide induces stress granule formation independ‑
ent of eIF2 alpha phosphorylation. Biochem Biophys Res Commun. 
2012;423(4):763–9.

 40. Peng G, Gu A, Niu H, Chen L, Chen Y, Zhou M, et al. Amyotrophic lateral 
sclerosis (ALS) linked mutation in Ubiquilin 2 affects stress granule 
assembly Via Tia‑1. CNS Neurosci Ther. 2022;28(1):105–15.

 41. Dang Y, Kedersha N, Low WK, Romo D, Gorospe M, Kaufman R, et al. 
Eukaryotic initiation factor 2alpha‑independent pathway of stress 
granule induction by the natural product pateamine a. J Biol Chem. 
2006;281(43):32870–8.

 42. Low WK, Dang YJ, Schneider‑Poetsch T, Shi ZG, Choi NS, Merrick WC, 
et al. Inhibition of eukaryotic translation initiation by the marine natural 
product pateamine a. Mol Cell. 2005;20(5):709–22.

 43. Hofmann S, Cherkasova V, Bankhead P, Bukau B, Stoecklin G. Transla‑
tion suppression promotes stress granule formation and cell survival in 
response to cold shock. Mol Biol Cell. 2012;23(19):3786–800.

 44. Cherkasov V, Hofmann S, Druffel‑Augustin S, Mogk A, Tyedmers J, 
Stoecklin G, et al. Coordination of translational control and protein 
homeostasis during severe heat stress. Curr Biol. 2013;23(24):2452–62.

 45. Wheeler JR, Matheny T, Jain S, Abrisch R, Parker R. Distinct stages in 
stress granule assembly and disassembly. Elife. 2016;5:e18413.

 46. Ratti A, Gumina V, Lenzi P, Bossolasco P, Fulceri F, Volpe C, et al. Chronic 
stress induces formation of stress granules and pathological TDP‑43 
aggregates in human als fibroblasts and iPSC‑motoneurons. Neurobiol 
Dis. 2020;145: 105051.

 47. Fang MY, Markmiller S, Vu AQ, Javaherian A, Dowdle WE, Jolivet P, et al. 
Small‑molecule modulation of TDP‑43 recruitment to stress gran‑
ules prevents persistent tdp‑43 accumulation in ALS/FTD. Neuron. 
2019;103(5):802‑19.e11.

 48. Lei LL, Wu ZX, Winklhofer KF. Protein quality control by the proteasome 
and autophagy: a regulatory role of ubiquitin and liquid‑liquid phase 
separation. Matrix Biol. 2021;100:9–22.

 49. Yang C, Wang Z, Kang Y, Yi Q, Wang T, Bai Y, et al. Stress granule homeo‑
stasis is modulated by TRIM21‑mediated ubiquitination of G3BP1 and 
autophagy‑dependent elimination of stress granules. Autophagy. 
2023;19(7):1934–51.

 50. Wang F, Li J, Fan S, Jin Z, Huang C. Targeting stress granules: a novel 
therapeutic strategy for human diseases. Pharmacol Res. 2020;161: 
105143.

 51. Gu JG, Liu ZY, Zhang SN, Li YC, Xia WC, Wang C, et al. HSP40 proteins 
phase separate to chaperone the assembly and maintenance of mem‑
braneless organelles. Proc Natl Acad Sci U S A. 2020;117(49):31123–33.

 52. Ganassi M, Mateju D, Bigi I, Mediani L, Poser I, Lee HO, et al. A surveil‑
lance function of the HSPB8‑BAG3‑HSP70 chaperone complex ensures 
stress granule integrity and dynamism. Mol Cell. 2016;63(5):796–810.

 53. Lu S, Hu JJ, Arogundade OA, Goginashvili A, Vazquez‑Sanchez S, 
Diedrich JK, et al. Heat‑shock chaperone HSPB1 regulates cytoplasmic 
TDP‑43 phase separation and liquid‑to‑gel transition. Nat Cell Biol. 
2022;24(9):1378–93.

 54. Mediani L, Antoniani F, Galli V, Vinet J, Carrà AD, Bigi I, et al. HSP90‑
mediated regulation of DYRK3 couples stress granule disassembly and 
growth via mTORC1 signaling. Embo Rep. 2021;22(5):e51740.

 55. Sathyanarayanan U, Musa M, Bou Dib P, Raimundo N, Milosevic I, Krisko 
A. ATP hydrolysis by yeast HSP104 determines protein aggregate dis‑
solution and size in vivo. Nat Commun. 2020;11(1):5226.

 56. Wang T, Tian XB, Kim HB, Jang YR, Huang ZY, Na CH, et al. Intracellular 
energy controls dynamics of stress‑induced ribonucleoprotein gran‑
ules. Nat Commun. 2022;13(1):5584.

 57. Dang M, Lim L, Kang J, Song J. ATP biphasically modulates LLPS of 
TDP‑43 PLD by specifically binding arginine residues. Commun Biol. 
2021;4(1):714.

 58. Vergara RC, Jaramillo‑Riveri S, Luarte A, Moenne‑Loccoz C, Fuentes 
R, Couve A, et al. The energy homeostasis principle: neuronal energy 
regulation drives local network dynamics generating behavior. Front 
Comput Neurosci. 2019;13:49.

 59. Fu Y, Zhuang X. M(6)a‑binding YTHDF proteins promote stress granule 
formation. Nat Chem Biol. 2020;16(9):955–63.

 60. Guillen‑Boixet J, Kopach A, Holehouse AS, Wittmann S, Jahnel M, 
Schlussler R, et al. RNA‑induced conformational switching and cluster‑
ing of G3BP drive stress granule assembly by condensation. Cell. 
2020;181(2):346‑61e17.

 61. Van Treeck B, Protter DSW, Matheny T, Khong A, Link CD, Parker R. 
RNA self‑assembly contributes to stress granule formation and 
defining the stress granule transcriptome. Proc Natl Acad Sci U S A. 
2018;115(11):2734–9.

 62. Wang C, Duan Y, Duan G, Wang Q, Zhang K, Deng X, et al. Stress induces 
dynamic, cytotoxicity‑antagonizing TDP‑43 nuclear bodies via par‑
aspeckle lncRNA neat1‑mediated liquid‑liquid phase separation. Mol 
Cell. 2020;79(3):443‑58e7.

 63. Guo Q, Shi X, Wang X. RNA and liquid‑liquid phase separation. Noncod‑
ing RNA Res. 2021;6(2):92–9.

 64. Burke KA, Janke AM, Rhine CL, Fawzi NL. Residue‑by‑residue view of 
in vitro FUS granules that bind the c‑terminal domain of RNA polymer‑
ase ii. Mol Cell. 2015;60(2):231–41.

 65. Bauer KE, Bargenda N, Schieweck R, Illig C, Segura I, Harner M, et al. RNA 
supply drives physiological granule assembly in neurons. Nat Commun. 
2022;13(1):2781.

 66. Ryan VH, Perdikari TM, Naik MT, Saueressig CF, Lins J, Dignon GL, et al. 
Tyrosine phosphorylation regulates hnRNPA2 granule protein partition‑
ing and reduces neurodegeneration. Embo J. 2021;40(3):e105001.

 67. Wang B, Maxwell BA, Joo JH, Gwon Y, Messing J, Mishra A, et al. ULK1 
and ULK2 regulate stress granule disassembly through phosphorylation 
and activation of vcp/p97. Mol Cell. 2019;74(4):742‑+.

 68. Tourriere H, Chebli K, Zekri L, Courselaud B, Blanchard JM, Bertrand E, 
et al. The RasGAP‑associated endoribonuclease G3BP assembles stress 
granules. J Cell Biol. 2003;160(6):823–31.

 69. Reineke LC, Tsai WC, Jain A, Kaelber JT, Jung SY, Lloyd RE. Casein 
kinase 2 is linked to stress granule dynamics through phosphoryla‑
tion of the stress granule nucleating protein G3BP1. Mol Cell Biol. 
2017;37(4):e00596‑16.

 70. Tsai WC, Gayatri S, Reineke LC, Sbardella G, Bedford MT, Lloyd RE. Argi‑
nine demethylation of G3BP1 promotes stress granule assembly. J Biol 
Chem. 2016;291(43):22671–85.

 71. Huang C, Chen Y, Dai H, Zhang H, Xie M, Zhang H, et al. UBAP2l arginine 
methylation by prmt1 modulates stress granule assembly. Cell Death 
Differ. 2020;27(1):227–41.



Page 16 of 18Yuan et al. Translational Neurodegeneration           (2025) 14:22 

 72. Hofweber M, Hutten S, Bourgeois B, Spreitzer E, Niedner‑Boblenz A, 
Schifferer M, et al. Phase separation of FUS is suppressed by its nuclear 
import receptor and arginine methylation. Cell. 2018;173(3):706‑19.e13.

 73. Maxwell BA, Gwon Y, Mishra A, Peng J, Nakamura H, Zhang K, et al. 
Ubiquitination is essential for recovery of cellular activities after heat 
shock. Science. 2021;372(6549):eabc3593.

 74. Gwon Y, Maxwell BA, Kolaitis RM, Zhang P, Kim HJ, Taylor JP. Ubiquitina‑
tion of G3BP1 mediates stress granule disassembly in a context‑specific 
manner. Science. 2021;372(6549):eabf6548.

 75. Osmanovic A, Förster A, Widjaja M, Auber B, Das AM, Christians A, 
et al. A SUMO4 initiator codon variant in amyotrophic lateral sclerosis 
reduces SUMO4 expression and alters stress granule dynamics. J Neu‑
rol. 2022;269(9):4863–71.

 76. Kwon S, Zhang Y, Matthias P. The deacetylase hdac6 is a novel critical 
component of stress granules involved in the stress response. Gene 
Dev. 2007;21(24):3381–94.

 77. Ohn T, Kedersha N, Hickman T, Tisdale S, Anderson P. A functional 
RNAi screen links O‑GlcNAc modification of ribosomal proteins 
to stress granule and processing body assembly. Nat Cell Biol. 
2008;10(10):1224–31.

 78. Duan YJ, Du AY, Gu JG, Duan G, Wang C, Gui XR, et al. Parylation regu‑
lates stress granule dynamics, phase separation, and neurotoxicity of 
disease‑related RNA‑binding proteins. Cell Res. 2019;29(3):233–47.

 79. Cha SJ, Lee S, Choi HJ, Han YJ, Jeon YM, Jo M, et al. Therapeutic modula‑
tion of GSTO activity rescues FUS‑associated neurotoxicity via deglu‑
tathionylation in ALS disease models. Dev Cell. 2022;57(6):783‑98e8.

 80. Lee YB, Scotter EL, Lee DY, Troakes C, Mitchell J, Rogelj B, et al. Cyto‑
plasmic TDP‑43 is involved in cell fate during stress recovery. Hum Mol 
Genet. 2021;35:166–75.

 81. Takahashi M, Kitaura H, Kakita A, Kakihana T, Katsuragi Y, Onodera O, 
et al. USP10 inhibits aberrant cytoplasmic aggregation of TDP‑43 by 
promoting stress granule clearance. Mol Cell Biol. 2022;42(3): e0039321.

 82. Ash PEA, Lei S, Shattuck J, Boudeau S, Carlomagno Y, Medalla M, et al. 
Tia1 potentiates tau phase separation and promotes generation of 
toxic oligomeric tau. Proc Natl Acad Sci USA. 2021;118(9):e2014188118.

 83. Ray S, Singh N, Kumar R, Patel K, Pandey S, Datta D, et al. Α‑synuclein 
aggregation nucleates through liquid‑liquid phase separation. Nat 
Chem. 2020;12(8):705–16.

 84. Lin Y, Fichou Y, Longhini AP, Llanes LC, Yin P, Bazan GC, et al. Liquid‑liquid 
phase separation of tau driven by hydrophobic interaction facilitates 
fibrillization of tau. J Mol Biol. 2021;433(2): 166731.

 85. Andre AAM, Yewdall NA, Spruijt E. Crowding‑induced phase separation 
and gelling by co‑condensation of PEG in NPM1‑rRNA condensates. 
Biophys J. 2023;122(2):397–407.

 86. Nahm M, Lim SM, Kim YE, Park J, Noh MY, Lee S, et al. ANXA11 muta‑
tions in ALS cause dysregulation of calcium homeostasis and stress 
granule dynamics. Sci Transl Med. 2020;12(566):eaax3993.

 87. Becker LA, Huang B, Bieri G, Ma R, Knowles DA, Jafar‑Nejad P, et al. 
Therapeutic reduction of Ataxin‑2 extends lifespan and reduces pathol‑
ogy in TDP‑43 mice. Nature. 2017;544(7650):367–71.

 88. Bakthavachalu B, Huelsmeier J, Sudhakaran IP, Hillebrand J, Singh A, 
Petrauskas A, et al. RNP‑granule assembly via Ataxin‑2 disordered 
domains is required for long‑term memory and neurodegeneration. 
Neuron. 2018;98(4):754‑66.e4.

 89. Sanchez II, Nguyen TB, England WE, Lim RG, Vu AQ, Miramontes 
R, et al. Huntington’s disease mice and human brain tissue exhibit 
increased G3BP1 granules and TDP‑43 mislocalization. J Clin Invest. 
2021;131(12):e140723.

 90. Koppenol R, Conceicao A, Afonso IT, Afonso‑Reis R, Costa RG, Tome S, 
et al. The stress granule protein G3BP1 alleviates spinocerebellar ataxia‑
associated deficits. Brain. 2023;146(6):2346–63.

 91. Sidibé H, Khalfallah Y, Xiao S, Gómez NB, Fakim H, Tank EMH, et al. TDP‑
43 stabilizes G3BP1 mrna: relevance to amyotrophic lateral sclerosis/
frontotemporal dementia. Brain. 2021;144(11):3461–76.

 92. Beijer D, Kim HJ, Guo L, O’Donovan K, Mademan I, Deconinck T, et al. 
Characterization of hnrnpa1 mutations defines diversity in pathogenic 
mechanisms and clinical presentation. JCI Insight. 2021;6(14):e148363.

 93. Kim HJ, Kim NC, Wang YD, Scarborough EA, Moore J, Diaz Z, et al. 
Mutations in prion‑like domains in hnRNPA2B1 and hnrnpa1 cause 
multisystem proteinopathy and ALS. Nature. 2013;495(7442):467–73.

 94. Jiang L, Lin W, Zhang C, Ash PEA, Verma M, Kwan J, et al. Interaction 
of tau with hnRNPA2B1 and n(6)‑methyladenosine RNA mediates the 
progression of tauopathy. Mol Cell. 2021;81(20):4209‑27.e12.

 95. Korobeynikov VA, Lyashchenko AK, Blanco‑Redondo B, Jafar‑Nejad P, 
Shneider NA. Antisense oligonucleotide silencing of FUS expression 
as a therapeutic approach in amyotrophic lateral sclerosis. Nat Med. 
2022;28(1):104–16.

 96. Zhang X, Wang F, Hu Y, Chen R, Meng D, Guo L, et al. In vivo stress 
granule misprocessing evidenced in a FUS knock‑in ALS mouse model. 
Brain. 2020;143(5):1350–67.

 97. Motaln H, Čerček U, Yamoah A, Tripathi P, Aronica E, Goswami A, et al. 
Abl kinase‑mediated FUS Tyr526 phosphorylation alters nucleocyto‑
plasmic FUS localization in FTLD‑FUS. Brain. 2023;146(10):4088–104.

 98. Maziuk BF, Apicco DJ, Cruz AL, Jiang L, Ash PEA, da Rocha EL, et al. RNA 
binding proteins co‑localize with small tau inclusions in tauopathy. 
Acta Neuropathol Commun. 2018;6(1):71.

 99. Silva JM, Rodrigues S, Sampaio‑Marques B, Gomes P, Neves‑Carvalho 
A, Dioli C, et al. Dysregulation of autophagy and stress granule‑
related proteins in stress‑driven tau pathology. Cell Death Differ. 
2019;26(8):1411–27.

 100. Kim HJ, Raphael AR, LaDow ES, McGurk L, Weber RA, Trojanowski JQ, 
et al. Therapeutic modulation of eif2alpha phosphorylation rescues 
TDP‑43 toxicity in amyotrophic lateral sclerosis disease models. Nat 
Genet. 2014;46(2):152–60.

 101. Couthouis J, Hart MP, Shorter J, DeJesus‑Hernandez M, Erion R, Oristano 
R, et al. A yeast functional screen predicts new candidate ALS disease 
genes. Proc Natl Acad Sci U S A. 2011;108(52):20881–90.

 102. Blechingberg J, Luo Y, Bolund L, Damgaard CK, Nielsen AL. Gene expres‑
sion responses to FUS, EWS, and TAF15 reduction and stress granule 
sequestration analyses identifies FET‑protein non‑redundant functions. 
PLoS ONE. 2012;7(9): e46251.

 103. Gopal PP, Nirschl JJ, Klinman E, Holzbaur EL. Amyotrophic lateral scle‑
rosis‑linked mutations increase the viscosity of liquid‑like TDP‑43 RNP 
granules in neurons. Proc Natl Acad Sci U S A. 2017;114(12):E2466–75.

 104. Mackenzie IR, Nicholson AM, Sarkar M, Messing J, Purice MD, Pottier C, 
et al. Tia1 mutations in amyotrophic lateral sclerosis and frontotemporal 
dementia promote phase separation and alter stress granule dynamics. 
Neuron. 2017;95(4):808‑16.e9.

 105. Hirsch‑Reinshagen V, Pottier C, Nicholson AM, Baker M, Hsiung GR, 
Krieger C, et al. Clinical and neuropathological features of ALS/FTD with 
Tia1 mutations. Acta Neuropathol Commun. 2017;5(1):96.

 106. Maharjan N, Kunzli C, Buthey K, Saxena S. C9orf72 regulates stress 
granule formation and its deficiency impairs stress granule assembly, 
hypersensitizing cells to stress. Mol Neurobiol. 2017;54(4):3062–77.

 107. Zheng W, Wang K, Wu Y, Yan G, Zhang C, Li Z, et al. C9orf72 regulates 
the unfolded protein response and stress granule formation by inter‑
acting with eIF2α. Theranostics. 2022;12(17):7289–306.

 108. Chitiprolu M, Jagow C, Tremblay V, Bondy‑Chorney E, Paris G, Savard 
A, et al. A complex of c9orf72 and p62 uses arginine methylation to 
eliminate stress granules by autophagy. Nat Commun. 2018;9(1):2794.

 109. Chew J, Cook C, Gendron TF, Jansen‑West K, Del Rosso G, Daughrity 
LM, et al. Aberrant deposition of stress granule‑resident proteins linked 
to C9orf72‑associated TDP‑43 proteinopathy. Mol Neurodegener. 
2019;14(1):9.

 110. Guo L, Kim HJ, Wang H, Monaghan J, Freyermuth F, Sung JC, et al. 
Nuclear‑import receptors reverse aberrant phase transitions of RNA‑
binding proteins with prion‑like domains. Cell. 2018;173(3):677‑92.
e20.

 111. Gal J, Kuang L, Barnett KR, Zhu BZ, Shissler SC, Korotkov KV, et al. ALS 
mutant SOD1 interacts with G3BP1 and affects stress granule dynam‑
ics. Acta Neuropathol. 2016;132(4):563–76.

 112. Lee DY, Jeon GS, Sung JJ. ALS‑linked mutant sod1 associates 
with Tia‑1 and alters stress granule dynamics. Neurochem Res. 
2020;45(12):2884–93.

 113. Thomas MG, Tosar LJM, Desbats MA, Leishman CC, Boccaccio GL. 
Mammalian staufen 1 is recruited to stress granules and impairs their 
assembly. J Cell Sci. 2009;122(4):563–73.

 114. Piatnitskaia S, Takahashi M, Kitaura H, Katsuragi Y, Kakihana T, Zhang 
L, et al. USP10 is a critical factor for tau‑positive stress granule forma‑
tion in neuronal cells. Sci Rep. 2019;9(1):10591.



Page 17 of 18Yuan et al. Translational Neurodegeneration           (2025) 14:22  

 115. Buchan JR, Kolaitis RM, Taylor JP, Parker R. Eukaryotic stress gran‑
ules are cleared by autophagy and CDC48/VCP function. Cell. 
2013;153(7):1461–74.

 116. Seguin SJ, Morelli FF, Vinet J, Amore D, De Biasi S, Poletti A, et al. 
Inhibition of autophagy, lysosome and VCP function impairs stress 
granule assembly. Cell Death Differ. 2014;21(12):1838–51.

 117. Phukan J, Pender NP, Hardiman O. Cognitive impairment in amyo‑
trophic lateral sclerosis. Lancet Neurol. 2007;6(11):994–1003.

 118. Khalil B, Chhangani D, Wren MC, Smith CL, Lee JH, Li X, et al. Nuclear 
import receptors are recruited by FG‑nucleoporins to rescue hall‑
marks of TDP‑43 proteinopathy. Mol Neurodegener. 2022;17(1):80.

 119. Irwin KE, Jasin P, Braunstein KE, Sinha IR, Garret MA, Bowden KD, 
et al. A fluid biomarker reveals loss of tdp‑43 splicing repression in 
presymptomatic ALS‑FTD. Nat Med. 2024;30(2):382–93.

 120. Gasset‑Rosa F, Lu S, Yu HY, Chen C, Melamed Z, Guo L, et al. Cyto‑
plasmic TDP‑43 de‑mixing independent of stress granules drives 
inhibition of nuclear import, loss of nuclear TDP‑43, and cell death. 
Neuron. 2019;102(2):339.e7–57.e7.

 121. Mann JR, Gleixner AM, Mauna JC, Gomes E, DeChellis‑Marks MR, 
Needham PG, et al. RNA binding antagonizes neurotoxic phase 
transitions of TDP‑43. Neuron. 2019;102(2):321‑38e8.

 122. Raguseo F, Wang Y, Li J, Petric Howe M, Balendra R, Huyghebaert A, 
et al. The ALS/FTD‑related C9orf72 hexanucleotide repeat expansion 
forms RNA condensates through multimolecular g‑quadruplexes. Nat 
Commun. 2023;14(1):8272.

 123. Trageser KJ, Smith C, Herman FJ, Ono K, Pasinetti GM. Mechanisms 
of immune activation by C9orf72‑expansions in amyotrophic lateral 
sclerosis and frontotemporal dementia. Front Neurosci. 2019;13:1298.

 124. Wegmann S, Eftekharzadeh B, Tepper K, Zoltowska KM, Bennett RE, 
Dujardin S, et al. Tau protein liquid‑liquid phase separation can initi‑
ate tau aggregation. Embo J. 2018;37(7):e98049.

 125. Kanaan NM, Hamel C, Grabinski T, Combs B. Liquid‑liquid phase sepa‑
ration induces pathogenic tau conformations in vitro. Nat Commun. 
2020;11(1):2809.

 126. Wen J, Hong L, Krainer G, Yao QQ, Knowles TPJ, Wu S, et al. Confor‑
mational expansion of tau in condensates promotes irreversible 
aggregation. J Am Chem Soc. 2021;143(33):13056–64.

 127. Vanderweyde T, Apicco DJ, Youmans‑Kidder K, Ash PEA, Cook C, 
Lummertz da Rocha E, et al. Interaction of Tau with the RNA‑binding 
protein Tia1 regulates tau pathophysiology and toxicity. Cell Rep. 
2016;15(7):1455–66.

 128. Apicco DJ, Ash PEA, Maziuk B, LeBlang C, Medalla M, Al Abdullatif A, 
et al. Reducing the RNA binding protein Tia1 protects against tau‑
mediated neurodegeneration in vivo. Nat Neurosci. 2018;21(1):72–80.

 129. Wang C, Terrigno M, Li J, Distler T, Pandya NJ, Ebeling M, et al. 
Increased G3BP2‑tau interaction in tauopathies is a natural defense 
against tau aggregation. Neuron. 2023;111(17):2660.e9–74.e9.

 130. Poudyal M, Sakunthala A, Mukherjee S, Gadhe L, Maji SK. Phase 
separation and other forms of alpha‑synuclein self‑assemblies. Essays 
Biochem. 2022;66(7):987–1000.

 131. Uemura N, Marotta NP, Ara J, Meymand ES, Zhang B, Kameda H, 
et al. Alpha‑synuclein aggregates amplified from patient‑derived 
Lewy bodies recapitulate Lewy body diseases in mice. Nat Commun. 
2023;14(1):6892.

 132. Huang S, Mo X, Wang J, Ye X, Yu H, Liu Y. Alpha‑synuclein phase separa‑
tion and amyloid aggregation are modulated by C‑terminal truncations. 
FEBS Lett. 2022;596(11):1388–400.

 133. Ray S, Singh N, Kumar R, Patel K, Pandey S, Datta D, et al. Alpha‑synu‑
clein aggregation nucleates through liquid‑liquid phase separation. Nat 
Chem. 2020;12(8):705‑716.

 134. Sorrentino ZA, Vijayaraghavan N, Gorion KM, Riffe CJ, Strang KH, 
Caldwell J, et al. Physiological C‑terminal truncation of alpha‑synuclein 
potentiates the prion‑like formation of pathological inclusions. J Biol 
Chem. 2018;293(49):18914–32.

 135. Konnova EA, Swanberg M. Animal models of Parkinson’s disease. In: 
Stoker TB, Greenland JC, editors. Parkinson’s disease: pathogenesis and 
clinical aspects. Brisbane (AU): Codon Publications; 2018.

 136. Stoker TB, Mason SL, Greenland JC, Holden ST, Santini H, Barker RA. 
Huntington’s disease: diagnosis and management. Pract Neurol. 
2022;22(1):32–41.

 137. Gutierrez‑Garcia R, Koyuncu S, Hommen F, Bilican S, Lee HJ, Fatima A, 
et al. G3BP1‑dependent mechanism suppressing protein aggregation 
in Huntington’s models and its demise upon stress granule assembly. 
Hum Mol Genet. 2023;32(10):1607–21.

 138. Klockgether T, Mariotti C, Paulson HL. Spinocerebellar ataxia. Nat Rev 
Dis Primers. 2019;5(1):24.

 139. Paul S, Dansithong W, Figueroa KP, Scoles DR, Pulst SM. Staufen1 links 
RNA stress granules and autophagy in a model of neurodegeneration. 
Nat Commun. 2018;9(1):3648.

 140. Huynh DP, Del Bigio MR, Ho DH, Pulst SM. Expression of Ataxin‑2 in 
brains from normal individuals and patients with Alzheimer’s disease 
and spinocerebellar Ataxia 2. Ann Neurol. 1999;45(2):232–41.

 141. Paul S, Dansithong W, Figueroa KP, Gandelman M, Scoles DR, 
Pulst SM. Staufen1 in human neurodegeneration. Ann Neurol. 
2021;89(6):1114–28.

 142. Prusiner SB. Prions. Proc Natl Acad Sci U S A. 1998;95(23):13363–83.
 143. Silva JL, Vieira TC, Cordeiro Y, de Oliveira GAP. Nucleic acid actions on 

abnormal protein aggregation, phase transitions and phase separation. 
Curr Opin Struct Biol. 2022;73: 102346.

 144. Matos CO, Passos YM, Doamaral MJ, Macedo B, Tempone MH, Bezerra 
OCL, et al. Liquid‑liquid phase separation and fibrillation of the 
prion protein modulated by a high‑affinity DNA aptamer. FASEB J. 
2020;34(1):365–85.

 145. Moreno JA, Radford H, Peretti D, Steinert JR, Verity N, Martin MG, et al. 
Sustained translational repression by eIF2alpha‑p mediates prion 
neurodegeneration. Nature. 2012;485(7399):507–11.

 146. Younas N, Zafar S, Saleem T, Fernandez Flores LC, Younas A, Schmitz M, 
et al. Differential interactome mapping of aggregation prone/prion‑like 
proteins under stress: novel links to stress granule biology. Cell Biosci. 
2023;13(1):221.

 147. Goggin K, Beaudoin S, Grenier C, Brown AA, Roucou X. Prion protein 
aggresomes are Poly(a)+ ribonucleoprotein complexes that induce 
a PKR‑mediated deficient cell stress response. Biochim Biophys Acta. 
2008;1783(3):479–91.

 148. Boeynaems S, Dorone Y, Zhuang Y, Shabardina V, Huang G, Marian A, 
et al. Poly(a)‑binding protein is an Ataxin‑2 chaperone that regulates 
biomolecular condensates. Mol Cell. 2023;83(12):2020‑34.e6.

 149. Portz B, Lee BL, Shorter J. FUS and TDP‑43 phases in health and disease. 
Trends Biochem Sci. 2021;46(7):550–63.

 150. Baradaran‑Heravi Y, Van Broeckhoven C, van der Zee J. Stress granule 
mediated protein aggregation and underlying gene defects in the FTD‑
ALS spectrum. Neurobiol Dis. 2020;134: 104639.

 151. Ferreon JC, Jain A, Choi KJ, Tsoi PS, MacKenzie KR, Jung SY, et al. Acetyla‑
tion disfavors tau phase separation. Int J Mol Sci. 2018;19(5):1360.

 152. Agarwal A, Bahadur RP. Modular architecture and functional annotation 
of human RNA‑binding proteins containing RNA recognition motif. 
Biochimie. 2023;209:116–30.

 153. Dang M, Li Y, Song J. Tethering‑induced destabilization and ATP‑binding 
for tandem RRM domains of ALS‑causing TDP‑43 and hnrnpa1. Sci Rep. 
2021;11(1):1034.

 154. Lu Y, Lim L, Song J. RRM domain of ALS/FTD‑causing FUS characteristic 
of irreversible unfolding spontaneously self‑assembles into amyloid 
fibrils. Sci Rep. 2017;7(1):1043.

 155. Yoshizawa T, Ali R, Jiou J, Fung HYJ, Burke KA, Kim SJ, et al. Nuclear 
import receptor inhibits phase separation of FUS through binding to 
multiple sites. Cell. 2018;173(3):693‑705e22.

 156. Cohen TJ, Hwang AW, Restrepo CR, Yuan CX, Trojanowski JQ, Lee VM. An 
acetylation switch controls tdp‑43 function and aggregation propen‑
sity. Nat Commun. 2015;6:5845.

 157. Ukmar‑Godec T, Hutten S, Grieshop MP, Rezaei‑Ghaleh N, Cima‑Omori 
MS, Biernat J, et al. Lysine/RNA‑interactions drive and regulate biomo‑
lecular condensation. Nat Commun. 2019;10(1):2909.

 158. Lee J, Cho H, Kwon I. Phase separation of low‑complexity domains in 
cellular function and disease. Exp Mol Med. 2022;54(9):1412–22.

 159. Kim GH, Kwon I. Distinct roles of hnrnph1 low‑complexity 
domains in splicing and transcription. Proc Natl Acad Sci USA. 
2021;118(50):e2109668118.

 160. Ding X, Gu S, Xue S, Luo SZ. Disease‑associated mutations affect tia1 
phase separation and aggregation in a proline‑dependent manner. 
Brain Res. 2021;1768: 147589.



Page 18 of 18Yuan et al. Translational Neurodegeneration           (2025) 14:22 

 161. Lee YJ, Rio DC. A mutation in the low‑complexity domain of splicing 
factor hnrnpa1 linked to amyotrophic lateral sclerosis disrupts distinct 
neuronal RNA splicing networks. Genes Dev. 2024;38(1–2):11–30.

 162. Cho HS, Park YH, Moon S, Park C, Jung HS, Namkoong S. Targeting the 
NTF2‑like domain of G3BP1: Novel modulators of intracellular granule 
dynamics. Biochem Biophys Res Commun. 2024;697: 149497.

 163. Song D, Kuang L, Yang L, Wang L, Li H, Li X, et al. Yin and yang 
regulation of stress granules by caprin‑1. Proc Natl Acad Sci USA. 
2022;119(44):e2207975119.

 164. Ma YZ, Farny NG. Connecting the dots: Neuronal senescence, stress 
granules, and neurodegeneration. Gene. 2023;871:147437.

 165. Advani VM, Ivanov P. Stress granule subtypes: an emerging link to 
neurodegeneration. Cell Mol Life Sci. 2020;77(23):4827–45.

 166. Hofmann S, Kedersha N, Anderson P, Ivanov P. Molecular mechanisms 
of stress granule assembly and disassembly. Biochim Biophys Acta Mol 
Cell Res. 2021;1868(1): 118876.

 167. Hou YJ, Dan XL, Babbar M, Wei Y, Hasselbalch SG, Croteau DL, et al. 
Ageing as a risk factor for neurodegenerative disease. Nat Rev Neurol. 
2019;15(10):565–81.

 168. Orrù S, Coni P, Floris A, Littera R, Carcassi C, Sogos V, et al. Reduced stress 
granule formation and cell death in fibroblasts with the A382T muta‑
tion of TARDBP gene: Evidence for loss of tdp‑43 nuclear function. Hum 
Mol Genet. 2016;25(20):4473–83.

 169. Dubinski A, Gagné M, Peyrard S, Gordon D, Talbot K, Vande VC. Stress 
granule assembly in vivo is deficient in the CNS of mutant tTDP‑43 ALS 
mice. Hum Mol Genet. 2023;32(2):319–32.

 170. Azzini E, Peña‑Corona SI, Hernández‑Parra H, Chandran D, Saleena LAK, 
Sawikr Y, et al. Neuroprotective and anti‑inflammatory effects of cur‑
cumin in Alzheimer’s disease: targeting neuroinflammation strategies. 
Phytother Res. 2024;38(6):3169–89.

 171. Stocchi F, Bravi D, Emmi A, Antonini A. Parkinson disease therapy: 
current strategies and future research priorities. Nat Rev Neurol. 
2024;20(12):695–707.

 172. Abbasov ME, Alvariño R, Chaheine CM, Alonso E, Sánchez JA, Conner 
ML, et al. Simplified immunosuppressive and neuroprotective agents 
based on gracilin a. Nat Chem. 2019;11(4):342–50.

 173. Avenali M, Zangaglia R, Cuconato G, Palmieri I, Albanese A, Artusi CA, 
et al. Are patients with GBA‑Parkinson disease good candidates for 
deep brain stimulation? A longitudinal multicentric study on a large 
italian cohort. J Neurol Neurosurg Psychiatry. 2024;95(4):309–15.

 174. Ng J, Barral S, Waddington SN, Kurian MA. Gene therapy for dopamine 
dyshomeostasis: From Parkinson’s to primary neurotransmitter diseases. 
Mov Disord. 2023;38(6):924–36.

 175. Gao C, Gu JE, Zhang H, Jiang K, Tang LL, Liu R, et al. Hyperosmotic‑
stress‑induced liquid‑liquid phase separation of ALS‑related proteins in 
the nucleus. Cell Rep. 2022;40(3):111086.

 176. Hu RR, Qian BT, Li A, Fang YS. Role of proteostasis regulation in the 
turnover of stress granules. Int J Mol Sci. 2022;23(23):14565.

 177. Szewczyk B, Gunther R, Japtok J, Frech MJ, Naumann M, Lee HO, et al. 
FUS ALS neurons activate major stress pathways and reduce translation 
as an early protective mechanism against neurodegeneration. Cell Rep. 
2023;42(2):112025.


	Stress granules: emerging players in neurodegenerative diseases
	Abstract 
	Introduction
	Coalescence and composition of SGs
	Assembly of SGs
	Disassembly of SGs
	Factors involved in the regulation of SG assembly and disassembly
	Molecular chaperones regulate SG dynamics
	Energy metabolism modulates SG homeostasis
	RNA modulation of SG homeostasis
	Post-translational modifications (PTMs) and SG homeostasis

	Relationship between LLPS, SGs and pathogenesis of NDDs
	SGs in ALS and FTD
	SGs in AD
	SGs in PD
	SGs in Huntington’s disease (HD)
	SGs in spinocerebellar ataxias (SCAs)
	SGs in prion disease

	Critical domains of RBPs for SG assembly in NDDs
	RRMs
	LCDs
	NTF2L domain

	SG assembly-disassembly is a double-edged sword for NDDs
	Conclusions
	Acknowledgements
	References


